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SUMMARY OF PRODUCT CHARACTERISTICS
1. NAME OF THE MEDICINAL PRODUCT

Ciproxin solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each glass bottle with 50 mL infusion solution contains 100 mg ciprofloxacin. The sodium chloride
content is 450 mg (7.7 mmol).

Each glass bottle with 100 mL infusion solution contains 200 mg ciprofloxacin. The sodium chloride
content is 900 mg (15.4 mmol).

Each glass bottle with 200 mL infusion solution contains 400 mg ciprofloxacin. The sodium chloride
content is 1800 mg (30.8 mmol).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Solution for infusion.
Clear, nearly colourless to slightly yellowish solution.

The pH-value of the solution for infusion ranges from 3.9 to 4.5.

4.  CLINICAL PARTICULARS
4.1 Therapeutic indications
Ciproxin solution for infusion is indicated for the treatment of the following infections (see sections
4.4 and 5.1). Special attention should be paid to available information on resistance to ciprofloxacin
before commencing therapy.
Consideration should be given to official guidance on the appropriate use of antibacterial agents.
Adults
o Lower respiratory tract infections due to Gram-negative bacteria

- exacerbations of chronic obstructive pulmonary disease

- broncho-pulmonary infections in cystic fibrosis or in bronchiectasis
- pneumonia

. Chronic suppurative otitis media
. Acute exacerbation of chronic sinusitis especially if these are caused by Gram-negative bacteria
. Urinary tract infections
o Genital tract infections
- epididymo-orchitis including cases due to susceptible Neisseria gonorrhoeae
- pelvic inflammatory disease including cases due to susceptible Neisseria gonorrhoeae
. Infections of the gastro-intestinal tract (e.g. travellers™ diarrhoea)
o Intra-abdominal infections
. Infections of the skin and soft tissue caused by Gram-negative bacteria
o Malignant external otitis

V024 2 Page 1 of 22



. Infections of the bones and joints
. Inhalation anthrax (post-exposure prophylaxis and curative treatment)

Ciprofloxacin may be used in the management of neutropenic patients with fever that is suspected to
be due to a bacterial infection.

Children and adolescents

. Broncho-pulmonary infections in cystic fibrosis caused by Pseudomonas aeruginosa
. Complicated urinary tract infections and pyelonephritis
. Inhalation anthrax (post-exposure prophylaxis and curative treatment)

Ciprofloxacin may also be used to treat severe infections in children and adolescents when this is
considered to be necessary.

Treatment should be initiated only by physicians who are experienced in the treatment of cystic
fibrosis and/or severe infections in children and adolescents (see sections 4.4 and 5.1).

4.2 Posology and method of administration

Posology

The dosage is determined by the indication, the severity and the site of the infection, the susceptibility
to ciprofloxacin of the causative organism(s), the renal function of the patient and, in children and
adolescents the body weight.

The duration of treatment depends on the severity of the illness and on the clinical and bacteriological
course.

After intravenous initiation of treatment, the treatment can be switched to oral treatment with tablet or
suspension if clinically indicated at the discretion of the physician. 1V treatment should be followed
by oral route as soon as possible.

In severe cases or if the patient is unable to take tablets (e.g. patients on enteral nutrition), it is
recommended to commence therapy with intravenous ciprofloxacin until a switch to oral
administration is possible.

Treatment of infections due to certain bacteria (e.g. Pseudomonas aeruginosa, Acinetobacter or
Staphylococci) may require higher ciprofloxacin doses and co-administration with other appropriate
antibacterial agents.

Treatment of some infections (e.g. pelvic inflammatory disease, intra-abdominal infections, infections
in neutropenic patients and infections of bones and joints) may require co-administration with other
appropriate antibacterial agents depending on the pathogens involved.

Adults
Indications Daily dose in mg Total duration of treatment
(including switch to oral
therapy as soon as possible)
Infections of the lower respiratory tract 400 mg twice daily to 7 to 14 days
400 mg three times a
day
Infections of the Acute exacerbation of | 400 mg twice daily to 7 to 14 days
upper respiratory chronic sinusitis 400 mg three times a
tract day
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Indications

Daily dose in mg

Total duration of treatment
(including switch to oral
therapy as soon as possible)

Chronic suppurative | 400 mg twice daily to 7 to 14 days
otitis media 400 mg three times a

day
Malignant external 400 mg three times a 28 days up to 3 months
otitis day

Urinary tract
infections
(see section 4.4)

Complicated and
uncomplicated
pyelonephritis

400 mg twice daily to
400 mg three times a
day

7 to 21 days, it can be
continued for longer than 21
days in some specific
circumstances (such as
abscesses)

Prostatitis

400 mg twice daily to
400 mg three times a
day

2 to 4 weeks (acute)

Genital tract

Epididymo-orchitis

400 mg twice daily to

at least 14 days

infections and pelvic 400 mg three times a
inflammatory day
diseases
Infections of the Diarrhoea caused by 400 mg twice daily 1 day
gastro-intestinal bacterial pathogens
tract and intra- including Shigella
abdominal spp. other than
infections Shigella dysenteriae
type 1 and empirical
treatment of severe
travellers’ diarrhoea
Diarrhoea caused by 400 mg twice daily 5 days
Shigella dysenteriae
type 1
Diarrhoea caused by 400 mg twice daily 3 days
Vibrio cholerae
Typhoid fever 400 mg twice daily 7 days
Intra-abdominal 400 mg twice daily to 5 to 14 days
infections due to 400 mg three times a
Gram-negative day
bacteria
Infections of the skin and soft tissue 400 mg twice daily to 7 to 14 days

400 mg three times a
day

Bone and joint infections

400 mg twice daily to
400 mg three times a
day

max. of 3 months

Neutropenic patients with fever that is
suspected to be due to a bacterial infection.
Ciprofloxacin should be co-administered
with appropriate antibacterial agent(s) in
accordance to official guidance.

400 mg twice daily to
400 mg three times a
day

Therapy should be continued
over the entire period of
neutropenia

V024 2
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Indications

Daily dose in mg

Total duration of treatment
(including switch to oral
therapy as soon as possible)

Inhalation anthrax post-exposure
prophylaxis and curative treatment for
persons requiring parenteral treatment
Drug administration should begin as soon as
possible after suspected or confirmed

exposure.

400 mg twice daily

60 days from the confirmation
of Bacillus anthracis exposure

Paediatric population

Indication

Daily dose in mg

Total duration of
treatment (including
switch to oral therapy
as soon as possible)

Cystic fibrosis

10 mg/kg body weight three times a day with a
maximum of 400 mg per dose.

10 to 14 days

Complicated
urinary tract
infections and
pyelonephritis

6 mg/kg body weight three times a day to 10 mg/kg
body weight three times a day with a maximum of
400 mg per dose.

10 to 21 days

Inhalation anthrax
post-exposure
curative treatment
for persons
requiring parenteral
treatment

Drug
administration
should begin as
soon as possible
after suspected or

10 mg/kg body weight twice daily to 15 mg/kg
body weight twice daily with a maximum of
400 mg per dose.

60 days from the
confirmation of Bacillus
anthracis exposure

confirmed

exposure.

Other severe 10 mg/kg body weight three times a day with a According to the type of
infections maximum of 400 mg per dose. infections

Elderly patients

Elderly patients should receive a dose selected according to the severity of the infection and the
patient’s creatinine clearance.

Patients with renal and hepatic impairment

Recommended starting and maintenance doses for patients with impaired renal function:

V024 2
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Creatinine Clearance Serum Creatinine Intravenous Dose

[mL/min/1.73 m?] [umol/L] [mg]

> 60 <124 See Usual Dosage.

30-60 124 10 168 200-400 mg every 12 h

<30 > 169 200-400 mg every 24 h

Patients on haemodialysis > 169 200-400 mg every 24 h
(after dialysis)

Patients on peritoneal dialysis > 169 200-400 mg every 24 h

In patients with impaired liver function no dose adjustment is required.
Dosing in children with impaired renal and/or hepatic function has not been studied.

Method of administration

Ciproxin solution for infusion should be checked visually prior to use. It must not be used if cloudy.

Ciprofloxacin should be administered by intravenous infusion. For children, the infusion duration is
60 minutes.

In adult patients, infusion time is 60 minutes for 400 mg Ciproxin solution for infusion and 30
minutes for 200 mg Ciproxin solution for infusion. Slow infusion into a large vein will minimise
patient discomfort and reduce the risk of venous irritation.

The infusion solution can be infused either directly or after mixing with other compatible infusion
solutions (see section 6.6).

4.3 Contraindications

o Hypersensitivity to the active substance, to other quinolones or to any of the excipients listed in
section 6.1.

. Concomitant administration of ciprofloxacin and tizanidine (see section 4.5).

4.4  Special warnings and precautions for use

Severe infections and mixed infections with Gram-positive and anaerobic pathogens

Ciprofloxacin monotherapy is not suited for treatment of severe infections and infections that might

be due to Gram-positive or anaerobic pathogens. In such infections ciprofloxacin must be co-
administered with other appropriate antibacterial agents.

Streptococcal Infections (including Streptococcus pneumoniae)
Ciprofloxacin is not recommended for the treatment of streptococcal infections due to inadequate
efficacy.

Genital tract infections

Epididymo-orchitis and pelvic inflammatory diseases may be caused by fluorogquinolone-resistant
Neisseria gonorrhoeae isolates.

For epididymo-orchitis and pelvic inflammatory diseases, empirical ciprofloxacin should only be
considered in combination with another appropriate antibacterial agent (e.g. a cephalosporin) unless
ciprofloxacin-resistant Neisseria gonorrhoeae can be excluded. If clinical improvement is not achieved
after 3 days of treatment, the therapy should be reconsidered.

V024 2 Page 5 of 22



Urinary tract infections

Resistance to fluoroquinolones of Escherichia coli — the most common pathogen involved in urinary
tract infections — varies across the European Union. Prescribers are advised to take into account the
local prevalence of resistance in Escherichia coli to fluoroquinolones.

Intra-abdominal infections
There are limited data on the efficacy of ciprofloxacin in the treatment of post-surgical intra-abdominal
infections.

Travellers’” diarrhoea
The choice of ciprofloxacin should take into account information on resistance to ciprofloxacin in
relevant pathogens in the countries visited.

Infections of the bones and joints
Ciprofloxacin should be used in combination with other antimicrobial agents depending on the results
of the microbiological documentation.

Inhalational anthrax

Use in humans is based on in-vitro susceptibility data and on animal experimental data together with
limited human data. Treating physicians should refer to national and /or international consensus
documents regarding the treatment of anthrax.

Paediatric population

The use of ciprofloxacin in children and adolescents should follow available official guidance.
Ciprofloxacin treatment should be initiated only by physicians who are experienced in the treatment
of cystic fibrosis and/or severe infections in children and adolescents.

Ciprofloxacin has been shown to cause arthropathy in weight-bearing joints of immature animals.
Safety data from a randomised double-blind study on ciprofloxacin use in children (ciprofloxacin:
n=335, mean age = 6.3 years; comparators: n=349, mean age = 6.2 years; age range = 1 to 17 years)
revealed an incidence of suspected drug-related arthropathy (discerned from joint-related clinical
signs and symptoms) by Day +42 of 7.2% and 4.6%. Respectively, an incidence of drug-related
arthropathy by 1-year follow-up was 9.0% and 5.7%. The increase of suspected drug-related
arthropathy cases over time was not statistically significant between groups. Treatment should be
initiated only after a careful benefit/risk evaluation, due to possible adverse events related to joints
and/or surrounding tissue.

Broncho-pulmonary infections in cystic fibrosis
Clinical trials have included children and adolescents aged 5-17 years. More limited experience is
available in treating children between 1 and 5 years of age.

Complicated urinary tract infections and pyelonephritis

Ciprofloxacin treatment of urinary tract infections should be considered when other treatments cannot
be used, and should be based on the results of the microbiological documentation.

Clinical trials have included children and adolescents aged 1-17 years.

Other specific severe infections

Other severe infections in accordance with official guidance, or after careful benefit-risk evaluation
when other treatments cannot be used, or after failure to conventional therapy and when the
microbiological documentation can justify a ciprofloxacin use.

The use of ciprofloxacin for specific severe infections other than those mentioned above has not been
evaluated in clinical trials and the clinical experience is limited. Consequently, caution is advised
when treating patients with these infections.
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Hypersensitivity
Hypersensitivity and allergic reactions, including anaphylaxis and anaphylactoid reactions, may occur

following a single dose (see section 4.8) and may be life-threatening. If such reaction occurs,
ciprofloxacin should be discontinued and an adequate medical treatment is required.

Musculoskeletal System

Ciprofloxacin should generally not be used in patients with a history of tendon disease/disorder
related to quinolone treatment. Nevertheless, in very rare instances, after microbiological
documentation of the causative organism and evaluation of the risk/benefit balance, ciprofloxacin may
be prescribed to these patients for the treatment of certain severe infections, particularly in the event
of failure of the standard therapy or bacterial resistance, where the microbiological data may justify
the use of ciprofloxacin.

Tendinitis and tendon rupture (especially Achilles tendon), sometimes bilateral, may occur with
ciprofloxacin, even within the first 48 hours of treatment. Inflammation and ruptures of tendon may
occur even up to several months after discontinuation of ciprofloxacin therapy. The risk of
tendinopathy may be increased in elderly patients or in patients concomitantly treated with
corticosteroids (see section 4.8).

At any sign of tendinitis (e.g. painful swelling, inflammation), ciprofloxacin treatment should be
discontinued. Care should be taken to keep the affected limb at rest.

Ciprofloxacin should be used with caution in patients with myasthenia gravis, because symptoms can
be exacerbated (see section 4.8).

Photosensitivity
Ciprofloxacin has been shown to cause photosensitivity reactions. Patients taking ciprofloxacin

should be advised to avoid direct exposure to either extensive sunlight or UV irradiation during
treatment (see section 4.8).

Central Nervous System

Ciprofloxacin like other quinolones are known to trigger seizures or lower the seizure threshold.
Cases of status epilepticus have been reported. Ciprofloxacin should be used with caution in patients
with CNS disorders which may be predisposed to seizure. If seizures occur ciprofloxacin should be
discontinued (see section 4.8). Psychiatric reactions may occur even after first administration of
ciprofloxacin. In rare cases, depression or psychosis can progress to suicidal ideations/thoughts
culminating in attempted suicide or completed suicide. In the occurrence of such cases, ciprofloxacin
should be discontinued.

Cases of polyneuropathy (based on neurological symptoms such as pain, burning, sensory
disturbances or muscle weakness, alone or in combination) have been reported in patients receiving
ciprofloxacin. Ciprofloxacin should be discontinued in patients experiencing symptoms of
neuropathy, including pain, burning, tingling, numbness, and/or weakness in order to prevent the
development of an irreversible condition (see section 4.8).

Cardiac disorders
Caution should be taken when using fluoroquinolones, including ciprofloxacin, in patients with
known risk factors for prolongation of the QT interval such as, for example:

- congenital long QT syndrome

- concomitant use of drugs that are known to prolong the QT interval (e.g. Class 1A and Il1

anti-arrhythmics, tricyclic antidepressants, macrolides, antipsychotics)
- uncorrected electrolyte imbalance (e.g. hypokalaemia, hypomagnesaemia)
- cardiac disease (e.g. heart failure, myocardial infarction, bradycardia)

Elderly patients and women may be more sensitive to QTc-prolonging medications. Therefore,
caution should be taken when using fluoroquinolones, including ciprofloxacin, in these populations.

(See section 4.2 Elderly patients, section 4.5, section 4.8, section 4.9).
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Hypoglycemia
As with other quinolones, hypoglycemia has been reported most often in diabetic patients,

predominantly in the elderly population. In all diabetic patients, careful monitoring of blood glucose
is recommended (see section 4.8).

Gastrointestinal System

The occurrence of severe and persistent diarrhoea during or after treatment (including several weeks
after treatment) may indicate an antibiotic-associated colitis (life-threatening with possible fatal
outcome), requiring immediate treatment (see section 4.8). In such cases, ciprofloxacin should
immediately be discontinued, and an appropriate therapy initiated. Anti-peristaltic drugs are
contraindicated in this situation.

Renal and urinary system
Crystalluria related to the use of ciprofloxacin has been reported (see section 4.8). Patients receiving
ciprofloxacin should be well hydrated and excessive alkalinity of the urine should be avoided.

Impaired renal function

Since ciprofloxacin is largely excreted unchanged via renal pathway dose adjustment is needed in
patients with impaired renal function as described in section 4.2 to avoid an increase in adverse drug
reactions due to accumulation of ciprofloxacin.

Hepatobiliary system

Cases of hepatic necrosis and life-threatening hepatic failure have been reported with ciprofloxacin
(see section 4.8). In the event of any signs and symptoms of hepatic disease (such as anorexia,
jaundice, dark urine, pruritus, or tender abdomen), treatment should be discontinued.

Glucose-6-phosphate dehydrogenase deficiency

Haemolytic reactions have been reported with ciprofloxacin in patients with glucose-6-phosphate
dehydrogenase deficiency. Ciprofloxacin should be avoided in these patients unless the potential
benefit is considered to outweigh the possible risk. In this case, potential occurrence of haemolysis
should be monitored.

Resistance

During or following a course of treatment with ciprofloxacin bacteria that demonstrate resistance to
ciprofloxacin may be isolated, with or without a clinically apparent superinfection. There may be a
particular risk of selecting for ciprofloxacin-resistant bacteria during extended durations of treatment
and when treating nosocomial infections and/or infections caused by Staphylococcus and
Pseudomonas species.

Cytochrome P450

Ciprofloxacin inhibits CYP1A2 and thus may cause increased serum concentration of concomitantly
administered substances metabolised by this enzyme (e.g. theophylline, clozapine,olanzapine
ropinirole, tizanidine, duloxetine). Co-administration of ciprofloxacin and tizanidine is contra-
indicated. Therefore, patients taking these substances concomitantly with ciprofloxacin should be
monitored closely for clinical signs of overdose, and determination of serum concentrations (e.g. of
theophylline) may be necessary (see section 4.5).

Methotrexate
The concomitant use of ciprofloxacin with methotrexate is not recommended (see section 4.5).

Interaction with tests
The in-vitro activity of ciprofloxacin against Mycobacterium tuberculosis might give false negative
bacteriological test results in specimens from patients currently taking ciprofloxacin.
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Injection Site Reaction

Local intravenous site reactions have been reported with the intravenous administration of
ciprofloxacin. These reactions are more frequent if the infusion time is 30 minutes or less. These may
appear as local skin reactions which resolve rapidly upon completion of the infusion. Subsequent
intravenous administration is not contraindicated unless the reactions recur or worsen.

NaCl Load

In patients for whom sodium intake is of medical concern (patients with congestive heart failure, renal
failure, nephrotic syndrome, etc.), the additional sodium load should be taken into account (for
sodium chloride content, see section 2).

4.5 Interaction with other medicinal products and other forms of interaction

Effects of other products on ciprofloxacin:

Drugs known to prolong QT interval

Ciprofloxacin, like other fluoroguinolones, should be used with caution in patients receiving drugs
known to prolong QT interval (e.g. Class 1A and 11l anti-arrhythmics, tricyclic antidepressants,
macrolides, antipsychotics) (see section 4.4).

Probenecid
Probenecid interferes with renal secretion of ciprofloxacin. Co-administration of probenecid and
ciprofloxacin increases ciprofloxacin serum concentrations.

Effects of ciprofloxacin on other medicinal products:

Tizanidine

Tizanidine must not be administered together with ciprofloxacin (see section 4.3). In a clinical study
with healthy subjects, there was an increase in serum tizanidine concentration (Cmax increase: 7-fold,
range: 4 to 21-fold; AUC increase: 10-fold, range: 6 to 24-fold) when given concomitantly with
ciprofloxacin. Increased serum tizanidine concentration is associated with a potentiated hypotensive
and sedative effect.

Methotrexate

Renal tubular transport of methotrexate may be inhibited by concomitant administration of
ciprofloxacin, potentially leading to increased plasma levels of methotrexate and increased risk of
methotrexate-associated toxic reactions. The concomitant use is not recommended (see section 4.4).

Theophylline
Concurrent administration of ciprofloxacin and theophylline can cause an undesirable increase in

serum theophylline concentration. This can lead to theophylline-induced side effects that may rarely
be life threatening or fatal. During the combination, serum theophylline concentrations should be
checked and the theophylline dose reduced as necessary (see section 4.4).

Other xanthine derivatives
On concurrent administration of ciprofloxacin and caffeine or pentoxifylline (oxpentifylline), raised
serum concentrations of these xanthine derivatives were reported.

Phenytoin
Simultaneous administration of ciprofloxacin and phenytoin may result in increased or reduced serum

levels of phenytoin such that monitoring of drug levels is recommended.
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Cyclosporin
A transient rise in the concentration of serum creatinine was observed when ciprofloxacin and

cyclosporin containing medicinal products were administered simultaneously. Therefore, it is
frequently (twice a week) necessary to control the serum creatinine concentrations in these patients.

Vitamin K antagonists

Simultaneous administration of ciprofloxacin with a vitamin K antagonist may augment its anti-
coagulant effects. The risk may vary with the underlying infection, age and general status of the
patient so that the contribution of ciprofloxacin to the increase in INR (international normalised ratio)
is difficult to assess. The INR should be monitored frequently during and shortly after co-
administration of ciprofloxacin with a vitamin K antagonist (e.g., warfarin, acenocoumarol,
phenprocoumon, or fluindione).

Duloxetine

In clinical studies, it was demonstrated that concomitant use of duloxetine with strong inhibitors of
the CYP450 1A2 isozyme such as fluvoxamine, may result in an increase of AUC and Cpax Of
duloxetine. Although no clinical data are available on a possible interaction with ciprofloxacin,
similar effects can be expected upon concomitant administration (see section 4.4).

Ropinirole
It was shown in a clinical study that concomitant use of ropinirole with ciprofloxacin, a moderate

inhibitor of the CYP450 1A2 isozyme, results in an increase of Crmax and AUC of ropinirole by 60%
and 84%, respectively. Monitoring of ropinirole-related side effects and dose adjustment as
appropriate is recommended during and shortly after co-administration with ciprofloxacin (see section
4.4).

Lidocaine

It was demonstrated in healthy subjects that concomitant use of lidocaine containing medicinal
products with ciprofloxacin, a moderate inhibitor of CYP450 1A2 isozyme, reduces clearance of
intravenous lidocaine by 22%. Although lidocaine treatment was well tolerated, a possible interaction
with ciprofloxacin associated with side effects may occur upon concomitant administration.

Clozapine
Following concomitant administration of 250 mg ciprofloxacin with clozapine for 7 days, serum

concentrations of clozapine and N-desmethylclozapine were increased by 29% and 31%, respectively.
Clinical surveillance and appropriate adjustment of clozapine dosage during and shortly after co-
administration with ciprofloxacin are advised (see section 4.4).

Sildenafil

Cmax and AUC of sildenafil were increased approximately twofold in healthy subjects after an oral
dose of 50 mg given concomitantly with 500 mg ciprofloxacin. Therefore, caution should be used
prescribing ciprofloxacin concomitantly with sildenafil taking into consideration the risks and the
benefits.

4.6 Pregnancy and lactation

Pregnancy
The data that are available on administration of ciprofloxacin to pregnant women indicates no

malformative or feto/neonatal toxicity of ciprofloxacin. Animal studies do not indicate direct or
indirect harmful effects with respect to reproductive toxicity. In juvenile and prenatal animals exposed
to quinolones, effects on immature cartilage have been observed, thus, it cannot be excluded that the
drug could cause damage to articular cartilage in the human immature organism / foetus (see section
5.3).
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As a precautionary measure, it is preferable to avoid the use of ciprofloxacin during pregnancy.

Breast-feeding
Ciprofloxacin is excreted in breast milk. Due to the potential risk of articular damage, ciprofloxacin

should not be used during breast-feeding.
4.7  Effects on ability to drive and use machines

Due to its neurological effects, ciprofloxacin may affect reaction time. Thus, the ability to drive or to
operate machinery may be impaired.

4.8 Undesirable effects

The most commonly reported adverse drug reactions (ADRS) are nausea, diarrhoea, vomiting,
transient increase in transaminases, rash, and injection and infusion site reactions.

ADRs derived from clinical studies and post-marketing surveillance with Ciprofloxacin (oral,
intravenous and sequential therapy) sorted by categories of frequency are listed below. The frequency
analysis takes into account data from both oral and intravenous administration of ciprofloxacin.

System Organ | Common Uncommon Rare Very Rare Frequency
Class >1/100 to >1/1,000 to >1/10,000 to < 1/10,000 not known
<1/10 < 1/100 < 1/1,000 (cannot be
estimated
from the
available
data)
Infections and Mycotic super- | Antibiotic
Infestations infections associated colitis
(very rarely with
possible fatal
outcome) (see
section 4.4)
Blood and Eosinophilia Leukopenia Haemolytic
Lymphatic Anaemia anaemia
System Neutropenia Agranulocytosis
Disorders Leukocytosis Pancytopenia
Thrombocytopenia (life-
Thrombocytaemia threatening)
Bone marrow
depression (life-
threatening)
Immune Allergic reaction Anaphylactic
System Allergic oedema / reaction
Disorders angiooedema Anaphylactic
shock (life-
threatening) (see
section 4.4)
Serum sickness-
like reaction
Metabolism Decreased Hyperglycaemia
and Nutrition appetite Hypoglycaemia
Disorders (see section 4.4)
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System Organ | Common Uncommon Rare Very Rare Frequency
Class >1/100 to >1/1,000 to >1/10,000 to < 1/10,000 not known
<1/10 < 1/100 < 1/1,000 (cannot be
estimated
from the
available
data)
Psychiatric Psychomotor Confusion and Psychotic
Disorders hyperactivity / | disorientation reactions
agitation Anxiety reaction (potentially
Abnormal dreams culminating in
Depression suicidal
(potentially ideations/
culminating in thoughts or
suicidal suicide attempts
ideations/thoughts | and completed
or suicide attempts | suicide) (see
and completed section 4.4)
suicide) (see
section 4.4)
Hallucinations
Nervous Headache Par- and Migraine Peripheral
System Dizziness Dysaesthesia Disturbed neuropathy
Disorders Sleep Hypoaesthesia coordination and
disorders Tremor Gait disturbance | polyneur-
Taste disorders | Seizures (including | Olfactory nerve | opathy (see
status epilepticus see | disorders section 4.4)
section 4.4) Intracranial
Vertigo hypertension
and
pseudotumor
cerebri
Eye Disorders Visual disturbances | Visual colour
(e.g. diplopia) distortions
Ear and Tinnitus
Labyrinth Hearing loss /
Disorders Hearing impaired
Cardiac Tachycardia Ventricular
Disorders arrhythmia,
torsades de
pointes
(reported
predominantly
in patients
with risk
factors for QT
prolongation),
ECG QT
prolonged (see
sections 4.4
and 4.9)
Vascular Vasodilatation Vasculitis
Disorders Hypotension
Syncope
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System Organ | Common Uncommon Rare Very Rare Frequency
Class >1/100 to >1/1,000 to >1/10,000 to < 1/10,000 not known
<1/10 < 1/100 < 1/1,000 (cannot be
estimated
from the
available
data)
Respiratory, Dyspnoea
Thoracic and (including
Mediastinal asthmatic
Disorders condition)
Gastro- Nausea VVomiting Pancreatitis
intestinal Diarrhoea Gastro-
Disorders intestinal and
abdominal
pains
Dyspepsia
Flatulence
Hepatobiliary Increase in Hepatic impairment | Liver necrosis
Disorders transaminases | Cholestatic icterus | (very rarely
Increased Hepatitis progressing to
bilirubin life-threatening
hepatic failure)
(see section 4.4)
Skin and Rash Photosensitivity Petechiae Acute
Subcutaneous Pruritus reactions (see Erythema generalised
Tissue Urticaria section 4.4) multiforme exantthngtou
Disorders Erythema S pustulosIs
nodosum (AGEP)
Stevens-Johnson
syndrome
(potentially life-
threatening)
Toxic epidermal
necrolysis
(potentially life-
threatening)
Musculo- Musculo- Myalgia Muscular
skeletal and skeletal pain Acrthritis weakness
Connective (e.g. extremity | Increased muscle Tendinitis
Tissue pain, back tone and cramping | Tendon rupture
Disorders pain, chest (predominantly
pain) Achilles tendon)
Arthralgia (see section 4.4)
Exacerbation of
symptoms of
myasthenia
gravis (see
section 4.4)
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System Organ | Common Uncommon Rare Very Rare Frequency
Class >1/100 to >1/1,000 to >1/10,000 to < 1/10,000 not known
<1/10 < 1/100 < 1/1,000 (cannot be
estimated
from the
available
data)

Renal and Renal Renal failure

Urinary impairment Haematuria

Disorders Crystalluria (see

section 4.4)
Tubulointerstitial
nephritis

General Injection and Asthenia Oedema

Disorders and | infusion site Fever Sweating

Administration | reactions (only (hyperhidrosis)

Site Conditions | intravenous

administration)

Investigations Increase in Increased amylase International
blood alkaline normalised
phosphatase r_atio iqcreased

(in patients
treated with
Vitamin K

antagonists)

The following undesirable effects have a higher frequency category in the subgroups of patients
receiving intravenous or sequential (intravenous to oral) treatment:

Common Vomiting, Transient increase in transaminases, Rash

Uncommon Thrombocytopenia, Thrombocytaemia, Confusion and disorientation,
Hallucinations, Par- and dysaesthesia, Seizures, Vertigo, Visual
disturbances, Hearing loss, Tachycardia, Vasodilatation, Hypotension,
Transient hepatic impairment, Cholestatic icterus, Renal failure, Oedema
Rare Pancytopenia, Bone marrow depression, Anaphylactic shock, Psychotic
reactions, Migraine, Olfactory nerve disorders, Hearing impaired,
Vasculitis, Pancreatitis, Liver necrosis, Petechiae, Tendon rupture

Paediatric_population

The incidence of arthropathy, mentioned above, is referring to data collected in studies with adults. In
children, arthropathy is reported to occur commonly (see section 4.4).

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the Yellow Card Scheme
Website: www.mhra.gov.uk/yellowcard.
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49 Overdose

An overdose of 12 g has been reported to lead to mild symptoms of toxicity. An acute overdose of

16 g has been reported to cause acute renal failure.

Symptoms in overdose consist of dizziness, tremor, headache, tiredness, seizures, hallucinations,
confusion, abdominal discomfort, renal and hepatic impairment as well as crystalluria and haematuria.
Reversible renal toxicity has been reported.

Apart from routine emergency measures, ,e.g. ventricular emptying followed by medical carbon, it is
recommended to monitor renal function, including urinary pH and acidify, if required, to prevent

crystalluria. Patients should be kept well hydrated. Calcium or magnesium containing antacids may
theoretically reduce the absorption of ciprofloxacin in overdoses.

Only a small quantity of ciprofloxacin (<10%) is eliminated by haemodialysis or peritoneal dialysis.
In the event of overdose, symptomatic treatment should be implemented. ECG monitoring should be
undertaken, because of the possibility of QT interval prolongation.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Fluoroquinolones, ATC code: JOLMAQ2

Mechanism of action

As a fluoroquinolone antibacterial agent, the bactericidal action of ciprofloxacin results from the
inhibition of both type Il topoisomerase (DNA-gyrase) and topoisomerase 1V, required for bacterial
DNA replication, transcription, repair and recombination.

Pharmacokinetic/pharmacodynamic relationship

Efficacy mainly depends on the relation between the maximum concentration in serum (Cmax) and the
minimum inhibitory concentration (MIC) of ciprofloxacin for a bacterial pathogen and the relation
between the area under the curve (AUC) and the MIC.

Mechanism of resistance

In-vitro resistance to ciprofloxacin can be acquired through a stepwise process by target site mutations
in both DNA gyrase and topoisomerase 1V. The degree of cross-resistance between ciprofloxacin and
other fluoroquinolones that results is variable. Single mutations may not result in clinical resistance,
but multiple mutations generally result in clinical resistance to many or all active substances within
the class.

Impermeability and/or active substance efflux pump mechanisms of resistance may have a variable
effect on susceptibility to fluoroquinolones, which depends on the physiochemical properties of the
various active substances within the class and the affinity of transport systems for each active
substance. All in-vitro mechanisms of resistance are commonly observed in clinical isolates.
Resistance mechanisms that inactivate other antibiotics such as permeation barriers (common in
Pseudomonas aeruginosa) and efflux mechanisms may affect susceptibility to ciprofloxacin.
Plasmid-mediated resistance encoded by gnr-genes has been reported.
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Spectrum of antibacterial activity

Breakpoints separate susceptible strains from strains with intermediate susceptibility and the latter
from resistant strains:

EUCAST Recommendations

Microorganisms Susceptible Resistant
Enterobacteriaceae S <0.5mg/L R >1mg/L
Pseudomonas spp. S <0.5mg/L R >1mg/L
Acinetobacter spp. S <1mg/L R > 1 mg/L
Staphylococcus spp.* S<1mg/L R >1mg/L
Haemophilus influenzae and S<0.5mg/L R> 0.5 mg/L
Moraxella catarrhalis
Neisseria gonorrhoeae S <0.03 mg/L R > 0.06 mg/L
Neisseria meningitidis S <0.03 mg/L R > 0.06 mg/L
Non-species-related breakpoints* S<0.5mg/L R >1mg/L

1 Staphylococcus spp. - breakpoints for ciprofloxacin relate to high dose therapy.

*  Non-species-related breakpoints have been determined mainly on the basis of PK/PD data
and are independent of MIC distributions of specific species. They are for use only for
species that have not been given a species-specific breakpoint and not for those species
where susceptibility testing is not recommended.

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.

Groupings of relevant species according to ciprofloxacin susceptibility (for Streptococcus species see
section 4.4).

COMMONLY SUSCEPTIBLE SPECIES

Aerobic Gram-positive micro-organisms
Bacillus anthracis (1)

Aerobic Gram-negative micro-organisms
Aeromonas spp.

Brucella spp.

Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae*
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp.*
Shigella spp. *

Vibrio spp.

Yersinia pestis

Anaerobic micro-organisms
Mobiluncus

Other micro-organisms
Chlamydia trachomatis ($)
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Chlamydia pneumoniae ($)
Mycoplasma hominis (3$)
Mycoplasma pneumoniae ($)

SPECIES FOR WHICH ACQUIRED RESISTANCE MAY BE A PROBLEM

Aerobic Gram-positive micro-organisms

Enterococcus faecalis ($)
Staphylococcus spp. *(2)

Aerobic Gram-negative micro-organisms

Acinetobacter baumannii®
Burkholderia cepacia **
Campylobacter spp.™
Citrobacter freundii*
Enterobacter aerogenes
Enterobacter cloacae *
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae*
Morganella morganii*
Neisseria gonorrhoeae*
Proteus mirabilis*
Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosa*
Pseudomonas fluorescens
Serratia marcescens®

Anaerobic micro-organisms
Peptostreptococcus spp.
Propionibacterium acne
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INHERENTLY RESISTANT ORGANISMS

Aerobic Gram-positive micro-organisms
Actinomyces

Enteroccus faecium

Listeria monocytogenes

Aerobic Gram-negative micro-organisms
Stenotrophomonas maltophilia

Anaerobic micro-organisms
Excepted as listed above

Other micro-organisms
Mycoplasma genitalium

Ureaplasma urealitycum

* Clinical efficacy has been demonstrated for susceptible isolates in approved clinical

indications

Resistance rate > 50% in one or more EU countries

$): Natural intermediate susceptibility in the absence of acquired mechanism of resistance

(1):  Studies have been conducted in experimental animal infections due to inhalations of
Bacillus anthracis spores; these studies reveal that antibiotics starting early after
exposition avoid the occurrence of the disease if the treatment is made up to the decrease
of the number of spores in the organism under the infective dose. The recommended use
in human subjects is based primarily on in-vitro susceptibility and on animal experimental
data together with limited human data. Two-month treatment duration in adults with oral
ciprofloxacin given at the following dose, 500 mg bid, is considered as effective to
prevent anthrax infection in humans. The treating physician should refer to national and
/or international consensus documents regarding treatment of anthrax.

(2):  Methicillin-resistant S. aureus very commonly express co-resistance to fluoroquinolones.
The rate of resistance to methicillin is around 20 to 50% among all staphylococcal species
and is usually higher in nosocomial isolates.

+

5.2  Pharmacokinetic properties

Absorption

Following an intravenous infusion of ciprofloxacin the mean maximum serum concentrations were
achieved at the end of infusion. Pharmacokinetics of ciprofloxacin were linear over the dose range up
to 400 mg administered intravenously.

Comparison of the pharmacokinetic parameters for a twice a day and three times a day intravenous
dose regimen indicated no evidence of drug accumulation for ciprofloxacin and its metabolites.

A 60-minute intravenous infusion of 200 mg ciprofloxacin or the oral administration of 250 mg
ciprofloxacin, both given every 12 hours, produced an equivalent area under the serum concentration
time curve (AUC).

A 60-minute intravenous infusion of 400 mg ciprofloxacin every 12 hours was bioequivalent to a
500 mg oral dose every 12 hours with regard to AUC.

The 400 mg intravenous dose administered over 60 minutes every 12 hours resulted in a Cpax Similar
to that observed with a 750 mg oral dose.

A 60-minute infusion of 400 mg ciprofloxacin every 8 hours is equivalent with respect to AUC to
750 mg oral regimen given every 12 hours.
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Distribution

Protein binding of ciprofloxacin is low (20-30%). Ciprofloxacin is present in plasma largely in a non-
ionised form and has a large steady state distribution volume of 2-3 L/kg body weight. Ciprofloxacin
reaches high concentrations in a variety of tissues such as lung (epithelial fluid, alveolar macrophages,
biopsy tissue), sinuses, inflamed lesions (cantharides blister fluid), and the urogenital tract (urine,
prostate, endometrium) where total concentrations exceeding those of plasma concentrations are
reached.

Biotransformation

Low concentrations of four metabolites have been reported, which were identified as:
desethyleneciprofloxacin (M 1), sulphociprofloxacin (M 2), oxociprofloxacin (M 3) and
formylciprofloxacin (M 4). The metabolites display in-vitro antimicrobial activity but to a lower
degree than the parent compound.

Ciprofloxacin is known to be a moderate inhibitor of the CYP 450 1A2 iso-enzymes.
Elimination

Ciprofloxacin is largely excreted unchanged both renally and, to a smaller extent, faecally.

Excretion of ciprofloxacin (% of dose)

Intravenous Administration
Urine Faeces
Ciprofloxacin 61.5 15.2
Metabolites (M1-M,) 9.5 2.6

Renal clearance is between 180-300 mL/kg/h and the total body clearance is between
480-600 mL/kg/h. Ciprofloxacin undergoes both glomerular filtration and tubular secretion. Severely
impaired renal function leads to increased half lives of ciprofloxacin of up to 12 h.

Non-renal clearance of ciprofloxacin is mainly due to active trans-intestinal secretion and metabolism.
1% of the dose is excreted via the biliary route. Ciprofloxacin is present in the bile in high
concentrations.

Paediatric patients

The pharmacokinetic data in paediatric patients are limited.

In a study in children Crmax and AUC were not age-dependent (above one year of age). No notable
increase in Crmax and AUC upon multiple dosing (10 mg/kg three times daily) was observed.

In 10 children with severe sepsis Cmax was 6.1 mg/L (range 4.6-8.3 mg/L) after a 1-hour intravenous
infusion of 10 mg/kg in children aged less than 1 year compared to 7.2 mg/L (range 4.7-11.8 mg/L)
for children between 1 and 5 years of age. The AUC values were 17.4 mg*h/L (range

11.8-32.0 mg*h/L) and 16.5 mg*h/L (range 11.0-23.8 mg*h/L) in the respective age groups.

These values are within the range reported for adults at therapeutic doses. Based on population

pharmacokinetic analysis of paediatric patients with various infections, the predicted mean half-life in
children is approx. 4-5 hours and the bioavailability of the oral suspension ranges from 50 to 80%.
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5.3 Preclinical safety data

Non-clinical data reveal no special hazards for humans based on conventional studies of single dose
toxicity, repeated dose toxicity, carcinogenic potential, or toxicity to reproduction.

Like a number of other quinolones, ciprofloxacin is phototoxic in animals at clinically relevant
exposure levels. Data on photomutagenicity/ photocarcinogenicity show a weak photomutagenic or
phototumorigenic effect of ciprofloxacin in-vitro and in animal experiments. This effect was
comparable to that of other gyrase inhibitors.

Articular tolerability

As reported for other gyrase inhibitors, ciprofloxacin causes damage to the large weight-bearing joints
in immature animals. The extent of the cartilage damage varies according to age, species and dose; the
damage can be reduced by taking the weight off the joints. Studies with mature animals (rat, dog)
revealed no evidence of cartilage lesions. In a study in young beagle dogs, ciprofloxacin caused
severe articular changes at therapeutic doses after two weeks of treatment, which were still observed
after 5 months.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Lactic acid solution 20%,

Sodium chloride,

Hydrochloric acid concentrated,

Water for injections.

6.2 Incompatibilities

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

Unless compatibility with other solutions/drugs has been confirmed, the infusion solution must always
be administered separately. The visual signs of incompatibility are e.g. precipitation, clouding, and
discoloration.

Incompatibility appears with all infusion solutions/drugs that are physically or chemically unstable at
the pH of the solutions (e.g. penicillins, heparin solutions), especially in combination with solutions
adjusted to an alkaline pH (pH of ciprofloxacin solutions: 3.9 — 4.5).

6.3  Shelf life

4 years.

Chemical and physical in-use stability has been demonstrated for 24 hours at room temperature (15°C
to 25 °C). From a microbiological point of view, unless the method of opening and mixing with co-
infusion solutions precludes the risk of microbial contamination, the product should be used

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

6.4  Special precautions for storage

Keep in the outer carton in order to protect from light. Do not refrigerate or freeze.
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6.5 Nature and contents of container
One of the following primary packaging materials is used:

Colourless type 2 glass bottle inside siliconized with gray siliconized chlorobuty! (foil clad PTFE) or
bromobutyl stopper.

Pack sizes of 1 or 5 bottles containing 50 mL of solution for infusion each.

Pack sizes of 1, 5 or 40 bottles containing 100 mL of solution for infusion each.

Pack sizes of 1 or 5 bottles containing 200 mL of solution for infusion each.

Not all pack sizes may be marketed.

6.6  Special precautions for disposal

The ciprofloxacin infusion solution is compatible with Ringer solution, Ringer lactate solution, 5 %
and 10 % glucose solutions, and 5 % and 10 % fructose solutions. When ciprofloxacin infusion
solutions are mixed with compatible infusion solutions, for microbial reasons and light sensitivity
these solutions must be administered shortly after admixture.

As the infusion solution is sensitive to light, only remove the bottles from the folding box for use. In
daylight the full efficacy of the solution is guaranteed over a period of 3 days.

For single use only.

At cool temperatures precipitation may occur, which will re-dissolve at room temperature (15°C —
25°C).

For ease of use the infusion vial stopper should be penetrated in the central ring. Penetration of the
outer ring may result in damage to the vial stopper.

Any unused solution should be disposed off.

7. MARKETING AUTHORISATION HOLDER
Bayer Plc
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Strawberry Hill
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Berkshire RG14 1JA

United Kingdom
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Pioo¥, <7 nm T4 RRE, FUEMRIE) Z2&E5EFOERFIZE, oo rdex /oy
RIELFRRICEEBEICRGT A2 W ATESH) |

=S AN

TRV RE, vt OB AR ET S, e XRxr REOHFHICZL D,
a7 axY L UOMmGEPREN ERT S,

a7 a XY OMEI~DOVEH

FHF=
FH=UrrFuzah o LA LARNT S (4 3HESBMR) | @BERAEXRE L
BRREBR T, Y7 unrvaXxY o o LIRS LGS, FY =Y 0 ofmiGhigEo L8R
HRHNTE (Coax B5H- 745, #PH 0 4~21 %, AUC L5 : 10 15, #iPH : 6~241%) . F¥ =
VUDMEFERED LRI o T, MERTROEFERNHEmEIN EEZ NS,

A PP LFESF—F

e TaxHh o tOMHICED . AR RLXY— NOBRE DD OHEM N HE X,
FTOREFRA M ML —FOIMEFEENER L, A XY — MEEOFMERED Y
27N ERT AR H D, Lo T, fEIHER S22V (4. 4 THBR) |
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T4 74 U

vFuavaxY o lT ATV COERICkY . TA T 4 o oMETEEDORE LL
W ERENEZ D AREEN DD, ZOR. AT 4 U VEROBWEARNSH b, £h
WZAEMEENT, HOWVIIRHCICEDIGAERD D, HFHBERSTIXT A7 0V o oMmiGHiE
FEEREL, REISLTCT A7 Vv a2EETH I E G 4TESH)

D F L FHE R

vuvaxY b7 =4 Xk pentoxifylline (oxpentifylline) & OFFFRRC
INHXY U FUFEROMEFRED EANRHRESINTND

Tdr=h1

YTRTRaRF LT 2= M UORMCRY . 7 == b ORI LR X
KFTHRMEMERH D OT, MAREDE=XY > 7 EH5ET 5,

o XK

vrarvaxthrr by aAR Y CEERAIOARE, M7 VT = REO—iEE
EREMNBEIN, LEBR->T, 20X HBETIE, Halc (AR 2RE) g7 L7
FoVREZET DIVNEND D,

SN €2/

vrurvaxh o LRIk Y B X UK IEPEEROTIREER MRS 2 BN
»HD, %@)27i$%@ﬁm%f HEin, EHIRREBICL TR D72D, v anryax

B INR (EEEREL) O EFICKIFTHELZTMET L2 Z 3L, v rrexy
ol EX I U KEEREE (B U7 7 U L, acenocoumarol ., phenprocoumon, fluindione)
ZOF ARG R ONE#IEL, INR 2RI =2 —F 52 &,

TanFtbF

FIRRBRIZIBWNT, Z/UARFH I % F R —AP450 1A2 7 A V3 A L (CYP 1A2)
%58 771 _BE:.TZD‘%%&TJD%“E%/&@%% kD, FTavextF D AUC KT Cax
N EFTBEEEMEN TR ENT, e TaXY o OMAE/ERICET A EIET — 2135
SINTWARWA, FHIFICFEREOIERNS LoD alieEnH 5 (4.4 THSHR) |
7=z —

IRBRIZEB W T, CYP1A2 ZHEEICLET A Y e vadH v tuot =g —1 &
FIZED, == D Cpy L OVAUC 3, FILEIL60% M TN 84% EHT 5 Z L&
72o YTuvuxto OB ETEOERIT. nton—VEEORIER 2T =4
—L72n5s, MBI TCHERES T2 L2 HRET 5 L4THZBR) |
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Y FaA >

fEEERR N 2%t 5 & U7~ BRRBRIC IV T, CYP 1A2 2R ICRET Ay Y 7o
EV RAAUERRAEOHRICLY ., FIRNEGHRDOY RIA D7 VT 72 A0 22%
KFTdZenmainic, UV IRIAVORBFHITIRFChoT2n, Y ryaxh b
ORI L > THEERICER L7ZEWERR S bbb BEN N H 5,

e

v7mTuadxYr 250mg &7 e A2 T ARG L%, e kO,
N-desmethylclozapine @O MLiEHIREN, TIEI 29% KN 31% EH- Lz, v 77Xt

o E DGR R OER L, BEOBIEEZITV, LEISU T e e o B
EIHZLaEDD 4.4THSR)

ST T 40

TR 2 x5 & LIZBRRRBRICB W v 7 e 7 e %420 500mg & VT )7 1 )L 50mg
(FH) Z0FHEE#%, VT T 7 40D Cox LOVAUC 23K 2 f5 B L7z, Lizdio T, &
Turaxh LUV T ST 4 VERIRRICAG T HEE,. VAT - "X 7 v MEBE
LEEICRET S Z L,

4.6 EREOEILE~DHEE
S5

BAESLNTWD T e 7 axY v DG ~DOER5IZET 57 —#Tid, v 7errx
P DTN, BRI EHAEIRBEEIIRD ST, it\%%ﬁﬁf% A GE

@’%Lfﬁ@%Xiﬁ@%&ﬁil FRDOEN TR, F /7 U RIEITRTE L7200
IRIEEM T, KRB RIE ~DOENBE ST, LIZR->T, vy rryanxgi v

ﬁtk@iﬁﬂ%/%ﬁ@%m%ﬁ_E%%ﬁiéﬂ%ﬁm%%fﬁﬁw(53%5%)0
BOIZD, T 7Y O ~ORGITHET D5 Z LR E Ly,

R

yuTad Y AR T ABATS 5, BEREO ) XA BEZLND D, KL
Hiiv e rvaxd ookl s 2 L,

4.7 EEROEREE~DRE

vZa 7 a Xty o OMRFENERND . KGRI ELY 52 DR H 5, LR
ST, BRI ERERE I MR T3 D AlREMEDR B 5,
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4.8

BIYER

Wl S EREWERIE, Bl TR, WEE, —@tEo b7 2T ISP ER BB K
ONESS < TEAFMZUS Td > 72,
vruTudtr REARRE, FIRNIRE R OFIRN 2> SR 0 ~O81 0 48 2 5R1E) Ol
PRARBR M OV i i A Tty SV BIE R 2 BRI 0 L T RIS d, BB T
OG- FIRNER GO T — 5 2B EIZAIL TN D,

aBERSE | ZW0 BEIZ EX ) W TER 1 X
=1/100, =1/1,000, | =1/10, 000, <1/10, 000 (BEfFT — &
<1/10 <1/100 <1/1, 000 M ITHEEAR

fig)

JEYHER L O BEHEEK | PUEDE LR

FE hUE P % (o TENITHKE

TIZE 5 aTRetE D
D) (4. 4IHBIR)
Mg LY IFREERYE % | AiEkE> . B, | EiltEE .,
VN RIESE BRI, AMER | RIERIE. L BRI
N, o MRIRE, | AE (A &
I/ NI E TH0) | BREE
il (EamEEnd
HD)
o SRR TUNAX—= G, 7 | TF74 7% —
VAV —MERIE M | G, 77 47
BV Fo—g vy
(FEmzEE»TH
D) (4.4 HEBR) |
3BTRS

Rt Lok BRI E I, (R (4. 4

FEfEE HSMH)

il FEMEBITL | $EEL. KA. A | BEERE (B

e REAE | ZROG, B E, | B/ e
B Do (AREME | BEREBERIC
FEL X ITAZEARE, | EHAREESH V)
BERICE DL RS | (4. 4THBR)
D) (4.4 THBHR) |
R
TR E PR, VRED | SRR, BEERE. | AR, WIRES | RitE= 2 —
MEHF | RS, RER, R | BEE. TRE, a i —
BEARFEE . | #RIE (TADAE | BARRESE, B | —o—a Yy
B FIREEZ ST, 4.4 | WIETLHE, BMIMIE | — (4.4 THSMH)
HSMR) | EHEED | 5
Fn

R P RS (B 8 | AR

HE X OBk Hng, R MR

P &

DY - i AR DEMEAREENR,

Torsades de
pointes (T
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w B BIR 4 %\ REIZ Fh > TEN 1A
>1/100, >1/1,000, | =1/10, 000, <1/10, 000 (BEfET— %
<1/10 <1/100 <1/1, 000 MHITHEEAR

[5)

QT FAIRRIE & D
VR RKT%
HT 5 EEN
bOWE) D
EXIZEITDQ
T HIRRIE
(4.4.4.918%
)

A REE MmAzRAE, RME, | mE%
KA

)& N TS S I R (s BRI

K OMithR S o)

Bl HELL, T | MEE, TEA R e

SN 1-ER N
HIEAR R,
530
JHFRATE SR B NZ 27| FkEE, B S oW | HFEEE (W TF
IF—FE | HEEE, TR T EME BN
. vUL AR 2IZHET)
[SN= D (4. 4 TS )
FRER L O B, T | HRMBENERS (4.4 | AURHEIL, SZEAL | AMEILIETESE
TR RS FENE, ERR | HBH) BE, ASEIPEALEE, 2 B E
5 AT 4 =T A+ (AGEP)
Ja v UNEGRE
(&
b ) | PE
3R B B P R R E
(&
REME®H V)

e R & i3 P, BIE. A | SR, TRk,

(O TRy kil (- DUk | BRERJUHE, ARt A (127 %

& JF TR VARE) (4.4 THS

fagm) . BH W) | EIEAES
Hivm JEDOHE (4.4 1S
i)
BB L ORI B BAL, MR,
PEE JR (4.4 THEBR) |
PRAME R ENEE 2%

% e APEE | HE A | R, % | B BT (SBITE)

BLORESES AN

AN (F#ARAY
5D )

il R AR A ALP 5 7IT7—FYEH INR 80 (B4

S KU
B LI )

PUFORIWER 2, FrRNBEG XUTZE RS FRIRND LR O~ B2 8 5) &%) 7-
BEOEAEMICBWCEMEE ISR LT,
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%\ G, —@ED RS2 7 IF—F LR, FKB

i3 M/NBRIBAE, M MRIMAE, $5EL, JRR M. LT, SEEUE ., RERE, RERME, BEED
FU, RS, MR MR, DGR, RILE, —BMEORFEE, BH O oWrEEE, B
2 FiE

Fh WIERIBARE . BBERIH, T 7 4 T —a v FEMEIERS, o, WehiRpEsE
PEVCREE . MR, PER. IS, sk, JEmrR

/N ERE

FROBEROBHRRIL, AZXSEE LEEABRN G ONEZT —ZIZESWTWD, /h
WX, BfiRORERIL 0] ELTHRESN TS 4. 4THSR) |

B0 b LEEHORE

EIMOEBRICEDNOH 5RWERAZRET L2 LITEETHY, TN ->TY RS -
NRRT 4y "bNT U ADERZRREANAT S Z N TE D, EREFHEIL Yellow Card
Scheme, Website:www. mhra. gov. uk/vyellowcard Z @ U T8\ OH D EIWEH 24 5 VB
N D,

4.9 BELRL

12g DI EHR G X DBEO TR ME SN TWD, £o, 16g DEMEHRER 5L D
SRR ENRE STV,

WERGIC K DIERICIE, FEED F 0, R, BER. RS, RAEEIREIE. AR, BEEL. B
BT, B R BFRESE, SRR, MR H D, Fio, AR EESHRE I TW5,
BRI IETER B 5217 9 %, B OBEWE DN, fERIRE T 272D MEIZR
U CIR pH VAL DA 5 BIgREZ T =X —3 D5 Z L a3t 5, Fi=. Kotk a +
TFWATH Tk, AN U ANE~ 7 AU AEARIERIEL, HinfE&ER 5O
o7uaXY NN EMZD EELZ LD,

MEENT XTEREENTIC LV REShb v T r7aXdh o ik, Z<AE (<10%) ThH
60

RS G OBRIIAERIEZITY 2 &, F7o, QT HRERNE Z 2 TREtEr H 5 0T, (OFE
ME=2U > 7%1T5 2L,

5. FEFAORME

5.1 FNFARE

SR 7oA X ) a0 RPUEEE, ATC =— R : JOIMAO2
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VEHIREFY

Iatax)unrRREEChHAY a7 axY o OREERIT. MHEA DNA OE R
R EENMOMHBAZ VB LT AN AARA VAT —F ODNA VA L—AK N IRA Y
AZ7—FI) #HETLZLICLVEL D,

PK/PD BEIE -

FHhEE, Eiov e r7axh o o OkEiERRE (Cw) ERREICHT 2 5/NEFIR
IEFEEE (MIC) MoBIfR, KON E R dER T ifg (AUC) & MIC D RIRICIKFET D,

M EREFE -

v7a a0kt T 5 invitro il DNA Vv A L—AK RN IR A VA TFT—FIV
(2R DRI DRI X 2 BRPEREfE 2 TR S D, e ruxd v Lo
It ud ) urRIEOMICAE U DREMEDORE IELY TH D, R CIIEmE
WAETCIRWATRENED B 503, BEARTIT@E ., F7 7 ADLEH 5 0L T X TOHEHEK
(ZkF U CREBIRITEDNE T 2,

Mt PRI B G- 2 R R O SUTSEAIHE AR o 7, 74 e X o 0 R3Sk
DN 2 0B e G- 2 D REMEDR DV . T IULIR Y T 2 Dk x Il FE O A B b
HOVEE K O LB 36T DMk R OBFMEIK A L TV 5, 37X T in-vitro MRS
X, BRIRSBERE CE L b b, BN ) T (Pseudomonas aeruginosa C%< bHiLb)

ROPEHHAE S . PIEIEEZ RNEM LT DT 1L, v 7 r 7 e o b3 5 RIS

WL B2 DAREMENRH D, anr BIR IZ L > Ta— FENZTT A I RESPEMTES S
INTND

PLE AT v

TUATHRA M EEVERR & PE R MR A E TR MR & M ERR & 0 S
B

EUCAST DHELE

A B i
Enterobacteriaceae S=0. bmg/L R>1mg/L
Pseudomonas spp. S=0. 5mg/L R>1mg/L
Acinetobacter spp. S=1mg/L R>1mg/L
Staphylococcus spp. ' S=1mg/L R>1mg/L
Haemophilus influenzae, Moraxella S=0. 5mg/L R>0. bmg/L
catarrhalis
Neisseria gonorrhoeae S=0. 03mg/L R>0. 06mg/L
V024_2
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Neisseria meningitides S=0.03mg/L R>0. 06mg/L

BRI HERR T LA 7R A B S=0. 5mg/L R>1mg/L

1 Staphylococcus spp. D7 LA JHRA LV MIv 7 a7 v o mHAEREICET 5
*’C;Z?)éo

* EAEICEERARAR T LA 7R AV ME, EIZPK/PD F—HICHESWTIRESH TR, ¥
TEDHEFED MIC /7347 & OBEIXZ2, WHRICEA DT LA 7 RA v RBRES LTV
WEERICOREH L, B ERBROHESE S TR WEFRICK L TRER L7222 &y

i E OBEFEOM S OB L, PR, REEICE(LT DR H 5, FiC, &

FE DREGUETRIRIRHZIE, MEICEE 2 UG AL EN D, £ OMIBOMHPEREBUEEEIZ &

0. Dl LBV ONDOBYMEIZIB W THEIEDOF ATEIZEMA H 5 X 5 3561213,

VEIG LT, EMEOEREZRD D Z L,

vaTa T ORI ED S BFEO5HE (Streptococcus JEIZE L Tl 4. 4 TES )

—RHICBR 2T R

RN T BT

Bacillus anthracis (1)

RN T DR

Aeromonas spp.

Brucella spp.
Citrobacter koseri
Francisella tularensis
Haemophilus ducreyi
Haemophilus influenzae*
Legionella spp.
Moraxella catarrhalis*
Neisseria meningitidis
Pasteurella spp.
Salmonella spp. *
Shigella spp. *

Vibrio spp.

Yersinia pestis

e |

Mobiluncus

Z DAl
Chlamydia trachomatis($)
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Chlamydia pneumoniae($)
Mycoplasma hominis($)

Uycoplasma pneumoniae($)

RANTHEER P RIE L 72 5 TTRetED b 5 ERE

R T BRI

Enterococcus faecalis($)

Staphylococcus spp. *(2)

R T SR

Acinetobacter baumannii+

Burkholderia cepaciat
Campylobacter spp. +%*
Citrobacter freundii
Enterobacter aerogenes
Enterobacter cloacae*
Escherichia coli*
Klebsiella oxytoca
Klebsiella pneumoniae%*
Morganella morganii*
Neisseria gonorrhoeae¥
Proteus mirabilis*
Proteus vulgaris*
Providencia spp.
Pseudomonas aeruginosak
Pseudomonas fluorescens

Serratia marcescens¥

o S|
Peptostreptococcus spp.

Propionibacterium acne

H AR

R T BRI

Actinomyces

Enteroccus faecium

Listeria monocytogenes

R T SR

Stenotrophomonas maltophilia

B MR
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ERELAE

ZOfh
Mycoplasma genitalium

Ureaplasma urealitycum

* TR I NN IEIC BT, B S s R Iz 5 U CRRIR YA hEN R S
TW5,
+ EU @ 1 » EHLL ETlifEER=50%

($) :  EEFIMVERERE 2815 L T, Jek PR M A R

1)+ RIEBEIFI A W AR S B 7RG SR 2 VTRl A 20 L 72, & DRGSR,
PUBESEIC K DV A R4 RIS BALA T 2 2 LT K0 FFfasca g L v 7 <
TOHIENTENRL, | BIEL T TEDLIERRALNE o7, HRE TN
THER SN DML, EIC in—vitro EZMRBRT — % | BT — % KOS
NIRRT —Z 12 ST g, AICBWT, Y Fa7ax4 % 500mg 1
H2EOMET2 » HHRARET DIRN . RIHEEEOBIETICAR EE
ZHITWD, RIFEALT O EMIL, RIEEOIREICET 2ENN D a2
XEEBEBICTH L,

(2) :  AFTVUUMMEREAT RUEKEIL, 74X 2 v Rk LB 2 oR
FTHEDNIEF @D, TXTOT FUKKEBIZEW T, AF T AT Dt
FITH) 20~50%TH v | EHE., FiNEEEE D OSBER CITEOMEN S I
m< 725,

5.2 FyBhiBR:
PR

a7 uaxY s E SRERE LA SR T RO e L PR R ISR L,
s 400mg O EFPH CTEARNZ G- L7256, v a7 a4 v v oy ERe et s
~L77,

1 H2EXiX1 H 3 EFIRKEGRE LT & & ORYEIE T A —X &2 LI-FR, v 7'n
7 XY K OFEORBEMOERIIRD bivieinoTz,

a7 aXxYor 1A 200mg & 12 BEIC 60 SR AEEE. Iy e rvaxHo o1
[B] 250mg % 12 BRI O35 U258 O Mg i - dhi T iR (AUC) 1XR%TH
>7.

T TaxH o1 (A 400mg & 12 BEREEIC 60 25 ATEEE L72E o AUC 1%, v 'm
7 dY 18 500mg & 12 BERE ISR ARG LG E ER%ETh -7,
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a7 a Xt 18 400mg A 12 B4 60 4 RBLETEERE LR E D Cu i, > 71 7
%P1 [a 750mg AR ORE LA A% TH o T,

a7 a XY 18 400mg A 8 FEH4EIC 60 A RLEEERE LB E O AUC X, > a7
oy 1A 750mg % 12 BEEICRR D& G5 LT a Lt RETh o 72,

/\ﬁ‘,ﬁ

vruraxh oo AABAEITEY (20~30%) . YT e 7 a XY U T RKESNE
BEL CuvieWREE IR AET D, 2, EFREICBT 2 0MAMITRE <, 2~

3L/kg THDH, vurzuXHho ik, M (K0E LEEEKR, ld~r e 7 —2 Ali
W) L. RIERE (W2 U UKD AKEIR) - RA SRR R, RISZER, = N

B ORRa MR TR VREICEIE L, RIBEIRmERE A X 5,

AV
RIRED 4 ORBIHE SN TEY . LTFOHDORFEE I L,

)

BieF Lok (M) | N-BREEIAE (M2) . A% ik (M3) . H/LIuk (M4)
REWIT in—vitro FUEIEM 27325, BULEW & T 5 & 2 ORREITE,

a7 a Y L CYPAS0 1A2 7 A VA LA HEZICHET L2 Z LML T\ D,
Bttt

ST RT AR LT, KESBRE L L ORI BHRIES ., ZhE D B0
AFMEIC b PRS0,

vrun7axt o OtR (BERICHTHEE. %)
RN 5
R #EE
vFurzuxYi 61.5 15.2
R (M1~M4) 9.5 2.6

B U7 Z A% 180~300mL/kg/h, &H 7 UV T T 2 A% 480~600mL/kg/h TH 5, 71
Tuxtook, REKETABINEMENOSWEND, BEEOBMEREIZLY, &~
T zuxtr rONEENT 12 K E TR T 5,

vZuorzaxh o o OBNT U T T AL, EITHEEEIZB T DEEEIN 0w e ORI &
5o EED 1%NHEH 2 LTSNS, 7 rr7axdo oid, BHPICERECF
E‘ﬂ—éo
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/INREBEICRIT L EpEET — 2 TR b TV D,

=

m
i

/N

e

INRERIGEE UT23BR T Coax L OV AUC IZHEIMEAFIEIZRR D Do Tz (>15%) o KIE
5 (10mg/kg. 1 H 3[E]) | Cpax L OVAUC DFEZE R HEINITERD H L7207,

FRERMAE AR 10 Bi11C 10mg/kg O T 1 RN CRIEHTE L72 & & | Cua 1 E<L DR
IR 6. Img/L (#iPH 4. 6~8.3mg/L) . 1~5 ik DHEIET 7. 2mg/L (HiPH 4. 7~11. 8mg/L) T
S77, AUCIE, ZAEA 17. Amgxh/L (#iPH 11. 8~32. Omgxh/L) . 16. 5mgxh/L (#iFH 11. 0~
23.8mgxh/L) Td o7z,

B OMEIE, RADIBEH&E CRE SNT-HENTH - 72, HEx 7@ YyE B IR O RE
HKENREAEAT I EE S & P L=, /NEICET 2 YRR 4~5 B CH 0 | FR 0
WDONAFTT AT EY T 41X50~80%Th D,

5.3 JERRRZ2MT—#

R Gk, RERGEE. SARM., A%, BEOHEERRICB N T, B M
X2 fERRA E M & RS D IRRRIR T — Z IIFFICR D bR o T,

D% DX v RERAME, Y TavaxY oo &E BB T, BRI
H U2 B CHREMENREO STV D, in—vitro kB K OEBRICBW\W T, v 7 r >
1Y DV R, B AFEER AR Sz, ZOERIE. oY v A
L—ZXBHER L RETH T,

BAERIC 31T D AN

oY v A L—ALEAITHRESIN TS LI, $hFIMZBNT, v Frraxty
AIEEAMR DN D RKEREEICEEZ5 2 E 23, WEREOHHMEIIFER, fE, HE
WX TR, MENOEREANEZRET A ZEICIVEELZRBTHZ LN TE D,
RERAEN) (T v b, A X) EHVWERBRTIL, EHEOZET U RATERD e o T,
e — TN RERANERBTIE, e AR E T 2 M %, B
WCHEEDRENRD B, b » A% bEg I,

6. BRIFIDRHE

6.1 HFIHp—%E

2090 FLBET I

Wb+ hU oA,

TR

S K,
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6.2 EBAEER
AFNL, 6.6 HIZFLH L7 b OLISOIEHF| & IZRA LT &,

OEHE/Hy & DTHEVENHERR SN TV D HEZRE . AFTLTHMTRE T2 L,
HERSTHL LN ARTHR TE 2REE LTI, LB, R, £26ENH D,

VSR 0> pH 3R SRS AN E 22 T R 5 (- R =2 U o ~X U TR |

BRZ, pH 27 v UPRICIREE L72RiE. X TRAEETHD (7 r7axH o Ui
H|D pH : 3.9~4.5)

6.3 HZHIR

4 £,

i, =i (156~25°C) T 24 Befi], (L5709, WEICLE L TWD Z LAVRENT, W
AR S BRENR R ONRTEIRTE & OIRBRICIEWIBYD ) 2 7 N E#ETE 54
BEabRE, AFNTESIERTE 2L, EHICHERA LRWEE, FHARBORIERR & 0%
R AEOEEE T 5,

6.4 RTEICEIY 2HBIRER

WA, AMEICANTDIREETRAFT 2 2 &, MBAOERRAFIIITD R,
6.5 BHOMERVAE

UTOERUIEEID S LD 1 D%EH L TWD,

U a LR EO 7 aa 7 F Lot (70 ERE PTFE) X7 e €7 F 1
TABOEITNTZ, RIS Y o RS\ aD X2 A4 7 H T AR b,

wEEY A X

SR ERERR 50ml A X1 XX 5 AR hov
SRR 100mL & X1, 5 X% 40 AR hv
SRR 200mL & X1 L5 A kv

BIEY A Lo TEHRENTWARWEELH D,

6.6 PBREIZETIHNREER

AFNX, Vg, Y 7R, 5% ¢+ 10% 7 R BRI, 5% + 10% FMEiE & FHvE
PERD D, MAEWFB R RO OB LEZ T T W e, vy Ianradt v a4
MO H LR IRE Lz & 1T, IREBELICEREGTHZ L,

AFNT DO EEE Z T VWO T, MHARELIMIANE MR VERYD HE 2 w2 &, B
KD T T, WO+ 72 FEIMERES N ABIRIE 3 HRITh 5.,
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LIEOHOERETDZ &,

RIR TR AE C D560 H 25, EiR (156~25°C) THUEMHT 5,

BHMERT B2, A T A0 T 2O NEFRIZERIT 2 Z &, SR 2f 5 &
TLAREWERTHIBENRH D,

Rl ] OVRRIIBERES D5 2 &

7. ERLIRFEARRGE

Bayer Plc

Bayer House
Strawberry Hill
Newbury

Berkshire RG14 1JA
United Kingdom

8. ERMKRFEABIIES

PL 00010/0150

9. ¥EIEBH EBEHH
198742 A 3 H 72006 41 H 5 H
10. ARXDHETH

2013429 H 20 H
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CIPRO® IV

(ciprofloxacin)
For Intravenous Infusion

07/13

WARNING:

Fluoroquinolones, including CIPRO® 1V, are associated with an increased risk of tendinitis and
tendon rupture in all ages. This risk is further increased in older patients usually over 60 years of
age, in patients taking corticosteroid drugs, and in patients with kidney, heart or lung transplants
(see WARNINGS).

Fluoroquinolones, including CIPRO 1V, may exacerbate muscle weakness in persons with
myasthenia gravis. Avoid CIPRO 1V in patients with known history of myasthenia gravis (see
WARNINGS).

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

DESCRIPTION

CIPRO 1V (ciprofloxacin) is a synthetic broad-spectrum antimicrobial agent for intravenous (1V)
administration. Ciprofloxacin, a fluoroquinolone, is 1-cyclopropyl-6-fluoro-1,4-dihydro-4-oxo-7-(1-
piperazinyl)-3-quinolinecarboxylic acid. Its empirical formula is Cy7H;sFN3O3z and its chemical
structure is:

Ciprofloxacin is a faint to light yellow crystalline powder with a molecular weight of 331.4. It is soluble in
dilute (0.1N) hydrochloric acid and is practically insoluble in water and ethanol. CIPRO 1V solutions are available
as sterile 1% aqueous concentrates, which are intended for dilution prior to administration, and as 0.2%
ready-for-use infusion solutions in 5% Dextrose Injection. All formulas contain lactic acid as a solubilizing agent
and hydrochloric acid for pH adjustment. The pH range for the 1% aqueous concentrates in vials is 3.3t0 3.9. The
pH range for the 0.2% ready-for-use infusion solutions is 3.5 to 4.6.

The plastic container is latex-free and is fabricated from a specially formulated polyvinyl chloride. Solutions in
contact with the plastic container can leach out certain of its chemical components in very small amounts within
the expiration period, for example, di(2-ethylhexyl) phthalate (DEHP), up to 5 parts per million. The suitability of
the plastic has been confirmed in tests in animals according to USP biological tests for plastic containers as well
as by tissue culture toxicity studies.

The glucose content for the 100 mL bag is 5 g and 10 g for the 200 mL flexible container.
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CLINICAL PHARMACOLOGY

Absorption

Following 60-minute intravenous infusions of 200 mg and 400 mg ciprofloxacin to normal volunteers,
the mean maximum serum concentrations achieved were 2.1 and 4.6 mcg/mL, respectively; the
concentrations at 12 hours were 0.1 and 0.2 mcg/mL, respectively.

Steady-state Ciprofloxacin Serum Concentrations (mcg/mL)
After 60-minute IV Infusions q12h.

Time after starting the infusion

Dose 30 min. lhr 3hr 6hr 8hr 12hr
200 mg 1.7 2.1 0.6 0.3 0.2 0.1
400 mg 3.7 46 13 0.7 05 0.2

The pharmacokinetics of ciprofloxacin are linear over the dose range of 200 to 400 mg administered
intravenously. Comparison of the pharmacokinetic parameters following the 1st and 5th 1V dose on a g
12 h regimen indicates no evidence of drug accumulation.

The absolute bioavailability of oral ciprofloxacin is within a range of 70-80% with no substantial loss
by first pass metabolism. An intravenous infusion of 400-mg ciprofloxacin given over 60 minutes every
12 hours has been shown to produce an area under the serum concentration time curve (AUC)
equivalent to that produced by a 500-mg oral dose given every 12 hours. An intravenous infusion of 400
mg ciprofloxacin given over 60 minutes every 8 hours has been shown to produce an AUC at
steady-state equivalent to that produced by a 750-mg oral dose given every 12 hours. A 400-mg IV dose
results in a Cax Similar to that observed with a 750-mg oral dose. An infusion of 200 mg ciprofloxacin
given every 12 hours produces an AUC equivalent to that produced by a 250-mg oral dose given every

12 hours.
Steady-state Pharmacokinetic Parameter
Following Multiple Oral and 1V Doses

Parameters 500 mg 400 mg 750 mg 400 mg

ql2h, P.O. ql2h, IV ql2h, P.O. g8h, IV
AUC (mcgehr/mL) 13.7° 12.7° 31.6° 329°¢
Crnax (mcg/mL) 2.97 4.56 3.59 4.07
# AUCy.12n

b AUC 24h=AUCq.1px 2
CAUC 24h:AUCo,3h x 3

Distribution

After intravenous administration, ciprofloxacin is present in saliva, nasal and bronchial secretions,
sputum, skin blister fluid, lymph, peritoneal fluid, bile, and prostatic secretions. It has also been
detected in the lung, skin, fat, muscle, cartilage, and bone. Although the drug diffuses into cerebrospinal
fluid (CSF), CSF concentrations are generally less than 10% of peak serum concentrations. Levels of
the drug in the aqueous and vitreous chambers of the eye are lower than in serum.
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Metabolism

After IV administration, three metabolites of ciprofloxacin have been identified in human urine which
together account for approximately 10% of the intravenous dose. The binding of ciprofloxacin to serum
proteins is 20 to 40%. Ciprofloxacin is an inhibitor of human cytochrome P450 1A2 (CYP1A2)
mediated metabolism. Coadministration of ciprofloxacin with other drugs primarily metabolized by
CYP1AZ2 results in increased plasma concentrations of these drugs and could lead to clinically
significant adverse events of the coadministered drug (see CONTRAINDICATIONS, WARNINGS;
PRECAUTIONS, Drug Interactions).

Excretion

The serum elimination half-life is approximately 5-6 hours and the total clearance is around 35 L/hr.
After intravenous administration, approximately 50% to 70% of the dose is excreted in the urine as
unchanged drug. Following a 200-mg IV dose, concentrations in the urine usually exceed 200 mcg/mL
0-2 hours after dosing and are generally greater than 15 mcg/mL 8-12 hours after dosing. Following a
400-mg IV dose, urine concentrations generally exceed 400 mcg/mL 0-2 hours after dosing and are
usually greater than 30 mcg/mL 8-12 hours after dosing. The renal clearance is approximately 22 L/hr.
The urinary excretion of ciprofloxacin is virtually complete by 24 hours after dosing.

Although bile concentrations of ciprofloxacin are several fold higher than serum concentrations after
intravenous dosing, only a small amount of the administered dose (< 1%) is recovered from the bile as
unchanged drug. Approximately 15% of an 1V dose is recovered from the feces within 5 days after
dosing.

Special Populations

Pharmacokinetic studies of the oral (single dose) and intravenous (single and multiple dose) forms of
ciprofloxacin indicate that plasma concentrations of ciprofloxacin are higher in elderly subjects (> 65
years) as compared to young adults. Although the C, is increased 16-40%, the increase in mean AUC
is approximately 30%, and can be at least partially attributed to decreased renal clearance in the elderly.
Elimination half-life is only slightly (~20%) prolonged in the elderly. These differences are not
considered clinically significant. (See PRECAUTIONS, Geriatric Use.)

Patients with Renal Impairment

In patients with reduced renal function, the half-life of ciprofloxacin is slightly prolonged and dosage
adjustments may be required. (See DOSAGE AND ADMINISTRATION.)

Patients with Hepatic Impairment

In preliminary studies in patients with stable chronic liver cirrhosis, no significant changes in
ciprofloxacin pharmacokinetics have been observed. However, the kinetics of ciprofloxacin in patients
with acute hepatic insufficiency have not been fully elucidated.

Pediatrics

Following a single oral dose of 10 mg/kg ciprofloxacin suspension to 16 children ranging in age from 4
months to 7 years, the mean C.x was 2.4 mecg/mL (range: 1.5 — 3.4 mcg/mL) and the mean AUC was
9.2 mcg*h/mL (range: 5.8 — 14.9 mcg*h/mL). There was no apparent age-dependence, and no notable
increase in Cpax Or AUC upon multiple dosing (10 mg/kg TID). In children with severe sepsis who were
given intravenous ciprofloxacin (10 mg/kg as a 1-hour infusion), the mean C..x was 6.1 mcg/mL (range:
4.6 —8.3 mcg/mL) in 10 children less than 1 year of age; and 7.2 mcg/mL (range: 4.7 — 11.8 mcg/mL) in
10 children between 1 and 5 years of age. The AUC values were 17.4 mcg*h/mL (range: 11.8 — 32.0
mcg*h/mL) and 16.5 mcg*h/mL (range: 11.0 — 23.8 mcg*h/mL) in the respective age groups. These
values are within the range reported for adults at therapeutic doses. Based on population
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pharmacokinetic analysis of pediatric patients with various infections, the predicted mean half-life in
children is approximately 4-5 hours, and the bioavailability of the oral suspension is approximately
60%.

Drug-Drug Interactions

Concomitant administration with tizanidine is contraindicated (See CONTRAINDICATIONS). The
potential for pharmacokinetic drug interactions between ciprofloxacin and theophylline, caffeine,
cyclosporins, phenytoin, sulfonylurea glyburide, metronidazole, warfarin, probenecid, and piperacillin
sodium has been evaluated. (See WARNINGS: PRECAUTIONS, Drug Interactions.)

MICROBIOLOGY
Mechanism of Action

The bactericidal action of ciprofloxacin results from inhibition of the enzymes topoisomerase 11 (DNA
gyrase) and topoisomerase 1V (both Type Il topoisomerases), which are required for bacterial DNA
replication, transcription, repair, and recombination.

Mechanism of Resistance

The mechanism of action of fluoroguinolones, including ciprofloxacin, is different from that of
penicillins, cephalosporins, aminoglycosides, macrolides, and tetracyclines; therefore, microorganisms
resistant to these classes of drugs may be susceptible to ciprofloxacin. Resistance to fluorogquinolones
occurs primarily by either mutations in the DNA gyrases, decreased outer membrane permeability, or
drug efflux. In vitro resistance to ciprofloxacin develops slowly by multiple step mutations. Resistance
to ciprofloxacin due to spontaneous mutations occurs at a general frequency of between < 10 to 1x10°

Cross Resistance
There is no known cross-resistance between ciprofloxacin and other classes of antimicrobials.

Ciprofloxacin 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 of the package
insert for CIPRO IV (ciprofloxacin for intravenous infusion).

Gram-positive bacteria

Enterococcus faecalis (vancomycin-susceptible isolates only)
Staphylococcus aureus (methicillin-susceptible isolates only)
Staphylococcus epidermidis (methicillin-susceptible isolates only)
Staphylococcus saprophyticus

Streptococcus pneumoniae (penicillin-susceptible isolates only)
Streptococcus pyogenes

Gram-negative bacteria

Citrobacter koseri (diversus)  Morganella morganii

Citrobacter freundii Proteus mirabilis
Enterobacter cloacae Proteus vulgaris
Escherichia coli Providencia rettgeri
Haemophilus influenzae Providencia stuartii

Haemophilus parainfluenzae ~ Pseudomonas aeruginosa
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Klebsiella pneumoniae Serratia marcescens
Moraxella catarrhalis

Ciprofloxacin has been shown to be active against Bacillus anthracis both in vitro and by use of serum
levels as a surrogate marker (see INDICATIONS AND USAGE and INHALATIONAL ANTHRAX
— ADDITIONAL INFORMATION).

The following in vitro data are available, but their clinical significance is unknown. At least 90
percent of the following bacteria exhibit an in vitro minimum inhibitory concentration (MIC) less
than or equal to the susceptible breakpoint for ciprofloxacin (<1 mcg/mL). However, the efficacy of
ciprofloxacin in treating clinical infections due to these bacteria has not been established in
adequate and well-controlled clinical trials.

Gram-positive bacteria

Staphylococcus haemolyticus (methicillin-susceptible isolates only)
Staphylococcus hominis (methicillin-susceptible isolates only)
Bacillus anthracis

Gram-negative bacteria

Acinetobacter Iwoffi

Aeromonas hydrophila

Edwardsiella tarda

Enterobacter aerogenes

Klebsiella oxytoca

Legionella pneumophila

Pasteurella multocida

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide the results of in vitro susceptibility
test results for antimicrobial drug products used in resident hospitals 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 an antibacterial drug product for treatment.

e 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 (broth
and/or agar).** The MIC values should be interpreted according to criteria provided in Table 1.

e Diffusion Techniques: Quantitative methods that require measurement of zone diameters can 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.?** This procedure uses paper
disks impregnated with 5 mcg ciprofloxacin to test the susceptibility of bacteria to ciprofloxacin.
The disc diffusion interpretive criteria are provided in Table 1.
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Table 1: Susceptibility Test Interpretive Criteria for Ciprofloxacin
MIC (mcg/mL) Zone Diameter (mm)

Bacteria S | R S I R
Enterobacteriaceae <1 2 >4 >21 16-20 <15
Enterococcus faecalis <l 2 >4 >21 16-20 <15
Staphylococcus aureus, <1 2 >4 >21 16-20 <15
Staphylococcus epidermidis <l 2 >4 >21 16-20 <15
Staphylococcus saprophyticus <l 2 >4 >21 16-20 <15
Pseudomonas aeruginosa <l 2 >4 >21 16-20 <15
Haemophilus influenzae * <1 - - >21 - -
Haemophilus parainfluenzae® <1 - - >21 - -
Streptococcus pneumoniae <1 2 >4 >21 16-20 <15
Streptococcus pyogenes <1 2 >4 >21 16-20 <15
Bacillus anthracis® <0.25 - - - - -
S=Susceptible, I=Intermediate, and R=Resistant.
% The current absence of data on resistant isolates precludes defining any results other than “Susceptible.” If isolates

yielding MIC results other than susceptible, they should be submitted to a reference laboratory for further testing.

A report of “Susceptible” indicates that the antimicrobial is likely to inhibit growth of the pathogen if
the antimicrobial compound reaches the concentrations at the site of infection necessary to inhibit
growth of the pathogen. 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 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 reaches the concentration usually
achievable at the infection site; other therapy should be selected.

e Quality Control: Standardized susceptibility test procedures require the use of laboratory controls
to monitor the accuracy and precision of supplies and reagents used in the assay, and the technigues
of the individuals performing the test *#** Standard ciprofloxacin powder should provide the
following range of MIC values noted in Table 2. For the diffusion technique using the ciprofloxacin
5 mcg disk the criteria in Table 2 should be achieved.

Table 2: Acceptable Quality Control Ranges for Ciprofloxacin
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Bacteria MIC range (mcg/mL) Zone Diameter (mm)
Enterococcus faecalis ATCC 29212 0.25-2 -
Escherichia coli ATCC 25922 0.004-0.015 30-40
Haemophilus influenzae ATCC 49247 0.004-0.03 34-42
Pseudomonas aeruginosa ATCC 27853 0.25-1 25-33
Staphylococcus aureus ATCC 29213 0.12-0.5 -
Staphylococcus aureus ATCC 25923 - 22-30

INDICATIONS AND USAGE

CIPRO 1V is indicated for the treatment of infections caused by susceptible isolates of the designated
microorganisms in the conditions and patient populations listed below when the intravenous
administration offers a route of administration advantageous to the patient. Please see DOSAGE AND
ADMINISTRATION for specific recommendations.

Adult Patients

Urinary Tract Infections caused by Escherichia coli (including cases with secondary bacteremia),
Klebsiella pneumoniae, Enterobacter cloacae, Serratia marcescens, Proteus mirabilis, Providencia
rettgeri, Morganella morganii, Citrobacter koseri (diversus), Citrobacter freundii, Pseudomonas
aeruginosa, methicillin-susceptible Staphylococcus epidermidis, Staphylococcus saprophyticus, or
vancomycin-susceptible Enterococcus faecalis.

Lower Respiratory Infections caused by Escherichia coli, Klebsiella pneumoniae , Enterobacter cloacae,
Proteus mirabilis, Pseudomonas aeruginosa, Haemophilus influenzae, Haemophilus parainfluenzae, or
penicillin-susceptible Streptococcus pneumoniae.* Also, Moraxella catarrhalis for the treatment of acute
exacerbations of chronic bronchitis.

*Ciprofloxacin is not a drug of first choice in the treatment of presumed or confirmed pneumonia
secondary to Streptococcus pneumoniae.

Nosocomial Pneumonia caused by Haemophilus influenzae or Klebsiella pneumoniae.

Skin and Skin Structure Infections caused by Escherichia coli, Klebsiella pneumoniae, Enterobacter
cloacae, Proteus mirabilis, Proteus vulgaris, Providencia stuartii, Morganella morganii, Citrobacter
freundii, Pseudomonas aeruginosa, methicillin-susceptible Staphylococcus aureus,
methicillin-susceptible Staphylococcus epidermidis, or Streptococcus pyogenes.

Bone and Joint Infections caused by Enterobacter cloacae, Serratia marcescens, or Pseudomonas
aeruginosa.

Complicated Intra-Abdominal Infections (used in conjunction with metronidazole) caused by Escherichia
coli, Pseudomonas aeruginosa, Proteus mirabilis, Klebsiella pneumoniae, or Bacteroides fragilis.

Acute Sinusitis caused by Haemophilus influenzae, penicillin-susceptible Streptococcus pneumoniae, or
Moraxella catarrhalis.

Chronic Bacterial Prostatitis caused by Escherichia coli or Proteus mirabilis.
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Empirical Therapy for Febrile Neutropenic Patients in combination with piperacillin sodium. (See
CLINICAL STUDIES.)

Pediatric Patients (1 to 17 years of age)
Complicated Urinary Tract Infections and Pyelonephritis due to Escherichia coli.

NOTE: Although effective in clinical trials, ciprofloxacin is not a drug of first choice in the pediatric
population due to an increased incidence of adverse events compared to controls, including events
related to joints and/or surrounding tissues. (See WARNINGS, PRECAUTIONS, Pediatric Use,
ADVERSE REACTIONS and CLINICAL STUDIES.) Ciprofloxacin, like other fluoroquinolones, is
associated with arthropathy and histopathological changes in weight-bearing joints of juvenile animals.
(See ANIMAL PHARMACOLOGY )

Adult and Pediatric Patients

Inhalational Anthrax (post-exposure): To reduce the incidence or progression of disease following
exposure to aerosolized Bacillus anthracis.

Ciprofloxacin serum concentrations achieved in humans served as a surrogate endpoint reasonably likely to
predict clinical benefit and provided the initial basis for approval of this indication.’ Supportive clinical
information for ciprofloxacin for anthrax post-exposure prophylaxis was obtained during the anthrax
bioterror attacks of October 2001. (See also INHALATIONAL ANTHRAX — ADDITIONAL
INFORMATION).

If anaerobic organisms are suspected of contributing to the infection, appropriate therapy should be
administered.

Appropriate culture and susceptibility tests should be performed before treatment in order to isolate and
identify organisms causing infection and to determine their susceptibility to ciprofloxacin. Therapy with
CIPRO IV may be initiated before results of these tests are known; once results become available,
appropriate therapy should be continued.

As with other drugs, some isolates of Pseudomonas aeruginosa may develop resistance fairly rapidly
during treatment with ciprofloxacin. Culture and susceptibility testing performed periodically during
therapy will provide information not only on the therapeutic effect of the antimicrobial agent but also
on the possible emergence of bacterial resistance.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of CIPRO IV and
other antibacterial drugs, CIPRO IV should be used only 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.

CONTRAINDICATIONS

Ciprofloxacin is contraindicated in persons with a history of hypersensitivity to ciprofloxacin, any
member of the quinolone class of antimicrobial agents, or any of the product components (see
DESCRIPTION).

Concomitant administration with tizanidine is contraindicated. (See PRECAUTIONS: Drug
Interactions.)
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WARNINGS
Tendinopathy and Tendon Rupture

Fluoroquinolones, including CIPRO 1V, are associated with an increased risk of tendinitis and tendon
rupture in all ages. This adverse reaction most frequently involves the Achilles tendon, and rupture of
the Achilles tendon may require surgical repair. Tendinitis and tendon rupture in the rotator cuff (the
shoulder), the hand, the biceps, the thumb, and other tendon sites have also been reported. The risk of
developing fluoroquinolone-associated tendinitis and tendon rupture is further increased in older
patients usually over 60 years of age, in patients taking corticosteroid drugs, and in patients with kidney,
heart or lung transplants. Factors, in addition to age and corticosteroid use, that may independently
increase the risk of tendon rupture include strenuous physical activity, renal failure, and previous tendon
disorders such as rheumatoid arthritis. Tendinitis and tendon rupture have also occurred in patients
taking fluoroquinolones who do not have the above risk factors. Inflammation and tendon rupture can
occur, sometimes bilaterally, even within the first 48 hours, during or after completion of therapy; cases
occurring up to several months after completion of therapy have been reported. CIPRO IV should be
used with caution in patients with a history of tendon disorders. CIPRO IV should be discontinued if the
patient experiences pain, swelling, inflammation or rupture of a tendon. Patients should be advised to
rest at the first sign of tendinitis or tendon rupture, and to contact their healthcare provider regarding
changing to a non-quinolone antimicrobial drug.

Exacerbation of Myasthenia Gravis

Fluoroquinolones, including CIPRO IV, have neuromuscular blocking activity and may exacerbate
muscle weakness in persons with myasthenia gravis. Postmarketing serious adverse events, including
deaths and requirement for ventilatory support, have been associated with fluoroguinolone use in
persons with myasthenia gravis. Avoid CIPRO in patients with known history of myasthenia gravis.
(See PRECAUTIONS: Information for Patients and ADVERSE REACTIONS: Postmarketing
Adverse Event Reports.)

Pregnant Women

THE SAFETY AND EFFECTIVENESS OF CIPROFLOXACIN IN PREGNANT AND
LACTATING WOMEN HAVE NOT BEEN ESTABLISHED. (See PRECAUTIONS, Pregnancy,
and Nursing Mothers subsections.)

Hypersensitivity Reactions

Serious and occasionally fatal hypersensitivity (anaphylactic) reactions, some following the first dose, have been
reported in patients receiving quinolone therapy. Some reactions were accompanied by cardiovascular
collapse, loss of consciousness, tingling, pharyngeal or facial edema, dyspnea, urticaria, and itching.
Only a few patients had a history of hypersensitivity reactions. Serious anaphylactic reactions require
immediate emergency treatment with epinephrine and other resuscitation measures, including oxygen,
intravenous fluids, intravenous antihistamines, corticosteroids, pressor amines, and airway
management, as clinically indicated.

Other Serious and Sometimes Fatal Reactions

Other serious and sometimes fatal events, some due to hypersensitivity, and some due to uncertain
etiology, have been reported rarely in patients receiving therapy with quinolones, including
ciprofloxacin. These events may be severe and generally occur following the administration of multiple
doses. Clinical manifestations may include one or more of the following:

e Fever, rash, or severe dermatologic reactions (for example, toxic epidermal necrolysis,
Stevens-Johnson syndrome);
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e Vasculitis; arthralgia; myalgia; serum sickness;

e Allergic pneumonitis;

o Interstitial nephritis; acute renal insufficiency or failure;
o Hepatitis; jaundice; acute hepatic necrosis or failure;

e Anemia, including hemolytic and aplastic; thrombocytopenia, including thrombotic
thrombocytopenic purpura; leukopenia; agranulocytosis; pancytopenia; and/or other hematologic
abnormalities.

The drug should be discontinued immediately at the first appearance of a skin rash, jaundice, or any
other sign of hypersensitivity and supportive measures instituted (see PRECAUTIONS: Information
for Patients and ADVERSE REACTIONS).

Hepatobiliary System

Cases of severe hepatotoxicity, including_hepatic necrosis, life-threatening hepatic failure, and fatal
events, have been reported with ciprofloxacin. Acute liver injury is rapid in onset (range 1-39 days), and
is often associated with hypersensitivity. The pattern of injury can be hepatocellular, cholestatic or
mixed. Most patients with fatal outcomes were older than 55 years old. In the event of any signs and
symptoms of hepatitis (such as anorexia, jaundice, dark urine, pruritus, or tender abdomen), treatment
should be discontinued immediately (see ADVERSE REACTIONS).

There can be a temporary increase in transaminases, alkaline phosphatase, or cholestatic
jaundice, especially in patients with previous liver damage, who are treated with ciprofloxacin
(see ADVERSE REACTIONS).

Theophylline

SERIOUS AND FATAL REACTIONS HAVE BEEN REPORTED IN PATIENTS RECEIVING
CONCURRENT ADMINISTRATION OF INTRAVENOUS CIPROFLOXACIN AND
THEOPHYLLINE. These reactions have included cardiac arrest, seizure, status epilepticus, and
respiratory failure. Although similar serious adverse events have been reported in patients receiving
theophylline alone, the possibility that these reactions may be potentiated by ciprofloxacin cannot be
eliminated. If concomitant use cannot be avoided, serum levels of theophylline should be monitored and
dosage adjustments made as appropriate.

Central Nervous System Effects

Convulsions, increased intracranial pressure (including pseudotumor cerebri), and toxic psychosis have
been reported in patients receiving fluoroquinolones, including ciprofloxacin. Ciprofloxacin may also
cause central nervous system (CNS) events including: dizziness, confusion, tremors, hallucinations,
depression, and, rarely, psychotic reactions have progressed to suicidal ideations/thoughts and
self-injurious behavior such as attempted or completed suicide. These reactions may occur following
the first dose. If these reactions occur in patients receiving ciprofloxacin, the drug should be
discontinued, patients should be advised to inform their healthcare provider immediately and
appropriate measures instituted. As with all fluoroquinolones, ciprofloxacin should be used with
caution in epileptic patients and patients with known or suspected CNS disorders that may predispose to
seizures or lower the seizure threshold (for example, severe cerebral arteriosclerosis, previous history of
convulsion, reduced cerebral blood flow, altered brain structure, or stroke), or in the presence of other
risk factors that may predispose to seizures or lower the seizure threshold (for example, certain drug
therapy, renal dysfunction). CIPRO IV should only be used where the benefits of treatment exceed the
risks, since these patients are endangered because of possible undesirable CNS side effects. Cases of
status epilepticus have been reported. If seizures occur, ciprofloxacin should be discontinued. (See

10
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PRECAUTIONS: General, Information for Patients, Drug Interactions and ADVERSE
REACTIONS.)

Clostridium Difficile-Associated Diarrhea

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all antibacterial
agents, including CIPRO, 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.

Peripheral Neuropathy

Cases of sensory or sensorimotor axonal polyneuropathy affecting small and/or large axons resulting in
paresthesias, hypoesthesias, dysesthesias and weakness have been reported in patients receiving
fluoroquinolones, including ciprofloxacin. Symptoms may occur soon after initiation of CIPRO and
may be irreversible. Ciprofloxacin should be discontinued immediately if the patient experiences
symptoms of peripheral neuropathy including pain, burning, tingling, numbness, and/or weakness, or
other alterations in sensations including light touch, pain, temperature, position sense and vibratory
sensation.

Musculoskeletal Disorders in Pediatric Patients and Arthropathic Effects in Animals

Ciprofloxacin should be used in pediatric patients (less than 18 years of age) only for infections listed in
the INDICATIONS AND USAGE section. An increased incidence of adverse events compared to
controls, including events related to joints and/or surrounding tissues, has been observed. (See
ADVERSE REACTIONS.)

In pre-clinical studies, oral administration of ciprofloxacin caused lameness in immature dogs.
Histopathological examination of the weight-bearing joints of these dogs revealed permanent lesions of
the cartilage. Related quinolone-class drugs also produce erosions of cartilage of weight-bearing joints
and other signs of arthropathy in immature animals of various species. (See ANIMAL
PHARMACOLOGY.)

Prolongation of the QT Interval

Some fluoroquinolones, including CIPRO IV, have been associated with prolongation of the QT
interval on the electrocardiogram and infrequent cases of arrhythmia. Rare cases of torsade de pointes
have been spontaneously reported during postmarketing surveillance in patients receiving
fluoroquinolones, including ciprofloxacin. CIPRO IV should be avoided in patients with known
prolongation of the QT interval, risk factors for QT prolongation or torsade de pointes (for example,
congenital long QT syndrome, uncorrected electrolyte imbalance, such as hypokalemia or
hypomagnesemia and cardiac disease, such as heart failure, myocardial infarction, or bradycardia), and
patients receiving Class IA antiarrhythmic agents (quinidine, procainamide), or Class 11 antiarrhythmic
agents (amiodarone, sotalol), tricyclic antidepressants, macrolides, and antipsychotics).. Elderly
patients may also be more susceptible to drug-associated effects on the QT interval. (See
PRECAUTIONS, Drug Interactions and Geriatric Use.)

11
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Cytochrome P450 (CYP450)

Ciprofloxacin is an inhibitor of the hepatic CYP1A2 enzyme pathway. Coadministration of
ciprofloxacin and other drugs primarily metabolized by CYP1A2 (for example, theophylline,
methylxanthines, caffeine, tizanidine, ropinirole, clozapine, olanzapine) results in increased plasma
concentrations of the coadministered drug and could lead to clinically significant pharmacodynamic
side effects of the coadministered drug. (See PRECAUTIONS, Drug Interactions.)

PRECAUTIONS
General

INTRAVENOUS CIPROFLOXACIN SHOULD BE ADMINISTERED BY SLOW INFUSION
OVER A PERIOD OF 60 MINUTES. Local IV site reactions have been reported with the intravenous
administration of ciprofloxacin. These reactions are more frequent if infusion time is 30 minutes or less
or if small veins of the hand are used. (See ADVERSE REACTIONS.)

Central Nervous System

Quinolones, including ciprofloxacin, may also cause central nervous system (CNS) events, including:
nervousness, agitation, insomnia, anxiety, nightmares or paranoia. (See Information for Patients, and
Drug Interactions.)

Crystals of ciprofloxacin have been observed rarely in the urine of human subjects but more frequently in
the urine of laboratory animals, which is usually alkaline. (See ANIMAL PHARMACOLOGY')
Crystalluria related to ciprofloxacin has been reported only rarely in humans because human urine is
usually acidic. Alkalinity of the urine should be avoided in patients receiving ciprofloxacin. Patients
should be well hydrated to prevent the formation of highly concentrated urine.

Renal Impairment

Alteration of the dosage regimen is necessary for patients with impairment of renal function. (See
DOSAGE AND ADMINISTRATION.)

Photosensitivity/Phototoxicity

Moderate to severe photosensitivity/phototoxicity reactions, the latter of which may manifest as
exaggerated sunburn reactions (for example, burning, erythema, exudation, vesicles, blistering, edema)
involving areas exposed to light (typically the face, “V”" area of the neck, extensor surfaces of the
forearms, dorsa of the hands), can be associated with the use of quinolones after sun or UV light
exposure. Therefore, excessive exposure to these sources of light should be avoided. Drug therapy
should be discontinued if phototoxicity occurs (See ADVERSE REACTIONS, Postmarketing
Adverse Events).

As with any potent drug, periodic assessment of organ system functions, including renal, hepatic, and
hematopoietic, is advisable during prolonged therapy.

Prescribing CIPRO IV 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.

Information For Patients

Patients should be advised:

e To contact their healthcare provider if they experience pain, swelling, or inflammation of a tendon,
or weakness or inability to use one of their joints; rest and refrain from exercise; and discontinue
CIPRO 1V treatment. The risk of severe tendon disorder with fluoroguinolones is higher in older
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patients usually over 60 years of age, in patients taking corticosteroid drugs, and in patients with
kidney, heart or lung transplants.

e That fluoroquinolones like CIPRO IV may cause worsening of myasthenia gravis symptoms,
including muscle weakness and breathing problems. Patients should call their healthcare provider
right away if they have any worsening muscle weakness or breathing problems.

e That antibacterial drugs including CIPRO IV should only be used to treat bacterial infections. They do
not treat viral infections (for example, the common cold). When CIPRO IV 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 CIPRO IV or other
antibacterial drugs in the future.

e That ciprofloxacin may be associated with hypersensitivity reactions, even following a single dose, and to
discontinue the drug at the first sign of a skin rash or other allergic reaction.

e That photosensitivity/phototoxicity has been reported in patients receiving quinolones. Patients
should minimize or avoid exposure to natural or artificial sunlight (tanning beds or UVA/B
treatment) while taking quinolones. If patients need to be outdoors while using quinolones, they
should wear loose-fitting clothes that protect skin from sun exposure and discuss other sun
protection measures with their physician. If a sunburn-like reaction or skin eruption occurs, patients
should contact their physician.

e That ciprofloxacin may cause dizziness and lightheadedness; therefore, patients should know how they react
to this drug before they operate an automobile or machinery or engage in activities requiring mental alertness
or coordination.

e That ciprofloxacin increases the effects of tizanidine (Zanaflex®). Patients should not use
ciprofloxacin if they are already taking tizanidine.

e That ciprofloxacin may increase the effects of theophylline and caffeine. There is a possibility of caffeine
accumulation when products containing caffeine are consumed while taking ciprofloxacin.

e That peripheral neuropathies have been associated with ciprofloxacin use, that symptoms may
occur soon after initiation of therapy and may be irreversible If symptoms of peripheral neuropathy
including pain, burning, tingling, numbness and/or weakness develop, patients should immediately
discontinue Cipro and contact their physician.

o That convulsions have been reported in patients taking quinolones, including ciprofloxacin, and to notify
their physician before taking this drug if there is a history of this condition.

e That ciprofloxacin has been associated with an increased rate of adverse events involving joints and
surrounding tissue structures (like tendons) in pediatric patients (less than 18 years of age). Parents
should inform their child’s physician if the child has a history of joint-related problems before
taking this drug. Parents of pediatric patients should also notify their child’s physician of any
joint-related problems that occur during or following ciprofloxacin therapy. (See WARNINGS,
PRECAUTIONS, Pediatric Use and ADVERSE REACTIONS.)

e 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.
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Drug Interactions
Tizanidine

In a pharmacokinetic study, systemic exposure of tizanidine (4 mg single dose) was significantly
increased (Cax 7-fold, AUC 10-fold) when the drug was given concomitantly with ciprofloxacin (500
mg bid for 3 days). The hypotensive and sedative effects of tizanidine were also potentiated.
Concomitant administration of tizanidine and ciprofloxacin is contraindicated.

Theophylline

As with some other quinolones, concurrent administration of ciprofloxacin with theophylline may lead to
elevated serum concentrations of theophylline and prolongation of its elimination half-life. This may result in
increased risk of theophylline-related adverse reactions. (See WARNINGS.) If concomitant use cannot be
avoided, serum levels of theophylline should be monitored and dosage adjustments made as appropriate.

Other Xanthine Derivatives

Some quinolones, including ciprofloxacin, have also been shown to interfere with the metabolism of
caffeine. This may lead to reduced clearance of caffeine and prolongation of its serum half-life. On
concurrent administration of ciprofloxacin and caffeine or pentoxifylline containing products, elevated
serum concentrations of these xanthine derivatives were reported.

Cyclosporine

Some quinolones, including ciprofloxacin, have been associated with transient elevations in serum
creatinine in patients receiving cyclosporine concomitantly.

Phenytoin

Altered serum levels of phenytoin (increased and decreased) have been reported in patients receiving concomitant
ciprofloxacin. To avoid the loss of seizure control associated with decreased phenytoin levels, and to
prevent phenytoin overdose-related undesirable effects when ciprofloxacin is discontinued in patients
receiving both agents, monitoring of phenytoin therapy, including phenytoin serum concentration
measurements, is recommended during and shortly after co-administration of CIPRO 1V with
phenytoin.

Oral Antidiabetic Agents

Hypoglycemia has been reported when ciprofloxacin and oral antidiabetic agents, mainly sulfonylureas
(for example, glyburide, glimepiride), were co-administered, presumably by intensifying the action of
the oral antidiabetic agent (see ADVERSE REACTIONS). The concomitant administration of
ciprofloxacin with glyburide has, on rare occasions, resulted in severe hypoglycemia. Fatalities have
been reported.

The concomitant administration of ciprofloxacin with the sulfonylurea glyburide has, in some patients,
resulted in severe hypoglycemia. Fatalities have been reported.

Metronidazole

The serum concentrations of ciprofloxacin and metronidazole were not altered when these two drugs were
given concomitantly.

Oral Anti-Coagulants

Simultaneous administration of ciprofloxacin with an oral anticoagulant may augment the effect of the
anticoagulant. The risk may vary with the underlying infection, age and general status of the patient so
that the contribution of ciprofloxacin to the increase in INR (international normalized ratio) is difficult
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to assess. Prothrombin time and INR should be monitored frequently during and shortly after
co-administration of ciprofloxacin with an oral anticoagulant (for example, warfarin).

Probenecid

Probenecid interferes with renal tubular secretion of ciprofloxacin and produces an increase in the level of
ciprofloxacin in the serum. This should be considered if patients are receiving both drugs concomitantly.

Methotrexate

Renal tubular transport of methotrexate may be inhibited by concomitant administration of ciprofloxacin
potentially leading to increased plasma levels of methotrexate. This might increase the risk of methotrexate
associated toxic reactions. Therefore, patients under methotrexate therapy should be carefully monitored when
concomitant ciprofloxacin therapy is indicated.

Duloxetine

In clinical studies it was demonstrated that concomitant use of duloxetine with strong inhibitors of the
CYP450 1A2 isozyme such as fluvoxamine, may result in an a 5-fold increase of in mean AUC and a
2.5-fold increase in mean Cmax of duloxetine. Although no clinical data are available on a possible
interaction with ciprofloxacin, similar effects can be expected upon concomitant administration.

NSAIDs

Non-steroidal anti-inflammatory drugs (but not acetyl salicylic acid) in combination of very high doses
of quinolones have been shown to provoke convulsions in pre-clinical studies.

Ropinirole

In a study conducted in 12 patients with Parkinson’s disease who were administered 6 mg ropinirole
once daily with 500 mg ciprofloxacin twice-daily, the mean Cmax and mean AUC of ropinirole were
increased by 60% and 84%, respectively. Monitoring for ropinirole-related side effects and appropriate
dose adjustment of ropinirole is recommended during and shortly after co-administration with
ciprofloxacin. (See Warnings, Cytochrome P450.)

Lidocaine

In a study conducted in 9 healthy volunteers, concomitant use of 1.5 mg/kg IV lidocaine with 500 mg
ciprofloxacin twice daily, resulted in an increase of lidocaine Cmax and AUC by 12% and 26%,
respectively. Although lidocaine treatment was well tolerated at this elevated exposure, a possible
interaction with ciprofloxacin and an increase in side effects related to lidocaine may occur upon
concomitant administration.

Clozapine

Following concomitant administration of 250 mg ciprofloxacin with 304 mg clozapine for 7 days,
serum concentrations of clozapine and N-desmethylclozapine were increased by 29% and 31%,
respectively. Careful monitoring of clozapine associated adverse effects and and appropriate adjustment
of clozapine dosage during and shortly after co-administration with ciprofloxacin are advised. (See
WARNINGS.)

Sildenafil

Following concomitant administration of a single oral dose of 50 mg sildenafil with 500 mg
ciprofloxacin to healthy subjects, the mean Cmax and mean AUC of sildenafil were both increased
approximately two-fold. Therefore, sildenafil should be used with caution when co-administered with
ciprofloxacin.
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Drugs known to prolong QT interval

Precaution should be taken when using ciprofloxacin concomitantly with drugs known to prolong the
QT interval (for example, class IA or 11l antiarrhythmics, tricyclic antidepressants, macrolides,
antipsychotics) as ciprofloxacin may have an additive effect on the QT interval (see PRECAUTIONS,
Geriatric Use)

Piperacillin Sodium

Following infusion of 400 mg IV ciprofloxacin every eight hours in combination with 50 mg/kg IV piperacillin
sodium every four hours, mean serum ciprofloxacin concentrations were 3.02 meg/mL %2 hour and 1.18 mcg/mL
between 6-8 hours after the end of infusion.

Carcinogenesis, Mutagenesis, Impairment of Fertility

Eight in vitro mutagenicity tests have been conducted with ciprofloxacin. Test results are listed below:
Salmonella/Microsome Test (Negative)

E. coli DNA Repair Assay (Negative)

Mouse Lymphoma Cell Forward Mutation Assay (Positive)

Chinese Hamster V7o Cell HGPRT Test (Negative)

Syrian Hamster Embryo Cell Transformation Assay (Negative)

Saccharomyces cerevisiae Point Mutation Assay (Negative)

Saccharomyces cerevisiae Mitotic Crossover and Gene Conversion Assay (Negative)

Rat Hepatocyte DNA Repair Assay (Positive)

Thus, two of the eight tests were positive, but results of the following three in vivo test systems gave
negative results:

Rat Hepatocyte DNA Repair Assay
Micronucleus Test (Mice)
Dominant Lethal Test (Mice)

Long-term carcinogenicity studies in rats and mice resulted in no carcinogenic or tumorigenic effects
due to ciprofloxacin at daily oral dose levels up to 250 and 750 mg/kg to rats and mice, respectively
(approximately 1.7- and 2.5-times the highest recommended therapeutic dose based upon mg/m?).

Results from photo co-carcinogenicity testing indicate that ciprofloxacin does not reduce the time to
appearance of UV-induced skin tumors as compared to vehicle control. Hairless (Skh-1) mice were
exposed to UVA light for 3.5 hours five times every two weeks for up to 78 weeks while concurrently
being administered ciprofloxacin. The time to development of the first skin tumors was 50 weeks in
mice treated concomitantly with UV A and ciprofloxacin (mouse dose approximately equal to maximum
recommended human dose based upon mg/m?), as opposed to 34 weeks when animals were treated with
both UVA and vehicle. The times to development of skin tumors ranged from 16-32 weeks in mice
treated concomitantly with UVA and other quinolones.’

In this model, mice treated with ciprofloxacin alone did not develop skin or systemic tumors. There are
no data from similar models using pigmented mice and/or fully haired mice. The clinical significance of
these findings to humans is unknown.

Fertility studies performed in rats at oral doses of ciprofloxacin up to 100 mg/kg (approximately
0.7-times the highest recommended therapeutic dose based upon mg/m?) revealed no evidence of
impairment.
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Pregnancy
Teratogenic Effects. Pregnancy Category C

There are no adequate and well-controlled studies in pregnant women. Ciprofloxacin should not be used
during pregnancy unless the potential benefit justifies the potential risk to both fetus and mother (see WARNINGS).
An expert review of published data on experiences with ciprofloxacin use during pregnancy by TERIS —
the Teratogen Information System - concluded that therapeutic doses during pregnancy are unlikely to
pose a substantial teratogenic risk (quantity and quality of data=fair), but the data are insufficient to
state that there is no risk.’

A controlled prospective observational study followed 200 women exposed to fluoroquinolones (52.5%
exposed to ciprofloxacin and 68% first trimester exposures) during gestation.® In utero exposure to fluo-
roquinolones during embryogenesis was not associated with increased risk of major malformations. The
reported rates of major congenital malformations were 2.2% for the fluoroquinolone group and 2.6% for
the control group (background incidence of major malformations is 1-5%). Rates of spontaneous
abortions, prematurity and low birth weight did not differ between the groups and there were no
clinically significant musculoskeletal dysfunctions up to one year of age in the ciprofloxacin exposed
children.

Another prospective follow-up study reported on 549 pregnancies with fluoroquinolone exposure (93%
first trimester exposures).™ There were 70 ciprofloxacin exposures, all within the first trimester. The
malformation rates among live-born babies exposed to ciprofloxacin and to fluoroquinolones overall
were both within background incidence ranges. No specific patterns of congenital abnormalities were
found. The study did not reveal any clear adverse reactions due to in utero exposure to ciprofloxacin.

No differences in the rates of prematurity, spontaneous abortions, or birth weight were seen in women exposed to
ciprofloxacin during pregnancy.>*® However, these small postmarketing epidemiology studies, of which most
experience is from short term, first trimester exposure, are insufficient to evaluate the risk for less common defects or to
permit reliable and definitive conclusions regarding the safety of ciprofloxacin in pregnant women and their
developing fetuses.

Reproduction studies have been performed in rats and mice using oral doses up to 100 mg/kg (0.6 and
0.3 times the maximum daily human dose based upon body surface area, respectively) and have
revealed no evidence of harm to the fetus due to ciprofloxacin. In rabbits, oral ciprofloxacin dose levels
of 30 and 100 mg/kg (approximately 0.4- and 1.3-times the highest recommended therapeutic dose
based upon mg/m?) produced gastrointestinal toxicity resulting in maternal weight loss and an increased
incidence of abortion, but no teratogenicity was observed at either dose level. After intravenous
administration of doses up to 20 mg/kg (approximately 0.3-times the highest recommended therapeutic
dose based upon mg/m?) no maternal toxicity was produced and no embryotoxicity or teratogenicity
was observed. (See WARNINGS.)

Nursing Mothers

Ciprofloxacin is excreted in human milk. The amount of ciprofloxacin absorbed by the nursing infant is
unknown. Because of the potential risk of serious adverse reactions (including articular damage) in
infants nursing from mothers taking ciprofloxacin, a decision should be made whether to discontinue
nursing or to discontinue the drug, taking into account the importance of the drug to the mother.

Pediatric Use

Ciprofloxacin, like other quinolones, causes arthropathy and histological changes in weight-bearing
joints of juvenile animals resulting in lameness. (See ANIMAL PHARMACOLOGY'.)
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Inhalational Anthrax (Post-Exposure)

Ciprofloxacin is indicated in pediatric patients for inhalational anthrax (post-exposure). The risk-benefit
assessment indicates that administration of ciprofloxacin to pediatric patients is appropriate. For
information regarding pediatric dosing in inhalational anthrax (post-exposure), see DOSAGE AND
ADMINISTRATION and INHALATIONAL ANTHRAX — ADDITIONAL INFORMATION.

Complicated Urinary Tract Infection and Pyelonephritis

Ciprofloxacin is indicated for the treatment of complicated urinary tract infections and pyelonephritis
due to Escherichia coli. Although effective in clinical trials, ciprofloxacin is not a drug of first choice in
the pediatric population due to an increased incidence of adverse events compared to the controls,
including those related to joints and/or surrounding tissues. The rates of these events in pediatric
patients with complicated urinary tract infection and pyelonephritis within six weeks of follow-up were
9.3% (31/335) versus 6.0% (21/349) for control agents. The rates of these events occurring at any time
up to the one year follow-up were 13.7% (46/335) and 9.5% (33/349), respectively. The rate of all
adverse events regardless of drug relationship at six weeks was 41% (138/335) in the ciprofloxacin arm
compared to 31% (109/349) in the control arm. (See ADVERSE REACTIONS and CLINICAL
STUDIES.)

Cystic Fibrosis

Short-term safety data from a single trial in pediatric cystic fibrosis patients are available. In a
randomized, double-blind clinical trial for the treatment of acute pulmonary exacerbations in cystic
fibrosis patients (ages 5-17 years), 67 patients received ciprofloxacin 1V 10 mg/kg/dose g8h for one
week followed by ciprofloxacin tablets 20 mg/kg/dose g12h to complete 10-21 days treatment and 62
patients received the combination of ceftazidime IV 50 mg/kg/dose gq8h and tobramycin IV 3
mg/kg/dose q8h for a total of 10-21 days. Patients less than 5 years of age were not studied. Safety
monitoring in the study included periodic range of motion examinations and gait assessments by
treatment-blinded examiners. Patients were followed for an average of 23 days after completing
treatment (range 0-93 days). This study was not designed to determine long term effects and the safety
of repeated exposure to ciprofloxacin.

Musculoskeletal adverse events in patients with cystic fibrosis were reported in 22% of the patients in
the ciprofloxacin group and 21% in the comparison group. Decreased range of motion was reported in
12% of the subjects in the ciprofloxacin group and 16% in the comparison group. Arthralgia was
reported in 10% of the patients in the ciprofloxacin group and 11% in the comparison group. Other
adverse events were similar in nature and frequency between treatment arms. One of sixty-seven
patients developed arthritis of the knee nine days after a ten day course of treatment with ciprofloxacin.
Clinical symptoms resolved, but an MRI showed knee effusion without other abnormalities eight
months after treatment. However, the relationship of this event to the patient’s course of ciprofloxacin
can not be definitively determined, particularly since patients with cystic fibrosis may develop
arthralgias/arthritis as part of their underlying disease process.

Geriatric Use

Geriatric patients are at increased risk for developing severe tendon disorders including tendon rupture
when being treated with a fluoroquinolone such as CIPRO IV This risk is further increased in patients
receiving concomitant corticosteroid therapy. Tendinitis or tendon rupture can involve the Achilles,
hand, shoulder, or other tendon sites and can occur during or after completion of therapy; cases
occurring up to several months after fluoroquinolone treatment have been reported. Caution should be
used when prescribing CIPRO 1V to elderly patients especially those on corticosteroids. Patients should
be informed of this potential side effect and advised to discontinue CIPRO IV and contact their
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healthcare provider if any symptoms of tendinitis or tendon rupture occur (See Boxed Warning,
WARNINGS, and ADVERSE REACTIONS/Postmarketing Adverse Event Reports).

In a retrospective analysis of 23 multiple-dose controlled clinical trials of ciprofloxacin encompassing
over 3500 ciprofloxacin treated patients, 25% of patients were greater than or equal to 65 years of age
and 10% were greater than or equal to 75 years of age. No overall differences in safety or effectiveness
were observed between these subjects and younger subjects, and other reported clinical experience has not
identified differences in responses between the elderly and younger patients, but greater sensitivity of some older
individuals on any drug therapy cannot be ruled out. Ciprofloxacin is known to be substantially excreted
by the kidney, and the risk of adverse reactions may be greater in patients with impaired renal function.
No alteration of dosage is necessary for patients greater than 65 years of age with normal renal function.
However, since some older individuals experience reduced renal function by virtue of their advanced
age, care should be taken in dose selection for elderly patients, and renal function monitoring may be
useful in these patients. (See CLINICAL PHARMACOLOGY and DOSAGE AND
ADMINISTRATION.)

In general, elderly patients may be more susceptible to drug-associated effects on the QT interval. Therefore,
precaution should be taken when using CIPRO with concomitant drugs that can result in prolongation of
the QT interval (for example, class IA or class Il antiarrhythmics) or in patients with risk factors for
torsade de pointes (for example, known QT prolongation, uncorrected hypokalemia).

ADVERSE REACTIONS
Adverse Reactions in Adult Patients

During clinical investigations with oral and parenteral ciprofloxacin, 49,038 patients received courses
of the drug. Most of the adverse events reported were described as only mild or moderate in severity,
abated soon after the drug was discontinued, and required no treatment. Ciprofloxacin was discontinued
because of an adverse event in 1.8% of intravenously treated patients.

The most frequently reported drug related events, from clinical trials of all formulations, all dosages, all
drug-therapy durations, and for all indications of ciprofloxacin therapy were nausea (2.5%), diarrhea
(1.6%), liver function tests abnormal (1.3%), vomiting (1.0%), and rash (1.0%).

In clinical trials the following events were reported, regardless of drug relationship, in greater than 1%
of patients treated with intravenous ciprofloxacin: nausea, diarrhea, central nervous system disturbance,
local IV site reactions, liver function tests abnormal, eosinophilia, headache, restlessness, and rash.
Many of these events were described as only mild or moderate in severity, abated soon after the drug
was discontinued, and required no treatment. Local IV site reactions are more frequent if the infusion
time is 30 minutes or less. These may appear as local skin reactions which resolve rapidly upon
completion of the infusion. Subsequent intravenous administration is not contraindicated unless the
reactions recur or worsen.

Additional medically important events, without regard to drug relationship or route of administration,
that occurred in 1% or less of ciprofloxacin patients are listed below:

BODY AS A WHOLE: abdominal pain/discomfort, foot pain, pain, pain in extremities

CARDIOVASCULAR: cardiovascular collapse, cardiopulmonary arrest, myocardial infarction,
arrhythmia, tachycardia, palpitation, cerebral thrombosis, syncope, cardiac murmur, hypertension,
hypotension, angina pectoris, atrial flutter, ventricular ectopy, (thrombo)-phlebitis, vasodilation,
migraine

CENTRAL NERVOUS SYSTEM: convulsive seizures (including status epilepticus), grand mal
convulsion, paranoia, toxic psychosis, depression (potentially culminating in self-injurious behavior,
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such as suicidal ideations/thoughts and attempted or completed suicide), dysphasia, phobia,
depersonalization, manic reaction, unresponsiveness, ataxia, confusion, hallucinations, dizziness,
lightheadedness, paresthesia, anxiety, tremor, insomnia, nightmares, weakness, drowsiness, irritability,
malaise, lethargy, abnormal gait

GASTROINTESTINAL: ileus, jaundice, gastrointestinal bleeding, C. difficile associated diarrhea,
pseudomembranous colitis, pancreatitis, hepatic necrosis, intestinal perforation, dyspepsia, epigastric
pain, constipation, oral ulceration, oral candidiasis, mouth dryness, anorexia, dysphagia, flatulence,
hepatitis, painful oral mucosa

HEMIC/LYMPHATIC: agranulocytosis, prolongation of prothrombin time, lymphadenopathy,
petechia

METABOLIC/NUTRITIONAL.: amylase increase, lipase increase, hyperglycemia, hypoglycemia

MUSCULOSKELETAL.: arthralgia, jaw, arm or back pain, joint stiffness, neck and chest pain,
achiness, flare up of gout, myasthenia gravis, muscle weakness

RENAL/UROGENITAL.: renal failure, interstitial nephritis, nephritis, hemorrhagic cystitis, renal
calculi, frequent urination, acidosis, urethral bleeding, polyuria, urinary retention, gynecomastia,
candiduria, vaginitis, breast pain. Crystalluria, cylindruria, hematuria and albuminuria have also been
reported.

RESPIRATORY: respiratory arrest, pulmonary embolism, dyspnea, laryngeal or pulmonary edema,
respiratory distress, pleural effusion, hemoptysis, epistaxis, hiccough, bronchospasm

SKIN/HYPERSENSITIVITY: allergic reactions, anaphylactic reactions including life-threatening
anaphylactic shock, erythema multiforme/Stevens-Johnson syndrome, exfoliative dermatitis, toxic
epidermal necrolysis, vasculitis, angioedema, edema of the lips, face, neck, conjunctivae, hands or
lower extremities, purpura, fever, chills, flushing, pruritus, urticaria, cutaneous candidiasis, vesicles,
increased perspiration, hyperpigmentation, erythema nodosum, thrombophlebitis, burning, paresthesia,
erythema, swelling, photosensitivity/phototoxicity reaction (See WARNINGS.)

SPECIAL SENSES: decreased visual acuity, blurred vision, disturbed vision (flashing lights, change
in color perception, overbrightness of lights, diplopia), eye pain, anosmia, hearing loss, tinnitus,
nystagmus, chromatopsia, a bad taste

In several instances, nausea, vomiting, tremor, irritability, or palpitation were judged by investigators to
be related to elevated serum levels of theophylline possibly as a result of drug interaction with
ciprofloxacin.

In randomized, double-blind controlled clinical trials comparing ciprofloxacin (IV and IV/P.O.
sequential) with intravenous beta-lactam control antibiotics, the CNS adverse event profile of
ciprofloxacin was comparable to that of the control drugs.

Adverse Reactions in Pediatric Patients

Ciprofloxacin, administered IV and /or orally, was compared to a cephalosporin for treatment of
complicated urinary tract infections (cUTI) or pyelonephritis in pediatric patients 1 to 17 years of age
(mean age of 6 + 4 years). The trial was conducted in the US, Canada, Argentina, Peru, Costa Rica,
Mexico, South Africa, and Germany. The duration of therapy was 10 to 21 days (mean duration of
treatment was 11 days with a range of 1 to 88 days). The primary objective of the study was to assess
musculoskeletal and neurological safety within 6 weeks of therapy and through one year of follow-up in
the 335 ciprofloxacin- and 349 comparator-treated patients enrolled.

An Independent Pediatric Safety Committee (IPSC) reviewed all cases of musculoskeletal adverse
events as well as all patients with an abnormal gait or abnormal joint exam (baseline or
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treatment-emergent). These events were evaluated in a comprehensive fashion and included such
conditions as arthralgia, abnormal gait, abnormal joint exam, joint sprains, leg pain, back pain, arthrosis,
bone pain, pain, myalgia, arm pain, and decreased range of motion in a joint. The affected joints
included: knee, elbow, ankle, hip, wrist, and shoulder. Within 6 weeks of treatment initiation, the rates
of these events were 9.3% (31/335) in the ciprofloxacin-treated group versus 6.0 % (21/349) in
comparator-treated patients. The majority of these events were mild or moderate in intensity. All
musculoskeletal events occurring by 6 weeks resolved (clinical resolution of signs and symptoms),
usually within 30 days of end of treatment. Radiological evaluations were not routinely used to confirm
resolution of the events. The events occurred more frequently in ciprofloxacin-treated patients than
control patients, regardless of whether they received IV or oral therapy. Ciprofloxacin-treated patients
were more likely to report more than one event and on more than one occasion compared to control
patients. These events occurred in all age groups and the rates were consistently higher in the
ciprofloxacin group compared to the control group. At the end of 1 year, the rate of these events reported
at any time during that period was 13.7% (46/335) in the ciprofloxacin-treated group versus 9.5%
(33/349) comparator-treated patients.

An adolescent female discontinued ciprofloxacin for wrist pain that developed during treatment. An MRI
performed 4 weeks later showed a tear in the right ulnar fibrocartilage. A diagnosis of overuse syndrome
secondary to sports activity was made, but a contribution from ciprofloxacin cannot be excluded. The patient
recovered by 4 months without surgical intervention.

Findings Involving Joint or Peri-articular Tissues as Assessed by the IPSC

Ciprofloxacin

Comparator

All Patients (within 6 weeks)

31/335 (9.3%)

21/349 (6%)

95% Confidence Interval*

(-0.8%

,+7.2%)

Age Group

> 12 months < 24 months 1/36 (2.8%) 0/41
> 2 years < 6 years 5/124 (4.0%) 3/118 (2.5%)
> 6 years < 12 years 18/143 (12.6%) 12/153 (7.8%)

> 12 years to 17 years

7132 (21.9%)

6/37 (16.2 %)

All Patients (within 1 year)

46/335 (13.7%)

| 33/349 (9.5%)

95% Confidence Interval*

(-0.6%, +9.1%)

*The study was designed to demonstrate that the arthropathy rate for the ciprofloxacin group did not
exceed that of the control group by more than + 6%. At both the 6 week and 1 year evaluations, the 95%
confidence interval indicated that it could not be concluded that the ciprofloxacin group had findings
comparable to the control group.

The incidence rates of neurological events within 6 weeks of treatment initiation were 3% (9/335) in the
ciprofloxacin group versus 2% (7/349) in the comparator group and included dizziness, nervousness,
insomnia, and somnolence.

In this trial, the overall incidence rates of adverse events regardless of relationship to study drug and
within 6 weeks of treatment initiation were 41% (138/335) in the ciprofloxacin group versus 31%
(109/349) in the comparator group. The most frequent events were gastrointestinal: 15% (50/335) of
ciprofloxacin patients compared to 9% (31/349) of comparator patients. Serious adverse events were
seen in 7.5% (25/335) of ciprofloxacin-treated patients compared to 5.7% (20/349) of control patients.
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Discontinuation of drug due to an adverse event was observed in 3% (10/335) of ciprofloxacin-treated
patients versus 1.4% (5/349) of comparator patients. Other adverse events that occurred in at least 1% of
ciprofloxacin patients were diarrhea 4.8%, vomiting 4.8%, abdominal pain 3.3%, accidental injury
3.0%, rhinitis 3.0%, dyspepsia 2.7%, nausea 2.7%, fever 2.1%, asthma 1.8% and rash 1.8%.

In addition to the events reported in pediatric patients in clinical trials, it should be expected that events
reported in adults during clinical trials or postmarketing experience may also occur in pediatric patients.

Postmarketing Adverse Event Reports

The following adverse events have been reported from worldwide marketing experience with
fluoroquinolones, including ciprofloxacin. Because these events 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. Decisions to include these events in labeling are typically based on
one or more of the following factors: (1) seriousness of the event, (2) frequency of the reporting, or (3)
strength of causal connection to the drug.

Acute generalized exanthematous pustulosis (AGEP), Agitation, agranulocytosis, albuminuria,
anosmia, candiduria, cholesterol elevation (serum), confusion, constipation, delirium, dyspepsia,
dysphagia, erythema multiforme, exfoliative dermatitis, fixed eruption, flatulence, glucose elevation
(blood), hemolytic anemia, hepatic failure (including fatal cases), hepatic necrosis, hyperesthesia,
hypertonia, hypesthesia, hypotension (postural) International Normalized Ratio (INR) increased (in
patients treated with Vitamin K antagonists), jaundice, marrow depression (life threatening),
methemoglobinemia, moniliasis (oral, gastrointestinal, vaginal), myalgia, myasthenia, exacerbation of
myasthenia gravis, myoclonus, nystagmus, pancreatitis, pancytopenia (life threatening or fatal

| outcome), peripheral neuropathy that may be irreversable, phenytoin alteration (serum),
photosensitivity/phototoxicity reaction, polyneuropathy, potassium elevation (serum), prothrombin
time prolongation or decrease, pseudomembranous colitis (The onset of pseudomembranous colitis
symptoms may occur during or after antimicrobial treatment), psychosis (toxic), QT prolongation, renal
calculi, serum sickness like reaction, Stevens-Johnson syndrome, taste loss, tendinitis, tendon rupture,
torsade de pointes, toxic epidermal necrolysis (Lyell’s Syndrome), triglyceride elevation (serum),
twitching, vaginal candidiasis, vasculitis, and ventricular arrhythmia. (See PRECAUTIONS.)

Adverse events were also reported by persons who received ciprofloxacin for anthrax post-exposure
prophylaxis following the anthrax bioterror attacks of October 2001 (See also Inhalational Anthrax,
Additional Information).

Adverse Laboratory Changes

The most frequently reported changes in laboratory parameters with intravenous ciprofloxacin therapy,
without regard to drug relationship are listed below:

Hepatic—elevations of AST (SGOT), ALT (SGPT), alkaline phosphatase, LDH, and serum bilirubin

Hematologic—elevated eosinophil and platelet counts, decreased platelet counts, hemoglobin and/or
hematocrit

Renal—elevations of serum creatinine, BUN, and uric acid

Other—elevations of serum creatine phosphokinase, serum theophylline (in patients receiving
theophylline concomitantly), blood glucose, and triglycerides

Other changes occurring infrequently were: decreased leukocyte count, elevated atypical lymphocyte
count, immature WBCs, elevated serum calcium, elevation of serum gamma-glutamyl transpeptidase
(gGT), decreased BUN, decreased uric acid, decreased total serum protein, decreased serum albumin,
decreased serum potassium, elevated serum potassium, elevated serum cholesterol. Other changes
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occurring rarely during administration of ciprofloxacin were: elevation of serum amylase, decrease of
blood glucose, pancytopenia, leukocytosis, elevated sedimentation rate, change in serum phenytoin,
decreased prothrombin time, hemolytic anemia, and bleeding diathesis.

OVERDOSAGE

In the event of acute overdosage, the patient should be carefully observed and given supportive treatment,
including monitoring of renal function, urinary pH and acidify, if required, to prevent crystalluria.
Adequate hydration must be maintained. Only a small amount of ciprofloxacin (< 10%) is removed
from the body after hemodialysis or peritoneal dialysis.

In mice, rats, rabbits and dogs, significant toxicity including tonic/clonic convulsions was observed at
intravenous doses of ciprofloxacin between 125 and 300 mg/kg.

DOSAGE AND ADMINISTRATION
Adults

CIPRO 1V should be administered to adults by intravenous infusion over a period of 60 minutes at
dosages described in the Dosage Guidelines table. Slow infusion of a dilute solution into a larger vein
will minimize patient discomfort and reduce the risk of venous irritation. (See Preparation of CIPRO IV
for Administration section.)

The determination of dosage for any particular patient must take into consideration the severity
and nature of the infection, the susceptibility of the causative microorganism, the integrity of the
patient’s host-defense mechanisms, and the status of renal and hepatic function.

ADULT DOSAGE GUIDELINES

Infectiont Severity Dose Frequency Usual Duration
Urinary Tract Mild/Moderate 200 mg gl2h 7-14 Days
Severe/Complicated 400 mg gl12h (or q 8h) 7-14 Days
Lower Mild/Moderate 400 mg gl2h 7-14 Days
Respiratory Tract Severe/Complicated 400 mg g8h 7-14 Days
Nosocomial Mild/Moderate/Severe 400 mg gsh 10-14 Days
Pneumonia
Skinand Mild/Moderate 400 mg gl2h 7-14 Days
Skin Structure Severe/Complicated 400 mg g8h 7-14 Days
Bone and Joint Mild/Moderate 400 mg gl2h > 4-6 Weeks
Severe/Complicated 400 mg gsh > 4-6 Weeks
Intra-Abdominal* Complicated 400 mg glzh 7-14 Days
Acute Sinusitis Mild/Moderate 400 mg qlzh 10 Days
Chronic Bacterial Mild/Moderate 400 mg glzh 28 Days
Prostatitis
Empirical Therapy Severe
in
Febrile Neutropenic Ciprofloxacin 400 mg gsh
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Patients + 7-14 Days

Piperacillin 50 mg/kg g4h
Not to exceed
24 g/day
Inhalational anthrax 400 mg g12h 60 Days

(post-exposure)

*Used in conjunction with metronidazole. (See product labeling for prescribing information.)
tDUE TO THE DESIGNATED PATHOGENS (See INDICATIONS AND USAGE.)

**Drug administration should begin as soon as possible after suspected or confirmed exposure. This
indication is based on a surrogate endpoint, ciprofloxacin serum concentrations achieved in humans,
reasonably likely to predict clinical benefit.* For a discussion of ciprofloxacin serum concentrations in
various human populations, see Inhalational Anthrax, Additional Information). Total duration of
ciprofloxacin administration (IV or oral) for inhalational anthrax (post-exposure) is 60 days.

CIPRO 1V should be administered by intravenous infusion over a period of 60 minutes.
Conversion of 1V to Oral Dosing in Adults

CIPRO Tablets and CIPRO Oral Suspension for oral administration are available. Parenteral therapy may
be switched to oral CIPRO when the condition warrants, at the discretion of the physician. (See
CLINICAL PHARMACOLOGY and table below for the equivalent dosing regimens.)

Equivalent AUC Dosing Regimens

CIPRO Oral Dosage Equivalent CIPRO 1V Dosage
250 mg Tabletg 12 h 200mgIVqgi2h

500 mg Tabletg 12 h 400mgIvVgl2h

750 mg Tabletq 12 h 400mgIVvVg8h

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration.

Adults with Impaired Renal Function

Ciprofloxacin is eliminated primarily by renal excretion; however, the drug is also metabolized and
partially cleared through the biliary system of the liver and through the intestine. These alternative
pathways of drug elimination appear to compensate for the reduced renal excretion in patients with renal
impairment. Nonetheless, some modification of dosage is recommended for patients with severe renal
dysfunction. The following table provides dosage guidelines for use in patients with renal impairment:

RECOMMENDED STARTING AND MAINTENANCE DOSES
FOR PATIENTS WITH IMPAIRED RENAL FUNCTION

Creatinine Clearance (mL/min) Dosage
>30 See usual dosage.
5-29 200-400 mg q 18-24 hr

When only the serum creatinine concentration is known, the following formula may be used to
estimate creatinine clearance:
Weight (kg) x (140 — age)

Men: Creatinine clearance (mL/min) =
72 x serum creatinine (mg/dL)
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Women: 0.85 x the value calculated for men.
The serum creatinine should represent a steady state of renal function.

For patients with changing renal function or for patients with renal impairment and hepatic
insufficiency, careful monitoring is suggested.

Pediatrics

CIPRO IV should be administered as described in the Dosage Guidelines table. An increased incidence
of adverse events compared to controls, including events related to joints and/or surrounding tissues,
has been observed. (See ADVERSE REACTIONS and CLINICAL STUDIES.)

Dosing and initial route of therapy (i.e., IV or oral) for complicated urinary tract infection or pyelonephritis
should be determined by the severity of the infection. In the clinical trial, pediatric patients with moderate to
severe infection were initiated on 6 to 10 mg/kg IV every 8 hours and allowed to switch to oral therapy (10 to
20 mg/kg every 12 hours), at the discretion of the physician.

PEDIATRIC DOSAGE GUIDELINES

Infection Route of Dose Frequency Total
Administration (mg/kg) Duration
Complicated Intravenous 6 to 10 mg/kg Every 8
Urinary Tract (maximum 400 mg per hours
or dose; not to be exceeded
Pyelonephritis even in patients weighing 10-21 days*
> 51 kg)
(patients from Oral 10 mg/kg to 20 mg/kg Every 12
1to 17 years of (maximum 750 mg per hours
age) dose; not to be exceeded
even in patients weighing
> 51 kg)
Inhalational Intravenous 10 mg/kg Every 12
Anthrax (maximum 400 mg per hours
(Post-Exposure) dose)
**
Oral 15 mg/kg Every 12 60 days
(maximum 500 mg per hours
dose)

* The total duration of therapy for complicated urinary tract infection and pyelonephritis in the clinical
trial was determined by the physician. The mean duration of treatment was 11 days (range 10 to 21
days).

" Drug administration should begin as soon as possible after suspected or confirmed exposure to
Bacillus anthracis spores. This indication is based on a surrogate endpoint, ciprofloxacin serum
concentrations achieved in humans, reasonably likely to predict clinical benefit.® For a discussion of
ciprofloxacin serum concentrations in various human populations, see INHALATIONAL ANTHRAX
— ADDITIONAL INFORMATION.

Pediatric patients with moderate to severe renal insufficiency were excluded from the clinical trial of
complicated urinary tract infection and pyelonephritis. No information is available on dosing
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adjustments necessary for pediatric patients with moderate to severe renal insufficiency (i.e., creatinine
clearance of < 50 mL/min/1.73m?).

Preparation of CIPRO 1V for Administration
Vials (Injection Concentrate)

THIS PREPARATION MUST BE DILUTED BEFORE USE. The intravenous dose should be prepared by
aseptically withdrawing the concentrate from the vial of CIPRO IV This should be diluted with a
suitable intravenous solution to a final concentration of 1-2 mg/mL. (See Compatibility and Stability.)
The resulting solution should be infused over a period of 60 minutes by direct infusion or through a Y-type
intravenous infusion set which may already be in place.

If the Y-type or “piggyback” method of administration is used, it is advisable to discontinue temporarily
the administration of any other solutions during the infusion of CIPRO IV If the concomitant use of
CIPRO 1V and another drug is necessary each drug should be given separately in accordance with the
recommended dosage and route of administration for each drug.

Flexible Containers

CIPRO IV is also available as a 0.2% premixed solution in 5% dextrose in flexible containers of 100 mL
or 200 mL. The solutions in flexible containers do not need to be diluted and may be infused as
described above.

Compatibility and Stability

Ciprofloxacin injection 1% (10 mg/mL), when diluted with the following intravenous solutions to
concentrations of 0.5 to 2.0 mg/mL, is stable for up to 14 days at refrigerated or room temperature
storage.

0.9% Sodium Chloride Injection, USP

5% Dextrose Injection, USP

Sterile Water for Injection

10% Dextrose for Injection

5% Dextrose and 0.225% Sodium Chloride for Injection
5% Dextrose and 0.45% Sodium Chloride for Injection
Lactated Ringer’s for Injection

HOW SUPPLIED

CIPRO 1V (ciprofloxacin) is available in a clear, colorless to slightly yellowish solution. CIPRO IV is
available in a 400 mg strength. The premixed solution is supplied in latex-free flexible containers as
follows:

FLEXIBLE CONTAINER: Manufactured for Bayer HealthCare Pharmaceuticals Inc.
Manufactured in Germany.

SIZE STRENGTH NDC NUMBER

200 mL 5% Dextrose 400 mg, 0.2% 50419-759-01
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STORAGE
Flexible Container: Store between 5 — 25°C (41 — 77°F).
Protect from light, avoid excessive heat, protect from freezing.

Ciprofloxacin is also available as CIPRO (ciprofloxacin HCI) Tablets 250, 500 mg and CIPRO
(ciprofloxacin*) 5% and 10% Oral Suspension.

* Does not comply with USP with regards to “loss on drying” and “residue on ignition”.

ANIMAL PHARMACOLOGY

Ciprofloxacin and other quinolones have been shown to cause arthropathy in immature animals of
most species tested. (See WARNINGS.) Damage of weight bearing joints was observed in juvenile
dogs and rats. In young beagles, 100 mg/kg ciprofloxacin, given daily for 4 weeks, caused
degenerative articular changes of the knee joint. At 30 mg/kg, the effect on the joint was minimal. In
a subsequent study in young beagle dogs, oral ciprofloxacin doses of 30 mg/kg and 90 mg/kg
ciprofloxacin (approximately 1.3- and 3.5-times the pediatric dose based upon comparative plasma
AUCs) given daily for 2 weeks caused articular changes which were still observed by histopathology
after a treatment-free period of 5 months. At 10 mg/kg (approximately 0.6-times the pediatric dose
based upon comparative plasma AUCS), no effects on joints were observed. This dose was also not
associated with arthrotoxicity after an additional treatment-free period of 5 months. In another study,
removal of weight bearing from the joint reduced the lesions but did not totally prevent them.
Crystalluria, sometimes associated with secondary nephropathy, occurs in laboratory animals dosed with
ciprofloxacin. This is primarily related to the reduced solubility of ciprofloxacin under alkaline conditions,
which predominate in the urine of test animals; in man, crystalluria is rare since human urine is typically
acidic. In rhesus monkeys, crystalluria without nephropathy was noted after single oral doses as low as 5
mg/kg (approximately 0.07-times the highest recommended therapeutic dose based upon
mg/m?). After 6 months of intravenous dosing at 10 mg/kg/day, no nephropathological changes were
noted; however, nephropathy was observed after dosing at 20 mg/kg/day for the same duration
(approximately 0.2-times the highest recommended therapeutic dose based upon mg/m?).

In dogs, ciprofloxacin administered at 3 and 10 mg/kg by rapid intravenous injection (15 sec.) produces
pronounced hypotensive effects. These effects are considered to be related to histamine release because
they are partially antagonized by pyrilamine, an antihistamine. In rhesus monkeys, rapid intravenous
injection also produces hypotension, but the effect in this species is inconsistent and less pronounced.

In mice, concomitant administration of nonsteroidal anti-inflammatory drugs, such as phenylbutazone
and indomethacin, with quinolones has been reported to enhance the CNS stimulatory effect of
quinolones.

Ocular toxicity, seen with some related drugs, has not been observed in ciprofloxacin-treated animals.

Inhalational Anthrax
Additional Information

The mean serum concentrations of ciprofloxacin associated with a statistically significant improvement
in survival in the rhesus monkey model of inhalational anthrax are reached or exceeded in adult and
pediatric patients receiving oral and intravenous regimens. (See DOSAGE AND
ADMINISTRATION.) Ciprofloxacin pharmacokinetics have been evaluated in various human
populations. The mean peak serum concentration achieved at steady-state in human adults receiving 500
mg orally every 12 hours is 2.97 mcg/mL, and 4.56 mcg/mL following 400 mg intravenously every 12
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hours. The mean trough serum concentration at steady-state for both of these regimens is 0.2 mcg/mL.
In a study of 10 pediatric patients between 6 and 16 years of age, the mean peak plasma concentration
achieved is 8.3 mcg/mL and trough concentrations range from 0.09 to 0.26 mcg/mL, following two
30-minute intravenous infusions of 10 mg/kg administered 12 hours apart. After the second intravenous
infusion patients switched to 15 mg/kg orally every 12 hours achieve a mean peak concentration of 3.6
mcg/mL after the initial oral dose. Long-term safety data, including effects on cartilage, following the
administration of ciprofloxacin to pediatric patients are limited. (For additional information, see
PRECAUTIONS, Pediatric Use.) Ciprofloxacin serum concentrations achieved in humans serve as a
surrogate endpoint reasonably likely to predict clinical benefit and provide the basis for this indication.®

A placebo-controlled animal study in rhesus monkeys exposed to an inhaled mean dose of 11 LDx,
(~5.5 x 10°) spores (range 5-30 LDs) of B. anthracis was conducted. The minimal inhibitory
concentration (MIC) of ciprofloxacin for the anthrax strain used in this study was 0.08 mcg/mL. In the
animals studied, mean serum concentrations of ciprofloxacin achieved at expected T« (1 hour
post-dose) following oral dosing to steady-state ranged from 0.98 to 1.69 mcg/mL. Mean steady-state
trough concentrations at 12 hours post-dose ranged from 0.12 to 0.19 mcg/mL°. Mortality due to
anthrax for animals that received a 30-day regimen of oral ciprofloxacin beginning 24 hours
post-exposure was significantly lower (1/9), compared to the placebo group (9/10) [p=0.001]. The one
ciproflgxacin-treated animal that died of anthrax did so following the 30-day drug administration
period.

More than 9300 persons were recommended to complete a minimum of 60 days of antibiotic
prophylaxis against possible inhalational exposure to B. anthracis during 2001. Ciprofloxacin was
recommended to most of those individuals for all or part of the prophylaxis regimen. Some persons
were also given anthrax vaccine or were switched to alternative antibiotics. No one who received
ciprofloxacin or other therapies as prophylactic treatment subsequently developed inhalational anthrax.
The number of persons who received ciprofloxacin as all or part of their post-exposure prophylaxis
regimen is unknown.

Among the persons surveyed by the Centers for Disease Control and Prevention, over 1000 reported
receiving ciprofloxacin as sole post-exposure prophylaxis for inhalational anthrax. Gastrointestinal
adverse events (nausea, vomiting, diarrhea, or stomach pain), neurological adverse events (problems
sleeping, nightmares, headache, dizziness or lightheadedness) and musculoskeletal adverse events
(muscle or tendon pain and joint swelling or pain) were more frequent than had been previously
reported in controlled clinical trials. This higher incidence, in the absence of a control group, could be
explained by a reporting bias, concurrent medical conditions, other concomitant medications, emotional
stress or other confounding factors, and/or a longer treatment period with ciprofloxacin. Because of
these factors and limitations in the data collection, it is difficult to evaluate whether the reported
symptoms were drug-related.

CLINICAL STUDIES
Empirical Therapy In Adult Febrile Neutropenic Patients

The safety and efficacy of ciprofloxacin, 400 mg IV q 8h, in combination with piperacillin
sodium, 50 mg/kg IV q 4h, for the empirical therapy of febrile neutropenic patients were
studied in one large pivotal multicenter, randomized trial and were compared to those of
tobramycin, 2 mg/kg IV g 8h, in combination with piperacillin sodium, 50 mg/kg IV q 4h.
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Clinical response rates observed in this study were as follows:

Outcomes Ciprofloxacin/Piperacillin Tobramycin/Piperacillin
N =233 N =237
Success (%) Success (%)
Clinical Resolution of 63  (27.0%) 52 (21.9%)

Initial Febrile Episode with

No Modifications of

Empirical Regimen*

Clinical Resolution of 187  (80.3%) 185  (78.1%)
Initial Febrile Episode

Including Patients with

Modifications of

Empirical Regimen

Overall Survival 224 (96.1%) 223 (94.1%)

* To be evaluated as a clinical resolution, patients had to have: (1) resolution of fever; (2)
microbiological eradication of infection (if an infection was microbiologically documented); (3)
resolution of signs/symptoms of infection; and (4) no modification of empirical antibiotic regimen.

Complicated Urinary Tract Infection and Pyelonephritis — Efficacy in Pediatric Patients:

NOTE: Although effective in clinical trials, ciprofloxacin is not a drug of first choice in the pediatric
population due to an increased incidence of adverse events compared to controls, including events
related to joints and/or surrounding tissues.

Ciprofloxacin, administered 1V and/or orally, was compared to a cephalosporin for treatment of
complicated urinary tract infections (cUTI) and pyelonephritis in pediatric patients 1 to 17 years of age
(mean age of 6 £ 4 years). The trial was conducted in the US, Canada, Argentina, Peru, Costa Rica,
Mexico, South Africa, and Germany. The duration of therapy was 10 to 21 days (mean duration of
treatment was 11 days with a range of 1 to 88 days). The primary objective of the study was to assess
musculoskeletal and neurological safety.

Patients were evaluated for clinical success and bacteriological eradication of the baseline organism(s)
with no new infection or superinfection at 5 to 9 days post-therapy (Test of Cure or TOC). The Per
Protocol population had a causative organism(s) with protocol specified colony count(s) at baseline, no
protocol violation, and no premature discontinuation or loss to follow-up (among other criteria).

The clinical success and bacteriologic eradication rates in the Per Protocol population were similar
between ciprofloxacin and the comparator group as shown below.

Clinical Success and Bacteriologic Eradication at Test of Cure
(5 to 9 Days Post-Therapy)

CIPRO Comparator
Randomized Patients 337 352
Per Protocol Patients 211 231
Clinical Response at 5 to 9 Days 95.7% (202/211) 92.6% (214/231)

Post-Treatment

95% Cl [-1.3%, 7.3%)]

Bacteriologic Eradication by Patient 84.4% (178/211) 78.3% (181/231)
at 5 to 9 Days Post-Treatment*

29
Reference ID: 3356563



95% CI [ -1.3%, 13.1%)]

Bacteriologic Eradication of the
Baseline Pathogen at 5 to 9 Days
Post-Treatment

Escherichia coli 156/178 (88%) | 161/179 (90%)

* Patients with baseline pathogen(s) eradicated and no new infections or superinfections/total number of
patients. There were 5.5% (6/211) ciprofloxacin and 9.5% (22/231) comparator patients with
superinfections or new infections.
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R#E®E (&0 (P0) | ik (IV) ] BRORERBIZEITDPKNRTF A—F

INT A —H 500mg 400mg 750mg 400mg

12FFR 4, PO 12BFREAE. IV 12BFRE4E. PO SH§RMfE. IV
AUC (u g-hr/mL) 13.7 @ 12.7 @ 31.6 ° 32.9 ¢
Coax (1 g/mL) 2.97 4. 56 3.59 4. 07
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4AUCo-12n
PAUC 24h=AUCq-195 X 2
CAUC 24h=AUCy-gn X 3

okl

Y7 u 7 a XY o OFIRNE %, MER, & KUE SOOI, WEIR, BEARRIKR, Vv
SR, BEAK, TR BISZARD AR A~DOFATHRRD B, i, K. IgiE. A, #]E .

O LRSIz, e T adY U U AIMEIR (CSF) ~IEET 503, W, %F¢%
FETTR B MG PR E D 10% A0 Td 5, BRI & ORI O PR B I g PR EE L0 R,

R

vrmTaxt v OFRNES %, B FORPIZ 3EORBM DR SN, TOEFHE
BHEEDOH10% ThH-o7-, MIEEAMBERIT20~40% TH-o7-, Y Tr7axHh )it
FF R~ 27 @ —2P450 1A2 (CYP1A2) Z[HET H7-H, & LTCYPIAZ IZL > TRI#T S D
FE DMLY, ZhBFEYOMIETREZEMNSE, BRMICERRAEFS L

SRR S S ((HR) . s . EALOER) - “RWEEER" oH
ZH)

St

I T 2 I A 5~6 BERE], #8277 U 7 T v R TR X% 35L/hr TH D, IR G-,
B G- 8mDK) 50~T0% N ARZE AR & L TIRHPICHRTE S5, 200mg Z#fllkNEES- L7z & D
PREPUEEE ITEE . 5% 0~2 BT >200 1 g/mL, 8~12 BET>15pu g/nl TH D, £7-.
400mg % KRR G- L7z & & DIRPIREL @ E | & 5% 0~2 Rffi T>400 1 g/mL, 8~12 I
MT>30ug/mL THDH, BZ VT 7R3 20/hr THDH, 7 r7axHh v ORFHE
I 5% 24 R £ TITIREFE T3 5,

H R4 G- 1% O BRI i BE VIS FR & 0 B @ s, REBIR E LTI BRI &
NoDF R (REED 1%RK) Tho, 5% 5 A LRNICRGEDOR) 15% 1 HE)» 5
[ S5,

KRR

A&l (HEEE) MOVESH (RE R OREERS) OEMEERERIC VT, ad (>
65 7%) OMABEFIREIL, HFEF L L THWI E DRI AT, Cuax (3 16~40%3IN1 L 72
23, I AUC OANEK 30% CTh o7z, Ziud, @B CIEEZ VT 7 o ARKTFLTW
HZENTIOOFKEEZ HND, ElEIZB T DHEIEEOLER Xb T Th o7 (~
20%) o ZAHDOERIIMKMICAE CIIARAVWEEZ NS ( BEREOER) ‘Bl
E~DRE” OHEBMR) |

vy =
B A
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EREREME T LTV D BE T, A DT NER L. HERENSLEL R D560
b5 ( TRk RE) 0BEZH) .

Tl 5 A

LE LI BEFEEDRE 2% L L PliHABRIZBW T, Y arzaxthv oo PKIZE
REBETRO L NenoTlz, —FH., BMEFALOBEFICRB T2 7 e 7 a0
RT3 I Ty,

/N

4 5 H~TD/NR 16 Fliz> 7 e 7 a 243 URRETE 10mg/kg & HAIRE O 5 LR,
B Com 12 2.4 g/mL (1. 5~3. 4 g/mL) . FEHJAUCI1Z 9.2 u gkh/mL (5. 8~14. 9 ;1 g*h/mL)

ThoTe, PONREERKAETA DT, KEHEG% (10mg/kg 1 H 3[E]) D Cux X
I3 AUC I[ZBRZE 7R ¥EINEER O b /e o 1o, EERUERIEIZ > 7' e 7 v 0o o & §Rik
NG (10mg/kg | IRFRATE) L7ofER, P Co i3 1 om0 T 10 $17C 6. 1 g/mL
(4.6~8.3ug/mL) . 1~5mEDHBIE 10 B T7. 2 g/nl (4.7~11.8ug/mL) Tho7=, £

7= AUC IZF M Eh., 17. 4 g¥h/mL (11.8~32. 0 gxh/mL) . 16.5u g¥h/mL (11.0~23. 8
pegkh/mL) Tholo, THHIL, HAOHERHETHE SN TV DEOHIENTH 5,
2 PRIEYIE O/ N R TR B RHEM] PK T IC RS & L ANRICE T B TR R
) 4~5 IRefE], RO RBIREE GIREDONA F T XA T80 T 4138 60% & THIE D,

Ky MHEEER

FH=2VU IR ERTH S (8RR OESR) , v Tryaxh Tt 7400,
HT7 Ay, YIBARY), Tz b AV, ANVKZAVREZRIT VTR, Abho=4F
V=, INT Uy TaRXRXY N BT U o MYy AL oY BRI A AEH
OFREMED i SNz (1) . MERALOEER) - [ROMEEER omEzi) |

AW
YEFI T

v T7axY L UOKEEMIL. hARA Y AT—FET ONA Vv A L—RA) KOVRRA Y
AT7—FN (EFHELHNB FRA VAT —FY) ZHETDHZEICLVALD, ISR
ILABEE 23 DNA 28 BR5 . (B, MM T L S 5b,

(34, 122

vrarvaxhrrEO T AR ) n U REOERAKFIT, =V VU RE BTy
ARV R, TI VTV av RRE, wr/nTA NRE, 7T I A7) o RIEL TR
%, LTei>T, ZThbOFEOIEMIIKR LTt Z R~ b, v Feruxis
NCRF LT A R T RN H D B X HND, 7 dr X ar RIRITRHT D
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FHLO LRI, DNA ¥ A L— RADZEIRIEF | AEFRIEDIRT, & 2 WIXEEM PR <
b, YFaTaXxYh L AIKkT D in vitroitElX, BEOFERERNEZHZ LITLD
Ref] 22 00T CTHAET D, — KIS, BRERER I 7 r 7 ax ¥ x4 Sk
DIEAET HHEIL<10°~1X10° THh 5,

R

vruTu Xt s EMARPIEHEK & ORZAEMMEI IR S TW RV, in vitro L OVARYST
EO [HhEE - R OHEICFHHE S N BREYYEIZB W T, LFOMEDIZE A E DS
BERRIZ %9 2 ARBIOEMER R ENT-,

7F LR

Enterococcus faecalis (/N2 a~ A o L J@asz M43 BIERE D )

Staphylococcus aureus (AT U L&z PRI BERE D Fr)

Staphylococcus epidermidis (A T3V Sz M43 BIERK D Zx)

Staphylococcus saprophyticus

Streptococcus pneumoniae (+X=3/V L&A MESBIERE D Fr)

Streptococcus pyogenes

7F LREHEE

Citrobacter koseri (diversus) Morganella morganii
Citrobacter freundii Proteus mirabilis
Enterobacter cloacae Proteus vulgaris
Escherichia coli Providencia rettgeri
Haemophilus influenzae Providencia stuartii
Haemophilus parainfluenzae Pseudomonas aeruginosa
Klebsiella pneumoniae Serratia marcescens

Moraxella catarrhalis

In vitro CREE~—H—& L TIIEHRIREZHWZGAIL, e oaxdv oo
Bacillus anthracis |24 B2 HEMMENRENTZ ( THRE « 1R . TRARE—BINEHR
DIEZH)

UUTF® in vitro 7 —2 R G56 TS0, BRIRHICEETHEH1E I EFRATHS. L
T RTHED 90%LL LT, v Tarvaxth o AT 2807 LA 7 KA v b (21
pg/mL) ERIENENLLTO in vitro i/NEEMILIRE MIC) 2/REi, LaL, Z
D O Z IR &3 2 BREIYEOIRICET A v 7 e 7 ax v o OF I,
Ol7extziE s, LSEHRINTZHBRICBOD TS TVRY,

77 LGHEE
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Staphylococcus haemolyticus (AT 3V &S MEI3BERE D7)
Staphylococcus hominis (A F U s 55 BERK D )
Bacillus anthracis

7J LRt

Acinetobacter Iwoffi

Aeromonas hydrophila

Edwardsiella tarda

Enterobacter aerogenes

Klebsiella oxytoca

Legionella pneumophila

Pasteurella multocida

B MR

AHE CH AU, BRMAEMRAEIIBEN THEH SN TWDHIEAID in vitro B MR
FERZBEN, T IRRE O T 0 7 7 A L2 # Lo EMmEE L L CIEANC AL
5 &, ERIDNGHR CHEAZBIRT 5B, NS OMEENRILOITT TH 2,

o FHIR¥E : HIFEAIOMIC ZET HBCHEAT 2 ERETHD, OO MICIZE YA
B OPIEIKIC AT DR HEE T D 2 E AR A2 D, MIC ITAEH#E(L X 7= akBRis
(RARATINE K O ATFERARARIE) 2 W THIE LR ULz 57220 B3 MIC
%, & VIR THERBEIE> THET HZ &,

o PRBOE : BIEMIRZMET 2 ERIETHY . ZOHEDMIEOBE IR D
(B L CEBMED B HEE & FTREIC T 5, BLIEFIOKE Sk 0, MEOHEEY T
IR BIREE A HEET B 2 LN TE B, BIEMOk® Si3, S Sz RBRIES
AWTHGE L2 TIE R ben 23 KFETIE, vy ryaxdo o bug 25T~
—NR=F U AT EERL, vTaTaxY Akt oMEORZEEREST D, T
S AT PERR DY EFERER T 1 IR T,

R 1: /ey v UREERBRONEEE
MIC (ug/mL) FELIEF£E (mm)

LS S I R S I R

Enterobacteriaceae =1 2 =4 =21 | 1620 | =15

Enterococcus faecalis =1 2 =4 =21 | 1620 | =15

Staphylococcus aureus =1 2 =4 =21 | 1620 | =15

Staphylococcus epidermidis =1 2 =4 =21 | 1620 | =15

Staphylococcus saprophyticus =1 2 =4 =21 | 16-20 | =15
6
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Pseudomonas aeruginosa =1 2 =4 =21 | 16-20 | =15
Haemophilus influenzae ? =1 — — =21 — —
Haemophilus parainfluenzae ? =1 — - =21 - -
Streptococcus pneumoniae =1 2 =4 =21 | 16-20 | =15
Streptococcus pyogenes =1 2 =4 =21 | 16-20 | =15
Bacillus anthracis *® =0.25 - - — — —

S=% (Susceptible) . I=m"f] (Intermediate) . R=if4 (Resistant)

CHUE, M BEERRICBE T 27 — X RED7=D, TR UAORREZRAEICT L2 ENTE
W, MIC T Hgtk] DISAOFRERZ & 72 b 0Bk HiuiX, SHREBRATIZEM L, S 51235
HREIET HMEND D,

[t (Susceptible) | &iF. FUEHEDP IO IV TRIFEE DI B RRE I LB 2RI
B LA, FOPEEIC XL 0 IREEOFEENIE S D aTHEERE W & 2T
%o [HH (Intermediate) | &id. FERMNEBHR TH D Z L2 EWT D, BIKAICHE LT
L DOIED 5t U TR D+ T 2 oR S le A, BRBRZ 0 IRT, Z O8I,
SR EBFIN BRI e D FIRELIC BN T, S WIEEAROE G N ATRER G AT,
BRI O RTREMVENR B D Z 2 BT 5, £7o. 22 b r— LT IRV 2R H AR LA
IZ R \ERRROMEL Ede 2 & 2B SHEE Y — & LToREIZ R, Tk
(Resistant) | &1, PLESEDNEYSEBAIZI WV CHlE , BIEEATREARBEEIZE L& LThH,
ZOPEIEIC X VR E O ERFIE S D alReENMEWZ L 2 BT 5, 2054, il
DIRIE A FINT 5,

o SEEH . EH LI NEZMERBOFIEICE VT, RBRESREHEIC X 0 Hiricl
A3 2R OREEO B LR, RO E2 LT 25 HMAOFHEZERT 4
TR 23, v T a Xy RO, R 2 1R LI #FR o MIC 235 5
NDHDTRITIZR LRV AEHIETHERT 2 7m0 bug T 1 A1,
£ 2 OFEMERG T S 72T R B0,

R2: vlu7axV v OMEEENARHEH

EE MIC B (ug/ml) FEIEF£E (mm)
Enterococcus faecalis ATCC 29212 0. 25~2 —
Escherichia coli ATCC 25922 0.004~0. 015 30~40
Haemophilus influenzae ATCC 49247 0. 004~0. 03 34~42
Pseudomonas aeruginosa ATCC 27853 0.25~1 25~33
Staphylococcus aureus ATCC 29213 0.12~0.5 —
Staphylococcus aureus ATCC 25923 — 22~30
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ZhRE - ZhR

AFNL, FHIRNESNEBEFICE > T E LWIES . LFICRTEREABLOBEELEM BT,
FRTEMRAEY D INE Sy BiERE 2 SRR & 3 2 JEYWIE OIRWRIC IS S D, BRI SIcB L
T, TH¥E-HE omEZE,

RN

REEBISE : Escherichia coli (CIRVEEIMIERZ5Te) . Klebsiella pneumoniae,
Enterobacter cloacae, Serratia marcescens, Proteus mirabilis, Providencia rettgeri.
Morganella morganii., Citrobacter koseri (diversus) . Citrobacter freundii. Pseudomonas
aeruginosa, A F 3V V&M Staphylococcus epidermidis, Staphylococcus
saprophyticus, XIF/N> a~A UM Enterococcus faecalis \Z& %D
FTREBRRYUE : Escherichia coli, Klebsiella pneumoniae, Enterobacter cloacae, Proteus
mirabilis, Pseudomonas aeruginosa., Haemophilus influenzae, Haemophilus parainfluenzae,
XIIR_R= Y M Streptococcus pneumoniaexiZ X B b D, & H\WT Moraxella
catarrhalis T & 218 M5E 3R OBV

*Streptococcus pneumoniae (28 DIRDPEEDONDEGE. H D WITHER I TV DA HETL.
vruTRd Y e B L L,

BePNBfZ% : Haemophilus influenzae, XIXKlebsiella pneumoniaell X % t

B2 B OVR P RARRRRYYSE : Escherichia coli, Klebsiel la pneumoniae, Enterobacter cloacae.
Proteus mirabilis, Proteus vulgaris, Providencia stuartii. Morganella morganii.
Citrobacter freundii. Pseudomonas aeruginosa, * F < VU B PEStaphylococcus aureus,

AF ) M Staphylococcus epidermidis, XILStreptococcus pyogenesiZ X5 H D

B RO BSRRYYE : Enterobacter cloacae, Serratia marcescens, Y |XPseudomonas
aeruginosalZ X5 H D

BEHEMRERENRRYYE (X fuo= Y — L D) : Escherichia coli, Pseudomonas

aeruginosa. Proteus mirabilis. Klebsiella pneumoniae, Xl|XBacteroides fragilisiZ

L5650

SR BIESS  Haemophilus influenzae, ~=2=</V &3 M:Streptococcus pneumoniae,
YiXMoraxella catarrhalisiZXL B H D

BRI MERT LRSS  Escherichia coli, X|XProteus mirabilisiZ X5 H D

FEBIEFPRBMERFICHTH Y v 7R (X7 U U v A LD
( TERIEREBR OEZMH) |

MRBE (1~1TmR)
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BN R RBRAER OB BB : Escherichia coli lZX b HD

ERE IR CHIMEDSHGR STV DA, RTRREE & bk U-CRIf R O X% o JE AR R
IZBET 2 HREOFEFLREERN/INT 5720, NRENTEIY e 7y
PR L (1) . (ERE0BER) - YNRSE~0BLE” | TBEA) .
BRRRB) OmEZW) , o7 dusx )/ o REERKIC, V7 e 7 adhy o3
linBh i o R EARTRAETIZ 31T 2 BIEHIE K OHRR B 2002 L S B L T 5 ( (B 3RE
DIHESH)

RARONEEE

BiRIE (M%) =7 a Y b L7- Bacillus anthracisBgEH% ORIETidH 5 W ITER
il

t hTCEEELEZV Y vy rofiEhiREIL, BARKAAEEZ =B TR TCE 5
e — T RARA > e LTOREZ R L, ARESEARO YOI & 72~ 7= 6,
a7 a XY ORI R O R T AT T D ERRTEHRIE, 2001 4F 10 A X
TIRIAEAM T o BB OBRICAFELZbDOTH S ( [MRE—BIMER, 0HESM)

BERPEE DN BYHE DO —RTh 5 LErb b 5E1E, WY RIEHRE1T> 2 &,
BYYEORINE 208, REL, TROOEO Y7 v 7 a9 3 Sk 5 s M 2 41 E
T 57O, IRFANCHEE) o858 L O MERBR A2 T 5 Z &, 2 ORAER R H
W9 2RI, AANZ L DIRREHET 2856 b 503, MERAH LR S <, i#bleis
Wik T 52 &,

MOPIEIE L FRE. e 7axY 2 N X ATRETR . Pseudomonas aeruginosa D4y BERk
D—E THR O TRIRICHIPED A U 2 AlRetED & 2, TR TR M QU MR 4 i 1Y
WZFEMT 252 LIk, BIEIEOIERZR ST TR < PEE B O AR DWW T H 1E
WMEBLZENTE D,

SEANMPE B O HIER 2 40 L. AH M O O FLEEER O A 20 2 R 5 72 012, ARF|Off
X, BEZMEPFEEE TH D I ERMHERIN TS, XIFHE < Bl 5 YYE O IEH T
TRHIIRET 5 2 & HREOCSZMEICHET 27— B0 T L858, MR L
DIRREOBIRUIEHEOBRIZEE T HZ L, ENOLDOT —ZBHLATHRWESIT, =
YUy 7 IR OEIR OB sk D 5 M2 — RN D EEZ HLD,

22

vZuruddrr Mox ) v RGEEK, B 2D WA O BT I Ll EUE O BEE
DHLHEE (R OEZH)

FH=vrakbholE ( EALEOER]  “KWHEEER" 0mESH) |
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)
JR R R OV BT R

AFEO T VA X g REIZED TRTOEMBIZE O TR K OIERZRO Y 27
WEENT 5, ZORWEMIZ, 7F VARICEET 50N R BE < T F L ARMATIX
ABHEENSVEEL 705, FT-. BEBEMER, F. 8. B, € OMOEAORER
K OWEWRT R & G SV CnD, 7oA s/ a Bl ORER & ORI ORIE Y 2 7 1%,

EilnE (GEB%., 60 Ll E) | T azxTod REZRAL D EE, ROBK, L
AT 2 52\ T2 B TS BICHIINT 2, Flis, aFaxT A FAIOFREITINA.,

HRCRERr R D U 2 7 28NS 2 /et & 2 BIRICIX, M LV iES), &A%, B
U~ FEOMREEDORTEER S L, BAKOWEWHZIL, 7rdnX /o RIELIRAL
T 5 EROERE T O WEFIZBWTHRET 5, RIECHEBIAN, HEICL o T
RIS TEPRBRAAT: 48 ReHILIN, EH, HH VTSR TH ThH > THHELT 2 "lhE
YRS D, FHETH Y ARICHEBL LIER @A SN Tnd, Lieh-> T, BEEEORE
FEOH 2 BF T, HEICERGTHZ L, BEITEBOKR, Bk, KE, MERZH LD
NEGEITE, B2 T 52 L, Mk, BERORYOICMEEDN I bR R TLFRC
L. EX/ B8 U RPIEEA~OE TR U CEREEICEE T 5 L 5 BEIRET 52 &,

BEHRIEDOHE

ARNED 7 N FrFk ) v o RIETITMRAERER R & 0 | BE ) AE L O KT
I G LR S 5, EEMEERET TO T A X ) v RIEOM I E,
T, MBS A LI L T AR, TIRZRICEE R AFFLDBEL T\ D, HAEGE
THEDBER OB 5 BE T, AFOFRAEZRT 2 & ( (ERAEOER) @ “BEMT
B8 . [BER. - “TREOBIEREE” 0HSH) |

i

iR, BRI S RLERUEEEIRLL TR ( (ERALEOER) - “HRT .
BB OHESH) .

WBBOE S

¥/ nrREEEEINZBE T, CMTRPIERSZIC, SRICELHRALHLEERE
BIE (7T 74 7% —) RISHREENTWD, FISO—ET, DI REN, Ekibdk,
B UK, WHEREHImTEE, FEREEE, SRRE. £ O Ao T, T A BB
VLBBUE SIS OB R o1z, BERT 7 4 7F 0 —KIGTHE, =ER7 U X
2GR R E R ORR AL EVEIC S UC, R, FRIRINERR. BHERPieE A X 2 v
Al arFazxTaf REL FE7 IV, KUBMRREORELERLE L LD,

Z DAL DIEITE S FIREMED & 5 BR 2 RIS

10
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vuvaxY U EOX ) u R AERE L TS RE T, —ECRBUENRR O, F

72— CITRRARHD, FBICED RO H 5 EELRFRNENICHRE SN TS, 21U

LOFERRIEEOMREMENRH V. B, KERG®ZRIZHEHAT D, £z, LTFIOR LEZER

JERD 1 DL EE I GERH D,

o REN RE. NTEEDOREEL (B hEMEREBMAE, AT 4 —T R -V
g v NEERE)

® M ; BAHTM ; AR ; MyEA

o 7L XML

o [HEMERK ; AMEBEHER

o JiFdk ; HE ; AVEIFEEE, SRR 4

o i (Mt FAERRMES) /MR E (ke MRS TERBERSE) A
BRI AE ; BERERIERAE 5 PLIERIE 5 KO8/ ST Mg ) F 5

3%, HIE., 3T OMOIBBEUEDIRMEN RN D BN - E T, EHBICAKI 0K
HZzmIE L, sHEREEZRET2 2 ( EAEOER)  “BEMITER . BIER)
DIESM) |

JFFREE

FFEOE, Rz G IFARE, SECELFREOELEDIFHEIEN, Trryafr T
WESNTOD, BHIFHREBITABICEEL (1~39 7) | BEGEZED 2L H%0, il
D35 —ATEIFAINME, B 5 ok, RAHER DD, FICE S BEOL L, 55
HUbThotk, FFROKGEMER (EHRRER, S0, HOR, € 5F0E, BEBOEHS)

Wi HPNIAITIE, HbICREE T 52 (TBUERL omEBm) |

B, FFHRUSOREEIER 55 BETIE, 707 a%4 S OREICEY FTU AT I

—¥ . ALP O —Bfy7e B UIIBH O o EEN D Sbnbd Z b5 ( [BIER @
HBM)

AMEEAAE

i

I

C

THET74Y v

/a7 r0BELTF T4V UEFALTOSBET, BIEIEERRGN
BMESINTVWD, ZNOHDORISTIMELL, EEHIE, TANAERIRE, EEA2%ETH
Do TAZ 4V EHABRE L TWSERETH, ABOBEELRAEFENRES LTS
B, e TaXdt NI NLDORIGOREBRZ NS L5 RIS E TE 2RV, JFH
DEET DR VIGEE, 747 4V OmMEFIREZBIZE L, LEICG U CHEREZT

> =
~— o

R ER
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YmTuaXHh L EOT VAR ) u R RE LTS AT, i BHENE L
FOBMENERS) | PEEEAREAHRE STV D, Y r T axt v ik, HEED
Fu, BEEL. IRER. LR O OWEOPHARE R (ONS) FLE 5 S/ TR H D,
FTo. FRITHMIRPER)S DS HACSRRE, TR, KO A AR UIRER % O B G TEN ST
THLZENHDH, ZNOLORINE, HIRIRGERICERT L5600 5, v FrroXxiy
VEEG L TWABRFIZINOLDORISNH bONIGEICIE, #5E2FIE L, BHIZER
BRI 21T > T, WYL EEZZIT L L) BFIHRE T2 L, o7 rdux /m
CRIELFRR, TADARE, KR OEEEEOR T ORK L 720155 ONS A (F
HEOMENREE(LIE, SEOBEERE, MR T, MEEoZ b, MEd) 25725, X
XZDRNDOHHBE, HDHVIE, KRR O EEOK T ORRK & 7220 155 tho A
T (B FEE QMR BHEERE) 2L HAICIE, HECEETL L, ZhHD
BETIZ, EE LRV ONS RIERID BB 2fEBIEDN B 572D, TR OF M2 R
Z LRIDGEICOBARFNZMGHTHZ L, 2. TAPAERRIREOEF#E ST
5o FRBEENDLDONIEAICE, v eryvaexdrrofkbhzhibdysz s, (6
ALEoER) @ “2% . “BEWIFER . “KWHEEER . BWER) omEZH, )

Clostridium difficile B FHIE

AFNZETIFIET R COHEIE T, Clostridiumdifficile BIE THIE (CDAD) 234G X4
TEY., TOEELEITBREDO TRNOIIIELIRGRETCIEFIETHD, PLEEICLD
B CKRIBOFAEMEBICSNEZY . ZOFE., C difficile DEEWIHET 5,

C. difficile %, CDAD JJED —[N & 725 ToxinA e ONB 2 pEAET D, C. difficile DiETE
FRPEAMRIT K 2 GWE TIX, FUESEIC L DB EZ R~ T ml et i & 0 | RSBl BRI 2
WL I DG AN D D720, BIRER O TR LR TS, PIREEOBREZRICTRHE 25
5P RTCOBHF T, CDAD ZHBJE L2 b7, PiESEE 5% 2 » H 2 #8C CDAD %%
JEL72Bl b IE SN TWDHO T, WEAEEIZHEIT 2 0E R D 5,

CDAD 235D, HHWIIHER SN HE. C difficile ZXt% & LAWHIEEKOMH %
FIE LTS R WES L H 5, ER EOMENECN U T, MY K0S & ONVER
HAEEL, ¥ X MG, Codifficile \ZXT 2R EGHE, ARMFHLZ B35 2 &,

K= 2 —a Ry —

Ym X EOT TR ) u R RE L TS EBE T, MIRD TR
RUBHSRIZ 2 KT L, SRR, MR, REERE., DL 5| & 2 S&REE R
EEPEE R L = o — =R STV D, ABI 0GB EZIIER N H S b
AU, ZFORERIIARAWH Th D ATt H 5, B IR, B, U BV, LU
L RO IR . R = 2 — S —DRER . 3 D UWITER AR A, TR

12
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MLERR . M OMRBNERE S, BEOE(L)R S b HEITIE, Ehicy a7k
YOG ETIET S L,

NRBECRIT DB ERES R OSWI T 5B~ DRE

vrarvax g roo/nE (18 k) ~o%50, 8k - %) oEIcEH I AW
B REGE DIRPRIZIRET D Z &, RHIREE L bR L ¢, BRI OY XUE % o J& B Ak |2 B
THHEGEOFEREZORIRENBRO b=, ( [BIfER) 0oESHE, )

R (BhEA X) 12T, e 7axd o OROFBGIZEVEITRRO b
7oo T DA XOEREARBIH ORI FRAEICIN T, KRB HENED 5
Nic, 7o, FHEOX ) v o REIIZROYFEEMITIBN T, (KEAREE ORE S A
L OBEEEDZ Doz s &k 3, ( 'Bip3EE|] OESH, )

QT FRDIER

AR GTe—HO7 A r X /v RIKILY, DERO QT MRIEESC, HE RO AR
BIREZEZTZ 08D D, £/o, YFuryux oS0t nd ) oo REREERE L
TWAEELZXNRE LI-HIREGHE T, £ CTH DM Torsades de pointes @ HIEHAE
Holz, QT MR OBEE, QT R U Torsades de pointes DERIK T (1 : S KM QT
SERIEERE, K U U AMAE, K~ 72U AMAEERMIEDOEME I, OAE, O
FEZE, MRARED LR BT 58EF, KOV A TARIAERE (F=vr, TalbAfr
TIR) L XF7 TAMMAERE (T IAFar, Yxa—L) | ZBERHIL) DK, <
7na A RRIE, PUFHREL G TROBETIL, AROTRGEZRT D2 L, £o, Hil
BT BT LD TR~ OFELZTROT <o eEr b 5, (ERLOER) -
‘KYHEEER . ‘BRE~ORE” 0HESM, )

Cytochrome P450 (CYP450)

a7 ax Y U IEICB T S CYPIA2 I X AR A ILET D, T aonxdioL
T CYPIA2 TR SN oY (Bl : TAT 4 Vol AFAXRYF U W7 =0, F
P=vr, mt=m—, e F70Fy) Loffficky., 2o iAo
MBEFREE N B L, 2 0fER, R ECEKAREAELVRERARH bbb Z EBd 5,
( ERLOEE) : “EWHEHER O0ESH, )

FEREDOEE

£/

EREBECE LTI, 60907 TRETRZ L, v raxd o  OEIRNES T
AL CORIFTROSNHE ST 5D, 30 LN THRIEEE L7256, H 2 WIETFO/NEIR
~EH LIEGAICE. INOOMIGORBBEENEGL 725, ( TBIER) omEzi, )
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PR
vruaraxhrrEOX ) u L REICL D, MBGEEL, Bk, RIRGE, R, EE %
T TS (ONS) FERHOLDONAZ E03dh b, ( “BEMITHER . “KWiEE
YER” DEBH, )

vTaT7aXY T OREN, EREORFICAHALNDDITENTH L, EREWOIR
PCIE L EVEETEESNTEBY ., TORITEE,. TAAVETHD ( (B3R
DIEHM) . b FORITET., BETHLD, YT rTaxY o o MlET HRERREN
E N THESINDIDIImO CTENTH D, v rryaxH o o2& 500BFE TIL, RO
TNHVACERET B Z &, Flz, BIRMEIROK Z S < T2+ 7 K4k & B AT

52 &,

B

B RERE B T, HEMESLE LD, ( THE - AR 0oEZ2R, )
SeRBEE St

FOESIISROMRIE TR % . € DML (FICE, Eono Vo) oy, A e, Fo )
(CHBT D A~ L OSEROBBUE, SERMESUG L, F /7 REOEG LBE LTV
2 AIREMED & B0 SEHEMESUSIE, MEED BRI RUE (FIEUR, FLBE, B, VK, K,
Y L LThODNDZENRDD, Lo T, HIERIMROME OIS 28T 5
Tl KEERHDDRIZHEICE, BEEPIETs e (TRIFER) - TIREOFE
HR OEBH) .

L DFY) & RIERIC, RIIBGHIEB R, PR, &5 OB RERE 2 EHIRICHRAE T 5 2
EMEE LY,
MERREAHER SN TVD, T BN BE,. HOWVIETHOHEETRVIRY | A

HIOWIFIZ LY BEFIEE 2 b7 b alaertbiE < FAMPEE OB Y 2 7 s
5,

BEMTER
BEZUTOREEITH 2 &,

® JEDER, MR SUIRIE, HDHWIXEEION ), EERNEENH b o HEIiE, &
PRSI 5 2 b, WEC L CGHEBIZEX . AROEE A RIS S, 7t eF
Ja R K DEEORERED Y A 71X, W, 60 LoGkE, arTFaxT
2A RFIZRA L T2 EBE, KO, DECSUIMBE 25 72 BE TN %,

® AFIFEDOTNABF v RIITLD | MR, PR A5 0> B A M ) O SR
PHET DR DN H D, KT, MREEFEOHEENZ L O LN EICE, E
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HICERMEBICERE T2 2 &,

®  ARAIEOPIEIKIL, MERLOIERICOMERT 22 &, FIEEILY A L A &Y (&
BE) ([TITRDB v, ARAIDHIBE RS OTRF B BTG S 2B, nReIEIc
FRRDUGE LTz LI C D5 ER L0, FEREVICE LS RO A2 T 52 &,
Flo, BEZENTZD WREZTE T LRWEEITIE. (1) IIHOERIRZHD 5 (2)
HRE M PEDSE C T ARAFILCHOFIETEIT & DB N TE 22 < 2 5 ArgetEns s <
2%,

® H[EETH-ThH, ¥Irryuxd v AREESIGZ 51 & Z 3 rIREtEn & 2,
BERLR0Z DD T VL X — RIS OYIMEN B b R R TG 2T 5 2 &,

® Xl REERG U EE TOREUE tEE SR S TWD, BEITERL
RNTIE (BBET Ay B UVA/BIAHE) ~OUREE 2 R/ NMRICIA 572, BT 5 Z &,
¥ /n SR b BEDBIMIHDLER DS HHEITIE, woloh & LIEKRE
EMLUTHNRENORIEERE L, £ O BT PIIERICOWTEIRE LMK
DL, BBETERBUS. XITRBRH O HEIIE, FREICEKET D Z L,

& UmTuFYI ALY, FEMEO IV, ML O6HBE I L RN S H DT,
BEIT A B EOEER, B OB EI OV RSP RO W e 2 L & 3 D IR ENCAE
FTDHNT, AFI~OBEHORISEEfR L T Z &,

o rnvuXHh U F V= (Zanaflex®) OIEfAZHRIE D, FH=U &5
T TWARETIZ, P FuvaxH T o2 lHTRE TR,

® LTTRRYLITAT 4 Y LRN T = A L OfERIE RS & B TR B B,
STRTaX YL ARG T = A L E ST AR LA, h T = A LR
HiT D AR B 5.,

o Eiifima—n -l FuTuXd ol oBHEARDLRTHY  ARORY
BRAATEL R L TIEIR 3 d & DAL, Z DRERIZR AT Tl 5 THEME DS 0 5, JET . 1B,
EUE U, O, RO SRS, R = = — S — DIRIR A B &b
NEBAITIE, HHIc % fik LEREICHERT 5 2 L,

o UnrvunXY Ul EOX ) n L REERGHOEE TEENREIN TS, K
DN B 5 BE L., AFNORE 22T DENCEREIIEZ D Z &,

o rmrvnXHEEIZIY . NBE (I8N 1TV CRIH & O o JE
s (%) ([CBET 2 A FFROBERN LAT 5, NEBEOREE L. AH
FG-ANZ BN B L 7o R OO A 2 FIREIInRA 52 L, £o, v e 7
7 o UG % I BN B LR EL L 72 35E b BIREICE X
L2k, (&) . EALEOER @ DNES~0OHE” | [BWEA) 0EBK, )
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® FIEEIZLY RN D ZENZWVA, @H, K523 niEEET 5, HiEH
DGR, KERE RO (B EOFEREMES bRy Bdbbbhd 2
EWHY | kG % 2 » AU LERGE L THEBET 256005, AREROMER &
LONTHEITIE, TEAHRT RS EREISERT D2 L,

EYrEEEH
FHF =

EpERERBRIC W T, FHF=U )y (Umg ZHERE) 237 n7aXxd v (500mg 1 H
2[\% 3 BE#S) LOFHEE LIEGA, TV=Vr 02 BB ENABEITHEM L7Z (Cx
7%, AUC : 101%) . F7o, FHF=U 0 0lE - SURIERA LM L7, FH=r & v 7 e
Zuax T AIHERTH D,

T 70U

oO—EOX /) v R LRk, v Trryaxh b7 AT 4 ) OB EIZE Y T
A7 4 U OMEPREN EF L, WRPEBHINERT 5N D 2, ZORR. T4
74 U ACBEET DEER O U 27 ST S areetE i b5 (s oEBE) o B
ZRET ONRWNGEIE. TA T4V CoMiETREEZE=2Y) 7L, BEIZRCTHE
i A1T O 2 L,

E DD F Y2 F L FHER

vZmTuXxHh I UE, —HOX n R, W7 oA CORBEEFET L LIRS
NTW5, ZORE. D724 D7 VT T ABMET L, fiF =828 &5 5 e
MRS DL, vTrraXhrr 7oy IRV U7 0 U U EHRAIE O
T, Z6FH o FUEEROMIETRED ERERRESNL TN D,

XK

AR CEFHEGE L TWAEE T, Y Ianryaxo g —Eox ) o Rl
Ik @ miEs vy For ERARALBN D,

=kt

vmrzuxt 2B L TWDEBE T, MEF 7 == MM VREOZEH) (L5F-
EMET) BNfE S Tnd, 7= M VRBEOIKTIZ L 2 RBIEOMGI RGeS 5
=wlz, o, WAl ERAES L T BEETY T r T ax b oo 5HRIERIC, 7
== b v OBEFEGICBEHET 54 F L RUWERORBLZP STz, AFlE 7 = =
M U OOFRES R R OEZIL, EF 7 2= M RBEORESE, 7 == b V&L
BE=ZV T THTEEHRT D,

A 1 il A A
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v Tvadxtyr E RO MBERE THl, B AVER S VIRERREF (B SRy T
IR, ZURAEY R) OPFRESRE, & OERE TRIOERREREN-Z Lickd e
B o RMEERREENLTHD ( TBHER) 0HEBH) . v Treoyexo by
VR 77 ROPHHIZE Y, FIUCEEORIMBHENLZ 22 L13H 0 | FECH HH
HINTW5D,

—OBRFE T R TR L RNVKRENVRBEBRAD T YR 7 5 ROPEHIC L
O, BEOKRMPENE A2 ENH0 . LAl EE I TS,

X ha=—

vrZmrukH ok bu=2Y — L ORFRE, WO ME RIS AB A D e d

@) fio
A% O FLEEET A

v7uaraxtrr LROGUEERIOUHIC LY . FUEEEAIOER %2 B S8 5 aHerEs
bo, FDOV AT ITEEDOEBRE TH L EIYE, Fiv, 2HIREICE > TERR L5650
HHOT, yTru7ukP o INR (ERREERERL) #INCES LT o028 9 2z HIlrs
LZEFEHELY, vrTadY o LRROGEEA (B DLvT 7 U Y) OffEE T
EOE#IL, 7o hber BECREENINR ZHRIZE=2 Y V7352 L,

TrNR R

TRy KRRV T a7 ax YU OBRMESWEIHI L, v r T ax) ook
PREZ LR SEL0T, WAl RS L T2 BETHREET L2 &

A FFLFS—F

vZurzaxh o LOMHICED A N L XY — FOBIRMEERESLE IV, FORk
R ARMRUEY L= FOMBETREN LA D REMDSH D, ZHUTEY, AR FLF
= FEEOHFEERIGO Y 27 BEINT 28Fn R’ dH 5, Liehh->T, A MRMLFH—Fh
G HROBRFIC T T AT ABRIT. PRI ETTO 2 L,

TanrFtF

BB T, ZLRXY I DX 97T b7 m—L4 P450 1A2 DR 2BLERIOGFHIC LY .
T arX BT O AUC 28 5 N L, Cox 23 2.5 FEHEINT 2 AREMEN H D Z L R &
Teo 7 m7uxY o OMAFERORREMEICET 2EIRT — 213720, LS
HIZFEEROIERN TIN5,

HR T o SPEBSS BRI

R T, FERT oA FHEMERERE (T 2FAV ) FAREZERS) MO TEHAR
DX/ u REOFHICEL Y, EREGIEEZT I RSN,
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zE=z—L

PN Y YR ERE 12 e RICE i LR T, rE=m—/Leémg 1 H 1[EIEN T =
ZuaXH o 500mg 1 H2REEZHHKRG LIZEZA, n =0 — LDt Cpy D 60%.,
PIAUC 3 84% NI LT-, > Fe7axtsrOffHEEREONE#IT, r=1—/1|C
B+ 2REER 282 L, REISL T =n— Lo ME&L2ME+5 2 L 2RI 5,
( [4kfE) . “FRZu—AP450" OIESM, )

U7

s 72 R 9 Bl & kBT I L 7= BR C, EEA Y KA > 1.bmg/kg &7 a7 a X
T 500mg 1 H 2 [FEPFAKEG LIEREER. U R A D Coux 23 12%., AUC 23 26% B8 L 7=,
WIMLZEBREETHL Y FUA VIR RARMEE RLEEN, eyt L offH
WX VFIAEAERNE Z D REMENH D . U RO A U CREE 2 BIWER 25809~ 2 Al REM: A3
»5D,

W

a7 uaxH oy 250mg &V a L 304mg & 7 HREOEHEEG L%, Z e K
N-desmethylclozapine D IMIIEHFIREEIL, T EIL 29% L 31 %EMLT-, 7 a7 r x4
UL OFARETEOERZIL, 7o IcBEET AENERA AT ERS B L, LEIC
G T/ urrofEEZHfgi+Ts L 2HiETs, ([ oESM, )
ST T e

R 72 BRI VT 7 0L 50mg (RO EE]) &7 m7uXx¥ 2 500mg = H#E S
L7t ST F T 4 VDT Coy B OSEE AUC 23, ZHLZKI 2 15 L5 LT, LT 5 T
UATFF T TuTad O ATEEICRET A L,

QT HERZ %2 = 95
a0 QT IER/EABIMICHENT 2 B8FnnH50T, v arn
XL QTIEEAIE - T34 (il . 75 A 1A IZMPIAREAREE, =BmAT S o3, <
s T4 RRE HUsHRER) 2007230 ETs28 ( [ERHEOEE) © ‘B
HE~OERE” OHEZBM)

EXRZUAF R DA

v7uaTuaxtir (400mg & 8 REEIC ATEERE) XT3 U v MY A (50mg/kg
o4 BEREICETE) OBFRR SR, a7 a3 r ORI E I EE L ASIE K T 30
43T 3.02ug/mL, 6~8KFI T 1.18ug/mL TH o7,

BARME, BRFEME, 4AHEREE
vZuruaXH o0 in vitro B RIFMER 8 iR A Hih L7z, B R A LI TIORT,
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PAEXRT /I 7 ny—nikB (&)

E. coli % v 7= DNAEMERRER (Fath)

~ 7 A B A T RS AR B ()

F X A =—ANL AL —VT9 flfa 4 Fv 72 HGPRT 3R (Fatk)

DU T N D A — R T R R (Bai)

li#RE (Saccharomyces cerevisiae) 7% AV NIz 528K By (Fatk)

iRk (Saccharomyces cerevisiae) % RAWT-ARDERFE &l EHRER (&)
Z v MFHIEZ V7 DNA (E1ERER (B5E)

S#ERD 5L 2 ERDIERNGIETH 7223, LA O 3FED in vivo iR OFERIL 2T
HoT,

Z v NI A V72 DNME S 3R 5R
INNERBR (=T R)
BEEEERER (7 R)

7 v M RO~ 2% AW EMNAEERBRICBWT, Zy Moy r7adH iy
250mg/kg/ H . ~ 7 Ay 7 r7ax¥ 0 750mg/kg/ B (ZHEN, HARHEEAEOR 1.7
&, KOV2.51% (mg/m® CHH) ) #ROELE LR, WTHoRB OB AR, 2
ANEITRR® Hivie o Tz,

A ASFEPERRER ORGSR BRI A% FREE & bl U T, SRR IR SIS N BT 2 £ T
ORFEIN 7 a7 a X4 v URECHEME S NN ERNRBRINTND, ~T VAT TR
(Skh-1) lcv7mradH o o285 LR, UVA 285 U7z (1 [EIRREGT 3.5 i, 2@
A 5 [\l Ak 78 ) . Um%%&ﬂﬁ’ﬁ%ﬁ%&ﬁbt%%ﬁ&ﬁ@ﬁ%m@f%
JET 5D E TORMN 34 TH-T-DIZxt L, WA RS LR e 7eddv v (B b
D KHESE A& L IZIERZEO A& (mg/m THEHI) ) 25 LY ATIE0HETH- T2,
F7o, UVA IS L RIRFICfO ¥ ) v SRR G LT~ U 2D R IEE 4 F0E T 5 £ TOR
ML 16~32 BHOHFPH TH - 7=,

ZOEFETNTIE, Y urzaxHh o o EKEOREToT-~ T RIEE - SE ML %2 FIAE
LZpinolz, A~ AL/ NFRERAE~Y AZHWFERET LOT —Z 13720,
INHOFTRNE M L THRERMIERZRONE I D ARHTH 5,

Ty FERWEAERERR T, 7 a7 a9 U 25K 100mg/kg (e KHESE A E DK 0. 7
% (mg/m?> CHEH) ] BROKEGLEMER, BMEODET U AITRO LN T2,

W%
ERTTEPEIER]  FERIRG JESE IR 53 A 7 ©
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0T 2 %G & U7z 7ot B A B O 72 FEEGRR BRI S i L T, BRI, R bR
TR SR R R ORI 2 el & a1 5 &Kl S DG EICoR BT 528 (T
&) OHEBHR) , EHCBTHY T e T a2 O fIRBRICEIT % TERIS (Teratogen
Information System) DART —F ZHMZENIET LIoRER, Emoip/H&E T, =X
TR Y A7 T 5 Al REME MR & X472 (quantity and quality of

data=fair) , L2 L, T—FNAR+0THDLHD, VAIZRELBENERHSIETE 2N,

R RIc 7 4 a s ) o v REEA RS L1 200 flokt: (v 7a a3y i .
52.5%. MESRAIMI G 68%) Z BB L 7o il & FLEs IRBLEIIIIE 2 92kt L 72 o IR RN
ZBTF A FENTOZ LA aF ) oy REA~OREIC L2 KEFHO ) 27 BEINEED b
Mootz FERERFHOWRERITZAA X/ 0 L RIERET 2.2%, MHEFET2.6%Th
o7z (RAHOERIERIT 1~6%) . BARFE, KA, KHARE ORI RIEERH
AZF7R T e T a i AR LI/NMETIEL 1R E TICERRRIC HER i B R RE
B & RE L7 Blid e o 7,

IO BEMFZECTlX, 74 s ) v RiEE &G Lz 549 Bloiths (RS
93%) I L CTHE SN TWD M, ZOWFET, 70 FlOMEm PRI S 7 a7 v %4
VD5 RS T, varax v o ENeET VAR X ) v L RERITgEE Lo AR
IZBIT 2L, EHOL L ERBAEROTHENTH o7, Fio, ERMEREITREA S
Z—IRO LN o, TOWRTIE, FENTOY I m7aXH v VIRGEIZK 5
SNREIERIZRD b oz,

FIRFPIC 7T e 7 ad v OB E2Z T - LEIcBW T, REVESR, BARTE, HAER
BEOZIRD SN N-7 210, LavL, TS/ OHIREEZHE TIE, KED D
AR MER I OEH TG TH Y, FNICHAONDIBEDOY A7 2 M+ 52 &, b
HVNHTR L OB EORBICB T A Tr7aft o o o0eeMkcl8 U CEEED H 5
et ma B E HTITE o L 1EE 20,

7 v MR~ T A% AW AR T, oK 100mg/kg [(ZNZh, & hOK A1 HHAED
0.6 5 KTN0.3 15 (REEMICESEHEM) ] #RNKEGLERER, v ey doon
JRIBICEEZS SR T LA RTIET VAFRBO LN -T2, U X2 A0k
TIE, ¥ Fr7exH 030, 100mg/kg R RHERM &OK) 0. 4 5K OV 1. 3 % (mg/m”* TH
) ) ZRA&E LR, BEOKRERD, WAERBIROEMNA 5| & & Z T ke s
PEMFEBL LTz, EH b DOHEIZE W T ORI i o7, K 20mg/kg [
KHEBEE DK 0.3 £5 (mg/m* THM) ) ZFIRNE 5%, REMW w38 IRk,
BHEE LR D o7- (g oIESBMH) |

By
vZuzuXxHroide FORBIPICBATT 5, BLA®E L THLRICBNER ST e T
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XY UDORIIAHTHS, T AR ETOREN AL L-HLRICEE
REIER (AfiEE 2 ST) NEZID VR INREZOLNDLIDT, BB~ G5OEEM: %
EE LI ET, BRSO T EARETSH L,

INRE~DEE

¥ v BRI E RIS, V7 r T a0 X0 EnEh o (kA 17 I E o BIETE
SOMBEFIEANZ Y, TOMERITNAEL S ( [BMpEBE) OHEBH) |

JifiiRIE (MRFET4)

vruaruaxh ok, NNEBRFEORIRIE (BFE%) OERICHENSND, X274 v b -
U A7 T, /NEBRE~DO T 7o UERERZYTHD Z LRI NTWD,
ity (FR%) O/NRE~OEEIZRET 28, THE - ARl . [HRE—BNE
B oEAEBROZ L,

TEHEPE IR B IR RIE N OV i E R

v 7ra 7 uxY 0%, Escherichia coli\Z & 2 HMEVE R IGBYLIE K OV F2 80k DIGHEIC
WIS SN D, BB THIENHERSILTWD A, SHHRRE & bl L CRIFI R O XUTZ D JE
PHAERR B L 7= R EOR FEFGREBRNEMT 5720, NREMTIXY 7 r 7 r X4
TR ERIEEE LR, BHEMERIRIEYE K B BB R E AT H/NLEE IRV T, 6
W OBHFERFE CICBER SN2 N O OFEZORBRIL, V7 a7aXxh v U 9.3%
(31/335) | XtHRHEG6.0% (21/349) Th-olz, ETo, ik 1 FEROBHFHAE Z @ L TBlIE
Ihiz, TNHDOFEROBBRIIENZIL, 13.7% (46/335) | 9.5% (33/349) TH-o7=,
TREREE b DB PO A D 53, 6 B OB R £ TR SN 2R EFLOR
BRT, > Forvoxdo UmE41% (138/335) . xHHREE31% (109/349) Th-7= ( B
R . TERKRBR 0HZH) |

FENAPERRHENE

FRMERMEIE D/ NERE 2SR L LT — 0ROl e ety — 2 2157, Eiatti
HOEDBE 5~175) 2RIz, MREBOEVEEEDOIGEZ1T ) BIEA L Bz
Fhi L7, BFE TR T m T ax ¥ U 1 E] 10mg/kg & 8 REHEIC 1 AR E- L,
D%, YTuzaxP o U8 1A 20mg/kg & 12 R EIC G L T 10~21 HEOTER %
FET Lic, E£7o, & 62flct 7 % VY A 110 50mg/kg & 8 RffEl I, N7 T~ A v
VR 1] 3mg/kg & 8 WFHIfEIC ORI G- L, Bt 10~21 A OIBRZAIT > 72, b kAl o
FIRIG L Ligote, BEME=4V 7L LT, B F CEMIC ATENEMRE &K O
ATREAM 22 S0 S Au 7z, TRIEEHE T2, ) 23 B (HEPH - 0~93 H) OIBBRGRAE 2 5hi L7,
KRROBIIL, 7 a7 o %o ORIERSIZET 5 RIAGRMER O et 2 a0l
BHZETIE ot
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U T m YR 22%., RHHREE 21% OEIAMERMEESRE T, AR RAEFRNRE
STz, AIEROWBA R T a7 a X U 12%, XPRREE 16% O <, B
Ta7ax OB 10%, HHREE 11% OFERE THRE S, £ oMo AEFRROFE,
BEEEIZOWTCIE, RIREE CEN oz, e raxH o 8o 67 6% 1 41, 10 H
ORI 2 — A T1% 9 H BICHEBIEI RN FEL Uic, BRARTERIZIE AR L72hy, 169 8 72 H
%O MRI FRE T, ZOMORE Z DR WBEOBHES RO bitlc, UL, FEhaVERKE
iE DA TR EORBO—H L LT, B - BEiRZIIE L T D AIREEDR & 5
e, e Tudh o A K DR EARFR L OREMEICOW TR E T 5 2 b
ILTERY,

FlE ~DOHE

ARFEOTZNVA X ) v RIKICED | @EE TS, BEOHREED Y R 7 3
M+ 2, arvFaxrsasd RFZMFAES L THWLERETIE, 20U A7 RS IS
Do MERSUIMEWTZRIL, 7T L RE, F. B XITZ OMOJERIC, 1BF P XTIEHRE 7%
ICRBITAAMREMNH B, 704 e X)) o v RO & T%, B AR L TR L
ERLHE S TS, AKlZEE. FFlcarFaxTaf REIEEES LTV BREFIC
T H5EITERT D2 L, BEFICYZEIERORTREIEZ R U, M SRR O
FER DI DN TG AN IIARI OB 52 Ik L, EREEER T2 X ) IcffEd o2 &

( Mt (Beft%) 1 . 18 . [BWER/ “TTIREAFEERRE” | 0HESH) |

FRAEH G- Gk 23 BT 7 n 7 n 24 NS K AR A Z T TR 3,500 FilLL L&A
& LT A E T 2 50 L=, B3 D 25%73 65 1%L B, 10% M 75 ikl ETh o7z, &
WAIIZ, 2D OHERE & 65 AR OHERE T, LEMEROHEIEOZEITHEO T, i
DR BN T b @l & B FEH CIRENROZITMHR STV, LiL,
] & DEMIEIR %52 F T D EEE T, X0 IRV MED R S5 aTREME T PEBR T & 72
WV, YRR TS LTHEE DHRE S D Z AL TR BHERENME
TLTWHEETIE, AHERO U 27 R@E< R D /RN & 5, BB EH 72 65 kL k
DBF T, AEREIIRETHLP, mE CIEBEENE T LT B HDHDT,
BEHEICHEZRIRTS L, £, TUOOBRETIIBKEL T2 —T 52 1AM &
Zzohd ( HRKREHE) . HE-BAR 0mEZH) |

— I, @EEITEMIC LD QT BR~ORELZ T, Lo T, v Frraxi
e T HER 2G| EEZTREEOH L8 (B - 77 X 1A - MHAEIRE) OFf
MG T torsade de pointes OFERRIAF (i : QT MWRER OREALRE, RAHLEDOIRAD Y
U AMAE) AT HEE~OBEGIZE L CUXEETH 2 &,

BIfEH
FRABE CHONIZRIER
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AL OIERA 7 r 7 a0 o OBBORKRBRIZIB VT, 49,038 FlOBFE N &KL 4%
F7ee WESNTZHEFERORI N, BE~PEEORELE CREPIEZE b 72 @R
L, iBRE0EL Lishotz, v 7r7aXxd v v 2R kNES LIZBED 1.8% T, A%
FROFBUCL Y R RIS,

v7ar7uaxt v roOKEE (TRToRE, HE, BEHE. ESE) TSIz
T B EOFERIL, EL (2.5%) . FH (1.6%) . IFEERERY (1.3%) . Rt
(1.0%) KO¥%Z (1.0%) ThoT=,

iy L ORLEMEICEIMR 2 < . BRRBR Ty a7 a2 v OBIRNE 552 1 - BREO
>1% THA SN o FGuE, Bl TR, PR RES . RFTES ARSI
FE . AFERERI S TR, RRKRUORESZ Tholo, K OERN, BRI~ 5% O HEiE
FECEE RIS E b2 BRI L IR A LI L Lo T, sfRERT Y 30 /3 AN OHE1T
JRFTES AL SOS OFBBEIL LV | < 72D, T D OFLITRITER GG & LT3
L. Ak THRERICHET 2, RIGDHEFE UL LRWIRY | Z0%OFIRNE 51X
HETIER,

ey L OREEMGR, BERIBICEGRL . v e 7axh L oR 552 RED 1%L
TCHE SN, EOMOESRFNCEE 2 FLRE2 LI TIORT,

28 : 8 EHMAR, RO, B, TR

DA DR, DL OERAESE, RERIR, AEAR, BME, MIMARGE. Jokb. L
T EIME, RIME, PO0E, OEME). DESMGHE.  (erE) #IRZE. Mg,

Jr R

AR R ¢ BMERME (CAMAERINAES:) | KBS, SAUE, PatEEes,

29k (BFAE/ R, BFRE /s, BEITENCESL RN D D) | RekiE
JE, BUREE, BEAJE. BRAOROG, BEROG, TEEhLGE. $EIL. 2R, mEMEO Fuv, bl
DA, SRR, A7, IRk, RIRGE, B2 B, IR, SN, Beuk, ik, 5%
AT

WAEE: LR #E. WA I, Clostridiumdifficile B FRIE. (AR ASSS .
S, WFEEFE, BFEZR4L. WAL AR, ODEalim. HEs, DREPEE. HDFED U X JE, O
ez, BN IE, WETRREE, s, P2, DR TR

MR,/ Y o8 EEERERIE, 7' u bo o B UERERE, U o NEIER, Ak

B/ %% : 77—, Vo—Yrn, Sk, (K

FHRRSR - BIER., B R, PSR, B MR, O & JREER, EAER
BE, AHIMET
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B, WRAEGERS ¢ BAL, MEMERK, Bk, MR, BEEA. R, 7Y F—
VAL RiEHIn, 2R, R, MALILE. B U X RE, BR. R, MSdhR. MR
Ry MR, 7T VR

BRORER + IR R IR ESEEIE. AR PRV k. vEL. 6
i, Lo < 0 AU S

BN/ BBUE : 7 LVAX S, T 7 4 Tx S (EmEENT TS T 4 7% —
va v I | BIRALEES AT 4 —T A s Va v EERE, FIRMER S S, thEeES
FERFERIARIE . MAF R, METHIE, NE BB, M F TR O, BB, 5%
BN OEFE WL, EOEIE, SRS, KEN VX, AR, FBITOHMN, GEmE,

FEEIPEALEE, MARPERRARSS . BV, SRR, ALBE, BEAR. St#Rilmer: SeimErs (TR
&) OHEBH)

RBRRRTE - KT, B SREEE (DL aRRE, AV, EH) | IE, RERE,
HERE, HOG, RIR. GARAE, APRADR

BN DB, IEM, IR, SRt iRk e raxtd oo L oMEERIC
kX747 4V oM EE PR EEE L CWARTREMN H 5 L IEBRERERIC L > T
P S 7,

BT % ALHESK (IV) 2L Li-v7e7ax¥vr (IVEORIV/PO AL v F o)
DMLY, —EER., HESRRRICBWNT, 7o 7axd o oo Raa E5E
RBITOT 7 A IR LEFETH T,

MNERBETHONIBIER

I~17 EO/NLERSE CEEER 624 5%) 1SR 1T DHMEMERIKEYYE (cUTD) XIXEHRBL
DOHWICEHL T, 7 r7axd v (IVER/ XIEP0) b7 7 ARY U2 LT,
REBREMEEIL, KE, T, TABCTF U, Sb— aRZ U Axva BT 7Y
1. YR A T OIRHRBIRIE 10~21 HTh o7 CEHTBIREMIM : 11 B, &PH: 1~88 H) ,
REROE HAE, 6 R OBHRAE LK O 1 FEHOBBFHER £ CICBR SN HEKRE D)
R R E R OB TH Y . T a7 XY BT 335 B, RFRREEIC 349 B0
FDRAAN DI,

Independent Pediatric Safety Committee (IPSC) 723, HE AT XIXBHHiHE (RX—AXF
A VIR TIRBRER G T) CRENPFEO ONIBETL T TR, EERRAEFREADL
NI BIEG 2588 LT, 240 OFRITOFEMITEE S 41, & ORERIXBEIE TR, AT,
P R, RIS, THom. HHE. BIEE. B, KR, BHPW. LEom. B
AIEN DA EThoTe, EBA LN, B M. 2y, k. Fu. KOHE%ET
bolz, 6 M OBMFRERE CICBEINTZINLDOFELORBRII e 7o v
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#9.3% (31/335) . *FHEARE6.0% (21/349) | EOEMEFLITRER /D AEE TP EETH
o7z, 6 HEOBHFRAERE TICRE LT X TOMBHKRFGRIL. TR TH
30 FUANICIHA LT (kM R OYEIR DEFIRAITHR) o FROWKREHERT 5720 D EHT
72 R BRI X I S LR o 7o, BERREE (RN SUTR R I20h0rb b7, 3t
L Ly r7eXxh VHETINOOHRELORBABEN LY mroTo, £z, %f
FREEL B L T e 7 e % UREOHERE T, 2 DL EOFER A 2 BILL ERE S5
MRS DTz, T D ORI T R COERE CRE L, ZORBEBITRBERELY &
Irnrzuaxt v o HTB L TR, VEMOBHFRERICKIT 5 216 OFEROFEE
RiL, e 7axh o U 13.7% (46/335) | xHEEE9.5% (33/349) Th o7,
v7m7aXY o OREPICFREESTREA BB Lo, BEH O 1 I kS 2 ik
L7z, 41EMZICENM L7 MRT B Tl A RERRAERCE DM RO b vz, AR—E
B X AR EERE S Sy, v a T axY v r L OREIIRINTE R0,
T DOPIREVIAE T AN 72 LIZ 4 A RICEE LTz,

IPSC DFAMI X 2 BA&H 3 i BE& H BEAEAR - B3 A AR

A= A= 5 % PIpicE
2HRE (6B OBHREAR £ T) 31/335 (9.3%) 21/349 (6%)
95% {3 X [H * (-0.8%. +7.2%)
T
12 » ALl L 24 5 A K 1/36 (2.8%) 0/41
2 LA b 6 AT 5/124 (4.0%) 3/118 (2.5%)

6 Ll I 12 AT

18/143 (12.6%)

12/153 (7.8%)

12wl b 17 5T

7/32 (21.9%)

6/37 (16.2%)

2EE (1 FROBHFHARE T)

46/335 (13.7%)

33/349 (9.5%)

95% & HH X FH] (-0.6%. +9.1%)

*ARRBROHNE, a7 ax YU BB B BEEIEORBIEN, SR L L TH6%LUL T TH D
ZEENFETDHIETHoN, BEKR TR EMENIEMOESL L ORMEIZEBWNTY ., 95%(EHHX M
DFERN ST a7 axh v UBORRNAMBIE L RS Th D EMmT oI LT TE o7,

6 HM OIEHFRER £ TICA DN MREFRIES (FEED £, iR, RIRE, IR
&) ORBET, vTmTaXH U URE 3% (9/335) | xEEREE 2% (7/349) TH ol

TBERIE L O BREM: O A EIZBT D 57, 6 W OEMFERE CICBIE I NT-28EFL D%
BRIT, > e e o8 41% (138/335) . kHAREE 31% (109/349) Tho7-. 1ML
WZDEENRH L. Y Fuerzaxt o B 15% (50/335) . xfHEE 9% (31/349) T
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Holz, BERAEFERN, 7 7oV B T7.5% (25/335) | RHHREE 5. 7% (20/349)
IZH BT,

v TaXx T BT 3% (10/335) | RHEREET 1.4% (5/349) O#ERE N, AEFG
OFBFICLVFEEETIELZ, T o7aXx o U ETI%BU EICHAONT-AERHELIT, T
4. 8%, WEM: 4.8%., [EIH 3.3%., FIC L DHME 3. 0%, #4 3. 0%, HILARE 2.7%,
T 2. 7%, 2. 1%, WE 1.8%., &% 1.8% ThH-7=,

GG C/NRBE DS RE SNTZFRITMZ T, 1R B 2 Wi kiE O ERIKBLS Th
NEEDPLHE SN FLD, NUEE BV THRET 5 A2 BET 2 0NER D 5.

TRRA EERAE

HRAKEICBIT L Faraxho % ToduXx ) oL RIEOHIRE O FRER) S .
UTOEEEENPHE SN TS, ZUOIEFARREICLVRESN-FERTHY, £
DOBUERHETIZAe\W 2D, EORBBE 2 fFIHEET 2 2 & F3EWRE L ORE
BIfR A STRET D Z LITA T L B HRETIX ARV, TIUD OFREIRA CEITINZ 5 0350,
wE . (1) FROHEEE (2) REHE ) ELoRRBHRORE, 05b 1HALE
DWW THIB S D,

BPENFEVER B VENEE (AGEP) | Tk, MEYRRIERIE, 7V 7 I VIR, BRHRE, Y
HPRAE, AL ATr—L ER (MyE) . 5L, R, FAZE. HEARR, WTHEE, Z#
KLBE, HIBLVER S, BEE, iR, 7 RopEEm i) | EmaEgm, R4 G
CHlETe) | A, Fiimm, gk, BORHRR, (R (RAtE) | INR#M (B
Z UK E R ETOBE) | BE, BEEE (EaignT) | A RNESZrEY
A, B &R (APE, R, ) | e, HlEJE, BEMRIEOHEE, I4
7a—RX A, IRIE, PR, PLMERBUDE (E&zgod, ISR | Rigtt==
—a Xy — (RA[HINTH L AREMER®H D) | 7== b VREOES () | LR
BOE,/ HFwEOE, 2= a—m v — UYL (WE) . 7o her e o BRE
B /B, BRI (AR R AR ORER TP O£ G-t ST 546 TR BT
LY aNE5) | RN (hEME) | QT BIRER., BRA. WIEWERIS, A7 1 —7
Ao Vg Y EGRE, WK, R, BEWTEA. Torsades de pointes, H1EEMEFRPZHEIE
AifgsE (Lyell SEfERE) . MU Z V&Y RER (36 . &6, B oXE, nEx, O
EMARENR ( (EALOER 0HESR)

2001 FEDIRTEE A T v W% RIEFRER PO 7ar7axth v rofkbhzs
FIREEND b AEERSENME SN ( [HRE—BIMER 0ESR) |

BRREEDORELS)
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) L ORIEMEOFEICED LT, e et L OBIRNE S CHlAE S B
PRARAAE D FL 5 258 2 DL ISR,

JFFli% —AST (SGOT) . ALT (SGPT) . ALP. LDH EONMIEE U L E LD 5

MR — B ER K OV MR B D BN, i/ IMREGE N2 ~E 7 e B KO/ XiFE~~ b7 U v
2%

g —1fig 2 v F =2, BUN, JREED L5

FOM—IfyE CPK, MiET 474V (T4 74V v 20HEE L WA EE) | LK)
NV ZUE®Y FO LR

FEEBEE DRNZ O OZLEN T, AMmERE D, FEERLY o RERE, R E mEREL O HEIN,
MygH vy A EF fiEy -GPT _E&-. BUNAK T, REME T, MIEHREARD . 17 v
TR, iEH Y U MET, fiES Y VA ER, M3 VAT a—L ERTH T,

v T7axY U ERICENICRA L OMOEENL, yET 2 7 —¥ BRIk
Wb PLIERIE/E, B MEREIE, MmititdE, M7 == hA VIBEDOLE), Yo ko
Ve R OHE, witEE ., i tERERTH - 7,

BERE
BB RS GOBEITT, BEEITO, FBRRE THT 570, BEICE U THE

AE. RO pH K ORI D=2 —5%  TEHREZITY 2 &, POk omit a5 2
L, e raXY o AimpnE . BEENT I E (<10%) LaREINRN,

~ A T b, UTFROA XIT 125~300mg/kg DB T 7 a7 o x40 25k
BE U84 smEt /AT WAL O TR EENBIER ST,

B - A&

BRA

NI, T EESRICEH S N &% 60 02T TRIBRHET 2, BRI 2 el R
FARIC IR A] 2 20 CREHE T 2 2 L T BEOERz R/NRICH A, $AREED Y 27
FEHTE 2, ( “‘BRERORA OHEZM)

Frok 7 BB I D R A2RET DB, BYYEO FRERE L O, JRKE QRS2 M,
BHEOE LYV O TR B - IMRREORBEZE T 28BN H 5,
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FRABE O BBt

RRIE T BEE RE BB B OBEEIRE
PR WREE A 200mg 12 sl 7~14 H
T HEHEE 400mg 12 Refl g (X 7~14 H
X 8 KRR f)
TRGE R A 400mg 12 B[ 45 7~14 H
B M 400mg 8 Iy 7~14 H
RIS R B 400mg 8 MRE[H 15 10~14 H
BeJ R OB AR, R 400mg 12 Wy 7~14 H
B M 400mg 8 Iy 7~14 H
B K OB R A 400mg 12 Wi 4~6 @ LL L
B M 400mg 8 Iy 4~6 @ LL L
[Py FEHENE 400mg 12 WeRE 4 7~14 H
TMER SR IESR R A 400mg 12 Wi 5 10 A
%@%%ﬁ%ﬁ% WREE A 400mg 12 FEfE 4 28 H
K
e
ygy;&ﬁﬁ y7m7z%%yy 400mg 8 HF ) 7~14 H
SRS AV I 50mg/kg 4 Wy
24g/ A & A
2N &
WERIH. (RREETR) ™ 400mg 12 Wi f5 60 H

A bhu=2Y—nEOfiiEE (A hr=2Y = LORMNIGESR)
THRERR IS & D RGYE ( T2hRE - ZhR) DS

IR DI, SUTHER SN2tk AT RN R G 2BIMAT 5 2 &, AEIET,
s — s RARA b (BBRIAEEZ SIS THIT 5 Z EXFEER, & MBI
HMIET S 7 a7 med o U BE) ICHESNTWAS YL Bixie MEFITREILIZY e 7
o o O IE RS LT,
Tk) \CxtT o raxt oo (IVULXP0) 1%, 60 HTH D,

AFANL, 60 32T THRIFFHET D,

FENIZ 1T D EHIRNEEG70 6 78 [ G~ DE) ) £ 2

[l ERIE —BINE® DEASRD = b, Migya (g

6 H #5213, Cipro SEM& UF Cipro ff HIEEAIMEM TE %, ERNIC &0 BH OIREEN 24

Tho LW SN HAIC, HFRORGENORARGE~DYVEZ N R LR D,

RIEHE | O, KO TRo & MERSR, )
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AUCIZ 3 RS MME

CIPRO EOFEDOHE CIPRO BRARAIFR & %Al &
250mghE, 12/ 1 200mg IV, 12 f
500mghE. 12/ 400mg 1V, 12 f
750mghE. 12MFR 5 400mg TV, SHERHH

FEE A 2 5 DRI, R IRIER OECOFEIZOWTERRAE TS Z &,
BHERENRE 29 D N A

Y mTu XY I EICHR TSNS, ITROBE R LK OIS THRE S, —i
W E D, BEFEOH LEBHETIE, ZNOROPMREAEIREOER T 245 &5 2
b, LinL, BEOEKERSERS CTIX, HEFE2HEET L, UToRIZ, KEE
D> 5 BEINTHT 2 MESER 2R,

BB E B [T SRS RR UM A&

IVTF=v2 YT TR (ul/min) &
>30 wmEHAELFEL
5~29 200~400mg. 18~24 W¢f4E

W7 L7 F= U REOHHI L TOBEAIE, UTFOREREHNCr LT F=0
VT T AEET DI LN TE D,

RE (kg) X (140 — 4fn)
72 X IMEZ VT F=> (mg/dL)
et 0 0.85 X BiELEICHAEXCHEB LH

B 72 v7rF=027 075 & (nb/min) =

%27 V7 F =%, BEEOEFIREBZRKMT 260 THL Z L,

HSREN (L L QD B, ITBHERE & IR DM E 2 F 9 2 B Tk, +okE=
)T EHERES D,

VNN e

RANL., FERHEOTHIE > CT&ET A L, ML L T, BEiIRO/ XL#*
O JE PHALRRICBE L 7= F 5%, AEFLORAROBENNEB D S5 T\5, ( TBIfER] .
[ERRRBR) OHEBHE, )

BEHEME R ISR . LB BB ROIBEICET 2 &L OG- BRMR O (IV i PO)
WZOWTIR, BYYEDOBEIEL IS CTHIBMT 5 2 &, BRRERCIT, PHEE~TEEDO/NR
JERYLE B ITxE LT, 6~10mg/kg & 8 RFfH IR 5 TR &2 Baa L. EERT OIS
I oo®E (10~20mg/kg % 12 W) (U)W B2 AREL L1z,
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/NREBE O R ERet

JEGLIE P bRt M (mg/ke) B ext=p 8 Gl

13 M TR S SR YL RN 6~10mg/kg 8 W 10~21 B*
i (Fe K 1 [al&E:
400mg, {AEE >51kg
B IR DEETHLINE

(1~17 DO BHE) 72N &)
e 10~20mg/kg 12 e
(R 1 [m &
750mg, {AEL>51kg
DEETHLINE
W27 E)

BRI (MREETR) * HARY 10mg/kg 12 el g 60 H
(FcK 1 [B] 5 400mg)
BN 15mg/kg 12 e
(B K 1 [B]E500mg)

NRERIZIS VT D BEHEME DR B RGE M OV LB R O SRR I =M E LTz, & 51
X 11 B CH-7= (#ipH : 10~21 H) .

AL A~ OUETE N b 7o, USHER St AT RAGECONZ S 2B+ 5 2 &,
AEICEIL, s — b RARA > b (BIRIA M2 5B TR 5 2 & S Alee7e.,
b MCBTAMEF 77 a X RE) ITESWTND S Bix ek MEFITREL
rruzaddo romiEhEEICE L TE, (HRE—BIMER omEEBROZ L,

AR~ T OREREREE D H 5/ N BE 13, MR BIEGUE K OB B R e x5 L L
TR ClERI ST, 207, FEE~EEOBKERE (/L T7F=07
V7 Z 2 A<50mL/min/1. 73m%) D& H/NEEE CTHIE L I HERENICRET 2 E#IE72
AN

BEROFHER

INA T I (GRS I)

AENT., BPEARNCHERT B Z L, AFIO A TS EMER & TEEHICER L., Fh
Ze ) 7o B R S TR 2 AV T 1~2mg/ml, DL £ CTHAIR U CERIRIN B 508 % 38l %
( THREESHEROEREN) OmEESR) . ZOWEE ., EETEA, XL Y T8 ot
M (TTIHEHALTCWAHEELH D) 2T, 60 450 T CHEHTET D,

Y FEOERE v B UL “EX =Ny 77 EEAWDEAICIE. ARSI o o
G —FFICHWrT 5 Z EREE LV, KA LA 2 ARG T 50BN D DA,

FNENOIEFNOHESE B M OB ERBEIEW R TR G35 2 &,
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TNy

a7 axt L o OFFERANCIL, 5% 7 R UBFERIKIZH S0 COIRE L= 0. 2% AR
@ 100mL, 200mL Y 7 "R T D, VT "Ny VT OWKIIFAIRT 50BN ERo
SN A[RETH 5,

HRE R R ES

TR OEIRES HEE 2 VT 0. 5~2. Omg/ml, DEFEIC/ A L5, Y Faraxti 1%
HEHE (10mg/mL) AR U725, WEIEE, UIRIE TR 4 BHEZETH 5,

0. 9% b MU ¥ AyESHR, USP

5%~7 R OB #, USP

VLS AWK AR 7K

10% 7 R v BE

5% 7 R U BEHEENE 0. 225%H b T b U 7 B IESHE
5% 7 N HHERE 0. 45%HbT B U 7 AIEFHE

LR Y o ARSI

a0

AH (TFarvuaxthor) 1k, BE~HEAEBHOENFITH D, AFIOHMIE 400mg
Thd, HONLORALEZERELULTOT T v 7 A7) =0V 7 b8y 72 LTt
WBENnTW5,

Y7 hXw Z : Bayer HealthCare Pharmaceuticals Inc. BELEL TW 5, R vl
YA X A NDCE =
200mL. 5% 7" R o7 PR SR 400mg, 0.2% 50419-759-01
BTk
V7 bRy 7 5~25C (41~T7°F) TIRAF,
WL L, WEEDB, WA lET D Z &,

a7 ax oBANCIL, CIPRO (EEES 7'm 7 u X4 2) & 250mg, 500mg. CIPRO
(7r7axth %) 5%, 10%RAOBEKRS 55,

* TRzl . THREVERSY ) ICES L C. USPIZiEA L CTUWLRuY,

31
Reference ID: 3356563



B3k
PR A S L 72 R OB O E BB T, v R T a Xt KOO X /1
VREMNBEIEA S SR T LA REN () OHEBR) [ FROA AKROT v
T, REAMBEOHBENBIE SN, -7 A RIZy T e 7 e XY 100mg/ke/
A7z 4 BEG U7ofs R, BBAEI O BRI A b3 2 B A7z, 30mg/kg O JH & CTIE A~
DEBITEI T o Tz, FeWTHEM L 728 B — 7V RaE Wi BRIZEB W T, 30 LY
90mg/kg/ H UNREHEDHK 1.3 5 03,5 £ (AUC HLIIZH:AS<) ] iR Ty 7 r 7k
P w 2RO B LR, BB AL, TOEITEEK TS5 » A% TH
%@ﬁ%ﬁ%mﬁ%émtomm&ya[mm%%@%06@(mmw@*ﬁ6<)]@ﬁ
BT, Bfi~oRBIglEsnirolc, AHETIE, &K T 5 » A% &R
RO LR o T, BORERTIX, BN OHREARMEZRET S22 LITED fﬁ%{m@w L
e, RIS Z LT TERDP T, ZIRMERIEL RS Tl R1, 7 rmoeX
Yo ERG LEERBMICA DN, JHUTEIL, EREMOIRICEZ T VU ESRME
TC, ve7axh v OFRMENMET T2 Z LICE#E L TW5, @, b FORITE
PHTHDTDRERIRITENTH D, 7 H 7P I bmg/kg LLF O & U KHER £ 059 0. 07
& (mg/m* CHEH) ) ZHRERROES%, BIEZ DR VERIRARD Hivlz, 10mg/kg/ H
OHET6 » AREIRN®Z S L2563, BIREFENELITRO Do 7223, 20mg/kg/
HOMAETH UG LR U RHEREHE O 0. 2 {u (mg/m* CHRH) ) | BEAELE
gin,

A X2 3, 10mg/kg DHETY v 7 axH oo 220dEE (16 B LR, e m
rﬁﬁ—ﬂ/ﬁﬁﬁﬂ WD LTz, Pilb A I VETH B Pyrilamine I L D &z iEhians 7=
ZOERIFe AZ I VHRIIZEE L TWA LB 6D, TSP ALTEH, 2aFE
K;émEﬁTﬁ%@%mtﬁ Z O TR ONIAEAICIZ— BN 72 < B Tl e o
77 ~ D ATIL. Phenylbutazone, A > KA X U EEDIEAT oA RIEHRERE L X/
By REOABEICE D, 0 aRHo ONS FRERAN RIS Z LRGSR T
W5, W ONOEIRTHLNTIRFMEICOWTIE, YT eryaxt o o285 L8
TR SN2 o Tz,
i BRIE
ENEFR
v7m T XL O 0 R ORIRNE G %2 32T 72 OER R OVNRBAEICB W T, 0
SERIMIE IR EE A, WBRIEO T 7T BT, M ENICa B R ETROLE
LD LIRE RS IEh hicE L ( THiE - AR 0mEsi) , v 7reone
FH D PKIZONT, Hex ot MEMITHH 21T -7z, BROAIC 500mg & 12 IR IR
A5 L7ega. KON 400mg Z 12 RIS RN G L7256, EFIREBIZR T 5 K
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EIIE PRI, FNTEN2.9Tne/nl, 4.56 ug/nul ThoT-, £z, EFRIREBIZEBIT 5F
BMiER 7 7RET, EHL0HEY 0.2ue/ml THotz, 6~16 mO/NEHEE 10 %
®fGe L Lo R T 10mg/kg % 12 R D[RR 2 2213 T 2 [5],30 43 2T T efiE L7234,
A M IR LI 8. 3w g/mL, T 7 IREEREPHIL 0. 09~0. 26 1 g/mL T o7z, 2 [AIH
D ETEEE% . 15mg/kg D ET 12 Brfm O OB EICO) ) B2 254, ORI O &% 5%
DN 1X 3. 6 pg/mL IZE LT, WNERBFICY T m 7t v &5 LIZEEOK
BOEBE EMZeT — 2 3RonTuns GEmT MER EoE® . NE%~
OEE|] OEBM) . b N CEEELEY TR 7 a X U Mg, BN RS
BHOICTFHTEDLY A — b FARA v & L TCO&REIZ R L, ATE)E DR &
o TS S,

A5 11 LDso (~5.5X10°) D RIHEH A (#iPH : 5~30 LDso) & W ABREE S 727 0 7 v
AW T T R B A I L2, ARBR CHWZIRIEERICHT 5 T e 7k
O/ NVEBRRILRE MIC) X, 0.08ug/mL Thoto, ROFGIZEDEFRIEICI T
5 TR Tox (BEEA% 1R ICRBZE LS 7 0 7 v 43 SR IMIE I EE 1L 0. 98~1. 69
pg/ml OFEPHCTH 72, T, EFIRREIZBIT 2F¥ b7 7R (Bh51% 12 FERE) 13, 0. 12
~0. 19 u g/mL O TH o7 5, RIAFEERER 24 FEH» 67 v 7o x4 0% 30 HH#E
N5 L7-EWIc BT 2RIAEIC L 2T, 77 BREE (9/10) LHEEL T, AR
Ko7z (1/9)  (p=0.001) , BIHEICEVHE LT e raxd o o EEHOEY 1
Bilix, 30 HO#HGWIMBZIZIELT LS,

2001 4E, JRILDOEEWNH S & LT, 9,300 4 LI EIC 60 B UL EOHIE D T Hhr0# 5-25H#E
iz, FHIEGOTRTUI—MOLT & LT, KO ALIZyTrT7addy
UHRHER SN, 059 h, RIEEYV TR LA BIOFEKICE Y Bz s
AWz, PEIEE L LTy 7 a 7 a3 o IMOEREZ - N T, D%, ifi
SRILDNFEIE L7z NI\ 2y o T, IRIEEMEGE R O TRANE GO 3 XTI & L
T, ¥/ 7axh o EEEZZ T NBIIATATH D,

KEFRPEEY X —ORERNRED S b, BEROMBILTHHE LTy Trrnxdy
> DHEN G220 72 1,000 £ 2L ED#E 25210 o, HESRRAEFFER (Bl W&,
Tl B . R A ERES (EREE, B2 W, B0 E0, IHEBR) |
EKRAEESR (WA, . BIERER, BIfR) OFEBRN LB R ERHERICE
WTLBIHIHRE SN2 b D XYmoo, YHEICITREENFEE LR o To/eh, 2o
FERO LFHIT, WEOANAT X BOHE. FIHZE EHERAZ N LR UTE DOMOZEHE
KT, KO/ gy 7rraxd o oRGHENLDRMTH o722 & THRANEL S
AbhD, ZTNEOERKROT —ZPEOHIBRIZ LD Bl S TAER & 389 & o Bt
DAL FHET 2 Z L IIN#ETH 5,

33
Reference ID: 3356563



R PRFABR
FERMELF PR IE DR ARBE BT 52 v 7 168K

FEENELF R ERBNE BT O v Y » ZIRIRICE T 2 KB e S ik, MIEALE R 21
AR 1R BREIE L7, BT U MU oA (50mg/kg 4 REfEfE, 1IV) Z0FH LIz L &=
D7 r7a Rt (400mg 8 e fE, IV) OLZEMER OEIMEZ, F 7 7~ A1 > (2mg/kg
8 B4R, IV) LT U U A (BOmg/kg 4 B4, 1V) OPFRAF G & ek
L7z,

AR TR0 DN BRIRIIR D RIZLL T D@ ) Tdh > 72,

s DA-A-E 3 VYL DS VNS Ly S ERGVY Y
N=233 N=237
2% (%) 2% (%)
DR ED BRI 2, — 63 (27.0%) 52 (21.9%)
VY ZRRICEE R LY
DR ED BRI 2, — 187 (80.3%) 185 (78.1%)
VB v JIRREEE LT
BELET
AT 224 (96.1%) 223 (94.1%)

ERIRITE R LHIT 2 7201k, BEMNLUT OB &7 L TWh 2 huide 57220,
(1) BEOHK, Q) BIYEOKHKFEOHE (BIJENBEDFRIHR STV 25E) « (3) B
FEDIRME IEROHEK,  (4) =) v ZIRROFUEIILT DEH 2 L

BN REBIER VB RER—/NEBE BT 575

IR CAHIIMESHERR STV D28, REIERE & bl U CBIEESEE M O SRR S FH o
HREOHERFRGIBRNEMNT 5720, NREFTIEZY 7 r 7 a8 o 0 a5 —5iRE
L L,

I~17T B O/NEBE CEXEE © 624 5%) ISR D EMEMEIRIEEYLE (cUTD) XITBHE
KOWBFIZEAL, T erzaxd v (IVER/XIP0) 77y AR &L,
RBREREIIORE, 1 TABTF o b— axXF U Axkva T 7 VA,
KLONRA T, IGEEIEIL 10~21 HTh o7z CEBREMM : 11 B, #iPH: 1~88 H)
AERO T HIIE, FER R M ORI L M2 T 5 Z L Th o7,

169%% 5~9 B (RIECHEIE. T0C) 12, #i7c 7ei& Y AT BB b2 W BEFITE T
BRI ZESR), e ON—A T A VBRI AH DIV E DR %25l L7z, Per Protocol (PP)
LEIE, XR—=AT7A VT ba— L THESNcar=—KORKREZRA L, 71
b a—ER 7R, BHIFIEEZ L TWRW, Txe—T7 v e R L BE L Lic (B
\ZHE)
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LIFICaRd@ Y . PPAEMICER T DRI R A DEHERRIT, T eryaxy o Uil

XHHERECRIZE CTh - 7,
B RO BREMNZE R O EHE (BR#% 5~9 )
vFuzuxhv xR
BfF T EBEEK 337 352
PP £ > & %% 211 231
1GE% 5~9 H ORRRHIZE%) 95. 7% (202/211) 92.6% (214/231)
95%CI [-1.3%. 7.3%]
1B 5~9 H O BE WAL OEH 84.4% (178/211) 78.3% (181/231)
9%*
95%CI [-1.3%. 13.1%]
1BH% 5~9 HORX—A T A VK
ISESI2EREES
Escherichia coli 156/178 (88%) 161/179 (90%)

N2 54 ORREN Tk &R X v, BT R T E SRR NI S AL VR R R
7 e T BRI N SN BEIL. v e 7 a5, 5% (6/211) L RFHREE 9. 5% (22/231)
ThoT,

BEC :

1. Clinical Laboratory Standards Institute. Methods for Dilution Antimicrobial

Susceptibility Tests for Bacteria That Grow Aerobically; Approved Standard - 9th
Edition. CLSI Document M7-A9, CLSI, 950 West Valley Rd., Suite 2500, Wayne, PA,
January, 2012.

2. CLSI. Performance Standards for Antimicrobial Disk Susceptibility Tests;
Approved Standard - 11th Edition. CLSI Document M2—-A10, CLSI, Wayne, PA, January,
2012.

3. CLSI. Performance Standards for Antimicrobial Susceptibility Testing; 22™
Informational Supplement. CLSI Document M100 S22, January 2012.

4. CLSI. Methods for Antimicrobial Dilution and Disk Susceptbility Testing of
Infrequently Isolated or Fastidious Bacteria; Approved Guideline - 2" Edition.

CLSI Document M45 A2, January 2010.

5. Report presented at the FDA’s Anti—Infective Drug and Dermatological Drug
Products Advisory Committee Meeting, March 31, 1993, Silver Spring, MD. Report
available from FDA, CDER, Advisors and Consultants Staff, HFD-21, 1901 Chapman
Avenue, Room 200, Rockville, MD 20852, USA.
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6. 21 CFR 314.510 (Subpart H - Accelerated Approval of New Drugs for Life-Threatening

I1lnesses).

7. Kelly DJ, et al. Serum concentrations of penicillin, doxycycline, and
ciprofloxacin during prolonged therapy in rhesus monkeys. J Infect Dis 1992; 166:
1184-17.

8. Friedlander AM, et al. Postexposure prophylaxis against experimental

inhalational anthrax. J Infect Dis 1993; 167: 1239-42.

9. Friedman J, Polifka J. Teratogenic effects of drugs: a resource for clinicians

(TERIS). Baltimore, Maryland: Johns Hopkins University Press, 2000:149-195.

10. Loebstein R, Addis A, Ho E, et al. Pregnancy outcome following gestational
exposure to fluoroquinolones: a multicenter prospective controlled study.

Antimicrob Agents Chemother. 1998;42(6): 1336-1339.

11. Schaefer C, Amoura—-Elefant E, Vial T, et al. Pregnhancy outcome after prenatal
quinolone exposure. Evaluation of a case registry of the European network of
teratology information services (ENTIS). Eur J Obstet Gynecol Reprod Biol. 1996;
69: 83-89.
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Company Core Data Sheet
Ciprobay "

Ciprofloxacin

100 mg, 200 mg, 300 mg, 400 mg Solution for Infusion (0.9% NaCl)
200 mg, 400 mg Solution for Infusion (5% Dextrose)

100 mg, 200 mg, 400 mg Concentrate for Solution for Infusion

* examples for national trade names: Baycip, Ciflox, Cipro, Ciprobay, Ciproxan, Ciproxin,
Ciproxine, Ciproxina, Ciprin
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x 1.7-1 FEERMGZ— —>Joozox4oy, RX7O0xHT 0 —
— B4 B e adxi R TaxP o AV
(Ciprofloxacin) (Pazufloxacin Mesilate)
R 74 71 % P 200mg IRV ST ERERR 300mg
IRV ST ERERR 500mg
2RV ERR 1000mg 4
244 NS VIR S A e - KIEE L EH SRS
R GE - B T RS &
ARFRAEH B 200mg B4 : 2000 4E 9 A 22 H 300mg Kz % 500mg #UH] : 2002 4F 4 A 11 H

1000mg #45%) : 2010 47 H 23 H
PR A H — —
HEEAFA 2009 4F 3 A 2012 4E 3 A
FRHI X 5y L5 A [ 3 AL A [ 3R
T 0O O/f“x‘J&EHE
F COOH u
y e
/ N\ N~ y gL
HN N N z | CH,SO,H
—/ A F j‘/\“‘ COOH
B - & [123y 2 (100mL) ., > 7rrzoXxH o |14 (100nL Xi 200ml) 1, /XX 7 a4
200mg &4 U A VEREE 390. 6mg. 651. Omg X%
1302. 0mg (/XX 7w FH > & LT 300mg.,
500mg X% 1000mg) & A
ZhhE - A | BA (G i )
GEIGETE) NRXT7a XY ATEMEO 7 RUKRER.
ARENEHED T RO EkE B, IBEREE. RE | YV EREE. B 4%l\%%lﬁ\%77?

W, KEE., L7 I E, = Fuany

Z—JE, FIEE, LU TR

CGEGAE )

FRUMLAE | SME; « B0 K ONTAR AR 0O — Ry

fige, MERESE, MHFER ., MRER. RIH

INR

1. — AR B

GRS E1E)

AANEMEDRIAE . KIBE. PRI
GEGAE )

EMEERE DRI, B E B A, SRIA

2. ERMBREEICE T 2RERIC L AMFR
%@%Fﬁ5rﬁ®&§

-HRICEAET AFERALDOERE

Eﬁx

(D AR OmE T, JFRE L THOFTEA |

! T LAX— DB AT 5%, &
JEH D WIIMMOPIEAI Z A L TH+
%&%%@%ﬁ%%hﬁw%ﬁm@ﬁi
THZ L, L RIEERLUAR
7RI X D IEYYE OIS OB A X,

FGAT TN RAZ) ~axT—U A KIGH.
vheRrE—lE JVIVZTIE, =T
aRyEZ—E, BTFTR, SuT AR,
ENHRT FNH=— TR ETF T B,
ATV UTHE, BIBERE, TR bNs H
—JB, VUTRTR. NI T AT AR, 7

LRT T)E

(i e )

®  [ufjE

° %F EAE K ONTFART RIS 0D Rk

° . BRSSPI R A D IR
D@(n

O MEMEE A . BB K. AN (BE

i, ARAEE)

| o mmizk, mu

o BEEL, L. FPARS

| & TEMEER, FETROME
(HEEXEHRIBEET BHALDEE) |

AR LT, R L S |
EHAEE L, UGRIUEL L TORES |

BETRIE. .
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— R4 R

DA Rl == ) B
(Ciprofloxacin)

INAT7a X A VlE
(Pazufloxacin Mesilate)

DIRY TiEAevy, [ TR OHE |
Z M '
L@ T aRY g B AKIOR
LBE - VAT BE, S5 - BME RO
FHFAISE O WY, Mgk, MR, |
fBEEe, MR, BRIHICIRE SN TU |
HOT, TS OBEBIITHEH L7 |
Loz by [ TERRAGE omz®]
L AREID AT U UET R T ERE :
L (MRSA) (XY B AMEIRE ST |
7RO T, MRSA T K 2 REYYEA I 5
BTl BB E R HIHMRSA AE O |
L ORWERIE RS S 2L, '
L INR
L (D BB E SRS D BEND B DO
L S URIERRT 4y bEEEL,
AHIOBEAIE, JFAIE L TRLOBTEFA]
[ O O i) R R R Y
SED DI OBEFIZEA LT+
53 12 BRI R B TR BRI IRAE |
THI L, L, BIHIZOWTE,
ZORRY Tidzevy, [ DN~
51 OHBH] '

Mk - H&E

2

W, Y7rzaxPr oL LT, gide
&1 [6] 400mg & 1 B 2 [H], 1 BRI T T
WEET 25, BEOREISCTL A 3H
IS TS,
Y
1. — AR B SF
BEHEE S, B EREAR  EE, a7
o¥ L LT, 1A 6~10mg/kg & 1
H3al, 1 BT CRERET %, 272
L., fRAIZE T S 1 [F]a5 400mg & 2 220
ZEETD,
SRIE : W, v Fayaexhi LT
1[5 10mg/kg & 1 A 2 [A], 1 BRI T Tl
WEHET D, 272 L, sRAIZEBIT S 1 [HE
400mg ZHZ72WVWZ & LT A,
2. ERMBRHEICE T AREEIC K BTR
EREBEICHSERDOHE
WBE, YZuozoxHhoo L LT 1H
10mg/kg 2 1 H 3[A], 1 Wef]ANTF TRt
HET 2, 2 LU RAICEIT S 1 A& 400mg
BRI L ET D,

N A il il A4 Zan
I?EIILI fER e D a il gj ] «r‘:q—\ i@%

£ SSEEEANN N 15 e M ==

W RACIE IR 7 axH 2 LTLH
1000mg % 2 [M|Z45 1) CAmERET 5, 728,
i, JERIZIGE T, 1 H 600mg & 2 [B[255 1)
THMEHET D70 L, WETDHZ &,
BTHTTICER U CiE, 30 43 ~1 BRI T TR
45z L,

WUiE . I EREE (2 K D g, fIAE - #EAME
DI RGIE (g, 12 PEMER AR 2 D —
WIRGIZIR D) D% A

WE . RACII X7 exYg L LTLH
2000mg % 2 [FZ40 ) CRMERET 5,
FUREFEICEE LT, 1 RN TRET 5
k.
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DA Rl == ) B
(Ciprofloxacin)

INAT7a X A VlE
(Pazufloxacin Mesilate)

7y M N B = - S 7V A= i R 2= B 1
) T V=TT Al LLLERLRS AR

N NEE !
HESHEEANE S ek A WS b ML TA WA M ISV A WERoF < DA o

Bt Z

 F% - AEICHET AERALOEE
D (D) AFIOFERICH o T, MEE O

BEZY <o, LS LTS |
MR L. R DIBIR LB 22 i/ MR |

L I ogEICE DD L,
L (2) HERASRAR L 755 |
HIEAIORGITEIVIEZ D Z LN
FELVy, —adie, s

L (3) AFNTEE, SHBERFTOMERS |||
L EIRE OfER AT B, AL
THRRICHEAT 2 2 &, TR || |
PG STV DA, EIERL

CHEF AT LNTE S, L. %

AC X > TIEAELEAE LD Z LAY ]
[ @A Eo i

HHLDOTEETDH I L,
EE] OEHBH]

2, LK EIHIRA A>T |
WHES KGATMRIT B 1
SEICEAREPICBRET 52 LN T ||
X578, ZOBITE 57217 KOEIR || |

L DD BRETAIENEE LY,
L) AANTE L LR SRS D

A, BHEME T LTS Z E g ||
R B 5 B AN R - i |

BHTEAE TIE, BT oEE L.

B OIRRE R B L7 DA EIC IS || |

ToHzE, [ [3mBE OEBH]
(%)
T
IR i -
30=Ccr=60 éﬁﬁ%?\ggi}% 12 W
Cer<30 éﬁﬁ%?\ggi% 24 B

1EEE LT 400mg ¥ 545,

B, I LT F =0 U TS AR /i) || |
= (A kg X 40— 1/ [72xufm 1| !
W LT /) ] Ttk |

X2 0.8 /T DL,

L (6) BT IR ES B TR TR ||

P2 T 10%RRE & RE I BIx
TR, MEENT O BE ~ORE |

AITIE, HRDTHR

TR & 0 B S HIT S AT | |

7 EERETRE L. B REE O |

L (RERRUVAZCEET ERALOEE) |

DL ARFIOERIICH T2 o TR, MR AR A

wFERE LIRS T2 b, Ei it

P OFRBA D <7, JFH & L |

PEZ sl U B OTEHR L B2 i/ NiR

L OO EICE DD L, |

D2 RO IR LTI, &5 3 B

L R AL L LTk S S E D HE L,

R NI AE OB 17 Ean i [ IR < S

A DNEPREIEAT ) T &, HIT, KA

OEE L, AL LT BUNE |

S R |

D3 JRAIE LT B O & Bl & L 720
ZE( T8 EAEDOEE OEBMR),

4. RANDEFARBRIZIBWNT, 1 H 1000mg
PG L bRl LT 1 H 2000mg $¢ 51 T
(L EEHRERALEG 72 & ORIVERFEBIRAS |
EVME 2338 Bz 729, 1 A 2000mg
PG, OBEEOR 52 B L 1
T, BEREHIZRY | BHWEH OB
FToEE L CHERECKRET 2L (12,
B RRMER) . T4 BIER) o
2, 5

5. BEEOH HBFIZX LT A 2000mg |
ERGTHEAITIE, BEORIES T4 |
BT 5708, P RE ERICX SR
ERORBUCASTEETH b B
B BT ICIIRERICS Ui, |
IRFELE DY) 2 AL E 24T 5 Z & (T3
g OEZM), ’

6 BEOERENHDBEICIL, KGR

O BRIV A B0 RS 5 7 DA |
i ET Sk, BEL LT, KNBIE |
REROREL Y., LFORRNHZE L]
THRSN TS ( [50BE] OFB |
). |

c BE AL A=
Cr 1
(nl/min) | L1 500mg 1 H 2 | 115l 1000mg 1 A2 |
B 5B O%E | BREGRZEO5E |
20 B4 k30 |11 500mg 1 H 2 @ !
. s 1 [H500mg 1 {2 @[}
wil | s |00l 2R
20 A | 1E1500mg 1 A LAl | 1[E500mg 1 A 1|

10 & B0 8 L, B OdRIE A B
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(Pazufloxacin Mesilate)

% 24 eI 53 D7 LA DR
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fe) DEBH), '

P
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(KDOBEFIZIZRE LN L)
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(5) /N (272U, HEMEMEREDESE . BB A
K. FERAVERRAEAE . RIE OB B <)
[ VNEEA~OEE ) OHESH]

et L Sl e L C 2 alpe i b Z

#% | VAN NI =Rera el S Bl = o #Wﬁl’qgm
E A= i e o~ AT S
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T

(KDOEBEIITHRE Lz k)

(1) AFND sy 2% LIBBUE DB ERE DO & 5
B

Q) W SRR L CW A RTREME O & B I A
( T6. 44 - PEl « A E~DOFK G
DIES W)

(3) /NI &
( M7 NRSE~DFYE. ) OIES M)

i EoEE

1EEHRE ROBHIITEEICHKEGT L2
&)

(D ARASUTHHL, b ICZE R, 35,
ERBEDOT LA —ERERZ LT
WIREE AT SRS

Q) EEDREEDH HBE [EU L E
DEE T 50T, HEEICEFTLHZ L,
(TG HEICBEET A EoEE ],
[pENEE ] DHEBMR) ]

(3) 2 oML, BAE, * 7o —BE
GRS, T R U AOBRREE 725
BE [(AANITEET MY v anEgEh
TW5, ]

(4) TADPABEORBIERB I Z 5 O/
FREOHLEE EREEZ T8

LEERS (ROBFICIFEEICEHET S
&)

(1) %/ 2 2 SR/PUBE AN R U EuiE o BEAE
DI L BHE

(2) RASEMHL, SLop I8 3B 5.
HRBEDOT LT —EREZEZ LT
WEEERTLEE (T LA —HRREE
F9 2 BB ILBBIEZ L Z LT Vo
T, TR ETY L)

Q) EREFEDH HBH
(780 O R o o FR A C U W o+ 3 E 8
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— %4 FR A= a=t b, A% RATaxY v A UVERE
(Ciprofloxacin) (Pazufloxacin Mesilate)
%o ] (4) Lo, PEERZR-RIKRERE T D & 5 B
(5) EIEM M ERE DERAEbsE5 2 LT M) UL E2EHT LK
ERH5, ] T RY LI NETLRCT L, BEED

6) mna [ THE - HECBEET 26 H
DEE] . TEEE~0E] OHESH]

(MATIERZEZTBEN0H 5 B3 [QT iE
EEEZTZLEnHD, ( [ERZEIE
H1 ©oEER) ]

2. EERERMEE
AR EDavs, PFH245F0—
DIAEZRERIC T TEX D HENRRND

T, ROFEEEDLZ L,

D) FRNCBEE RS I W T2 %
17952 &, 2B, BUAEMEFEICLDT
LIV —RII TR 5 2 &,

2) B HITEE L Cix, BT a vk
TOHREBIED ENDHHEFE L TEL
o,

D EHBENOREH/RTIRET, B %
LEROIRBEIR T, TR Bl8 %17
9L, BT, BHBHMAERITERGE
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(LA N S e Ty
% r!/w\ %“:ﬁ;?\:-k

P A ab s
: =2

_E'_jl‘\)‘/f*d-? ‘/:)-—71/‘

U o 2= Lo, e i b /N2 P
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e B RS el is BE R

= L ANTHE ] 1N
=~ %5

3. fBE{EH
AFNTF b7 o — .4 P450 1A2 (CYP1A2) ZTH.
EIFDHDOT, ABEE TR S5 FH O GH
ZIAEL, MPRELY ERSE2B82W035
%
(1) BrREZ

JERZ B ST LBZNRH D)

(5) TAMNAZEDOFRAEMIRBE T 6 ORE
ERED & 5 B
U rE- T tnbs)

(6) FEIE ) 8 J1E O BB
CEE CIERZE(L S5 & ORENDH
%]

(7) = iing
( 15, BlE ~OF Y] OEEMR)

2 EERERNEE

(W ARFNZEZD avs, PFo245F%0—
FRIEIR DR A ZMEFIZTHTE D HIEN
VDT, ROEEEZLEDZ L,

1) FRNZEEERSE I W CH ol &
17952 &, 2B, HUEMEEICLDT
VAR —IINTHRT L L,

2) BEHAZBE LTI, 3 a v okt
THRBAED ENDHEFEZ L THL
Z &,

3) WHBEN L E G TR E T, BE%E
LEEFOIRBEIAR =, TR BIER AT
9L, Frlo, BEGBHAAEZRITIERGE
SBETDHZ L,

(2) TESHEAL S O& . ALBE, JEAR. MRS,
IR %) N B b = AR, T
NEEFETSH, XFEE5EE2FPIET570L
WEIZRAE 21T 5 = &, (FRRRBRIC T
DIEGFHBOLSE ORIERFBLHEIX, 1 H
2000mg #5514 34. 13% (57,167 f) TH
D, 1 H 1000mg ¥ 5-B5 0. 08% (1,71, 264
BN TE Do T0)

3. HHE/ERA

AENTF b7 v— 2L P-450 (CYP) |2 L 0 Rt
BT, BICRPICHES NS, k. AR
#li% CYP1A2 DRBHIE A BLES 5 ( [ 8)
B DEZM),

(PEAHLZ2NZ L) HEEE (HRISEET S L)

o BEPRIEIK - - " BEPRIEIR - -
xHlE % HE BIRET RHES HE R BIRET
FhTuTey |EEERITI |(AICEY, =al|||TAT1)Y | TAT VoM G

AT | 2 EOC. B s o R T T4V | RGN | FAT 4 U0
gff“mﬁ% %Lfﬁ,&{ﬁiﬁQZ@;iQ K O, RRER. | B T
o Fr= o | K il FEHRES) N Db | B CYPIAR £ B
NEAT 5 A~ OHEIER nNaBThBh5, |5 itk
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i
D E
&
7 = =V, | EER DD DRD | (R
TnEFUBR | BEARD D, HARARRE I Fo 1)

AT T A Pk
TH % B A9

Bl E 5147
W, JERR S B
NI A I
O EHIEL,
SOE R & i
SO 7 Lt
WX D IREEFE
sz L,
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RA~OFEE P
TERNRIERT 1
A R R R
FNZ X iR S
noHZ ENRFER
iz oh
T35,
(bR
I=)iEa

T AN AR
MREX T
5 OBEERED &
LHERHE

R JEE D W e A

&

N7y

U7y ) OE
AR L, i,
A =T N = =
MODOIERERH D
bndZ ERD

%, BEE ST
1TV, MHREE B RE
REZITO R EDE
BETbHZ L,

K&
BFIITHTH
D

FH =D U | FP=Y 00 FHF = DT
iy Cmax 7% 7%, AUC| CORHIZ
TR UE B 0FBENENL | L, FF= 00
FHELU, MEK |[mREs RR
T, IR, HFN | SEBLEEZS
ERboLbie [T,
LOWERB D,
FH=UrDE
MEHmsEs
BENDRH DD
T, LRV E
L,
(2) FREE (DFRICEET S Z L)
BRPRAEIR - W -
RHES BER RERET
THZ7 4V TAET74VD |TAHET YD
T 74V |Cmax B3 17%., AUC|FFCOMH 2
Ky M 2%FENEN |HL, 27V T 7
LR LcED® | REEDEED
ERND D, TAT|TmDEEZLN
4 U OfER%Z | T D,
WIS E L AHE | IFEEOH 2 &
P8 2 DT, PF| | v Tl
AT 2HB1F | ICEETDHZ &,
TET7 4 &
A AR A ]
U720 18 24T 5
L,
BT A 72 OM | BT =A L DIFT
IR LR | oA L.
LHZENRDHD, I VT T AR
HEEDHIDHEE
2 HITND,
7o )VERER B AEZTR (PRHICED. =2
AT A R | Z03d D, ER|—F /o R/
VH 2% B 751 RO DT | EAID GABAY A
vruzxeFr, A WAOESE | R~OREEM
Ty 727 E|FIET Al | AETRS N, R
TrvA Uk |UIRAEERITY | BRFEBIND L
FERAT A R |2, EzHn T\ 5,
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TAIMAEDRE
BEPEIR B S 2
o OBEERED
B 5B, BEE
D& 5 BETIX
FicEET 52
L,

v ARY v

MAEIZEIER (&
PEESE) 2R S
NLBENNRH
50T, HENZEH
BRERAE (/LT
F =1, BUN%)
179 7 C B
DRAEE 3T
BRI s L,

B FE DR
IIRBITH 575,
FAEIZFTOR
#EMEI L, —F
S 5 D afi.
MREN ERT S
T=HEBEZ LR
T3,

PRz & 5 H
F | EEE I
IZEBET2Z &,

ONT 7 U

UNT7r D
EFZ1g5a L., H
M, v krov
R D B RS
NHLLNDZ
LD D, KiE
BT 5551,
A= N = I
R[] [ BEAE VE L

(INR) it % 2 ]
BT DL, Bl
AT 2
L,

FEHUE T OFERM
IIRATH 578,
UNT7r D
JFToG#HzZm
L.z U777
AERD SED
TeweBEZ LR
TW5,

A VIR = VPR IR

SR ABERE T A
JUAEY R
TV T
K%

A VIR = VR FE
RALFERE 7D
EZ1g5a L, (X
MmpEA & B i
LTENH D,

FEHUE T OFER
IIRATH 578,
TIVRUT T3
R DT OGH
ZEETDED
WERD D, F
7= BERg O B A
& MW7z invitro
HERIZBWNT, AR

HIRA LAY v
SIWAER % it
T5 & DN
b5,
npt=-—p—)i |r=o—1o |fiHlIcEY, 2t
i3 Cmax 725 60%., AUC| =12 —/LDFFT
M 8A% T | ORI PEE X
EHLIZEOH (NWbdldbEx
HERHDH, rE= | BTV S,
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o —/L D54
\ZAH % F¢ 5B
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PIETH L,

ARRLFH—K AR LSS — | BB O
MOmMAPREN [1TRHTH D03,
ERUCERAMHE| A M hLEY—
MENAHEBEI | hOBRME D
B D, T | 5 oPREEE
BAICIIBEED | EndnLE
REZ S8 | 2o Tnd,
BIHI Lk,

7 I AN | BREHR L |BHEICEY . QT

HfRoHE BB QT JER 3 A | SERAEF A3 FN

=Dy, e | bhiaBEAN |[BIENT 56

HATIRE | HD, ENDH D,

7 Z AMPIAEE

R

TIAHa L,

VAo — LA

=R = BOAlcs T | PRHICE Y Af

A =V 7aPErET [ HEAOF TN
ZofFEHom |BARESLD
RN 29% & |72t EZ BN
%ENZENLE | TnD,

Ll o®E
Db D, FEFLEH
DG AHA
ZRGBIRIT
Eitee R I AR
BT BHEITIE
U TAERLEEHA| D
Mgz 35
ZL,

UNTFT 4 v
7 = U FRE

VT T 4 v
@ Cmax M TN AUC
MNENEIVKI 25
R L ED#H
ERd 5D,

CYP3A4 BHEIZ &
DI IV7TT A
BT LD
Wb H D,
BUHE DM
THTH S,

ZA=S=N0  G

Tx=hrA D
i PR EEAME T
L7z & owsn
b2, AHlz A
TAHEEIE. 7=
= hA Ol
REZRET S
nE BEETH

B
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| oo, | |

4. B\VER

FRFREE (41 [A] 200mg 1 H 2~3 [\ 1
7] 300mg 1 H 2 [F]) K OMEHERZE (FIC
1 A& & LT 600mg) TOFASER 3, 628 H
M 323 5] (8.90%) IZEIWER (BEEBAEMED
B k@haate) DR DL, EAREIERIX
THERErE=E 106 14 (2.92%) . ALT (GPT) K
474 (1.30%) . AST (GOT) k5545 4
(1.24%) | &5 - FEWIBE 26 14 (0. 72%)
HEThoTo, (FHFEAKTE

[E N AR e R IZ B8 )T AHN 1 [8] 400mg 1 H
2 [BI X3 3 [E#% 5 &7z 38 il 17 431
(44.7%) \ZEIWEA (BERMRAIE D BE )
ate) ERO b, EARBENWEAIEL ALT (GPT)
5. AST (GOT) k&, ATHEREFLH . AFBAER
2, MR, FEREBACRLEE, FESEA S
ThHhY., EhENn 24 (6.3%) IZRHHN
oo (- HEO HRZ8 5 EEEE)

(1) EXEZEMER (0. 1%7%)

Navy, 772453 F—:vay
7. TF 74 T7x%v— (FERINEE, =
JE, HRBE) BNbobndZ ENRb
LHDT, BIEE+HITITY, BEND
LAk 2F1E L, @)
RAEEZATO Z &,

2) RIG# (B RGREOMAEZ 15
HERKGRIHDONDLZ LR
%, MEN. HERIO THINS b b=
BlITE IR ZF LT 572 LiEy)
IRAEEZATO Z &,

3) AU BAERIE - 75 I L 672, CK (CPK)

4. g8l¥EF
1 B 5= 1000mg LA T3 L F-ERREER
1, 264 iR BIVERIZ 43 151 (3. 40%) 1238 &
o, ERRBIERIE TR 11 41 (0. 87%) . ¥
2 9610. 711%) % TH - 7=,
Fo. ERBERBRAERE & LT,
ALT(GPT) #9h0 6. 156% (73,71, 187) . LfMeEk%Ek
A 4. 58% (51,71, 114) . AST (GOT) ¥§ 1
4.04% (48,71, 187) ., ALP ¥in 2. 86% (32,
1,118) . y —GTP #4/1 3. 35% (28,7835) S 7338
oI,
1 BiR5 & 1000mg AT OBEERT B
PRI YIE | B T 2 R E U R A C
1. 4,032 il HEIVER X 336 51 (8. 33%) 1238
DB, ERREIWERIXIFEE R 113 41
(2.80%) . FFBESE 23 61 (0. 57%) . B EERERE
=19 61(0.47%) . THI, FBK 16 i
(0.40%) . #Z 12 451 (0. 30%) . AST /1 11
511(0. 27%) (ALT #4540 10 5] (0. 26%) T > 7=,
LA R T iR BT 5 R FH A R A
TiE. 54 BITPEIVERIE 7 61 (12. 96%) 1258
DAV, ERRWER T HEEE R 5 2 51 (3. 70%)
ThHo7T,
1 B 5 2000mg T L =FRKAER
167 B F . BIVER 1L 83 il (49. 70%) (238 &
Niz, ERBERITESEALE S &, L
B, JERR. fEAS, ERZCE) 57 6 (34. 13%) |
T8 5] (4. 79%) & TH - 1=,
Fo, EREERBRAEERE & LTI,
AST (GOT) #4401 14. 37% (24,7167) . ALT (GPT)
HANN 13.17% (22,7167) . v ~GTP ¥4I 4. 27%
(7,/164) %2338 S 7=,
(1) EXGEIMEA
DREBEFRL 0. 1% K75 : 2PEBFREMN
HoboNLZERNHLOT, BERE+
ITATV, BERFRO b A1
BehZRIE L, EEURLEEZTH Z L,
2) FFHEEREE (0. 16%) . =|E (EE R
B FHRERRE ., HER A Hbid
ENRBHDHDOT, BEEHZITATY, B
WHRRD NG EICIEREE PRI
L., @ERELEITS 2 &,
3) FAREME KBS 2% (0. 1% K1) « At K%
REOMAEZ M) BERRKBRIH S
s ZERD D, IR, RO TH
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EH. M EORPI AT e BA
EREE L, R BRI L Z 1D
BRI RRIEN H S bND Z ENH D
DTHEETHZ &,

4) BRI 28 ¢ REEN. R, R IR
s X MR B AFPRERIE 255 2 1F O M
BN bbb ZEnNH DD
T, ZOXIRIERND bbb =5E
WIEE G 2RI L, BIBRERLVE S
FOEGEOBMY) /2 EEITH 2 L,

S)EMm#E . HiEKMENDH bID 2
ERH D (FElE. FFICANLVKR= VR
FRIMBERE THIDFHEE Th b b
TV) DT, BIEEZ oIV, B
NdH b EAIciE&REEZPIEL,
7R ALE AT S Z L,

6) &8t N H LD ENHD (B
12, BRERENME T LTV B EBE S E D
HFTHLDLNRLLTV) OT, ZDXD
RIERN S b b E I3 %
L, #EURLEEITY> e, [ TH
% - HECEET 26 EoER] |
[ElE ~D& 5] OESHR]

7) EEEINEl, AMmEREHA . EERIBRIE.
m/NRGRE D - - BEE] DL ek
DRI ERAE I/ RIS ERN B & b
HZENHDHOT, BEETDITITV,
HEND b HGEI3# 52 F Ik
L., @O MLE%21T9 2 &,

8) BIERT . FFH4aelEsE. &IE : BUEN
. ELUWAST (GOT) . ALT (GPT) %
O _EH % £E D FFRRERREE ., ERH D
DA ERHDHDT, BEETHIC
1TV, BFNBO b HA Ik S
ok L, WY AE AT 2L,

9) hE MR R IESERARAE (Toxic Epidermal
Necrolysis : TEN) . R[E¥hIRARIE (& E¥
(Stevens—Johnson fEIZEE) . S HHIHE.
SRR HREE - PEMERK
HESERMARIAE . R R RERARE Rt 2T
ALEE, MR ERIEIER & &
bNLZERHDHOT, BEE DI
T, B NRD b HA ks
ok L, WYRAE AT 2L,

100 2EFL. FMEHELX AT R4,
MEMEBERRS LN ERNHDHOD
T, BIEL STV, BRELXRD S

NHLONTGEIZITELICES % F
1927 EEERAEEIT 2L,

4) SEEARIBRAE (B AT . fn/MRE D
(0. 1%A) - MEFERIERAE, I/
NHLONDZ ENHDHOT, BEL
FTATV, BE RO SNTGEI
WG 2L, EORAEEITO 2
k.

5) WERUFH RAERAE (B ANH) - BB Rl iR
ENRHLONDZERHDOT, HLE
53 TATV PR i CK (CPK)
EH, mPERFIATr e BA
BRO LNT-HA IR 2R L,
WERAEEITH 2 &, F-. BEEUH
RARIEIZ X 2 B EE AR 2 ORIEICHEE
T5Z L,

6) #8EL. IRFEDORFAER B AR) < B
fil. LIRFEORBHIERNH b bivd Z
ERHDHDT, BIEEFZITITV, R
HRRO LN GAIIT RS 2RIk
L., @YR@EEITo5 Z &,

) ER (0. 1%AK) - BERHLbND Z
ERHDHDT, BIEEZITITV, R
HRRO LN GAIIT R G 2k
L., @URELEITH 2 &,

8)aviy. 7+ 74 3F—HEK(F
WA, FE. BFE (W ThbHEE
R :vav s, TFH7 4 T7F—%k
SEAR (RRR R, FIE. BARF) D H 5
PNDZERHDHDOT, BEE+IIC
1TV, BEIRD LN HEICIIRE
ZHIEL, @EIRLEEITO L,

9) hE MR K IRFERAZAE (Toxic Epidermal
Necrolysis : TEN) . FRIE$LIRARAE (& B
(Stevens—Johnson fE{&EE) (W9 1L & 48
FEARB) - HR R R BB SE R ARIE (Toxic
Epidermal Necrolysis : TEN). JZJEkL
HEHRAE (B #F (Stevens—Johnson JEBEHEE)
NHLDLONDZ ERNHDLOT, BlEE
+3IATV, BENRRED SN HAI
T2 L L, @O ALEAEIT O 2
b

10) RAEEMERH 2 (0. 1%7R0H) « FEEL, IEHK,
IR (R s X R A A 5 T
MR D D ENHDHDT,
DX BRIERDH L b EICIE
BhHAEZRIEL, BIEEREARLECHIO
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NG EITIFE G2 L, @Y7
EEITH 2 &,

M 7FRLRBEE. BEREORES : 7
XU AR, MEWTRHEORERREE R & 5
PbnbdZERNHDHDOT, TEOERFDOR
JEN I L NTZHEITITES 2L,
WY R EELTH Z &, B, FMENC
BT, BEETHE AZIZZRBD
SRR 2 REHL LIS S s ST
Do

12) $&&L. 15 DFEDREHAEIR : S55L.
) OEDRERIEIR N B B b Z & A
HHDOT, BEETFITATV., BEN
BOLNTHEACIIREEZPIEL,
Gl iviE %2479 Z &,

V) EEMHBENEDOE : HIEMHWESED
BETIEROBANH Hbd Z &N
bHDOT, BEETFITATV., BEN
BOLNTHEACIIREEZPIEL,
Gl ivig %2479 Z &,

MMmEX : MERBRHLDLNDZ ERND
DT, BIRE+7ITTV, BENR
O LN AICIIREEFIE L, @)
IRAEEATH Z L,

15) QT & =848 (Torsades de pointes
2¢) QT iEERE., L= (Torsades
de pointes Z&Te) NbHbbhbdZ &
NHDHOT, BEEHIITITO, BE
NRD LNTHEIEESEE IR L,
WEEI LB 2T H T &,

(2) ZDinEI{ER

PLFD L5 REWERN S b o= Ha121%,
JERIZIS U CHEEIZRAEZITH 2 &, KFO
BERICOWCiEER 2RI 52 &,

0. 1~5% A | 0. 1% ARl AEE AR
WEUE | B, BE. |FE CR#E. | ARBBUE.
EMP. RH. | 0E. BE. BEES. oL
FIR (FEETHE | 1HEE) BRERG
F1HI)
% i |BUN k5. MpR . SR
L7F=rF
‘ﬁl
A W& | AST (GOT) E
5. ALT (GPT)
EH.AI-PL
5. LDH E§.
y-GTP L&
B R SRR, A,
1ETY ., K
JE. HEE

BB DY) B EITO 2k,

L) R M ¥E BEEEARRT) o B e IpE 23 &
bbb ZEND D (Eiing . BhEER
FTHOLLNRTW) DT, BlEgr 14
ATV, BE DR b EE I
HAMIE L, MWURLEZITY Z &,

12) THFLRABER. BEREORES (T
UHBEEARR) « 7% L AJdA, b
FEORBEENDHOLDONDZ ENDHDHD
T, BELE 24TV, BRESRD L
NEAICE&R S Z2F 1 L, w7
BEITH Z &,

(2) EXTEMER (FEF)

DPIE FEBEE o= 2—% ) 0o RHE
FIT, BN gk, PR IRIEE, RS X
FRELE . AFEREREE 2% A 1 5 PIE JE
HERRESNTHNEDT, ZDXH7%
JERD B BN GA I3 &5 2 ik
L. BB EERLE CFOHE 52D
FIRAS Ui o o B

) EEMBENEDEL  tho=o—F/
0 L SRPLE AT, A E O AL
DHEINTNDHDT, BEP+HIC
1TV, BE2R3BO NG Ee IS
ok L, @YRMEEITO 2L,

(3) ZDithdEIEA
WD XD 7RBEIWERANS &b =8HE12iE, iE
RIS CCHERAEEZITH Z &,

0. 1~5% A1

B 0. 1% A
A = ST HEE AR oA
WHOE | FAREY, B, KB | %O FEAE, TRIE. =

BB, FEEA WA
KPR, M LT F
ENS NN
EREGPE. JRTPER AW
P, Rpyaey s
B, IRETRERG %

B i | BUN $50

AT Bk | ALT (GPT) B8,

AST (GOT) B9/, v -GTP
H9AN, ALP 450, LAP -
45, LDH 40, M
B YL E N

AFREERECEIN, A M ER -

i ¥
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MW | FEEEkiES . | FOBKED. | /REm, T B N
=1l BmEFED. | BrOVEY b i
E/OEY | &M, B#m || e - -
g ot |mam T e [, L it | mm,
AR i, AAff, AL
D MR 5
%~Emﬁﬁ ¥ |, RS B L,
e SRR, EAAAIR
TeE | T R | BRI, W | . e || | e S o WK
TR, RS | L e 5. =
W O B 5 RS G
H%k WA | FUBE. MERR. WEGS. -
R R RS | DRTES A, A L)
R S| [t o (cn s, SRR |t B, 1
WO 5 i P, B (G5
R R, R,
WA . . | IR M ). DN,
R BHEL RIRSE, R, %
F, mE || 5 o
it whps, || TEL) A
K, Ak
o=y
— (LUMUR
) | R
Foite, SN
FE L3t
BakbEE
% 5 | RS JekE
won | (.
WR%s ATBER
O %)
Zofh BER. @i | BEE. A
pic ., E=U7
SiE . IR R
Wi . 50
BN, &
sl 8 1)
JiE, CK (CPK)
L5

B FEWE U DA TRED BTV D EWERICS
WTIFBEARI & Lz,

5. S EA~ADES

AANTE L L TEIE S S D 23, &l
FHTCTIHEBHENMET LTS Z 3% W
O, BRI HFOEE L, BEOIREL B
Ly b HEIF N G HBICEET 572

CHEEICRGTSZ L, [ UL - HEICHE
E DA EoER) . RYERE] OEE
]

6. itim. Eim. REIBE~OES

(1) B85 UTIENE L TV A ATREMED 8 B i A
WG Lenwz &, UHRFT o5
R4 5 2T LTy, ]

(2) AT DIF N~ GA1TE T D Z & NE

5. 5 EA~ADES
R CARK 2P G U, iR R K OVR Pk
2R L= fs5. Cmax @ F4&-. AUC DHYK
K OYRHFEIER O FRRD TN DD
T, HEICHEELEERICEG T L (T3
WEhRE] DESM),

6. 1tim. Eim. REIBE~OES

(1) W0 ST L T WA ATREME D & D It A
WIS Lanwz &,
UTRF O 5T D LA TN L
TR
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F LWL, RLEHETEREGTIHAICIE
BT SEs 2L, [BALT~BIT
THZENFEEINTWS, ]

1. INREADHRE

(D BEEIEENRET 2 B8ZN1H DD T,
AHNDOFHIZHOWTUTY AT ER_RRT 4
v hEREBLERICHK T2 ZE. B
MEME R B E T B B R o/ N BE
xig b U ERRBRIC BV, BIfE
LM S BE 0B &I e T
FH 2 9.3% (31/335 1)) AR 6. 0%

(21/349 ) Thoiz, T, BWWER
A X, T v ) CTRERE N
WO LILTVD, ]

Q)R AERER, HrA R TRl

=

BT B 2 A TS LT U R
1 4

AN =R Rl = A = > L [ [ =
S T JO T t=to~g o —LC

8. BE®RE

BiEREER  BEENRD b & OHEN
B 5D,

WME : BHEA T =X —T 5L & biT, KAy
L OVEMEDOHIEITH, YT r7axHd v
NERERSENT . BT Tl & (10% )
LbrES N0,

Q) AT OIF NI 5T 555 1213 %
HiEEEn L,
(EER(Z v b)) T, ILHFIZBITT
DT ERHESNTND]

1. INREADHRE

INVRER T B e MRS LT RN D
T, &G LARWZ &, [ 19. ZDfthoiEE ]
DIES ]

RN
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9. BRLEDEE

() B 5B - AFNT SRRSO T
HZ &,

(2) #5871 - WSROI TL2 20
HDHDOT, ZOX I BRGEITIZIRD TH
maa AR LTI 5 2 &,

Q) FAEAE - JFAIE LT, SiEEHEICEL

Tk, AAFEER,. 7 R USRS
MR CHIRT D Z &,

(4) SABEE - AAEFLA LIZREC TR, TR,
EEPRBD LN GEICERE LD
Lo BRCT AR VIEOEIR LA LR
Z & (RHFID pHI1Z 3. 9~4.5 OEHTH
%) .

BB LRI N T, T T O
DRHFTEN TV D DT T2V A, KA
ERLA LT-EEND 24 B £ Tlo, Ik
JEPBIRE ST R H DT, BlA
BRI AR T — 4 25T 52 &,

B)¥\EAHE  BARWAER Sk, W&
. HIREEZRZTZENHDLDOT, =
O E T D72 DITTERERL, RS
EEIZOWTHaER L, 30 3RO R
TR D 2 b,

(6) ZDMDIEE : HHEIEG LT &,

10. ZDDEE

EEREEVAN SR A S TP IE SO W T
HENEESAN SIS VRS

(D KESG [750mg/[ELLE (BROAD 1 2
L VRERIRNBD SN EOHEND
Do

Pl a=EaN SV NIIELS-7
Taxxy REOHHIZE D, AF DK
E LR TR & < B L Lo 728,
tie DILR & AUC DEIMATRO bz & D
WEND D,

(3)EIEEEMEICSWTIE, in vitrodBRD—
W (=AY oNEfE A2 AV s T
ZEIRE AR, T v MFOME I &
AW AEW DNA AR, v 1 =—
RININA L —CHL flifa % F O 7o Yt fR 22
WERE) BUEICEB VT, AR RLE L
THREND D,

4) JEARFMEIZHOW T, FAXIF 7 AH
TA104 % N5 IR 28R 28 B3l 7 v A
== AN AHZ—VT9 i & V- Y,

8. WRLEDIE
(D) BB - AL EIRN B O 212
FEHTHZ L,
Q)5
1) LA O & Bl A L72GE1s, BlE
24 (A% DD 5N TWnE T2,
JERIT & U Tt K ONigig & Bl A L 72
Z L7283 1. V. Push ¥ K& (Y Piggyback
HBEIZB W THE SR FEO 5T
D720 ME NS OEE BEET D Z L,
2) MEZEER T e L, SRLerGd
ENSRET HGAITIE, thFE D
BEAEL & BT D720, AFIFEH O]
BRICATEBER T A L (7 T >
UT)EATO 2L,
(3) BAHE : BHEMZITECNHERH TS Z
B

9. ZDHDEE

BB (A R, AR [16~26 71 Hlin] |
Z v b [68E]) CRBIRE N BN L
DHEND D,
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Page 17 of

—LAR7axyI oKy, B JoonxYydr—
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AR e 4 75y NEFEETEN > 7 500mg/100mL o7 u %Y U %%E 100mg
7 7y MO EE 500mg/20mL o7 a %Y U %%E 200mg
S414 [ R S e o A T VER RS
HKERAEH H 2010410 B 27 H 1988 453 H 29 A
R4 A — 2004 4 9 A
HEAER — 1996 4% 3 A
FR X 55 L5 A [ 3 AL AU E S
= ~ CH,
e N
- AN
s f o .+”:“
XN )H
0
K« &8 |13 7 (100mL) XIX 154 7ov (20mL) W |1 g9, R Fr 7a x4 > 116. dmg X
LARTZaxHo kK 512.5mg (AR 712 [13232.8mg (7 rryaxt L LT
XL LT 500mg) &8 100mg X 1% 200mg) &H
ZhhE - 2 F | GERGEE) GEIGETE)
LARZaXxH v M@t 7 RUsdR., V| v a7axd o B Eo T R RER.
VHEER. WRKE. £ 78T (7| LoV EKER, MAKE. BEKERE. WM.
INAZ) e AHT—V R IRIERE., KIBE. | RIEE. KBE. RFE, > hae Xy 2 —Jg,
FTAE, RTFTRAE, JLT VTR, | VTV TB, T unnsA—g, BT
TroTunNI A= EIFTR.RXANE | T TR, T URE, EALTXRT c EAA
A TN UYHE, FEE, 7V MU F | =— FabeT oy T B Ay IV P,
—JB, LYARTE, T TR, WRWHE., |[BEA. TR I =B LU R TR,
VBN o FT (a7 T « TART () (R EA LT hayh 2Ag
Wik s3I0 7 (VI9IVT + =ma—F= (o i iE )
) iR~ A T TR~ (v 2T T X~ o | REVERZERRYYE, RIEVERJERGYE, Vv
—a—F=x) PN U URERR, BIEIRRE, SME - BVE
GEGHE ) K OVFMTAIE O Y FLIRSE . AL JE P
i 2 (@ MERFIR ZRIR 28 O —WRIEGE T 7 A | RS, WHBH - MEBAZR . Rk, SMERE XK.
WRTFT A RIE, TVETIE, XA M, B g, BT EREE O IR, BEEZ .
I, QEL BEER, BCIRE (BPEEE, 1BMEE) | R
BERR (RIEEhK) | REdk, fHFESR, 5
TR RYVERGA. SV U R FEN
B, TEf R, RER, ORI, Rk
R, HEHR, Bl&SPER, RIE
A - HE |BE. RAELR e b LTlE| Y Frryafd oL LT, @EEA LR

500mg % 1 A 1[8], £ 60 43RA0NF T AEERE
T 5,

100~200mg % 1 H 2~3 [l A& 54 %,
7e B TEYIE O FESE K OVEIR I s U 368 B HE
T 5,

RIBICH L TCiE, Y Faeyaxdi e L
T 1[E]400mg 2 1 A 2[R A5 T 5,
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PEIR DIRIE _E B 22 e/ NB O HIR 0 e 5
e DD L&,
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m%#yykbf(ﬁmﬂmﬂwﬁzt%g
BIERE A ORGHR b &) 14 AR
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%o MR L7 Biid, & eI |

Yo L (ERYEE OHSR) .

4. RGP LE L 72 5581203, iasle
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5. AFNTAEEEICORMEHTH = &
6. B REREAG T AR TIE WO TP B S Het
TH5OT, TRROAEERUCHEZHEZ L L
T, HEWJSUTEGEZWC, F5HE
ZHITTEETHZENEE LW (T3
#E) OEBM) |

BHBE Cer (mL/min)

ik - &

#H 500mg % 118, 2 HHLRE

20=Cor<50
=her 250mg % 1 BT 1 EH 555,

T
Cer< 20 Y H 500mg & 1], 3 HHLAE

250mg % 2 HIC 1 [#%54 5,
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(D) AFN DN T > T, T O RH |
HERPITEO, FAlE U M & el
L. IR OTRM LB 72 R NR O W 0 |
L BElcEEDB L, |
(2) ANROBRIEICR LTI, KERFRE Y
v H— (CDC) 73, ¥y FuzuaFHi v |
L LT, 1A 15mg/kg K (7272 L., FK |
NHEZBZ72WZ L) 21 H 2[Efk0 !
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D (3) BRAE DFENE S OE RN IR, KRER |
BHE L Z— (CDC) 23, 60 HiHD#E: |
AHEE LTV D, :
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@) BEOBEEDD HBE (E\ ML RE
DEHET 20T, REBEZBES 570,
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&
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HAZE (HFRICSEEITSIL)

R -
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LEZLRTH TAMDAIFEDORR
5, PRI 2
o OB ERED
5B BhEE
Db HEHETIE

FROIEET S Z
L

FHF=OIF

FHF=U U |F=vr0
1 Cmax 723 7 i, AUC| T & FRE
TR UE B 0FEENER| L. TF=Y 0D
FHL, MERK |fmREs BR
THIR, DFWV | SHDEEZS
ENRH L [T D,
LOWERD D,
FH=rDE
MEHmsEs
BENKH DD
TP L2z
L,
(2) BFREE (DFRICEET S Z L)
BRPRAEIR - W -
RHES BERR ERET
THZ74 Y TET4VD | TAET 4 VD
T 74V |Cmax 23 17%., AUC| FF T 241
KNy M 2%FENEN |HIL, 2V T T
FRLEEDOH | AEWWDEED
ERNSDL . TAHT | 2D EEZLN
4 U OfERH%Z | T D,
WS D AHE | IFREEOH DR
PEDR 8 2 DT PR . millind Tk
AT 285800 [T &,
TET7 4 &
A AR ]
U728 24T 5
ek,
BT A H7 2Dl | T =4 DIFT
HREEDS LA | OREH A L.
LZENDD, | 7VTTUREWR
HEEDHIDHEE
2 HITND,
7z = )VERRR REAEZTE |HHIcky, ==
AT A R | Z3H D, ER| —% /o U R/HT
VH 2% B 751 DERD DI | EHI D GABAy L2
vrnzx=Frs, |G EAORS & | K~DEEM
Ty 7 F S|P A LN | 23R S, ek
TrEFUER | ORAEERITS | AERIND &
AT A R |2 &, Ez2 5T,
VER SR A (7272 T EDRE
L. &S AL AP R OT 2
Soirs7raz o DR ERED
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v ARY v

A EIER (B
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ONT 7 U
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R D B RS
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LB D K E
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IRF ] [ B VE L
(INR) it % 2 ]
BT D L Bl
BT 2
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FEHUE T OFERM
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L. 2077
A& SED
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Bkl
TUAEY R,
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IR

A VIR = VR FE
RALFERE 7 O
EZ 158 L K
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LTENH D,
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R DT OGH

ZEETDED

WERD D, F
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e % (et

T 5 & OWEN

b5,

o =m—/ L
iz

nE=a—0
Cmax 73 60% . AUC
M 84%E I E I
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ZAF % ¢ 5-B
& X AF Gk
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=g —/LOAFT
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4. 8lEH

HAGREEE TICEN THEME S - KRR T,
22 AV ST ot SR S5 342 151 T 164 451 (48. 0%)
WCEIWER (BRRMAEMERTE 2 51) PO
iz, ERBIER . SR ROG (20.2%) |
ALT (GPT) EX&- (10.2%) . AST (GOT) L&
(8.5%) ThH-o=,

(1) EXLEIER

D¥avy BEEARHY) [ PFHI435
Fo— BWEERHD) :vavr, T
FTT7 4T — (WIHEVELR  ABE, B
¥, FERREESE) R"hbbd Z En
HHDOT, BEEIITTV, BEN
BWOLNTEEIIIREETIE L, &
e i@ #1795 2 &,

2) hEMREIRFEMAE (Toxic

Epidermal Necrolysis : TEN) (HEER
™) | REFEIRIREIREE
(Stevens—Johnson JEIZEE)  (HHE A0
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P
*T oY

V=20 -0 40
Z DR O 1.
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31%EhEn
L owmss
N D, FEFRIEHA
D HITAA]
% B 5B X%
BEH LT 53
FE A A S AT
U CE 3kl o
MEME AT D
ek,

BrAic kv, £3
FHDOIF T DA
#HAEEFEND
eHEBEZLN
Tn5,

VIVTFT 4 b
VA= 5

YVTFT 4L
@ Cmax M TN AUC
RENENK 2
fEERLEZED
WERD D,

CYP3A4 fHEEIZ X
DI IVT TR
NEDT 5 LD
WELH DN, FE
BRI OFEHIT
THTHD,

TJrx=kA

Trx=hrAf 2D
MR EAME T
L7z & O#HEN
& % o AH 2 A
THHEAIE. 7 =
= hrA Ol
REZRET D
PN k)
1752 L,

B

3. BlYEA

FRFRIRE N OV F A i A C O F A IE ]
17, 359 f5ilvh 498 1] (2.87%) \ZEIVEM (EFAE
RO B EEESZET) DROL, £

BIVEAIZ., 3892 34 1 (0.20%) .
36 1 (0.21%) . FHI27 4 (0.16%) .

H AR
M

2T (0.16%) . BHECREE 25 14 (0. 14%)

EThoTl,

(1) EXAEMEA (0. 1%AK7)
Noavy,. 7T7745F%>—:vay
I, TFT 4 T%— (PR IREE, %
i, ZRBE) ROOLbNAIZ EBRH
HDT, BEE STV, BRERD
b GAIIIE S 2L L, #Y)
IRALE AT H T &,
2) KB 2% : A REIE R IG 28 % o i {8 2 £ 5
HERKIBERLODLNLAZ EBH
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B, WSRBHOMEOH HEETH
L du,

13)88EL. BAX. 15 DEDREMER (M
FEARA® ) gEIL, HAE, 119 0%
DIFHIERD S 5N DZ ERHDHD
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ONDZENDH DD T, JEOEFLHK
JED A BTG AT G 21k L,
WY R E AT Z &, ek, AMEIC
BWT, HEETHy ARICZNHD
JER AT LU ER b s S hvTn
2o

12) $8EL. 15 DFEDFEMAEIK : S5EL. M
) OEDRFMIERN D bbb Z &
NHDHOT, BIEE STV, BE
NERD LN HE IS E IR L,
WY E 21T 5 2 &,

13) EEMHEHNEDEAL : FIEMH T IIED
BETIEROEARS 5oL Z &
NHDHOT, BIEE STV, BE
NERD LNTHEIZTESE IR L,
WY LE 21T D 2 &,

1) MEX : MERDHSDONDLZENRD
HDT, BEEZ+SITTV, BENR
O LT AT 2 F IR L, )
IRAE AT Z L,

15)QT #ELK. (LESEIE (Torsades de
pointes Z&L) : QT iLEE., L=
(Torsades de pointes Z&de) 2Nd
LD ENHDHDT, HEr+5
ATV, BE DR SN EEe I
Hamik L, @URLELZITY Z &,
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VAR 7 xYv oKk
(Levofloxacin Hydrate)

Wy I 7a X
(Ciprofloxacin Hydrochloride)

(2) ZfoElfER

TROBWERARNH N D Z ENHLHDT,
FHEDPFED NG A ITITBEITE LR

(2) ZotosIER

LT X5 EWERN O & b - 581213,
JERIZIS Ul bI 2 L& 24T 5 2 &y KFD

HIET 572 O R ALE AT O 2 &, BITERIC W CI 52 IE35 2 &,
1%L 1%kKiH SEETRHEY 0. 1~5%Am | 0. 1%A3m | HEERF*
BEE TOFERE, F | HRS, MR || | REUE | P FRBBE. |EEES. I
> A EULE ERP RE. | BRERG
R | AR B FE, TR, R, R, RERK
fER LU, 2] [1IEAY ., B ETTERIRE) |
" AR R FE R,
PR, mE. EEm.
RS R B REE)
e Mg, REA | 7vT7F=2 || |B I BUN 5, 7 MR, #&R
Gt k5. BN |k v7F=vk
S JREA. M 5
SR BUR i B | AST (GOT)
FF B& |AST (GOT) I |LDH k5. i |fFeERESR & 5. ALT (GPT)
HOALT (GPD) |Fryrey EF . A-PE
&y -GTP | B8N 5.LDHER.
S ALP | y-GTP L §
5 TR BEAR, St
0 & | AFERERECHN | AR EREOR | M/ MRS ECY ., K
Do BIMEREL | D U voRER J£, REER
B BEvb, i || | W | FEREkIE S | amEREA. | M. f/h iR
SHAESS | T R | ELL, Ee, | WEERE. H FrMmEREA. |80, BmBk
BERIE, 18 | BEE, 0N AESOEY | #Em, AKkH
EARPRER, 2 | 2 B, A< kM, 7o kO
. D, g S0y bR | VEVE
AN . AmEE
R Hng R, Bk i
T, WA || | R | ARCRE, T | DS R, | R R,
B MR L H R, | MR, MR | 2%
L M4 ik
R BE RmE, || | RS IR EPRE, | MERRLTE . LG
Bk LR B SRR, @M
SESTER | FESEBATAL | RS AL AT R, IR,
RIRIG | BE, VEGHEOL |G, JRFHERAL U SR
O FERG, TR | B, FRRZE. R PREk, SR, | MEUNE, AR
PR, | S, TR DFEV, IR | IE, R, R
TSNS | SR AR, . B %)
MmEgkEsE, 2% . R,
AR PN N e
ZTOM | JRFT RO | BIETE, R | AR, —a—uRy
[1k8 &, CK (CPK) | Mo . UMM — (LU
RE GEEN | TEMERLAR, B ) | R
B, EE. 5 JUiE, EHEN
AR FETTHE, Wbk,
REEREE, % Bl
i, i Z Ofth iR, BE|T=Y TE,
VE) [l — R4y & A O BUFI UTHESM B0 TR BT B BB | PEIREAE, B
BRI O 1 I R, i T,
BIHfifREE ., =
Mg, S
JE. CK (CPK)
b5

X H TS TS DB TIED LA TS EIERICS
WTIIBHEARB & LTz,
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| = oo VAN LY
(Levofloxacin Hydrate)

Wy I 7a X
(Ciprofloxacin Hydrochloride)

5. B E~DERE

AFNE, FE LTEEO LR SN D (T3
WENEE] OIESM) 28, EEE TIIBEEEN
EFLTWAZ LN, EO I A
DEHGET HBENDRHHDOTHREGER LN

WCERERBICEE L, EEICRETDH L

( TH%E - ARCEETHEH EoEE] o
HER)

6. itim. Eim. REIBE~AOES

(1) 545 UTIERE L TV A ATREMED & B i A
WG Lenwz &, UHRF oI
B2 2T LTy, ]

(2) AL DI N IIARK G- P13 3L %k
FEEsZE, [A7uaFP T TE B
B ~BITT 5 Z s shTwn
%o ]

1. INRE~ADEZRE

RHARER, FrAa, LR, slE X3 hg
WX A RIS L TV R WD T, &5
Lz e ([ZofoiEE] OESR) |

8. BALEDIE

(1) HTEER  AANTRRFEICOER
5T &,

(2) RAHEFE:
AFNOSA T VRFNL, AR E T
ART D Z LBREE LV ( TERRAGE]
DIHSM) o ek, PHREITESLIHE

A4z (@RIIRICOWTE TERW
LtoEEl omEER) |
) &5

D) AR 2t & Bl E L7oRRiC, ThBL, B
WD NG AITIE, &G L
Z&,

2) KANFIA~SY T B U DA EEREEAL
DROLNTWNDLDOT, #RNT T —

4 SEHE~DES

AANIEL L TEEN O S D (T3
FHE ] OHBM) 23, @i CIEERE MK
TLTWAZ ERZWZD, B I RN
Fie T 2582 nHDDT, HER LN
HGHERICEEL, ERICEETHZ L,

5. 11i%. Em. REIBE~AOES

(D) W5 X3 R L CWA ATREME D & 5 I A
WG Lenz &, UHRF O 5
BE9 B2 VIS LTV 72wy, ]

Q) I P DIFA~DOEE BT D Z &N
FLVW, RUEETRET L5512
BAAMTSEL L, [P ~B1T
THZERFEINTND, ]

6. NEEADES
RHAREIR, #rAalR, $LIR. SISO NR
WX AN L TV R WD T, /NE
SRS LNl [ [ZoftioEE ]
OIS ]

1. BE®RSE

BUEREER - BFEEND bz & OREN
B 5,

WME : s T =2 —F 5L L bic, KA
ORI ZRAD SEH1-2DI~ TR TN, H
N NE ST RS L, Ko kD
BIFEOMAEIT S, T eraxHh il
RERESEAT, IMHENT Clid & (10%FE) L
MEREINRW,

8. ERLMDIE

FHIZZ{TBE - PTP AL DAL PTP & — F >
LIRVHLTRHET 2 L oET L2 L,
[PTP > — F DREARIZ L 0 | BEVELA AR
TEREEA~HRIA L, BICITEL 2R = U CHERS
RGO EELRAIHEEZ IR T 2 2 L R3H
EIRTW5, ]
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—fREIL R LR 7 a9 KR S A= A i
(Levofloxacin Hydrate) (Ciprofloxacin Hydrochloride)
TNREEEITOE, ~U > F Y
LA & D Mg EEE R IR (~XY m ey
)R IE, — PN Z AR AR Tl
(7T T5HZ L,
3) F—D RN — FEFEH L, A&
2 dg L TR 8580, AHl L
BE 2k QL. RS NRH b5
HEIN S DT, BLEELRAEBRT —X
EBRRTLHZ L,
9. ZDHhDEE 9. ZDHDEE
B ERR (SR, BHORRKR (13 % Al || (DEWER (A X, $h#E57 v ) TH
YT v N CTHEERENEO LTS, i NBD 5N TN D,
(2) KE# G- [750mg/[FILL . (BROAD 11
LD REEIRDBO b & OWmERH
Do
) B\ I YW TIX, invitroi RO —
i (=AY oNEE 2 AV 2B R T
ZEIRIE AR ER . 7~ DTG E AN &
W= ASEW] DNA A kR, F v A =—
RININA L —CHL e % F O 7o Yt fR 2
HRER) REICBWT, BEE R LTz &
TOHMEND D,
4) Y\ EFEICOWTIE, R AIF 7 2H
TA104 & W IR 2eR R iR, F v
A =— RN AZ—VT9 {2 72 Yy
BRRE R, ~ 7 AU 2o EM A2 H
Wiz XAy R vytEAIZBWTHMESR
ARTEHTABFEO LTS,
(6) TRy RIZL DR
Taxxy REOPFHIZE D, RFIDRK
Bl PR TR & S B L Le o 7228,
tie DIEE & AUC OFEINNERD Hivf- &
DOREND 5,
WA SCED

TERRAEH

2013 4F 11 A (55 4 ki)

2014 € 10 A (5 21 i)
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1.8.1 EE - DR RV EDRERML
ARIOFR 2B E ZTE « RELITITRT,

X

HEE - TR A

GEIGEFE)

AFNCENED T RUKE R, WEKER., RIEE., KBE., 7V 7= T8,
TrTany Z—g, HEE., LT RTRE

GERGIE)

OmsE, SME - BUE K OVFITAIE O R Ye, Mk, MBSk, H3ER, IR
K. RIH

MR

1. —fE R
GEIGETE)
ABNZEIED RIAEE . KA
GRS IE)
EHEVEREE S, B AR R, RIH

2. ERMRMEICE T ARERIC K DFRIFHE(ICHESEROBE
TR - BINtE AT

Ny
B
4
B
[

[BxEfRHL]

/NRIZB T DB NEEIL, 2010 4 12 A 13 BIZEASEE L v BRESE SN ONRITK

T5 BT 7 X LRIEIEG O IR FEIEYE (EMEMEREIE A . B &R L OEAMERRAEE” (20T
E LT, Eo, BINEGETE (KEE &K ORERE) (220 T, BCKTo@EiNE (1.6.2 &
) OFFHANTRIE LIz, B-T 7 ¥ LRIEEGO/NRITAFN AL+ 5 Z L2 TR, ™
XE (L) O IHEE - HRICEEITHFERALEDITE] © MNR) 0oF 1 EIZHE I TWD,
“KFIOWRAIL, FAIE U TOBERNCT LA X —0BF 26T 588, EIEDH D WIIMoH
AL THO o RBRDERE SN WEFIRET S, 7 IE&END L O LYWL
7~

INR OREHEMEREIEAE . B 2B M OVFERAMERRHEIE (2% 9 2 AFN O F M R OV ek, LLFI
RTUNEIZI T D ESMERRER (e 2. B R L - BB 100169, FEHaMERRMEE - 3B
D91-024) THER LTV D,

EXER 100169 (2.7.6.22 Z1R)

PR 100169 13X, 1506 17 O BEHEMEIR BIRGMEH 5 WX LB REE EXR & LI BIES
L ESRIEHEBR CHY . ZOXEAMITY 7 a0 v OfEKRICKH 5224 % xR
LG5 2 & ThoTn, FERKITR O UIFHIRNES & L, FIkNEE LR 0 #& 5
~OYEEZ BHREE Lz, Y rr7axH i o ofRAO#ETOME - HEiT 10~20mg/kg 1 H 2
B (e RAEIT 1500mg/H) | BIkRN&EES CORE - HEILX 6~10mg/kg 1 H 3 B (IKHAE:
1200mg/ H) Toh o7z, XHIEOROK G TOME - HEITET7 4 ¥ L dmg/kg 1 H 2[R (IF
Z DR DI AN T 7 A FFH > —/ 20mg/kg + U A N7 U A dmg/kg 1 H 2 [8]) | ERIRNE
ETCOMRE - AEIZE 7% VY A 30~45mg/kg 1 H 3[R TH 77,
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HEMEO FEFME B Th D15 HER (RRIER&KG% 5~9 A H) OIRZIEN TE
i X TE Thol-mE oE&SIT., > e 7ax o VBT 95.7% (2027211 )
KTHBEET 92.6% (2147231 f5l) ThHv . a7 axH o UEEO BRI 5 IEH M T
ST (AT IR EER) o TRIEHIE R OB TR DS THHK ) Th o T gE oRIG
(FEERE) X, 7 o7aXd o BT 86% (1787206 f5) | xHEHET 81% (181,224 i)
Thy, ¥Faraxt o UBEOXREICRT 2IEAEN RSN (AT ER)

RERHIER, WEEE 45 LI LA, WInbIBBERE o/ EERIIEE SN, 72,
BELAEFESN Y a7 oY BT 25 il HREET 20 Bl b2, WTIhoFESE
BB IRBREE L ORI RBEMR L TR IRE 2 o< W) T TEEER L) Sk Shi,

MO EEFANTE B THh D IRBRIERAK& 5% 28~42 H B OBHIFHAE £ CICBIg S - B
JEORBLEIGIL, > Frm7axH T BT 9.3% (31/335 i) | XTHRHEET 6.0% (21/349 ffil) T
Hotz, BEMZED BWEHEXMO EREIX 7.2% THY, HELUOHE LT 6%E2HB25H 0
Thy, vFaraxt o UBEEOXRBIIT 2L R RSN o T,

BB R G% | FEHOBIHE £ CICBR SN -BEEEORBEESIL. v Ta 7oty
URET13.7% (46,7335 %) . RIPREET9.5% (33,7349 ) TH o7z,

P bo X oz, BEEEORBRESICBIT DHRNICERODH D 5EE 6% L Lz & &, ST
ﬁ?é%%ﬁ%ﬁ? k#f%ﬁ#ot#\MTM%E%@%@i@<\*ﬁfﬁﬁﬁﬁ@@ﬁ
MR INT=Z LD, NEOBHEMEIREIEGIE LK B BB R T 27 m 7m0 RO
HHAMEDREIFRFCE Db D EE X LT,

ERXER D91-024 (2.7.6.24 ZHR)

ABR DI1-024 (X, 5 D 17 MOBEIMERHHE ORI ERE 2R & L BEA(L —EHE
@w&ﬁ%f%b\%@H%i%ﬁ®%ﬁ@%ﬁ%kLT/7D7D%#//@ﬁﬁ$&0£é
PE (R ICBEENE) 2HRRT 22 Thote, YT rruax o513 7 HREEIRNE S
L7-BICRAOBE~EZ -, BIRNERSEToORE - A& 1omg/kg 1 B 3 B (BRAHE:
1200mg/H) . HOEETOME - AT 20mg/kg 1 B 2 B (R EIX 2000mg/H) THo7-,
KEIL N T I~A 072V AOHAFIETHY, ENLI 3mg/kg 1 H 3 FIEW
50mg/kg 1 H 3 [EDH & TEIRNEE- L=,

ﬁ@é@f%ﬂﬁ%ﬁf%é&ﬁ%Tﬁ@&x%%i T_XTOWHRE T THE] RROHI
TRY, vFuzaxh o OSBRI T 2 IELENREE S Lz (FOMEMIT I REH)
&5%Tﬁ@ﬁ$%%mﬁ%#fﬁ%JXiF%mﬁ%JT%otW%ﬁwﬁ %, ¥ oo
XY URET 28.9% (11,738 ) . %IHBRET 52.6% (20,738 f5) ToH V. MWD F N 71
TuxH UL EhoTn (HWEENTSER)

HRERWIER, 7o 7aXxg RO 1 FINET Lz, BRI E oK EEFRIT TEEIXE 2
W< W) EHESNTE, FOMOBEERGEEFRIIVT ORIV THHRE SN2 o7,

BB 5T CRE L-AEHESL (LT, TEAE) ORBESITZ e vax4 o VBT 78%
(52,767 ) . XHREET 69% (43,762 #) THY . FEHKRD TEAE ORBEI S T Tn
XY URET22% (15,767 ) . XHREET 21% (13,762 ) TH-o7z,

DXz %fﬁ%&kﬁé&wmﬁﬂ%ﬂﬁﬁéﬂ ZEMEIZB W T BERMIZIE L 72
6Em@%® RO oT2Z b, /NEOBERMERRHIE D SMEEI YT 5 a7
%#vy%ﬁ®ﬁ%ﬁﬁ%ﬁ?%é%@&%z%mto
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A, BUMICOVTIL, BUTORM CERICH T AEEROEIC, 7272 L. AR SUHEIR LT
% ATHENE D B B N CYINRAEICH LCIE, BOIICPR D | IR0 LA R 2 16 L TR 5T 5 =
Lo ERIL TV, SEIONRICKT B IHE « SROIEINCHE ISR OSEIE O
H, ZREN PORET RO PURT AU TEMT A E L L,

1.8.2 A& - BERUVZDRERR
AEOFEEZEE X - HEZUTIORT,

A% - B= BA

HWE, Ymraxto ol LT, 1A 400mg 2 1 H 2 [\, 1 BRI NS TR

TWEET 5, BEAOREBIJSU T H3ENCHETE S,

INR

1 _Hill_.ﬂtr

EHEMEREESS . B EREA mE,. Y SegaxY oL LT, 1 A 6~

10mg/kg Z 1 H 3 [A], 1 BRI CAMEET D, 7272 L, RAICEITS 1

[B] 4 400mg R RN L L35,

RIA : @E., YZazaxd oL LT 10 10mg/kg 2 1 A 2[5, 1 KR
TR T 5, 2L, BRAIEBITS 1 [HE 400mg 22 RWZ &

L35,

2. EIMEHEICE ITAKERIC K SFRIFEE TS ERONE

W y7m7n%#y/&bf 1 [ 10mg/kg 2 1 A 3 [\, 1 BFENTT

MEEET S, 2720, RAICEBITS 1 A& 400mg ZHBX72WZ & &3

60

THRRES - BN - 2 E AT

[ERERHL]
1) AT HRE - AE

Mok R OT T EICBIT A a7 a3 o OrEs A O &RAE - e (RAHE)
MI[jm%glHZNBE%QT%U\ﬂﬁiuLWﬁ%%ﬁ@@MT RLTHEHINTWS

(1.6.1) , KERO—EHOT7T T igE (FE, FHEE) O SCE TIRIERYLYE O BE L & OV
MEMEIZIR U= ERSHI R EN TR Y . BE TP EE ORRYUYEIZIE 18] 400mg 1 H 2 [B], EE
SRR DJRYYIEIZIX 1 [8] 400mg 1 H 3 [BIOBERHELE X T 5, BINEASMEEIZB T 5
% I TR E OB SCEO X D ICEER IS U AEREHIIRIN T RN SO0, JEYYE
DOEJEE, JEYEAL., JRIRE Oz %4 ZE L CHE (118 400mg 1 H 2 B X% 3 F&E5) %
WETDHIEBHERIN TS (1.6.2) , 72, ENOELREFREEZIIBNTH, 77 AN
HIC X AYYEIC L ClmE RS LTy 7 a7 a4 0 O A 400mg % 12 K&
B RRYYE D D WITFRIE R RN RO D E121E 400mg & 8 Bl Z & 12595 Z & 3 HEdE
INTW5D, ZOkHc, vuaraxt v OFEH Al 400mg 1 H 2~3 [Al& 51346k & 72 5%
YUE\ZR T IR PIERIEDO —D LB ST DN TR Y . ZOBKREARBRII+IEEICHD
ZEMND, UEHETOEINMER ONLZEMEFEEICHL L TS EEXLND,

—J, AR THEBINTWL@EFEHE - & GRAHE) 121 F300mg 1 H2ETHY, Zi
WIRCK K OYT 7 3 E CORKEME - HELH_XTRERWHETH S, AFNL. JFHIE Lokt
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FHIZT VX —OBEZ A4 288, BEBMEERS DL WIIMoEEZ#HEA L THL o7k
BRRBIR DG O WEBEICEA T 2R L LTUKRB SN TR, —RICAAID RS SN DK
FITHIRIED D WITEIEGIN LV, 0 K5 B3 TIREY 2L E A REIATOh 2T X, B
MAEONN T, FEFEPEME NEEEEGRE, RN FFRAEIEERRE . NP AE IR TE R 2 055
LIREEBILTRARERD ZEDPESND, LoT, AIZEBNTHAFTEN LV EIER
RN TEL LD HCREOT U7 REEERIAREOEANLEEN TV D,

¥ =a—F ) v RIEOIEEEIT AUC (0-24) /MIC L ABBI L. ML OHIHENCIE Cuae/MIC
PAABET D Z EARENTWAHZ Enn, 1 HEHDHWIE 1T BHEZH KT LI Z LICED, A%
MEOREIEMENHIR L, MHEE BRI E NS oD Z Enfiff s s,

L7z o T, AETOME - HEEZECKE QT P73 E &R CHE - HEICEET5013%Y
ThdLEZLI, RADPEESNDHEEL L TROZWITRZXGEE L U E NS TTERER
2TV, AARNBFEICEBIT S EiHiE - HETOLREMER AL Lz, £/, ENEI
FERRER T1F S NI S ENRE T — & & W CTREERTEERM BN REART 21T\ EMERROBLE, 5 b L
LML - REOBEIIME 2R L7,

ERNEMARER (GRE& 15992) (2.7.6.28 /)

AFRER Tl HE UM O HTEEE TG S 072V KB PRI 2% SFABPE R 2RI 28 D — R s
DHARANAPERE ZxtG L Liza, i ik OB PERER 2395 22 O " IR D5 13AA] 1 (8]
400mg 1 H 2 @ (BID) &5 L L, Z VL7 F =27 VT 72 AN 60nl/min ZH 2 5 H5RE Tl
B T () EAROEIEIT 1 H 3 |l (TID) &G OFNA L Uiz, HHMRID b L0 HIE
LU WA R DBA X7 VT F =07 U T 7 AN 60nL/min %82 D H8RE CTIIAA 1
[l 400mg TID 52175 2 & & L7, HRTIRA D = ClIOERBIENE T LISRERNIL 38 i

(BID B¢ 27 ), TID &£ 11 f5)) TH o7z,

LRV R GAE 38 Bl 5 b, BEEARAEFEFGIL 5 FICH LIV, TONFTUIFEEL, ik,
TROBEEG:, MEMERR L O AR TH 72, WTHORERZLIRBRIE L OREBERIIEE SN
77 FTIXH LN o T, ZTOMIZED bNT-HEFRIT, ZivE COENGKFARE CREZ
MESNTWIAEEHRS L RELLAERDILOTIE -7, IBBRLEEDCH L HEELDORI
ENEIT IR T 44.7% (17,738 f51]) . BID & 44.4% (12,727 f5]) . TID & 45.5% (5,711 i) T
Hotz, 2 BILLEICRBE LIRS L E#EOH 2 FEFRIL, 7TI7=2VT I /) N TV AT 2T—
£ (GPT) #4902 % (BID & 1 fFl, TID B 1 ) . TARTXUMT I ) h TV AT =T —F8

(GOT) Hahm 2 g (1, 1) . AFEgRERE 2 B (2 1. 0 ) | AFEREREGEM 2 1 (2 i, 0
B . MER 2 E (1B 1B o EHREACEEE 2 B (1B, 1B K OVEREALRIG 2 61 (2 B,
0fl) THYH., BUTOWRMLE GKFEEy HE 300mg 1 B 2 [\]) IZBWCEIWERA & LTFHIRT
BREHTHY, BREMEE 258 FRITBO N7,

PK/PD fifE#T 23 FIRE T - 7= 18 f5i] (BID &£ 12 %l TID B 6 i) 7>5H45 S 472 AUC(0-24) ,oo/MIC K
T Crax, 5o/ MIC O EIYMEIE BID BET 165 TN 24. 1, TID #ET 195 (0 22.9 THY . WIFho
FElIZBWTHLZENEND T LA 7R A b [AUC(0-24)  oo/MIC : 100~125, Cpay,ss/MIC : 10) £V
EEEZ R LTz, Fo. IBECHIER: (Ri&& 5% 5~10 H BH) 2B 2 HEMEMRIR OB RIT 2K
T 70.00% (14,720 fl) . H5EEHTIL BID BT 66.67% (10,715 f5]) . TID #:T 80.00% (4
5 ) THoiz, 1REHIERFOEHELRITIEIRT 54.55% (6,711 ) THho7=, ZDXHiT,

a BPNTMENERIR D ABEEE DB R T T2, TRBRFEMFTHEUGET 4 (2 K0 | ABMEFRERRZL O R
LD ABERE bXR L LT,
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AFN 1 [ 400mg 1 H 2 [\IXiX 1 H 3 [EIEE L& X OMENMERM 6T 5 HBEMEN TR S,
PK/PD EEG DB SO b BRI EDFF CE 5 Z LR sivie,

RYEEOD LR

BRREDN Y Ty a X o OIEYEIRE FRZ7 VT T U R) [CEBEEEZ L END, EN
EIAERRER GUBR 15992) D7 — X IZES  RHEREBEMBIEMT D502 V7T 7 v AHEE
B2 A E NS RERE E B B T A7 UV 7T o 2B L il L=, ZFOfEE. ENEIMHRRICEH
D RSB EMEATIC S 7 U 7 T U AHEEMIX 0.29L/h/kg (Z LT F=0 27 VT T
A @ 69. 2mL/min/1. 73m*) Toh V| HEANBEEREEFEEEDO 7 VT 7 AEERESEDL RN
TR RARBEINE (BREBEZE (6lnl/min/l.7T3mM 7 L 7 F=2 2707 F7 A
90mL/min/1.73m?) : 0.33L/h/kg, FHEEBFEE Glnl/min/l. B*=7 LT F=27 VT TR
=60mL/min/1.73m%) :0.23 L/h/kg) . F£7o. ENBMAHRERICI T D REMZED B REMAT >
BoNT7 VT T v AMEEMZ BE Y RN D AME N B O RHEM SR BREMRNT 2> B ST
JVT T AMEEME B LIZSA, 2 VT F=r 7 0T 7 ADENEEETSH L BIRIIC
BWoOHH ANFEETL LN o7 (2.7.2.3.3.3 BR)

T2, ENFEIFERER GRER 15992) OEMWENRET — % 2 KK O @]EH 5512 W 7= [E NS
I ARFRER e ONE NS MAHRBR IS B 1 2 EReT — ¥ L il L= & 2 A, BEBLKOEEEED
EWIEOLOT, V7 F= I 0TI ARE 7 VT T A0BRIT—ELEHERETH-o72 (K
2.7.2.3-5 ZHR)

INHORERIT, BEERLAOANFEOEWIZED LT, BiiE (ZLv7F=27 10750 X)
NECTHIIE, FREOEYERE (7 VT T R) 2T 2 ERBENT,

PLEDZ NG, BALKOT UTHEEER T L 512, 18 400mg 1 H 2 A2 FEAL L, J&
YYEDEREE IS T 1A 400mg 1 H 3 [mlE CTHE T 5 Bk - HEICRETAH L EL
7=,

2) MNRIZCHT HHE - B=E

[1.8.1 ZhAE « WK OZF O EMRI] T Lz EHAMNERHER GRUBR 100169 &Y D91-024)
WZBWT, MRICBTF e rvaxt o O R OVEEENER I, 20 RE
T, vTurvax o o O ARFIOD CCDS K OFK O FRAT SCE T3/ O MM IR K Yy
iE 2 OV BRI xt LCiE 6~10mg/kg 1 A 3 [\, FEMAMARMEE IS LCIE 10mg/kg/H 1 A 3 [H
O AE (72770, RAICEBITS 1 [EE 400ng ZH 27202 ) RRESNTWS, KFIC
BT b R HEMERE DL 28 o OV R L TIIAR] 6~10mg/kg 1 H 3 [A], FERIMERRHERE
(26 L CIEAA] 10mg/kg/H 1 B 3[EIDHE - FAREZHRTE LT,

7eF. BEBESE 3 B L OB LR 3 il &t/ NURYE B 187 Bl &%t & U 7= [E N ERE
BT, AFlo 1 BIELE 51T 18mg/kg/ HARNEA 131 5], 18mg/kg/ HLL E 30mg/kg/ H A 73
45 1], 30mg/kg/ HLA LAY 11 Bl CTH -7, ZHUIRE L7 BANNEEREZE D S HH 30%28 Lit A
e HEO 1 BERGELEFE UNENU EOERG 2% T\ e Z L 2R3, i Ini-gEFER
TRATINETICHESINZ LD EREREWIIZRLS . WTROERIZEBW T BEfiE IR
HLUEAEFEROREIIRho70 (2.7.6.31 BHF)
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BATO 7 a4 7 200mg O CE (2014 4E 10 HET) 232, SRIOBHBRNEICH -
THEHEDOEEONEEZRE L, LEICL U CREEH 2T, AELICHTZ->TiL, CCDS
FOWCKkDTRMN LELBZIZ L, ShlOFEEZEE 2 - EoEE () 2L TR,

()

FREDIE
=)

RERN

22 (ROBEIIIESG LRV L)
(1) AFN D A3 % UiBBUE OB FEIRE D H 5 HBE

@7 a7y (BEIAAZERS) 25 hoRE [ TH
HAEH) DHESH]

@) F V=V ARG T ORE [ THAER OHSR]

(4) 30 SATIEIR L TV D A RetE D & D N_(T2 72 L, RIEICER
D, WREOARMEZEZREL CREGTHZ2L, ) [ HEhm,
PEMT . RFLIFE~DOE ] DHZM]

(B) /MR (272U, BEVERRIE S . B R R FERAVERRMEAE |
pOHO B ZERS) [ VhNEE~OHEL ] OHSH]

Mnb Z A3 | LR NIHAS ) - 2
SR A= B T

VN Lmt‘é;lﬁ*i‘) ] ~PLE 3+ = L
T TN & Rl J TS [

(D~@) BT 7T x
B ¥E 200mg D ERATSCE L
AL,

(4) : (5) DEF LW, T
2 B L7,

(5) : /MBI BT D EhEEEM
WD, B LT,

e - DRICEHET SEALDOER
BA

() A owE AL, FAlE L ToPERIICT LS —0EF %
A+ 58%E, BIEHLDWVIIMOFERZHEH L Th o
IR DGF N WEBFIZRET S Z &,

72720, RIEE L U4 R T @IC K 2 EGE OIS D% &
L, ZOMRY Tiddevy, [ TERIRAGE] OHEZM]

@) TuxH gL B Y REIOZEE - hFRIE, BULE, 4+
5« BUE K OVFINAISE O YR, ik, HEREA . MHFELR .
JHE . RIFICIRE SN TWD DT, TSSO B
MALnwz &, [ TEREGRE omsi]

@) AKRHFIDAF U UfitE 7 R ERE  (MRSA) (2% 2 A %hiEix
SE SN TWARWOD T, MRSA 12 X ARRYENIA S TH 5
B HITHUMRSA fEH s W EER 2 & 535 Z &,

IR

(D) BEFIEEN AT IBINNH LD T, UATLRRXT 4y
MEERE L, AAlowHIE, JFAlE L TlostE AT Ly
X—OMEEETHEE,. BEEDH DL WITMOPTE A 24 L
TH O RERDENE LN VWBEICRET L L, 272
L. RIAIZHOWTE, ZOfRY TidZvy, [ UNRZE~OF
5 OESH]

(H)~@) : FWIfTov 7 x
B 7E 200mg DA SCE L
AL,

(1) F v RPIEETIE
INRAZ I T B BAS R E D%
BRBE SN TWDH T,
INRA~OERIZEEL TIZY
A« XX T 4y MaeTH
MREt+ 28 &2 E R L
72
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FRLOIEE ()

RERN

Bi% - REICEET 32FEHALDEE

(D) AR OFERIZHT- > Tk, MHEEORREZE 70, JRA
LTS M A TR L. SRR OTRIE LB 7 B/ NR oo B o
BEIZEEDH L,

Q) ERDERME L= A 12T, SR OsEHl o 512910
B2 ENEE LV, Eiadhae ouina sl

(3) ARFNT@ . SEE RO A TR0 E IR O G & 8w
L2, FHIRL TRIRICEAT L Z L, T CICHiREN &5
INTWAEEA., HEICHERS L CEREGETHZENTXS, 72
2L, HANCK - TIFEHAZBILELE LD ENHDHDOTHEER
T5z2¢, [ EHEOEE] OESE]
B, ELWVKSEEREIES 0> TWAEES, KSR
BT ENRWEGEEIZITARETICHET L2 ENTED
D, ZOBREITE AT ROER N OEETHZENEEL
A

@) AFNTF & LTI SR S5 23, BREREME T LT
5 ENBWEIRE H D VITEEREREERE - s BE
Tl BRI+ oERE L, BEOREAZEE LN HEE

&GS L, [ [ERYERE] DOESM]

(%)

JVvTF=r2 YT 7 A (Cer) Mk - &
(mL/min)
30=Ccr=60 1 8] 200mg % 12 BRI 5-
Cer<30 1 [6] 200mg % 24 WiffE P 5

FPRRIC K D LB LB S 285581203 1 [BlsEE LT 400mg %
&5‘?60
B, VLT F=22 YT T AE (nl/min) = K (kg) X
(140 —4E#m) 1/[72 X i 7 v 7 F = A (mg/dL) ], ZMEDH
AT 0.85 B L,

) MIEHBNTHIZREINS T 7 a3 id 10%FE Lk
X7 BT T v, MREFFOEE~OEGIZEEL T
X, MBS U TERARE (200mg) & 24 BEfEICE T A7

CHREOREEZBIE LN OEEICRG 2L, [ [HEY
e OESH]
(a) ,J I%m.”—JrE:erJJrL {i\ LILAEITA:‘T‘;EMIE-k\ 2z (f‘Df‘\ 76“\

o
= B
P

'7°1—1'7v—1v\:,-H-¢ >
%z’:‘:ﬂ ’L-/‘O\I‘\’ L)
.

(6) IRIEDIRIFIZ I, BERIEIRDSRME L 72855121, seoft
OGO 2, 5 60 HREBEG3 52 & &, KEERE
HY o % — (CDC) MNHEREL TWB,

e el
= L 2 Mg
AR T

™S

(1) : BATO> T x4 0%
200mg DSFCE L F L,

Q) — M RiHEHNAE L L
77,

@) BHiTOvaxY o0
200mg DU LELF L,

(4) : Fri- i FE N L= E N
PR ERER I DN ERIN D R S
LN CCDS (23317 % BEHkhE
R R oo BRI T ik
CEbEy T/ v TF=r
U7 T ADREEM L K
K1BEEZEE L,

(B6) L) : BiIfTDI 7' Hm
XY 7 200mg DERATCE
ERIT,

INRAZ BT B BhEE B I £
W NRORIEIZOWT
Fhee - 2h &%) A TH
% s oHEICEE L
oo, Yk A2 HIBR L
7=
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FARALDIE BATOY 7 a x4 7 200mg
DI CELFC,

1. BEERE oBEIIEERICKRETLZ L)

(D ARAIZHBL, WBICRE XMmE, BB, FMRBEDT LV
F—IERZEZ LT WAE A2 AT 5 A

Q) EEOEEEDDH HEE [HWVIMLTEENEG TS0 T, E
mICEKEGTL2E, (THE - AECE#ET EH EOE
B . [HpdEhre)] omEsR) ]

3) 9 ot AL, BARAE, F7a—BEENE, TR U A
OEMWMNMEE 25 8 [AAFNZI3E LT N U AREEN
T\, ]

(4) TAMAEDRSEMIRB I N O OBEFROH 5 BE K
MEAEZITZERNH D, ]

(6) BIEMMERE UERZEBEASELZERH D, ]

6) ming [ THE - HEICEET AEH ForE) .
~DFE ] DIEZH]

(M EEEERZITBZENOHHEE T EEEZEZTZ 01D

5, (TEKZEIER] omEzR) ]

MRl

2. BEELRERNIE
MWAFNC LD avwy,. FHFI2453F—0REEZMEICTH
TEXDLHENR2VOT, ROEEEYEDHZ &,

D FRNCEFERE W T Ho Rl 21T 2 &, B, Bk
WL AT VLR —FRIIN RS H 2L,

DHEEICEELTE, BT a v BT IRBRED END
Hfia LTl 2 L,

) HEBIGEIN DI G TR E T, BEEZLFHOREITIR T,
TSR EIT O T L, FIS, BEFMERITEER B
T5HI &,

(DA e Bl B

AV S SN RS LA =SV == L NN

NI aPLlE 247 5 = L»}n“tﬁilulv\o

i = e S 1 ) %¢I+DEII\7%“2E‘5?§% ey =N
A) NV OS T 7 LI A) N TET
jrvﬁ*\h:ﬁ/\f)jﬂa

T TN T

k)~ =]

(D) - BATO T T m 4 %
200mg DUSFF LELF T,

Y7uxYy ok M
BEOREICHN, ¥ T uF
Y EE~OGY B AT

Lt A IR LT,
3. #HEEH HiTOY 7o XY 1% 200mg
AFNTF b2 m— Lk P450 1A2 (CYP1A2) #PHZET B DT, Al | PEMICELFLC,

A TRH SN LEAONHZHE L., MPRELZ LRSELE
TNBH D,

W BAZE G LAnC L)
. BRI - -
RAlEF BB Ak ERET
ey | KEEPEZGZ | HEHICEY, =2 —F
(RENRAZ | EnbdroT, | 7 v v R HEAF D
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B AT

BEHLZ2w
&o

GABA, 2 IR~ D [HF
TER S HE 58 X du, s
NFERINDEEZD
nNTW5b,

TANAED RV
BT IS OBEEIE
DHHBEE, BHEED
b5 EETIIRICEE
THZ &,

H

TR

FH =V ik

FH=v o0
Coax 2% T fi& .
AUC 2% 10 f&%
nZEnEH L,
115 S35 9 S
iR, OFVENRN
bobhizto
HwERDH DL, T
= DIEH
EHR Y58
ENNH DD
T, FH LW
&,

FHF=UL O TOR
WAEHEL, FYH=V
YOMPIREZ B X
THrEBEZLNTW
D

) srREE (B

CHEETDHIL)

RH2F

FREREEIR -
BEAE

" -
fEREF

TET7 4
TI T4
KFnH

TET 4 U D
Coax 2 17 % |
AUC 2% 22%F 1
ThbHLZE
DWERD D,
TET 4 VD
TER &t S 1
L AHEEDR B B
DT, FHT S
BAECIET A
74V R
T 578 Lyl
W& &AT 5 Z
L,

TA 7 4V DRFTO
Rams L, 207
T AERWDEE DT
HEEBEZBENTWVWD,

HEEDOH 5 EHE. &
B CIFRICHEERET D
Lk,

BT xA

BT A DI
RN B R
HIENRHD,

7 A v DOIFTOMN
WEMHEL, 2T
VAEWDZEDHTED
EEZEZLNTNA,

7 = = )VHERFR

R Sl Bb )

=

ERICED, =a—F
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FEAT A N
VH 2% 88 A
a7zt
7. 77 x
A
= Bl i
FERATEA N
HREEA (72
72U, KESH
KL D4 -7
=R AT ¢S
HEER)
o XY 7u
T, T T
J 7na 7=
¥, Y hT
07

ENnbH5bH, iE
NNV AW
A, WAook
&4 57
EE Gl 7 AL &
1192 &,

Jom v kP E A O
GABA, 2 ¥~ D [H 3
TER S HE 58 X du, s
NFERINDEEZD
nNTWVW5b,

T A A DR MR
BT IS OBEEIE
DdHHEF, BHEED
b 5HEETIIRICEE
T5H L&,

I AR v~

A A EIE A
(B RESE) 7
HWmInsk%
nNndH 50T,
B B RE IR
T (7Lv7rF=
>, BUN %) %
1TH7EBED
BN e )
BYDH L,

FEHLREFF O FEANT R
TH DM, HAEIZHT
OB EMH L. —F
A 7 0D ML i EE 2
ERTDEDEERD
nTn5,
IFEEDH 5 BHE. &
EE CIIRFICEET D
Zé&,

[ al) N

PRI N0
YER 2858 L,
i, v ke
B O 4E
EERHLDLN
LT EBDD,
KK Z AT 5
BAEIX. 7 b
o B R E
B AR 7 Lo
(INR) fH% %
HES D70 L
BEE 51T

> =
— o

FEHE - O FEIX A
THDHMW, ILT7 7V
> DT O & Il
L. 7 U7 7 A%W
LEEDHEDEEZD
nTn5b,
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A VIR = VIR ZR

F MR T )
77U A
K, 77U~y
AN

AJVIR =)L RFE
FMBERE T D
VEH 2 B8 L |
RMFEA B 5 o
nNosZ End
P

FEELRE P O FEIX AR
ThHN, 7IXT
7 I FOFTORH %
[RET 2 & DWERH
%, Flo. gD B
fa & w7z in vitro
AERICIB W T, AHFIN
AR U WMER &
fRET 5 L OHREDDH
%

pbt—p—E | e=o—1o | fHICLY, r =
Pt Cmax 7% 60%. | 2 —/LDFFCTOMREMN
AUC 28 84% 4 | HES DT L E %
ZTnEHRLEZE | 5T D,
DWERD D,
ob=—mg—)Ld
B 5K %
e 5-BRhG
B4 554
iR HEIDS
CCrbt=g—
IV &% R
THZ L,
A RNBMLFH— | XN RLUFY— | BEMF O AR
~ FOMAFREN | THDHB, A M hLF
EH LU, FEAR | — N OB IRME D
W InsB% | O HESIN D -
nNxeHs, Pl | DEEZLRTWD,
T HEGEITIEE
FOREE+5
Bl ET 52
L,
77 A TN PiAs | AFNZOFA L2 | 0PI X ., QT IERAE
IR A . QT & | A2 Emeic8mys 5
X=Ur, T NEAELNDLEBE | BEANRD D,
ahAT I | VR D,
N4
7 Z AMPLARHE
&8
7 I A X n
v, A a—
JLEE
=2 BAFCBNT | fFRHIC XD, FEFLHA
FZ P JaYP ey KO | OFFCOMRBHEE S
ZORBHOIM | DT EF X BT
R 29% | W5,
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FREDIE () RERN

L 3 %ENE
nNEHLEZED
WwENH B, fo
FLERAN D 5
VWIAH 2 ¢ 5B
BTG IR
T LA
VBN U

FLARA D &7

fizdsZ &,
VT F T 4 | VTS T 40 | CYP3A4 HEICX Y 7 U
7 xR D Cmax M O | 77 ANRELT 5L

AUC NZNEN | OEL H DN, I
o EH L | MR OFEMITABTH
EOHREND | D,

Al
TJx= AV Tx= A D | BEFRH
AR DMK T
L7z & O#HEN
b2, AKHZHF

BT 254813,
TJxz=hrA 2D
1. HR R 2 I E
THRE, Bl
Z+53cAT o 2
i

4. ElEA
AR _(RFI 1 8] 200mg 1 H 2~3 A4 1 [A] 300mg 1 H 2 | RAMEMREDBERITHE,
[B) R OME AR (2 1 HELE LT 600mg) TOREIE | HEZHT LT,

% 3, 628 5l 323 il (8.90%) (ZEIVEA (FRARMRAE D BH 28
FaxEte) BNREO LI, EREMERIZFERER S 106
(2.92%) . ALT (GPT) k& 47 £ (1.30%) . AST (GOT) I
45 1F (1.24%) | 392 - FMEE 26 1F (0.72%) HTho
7oo  (FRFRATHKE THE)
FE N AR RBR IC 35V C ARH 1 [B] 400mg 1 H 2 BIE 3 [l G- | #r 72 (2 S hE L 7= [E N R 3R
Sz 38 Bih 17 ] (44. 7%) IZEWEH (EAMRAEMO RFHZ | B GRER 15992) DOLEeMERL
Fxat) BNRO L, EREVEMAIE ALT (GPT) E&H- AST | & BRE LT,
(GOT) kX RPHERERLE . MFFERERIES . MR, EAEALAD
BE, FESHEIA RIS THY . EhER 2 §] (5.3%) IZE@RD B
Too (R - HEO 2 F A 35RE)
(1) EBRAEER (0. 1%K5H) (1) s BT O w7 mx ok

200mg DI SCEEF T,

) Yavd.,. 7772453 F—:vavy, 7F747%
v— (MR INEE, TRIE, SRZ%E) Rbhobhlb Z Ldh
HDT, BEE ATV, BEND OO GEICITE
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2)

3)

4)

5)

6)

7

8)

9)

HBzib L, BEORLEEZTTH 2 &,

KRG BEMERIBREOMEZ M S BELRRIBRISH L
PNDZEND D, M. HEIOTRZH b ONIZSEIC
FEDICREGZ T IET 572 EEp & 2175 Z &,

MR RAERIE - AP, R, K (CPK) B&-. i M
WIRFIAZ ey EFEZREE L, 2R BKREE Lz
O BB IRIEDR H 6O D Z LR H LD THEET D Z
ko

PRETREMGZ ¢ B WO, DRURIREE. FORD X GREE . AEm
BRSSP 5 VM 23 b b5 2 E R 5 DT,
DL S RIERA B BB AT A T L. ElE
B AR VRO S OB B AT S = b,

R : BERRMOENS SN ZENHD (G,
FRIZ A VIR = VRSB R MAERE TAIPFHEE Th b bhoT
W) OT, BEEHITITV. BERD DDA
ek L, #URLEEITH 2 &,

B 8. ENhLLbNAZ ENHD (Frio, BHERENVK
TLTWLRESLHBE THLDLNLLT V) OT, 20X
IIRFERN D SN AT G AR L, @Y AR 0E
EITo 2 &, [ THE - AHEICEET 260 LoiEE] |
Mg ~DE g OESH]

BEEHIG]. SRMBREA . MERMBRAE. M/MRIRD - B BED
il LM ERIEAD | HEREDRIERAE, /MRS D B D
ZLDBHLHDOT, BEL AT, BENDLDNY
Bl EGzPIE L, EORLEEZTTO Z &,

BIAERF 26, BFHSeEfEE. B|IE : BIEF K, & L AST
(GOT) . ALT (GPT) 2D EF % £F 5 IFHEREREE . SN
oD ENBDHDT, BEL+HITITV, BN
DN AITITEE A RIE L, WERABEEITO L,

hEMREIEFMMAE (Toxic Epidermal Necrolysis :
TEN) . RISHIZARMEIREE (Stevens-Johnson fE(EEE) . %
A, SHARMERDHERBE - b EER R
fiE. FEREIEIRAE MR, ZIALEE, AR RIS R
JENH O ENDDHDOT, BIEE HoITiTV, BE
DROLNTHEICERGEZFIE L, EORAEZITO 2
L.

10) 2HEBEFE. MEREX B E, MEMBEXRPH L

M7FLRABEKR. BMREFOREE : 7% L Rk,

bPULLZENHDHDT, BEEZTHITITV, REDPRD L
NIz a3k b i L, EWURAEEITY 2 &,

LEOREEN DL LDONLD ZLNDH LD T, OERORIE
BHLNIGEICERG I L, WU RAELITS Z

ik P 2
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FREDIE ()

RERN

o B, HAEICENT, BERTHE Y ARIZIN L DIE
Wa BB LTIER b ShTnd,

12) $£EL. H1S DZEDBMAGEIR : $55L. 11O S 0K sERN
HoONDIENDHDLDOT, BEE+H7ITITV, BENR
DONTEEAICITEEAPIE L., MY EETH 2L,

1) BEMBEHEDEL : HIEFHESIEDBE TIER O (LN
HobNDZERHHDOT, BEEHSFITITV., BENRE
DONTEEAITITEEAPIE L, MY EETH 2L,

HMEL : MERBHOONDZERHDLOT, BEE 5
ATV, BEDNRBO OGS IIEE 2L, @R
g ZAT 5 Z &,

15)QT K. (=484 (Torsades de pointes &) : QT 4
E. D=EHH (Torsades de pointes Z#&Tr) NdH b
HTENBHHDOT, BIEESITITV., BENBED LN
Sl a b L, MR 0@Eas To 2 L,

(2) Z Dt EI1E
LUF O &5 2REWERA & b bz 5a1cid, BRI U Tl
IR IEZATH 2 & KFORWERICOW TS &2 i+
5Tk,

BRI
mRBHE. B
RS, M
RIS
TUNET

0. 1~5% AT 0. 1%Ais
R, BE. 2FE (KH#E.
ME. HE. R|E. 2@, WE)
7 (FEEATERTIBE)
BUN kEH. 7 1L
TF=r L5

AST (GOT) E&..
ALT (GPT) £EH..
Al-P E5 . LDH
£ H. r -GIP
5

W EUE

B e

i ik

AR, A, 1F
TH ., R,
Ji SR

(G

1ffL WFEAIRKIES . B

i

43

FRMERE A, B
mERE L. NE
goEVEd.
AT RO Yy bk
A, Mm/hiRiE
ho. BmEkiEm

RRREm, 7o
bOVEVEHE

m. AmEEm

g | T B

BHRAE, AR
A R AT
R S

[REAR

B MR

H 1L A~

Q) : HiToOFaxY o E
200mg DU SCEDOREIEHFE
B S T FE e L2
WERRRER BBR 15992) (2
BT LEMEHRBBREE % &
B,

B H5HAL DO FE G DN T
X, TSRS &L
TE LD, FEIMNIZHIRZ
LT DI R A
117,

Fio, “EingE” 2 ENER
kB (3ABR 15992) T 1 f
WZRD SN2, BHE R
ZBATO THHEAY ] 6
0. 1% A3 (CBE) LT,
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FREDIE ()

RERN

5%

R
R RPN 54k R R M
R MR BEER

—iEVEEER . B
M, PR

W o N ) TN
R e RIRGE . R

FRIT. BE 4
LA ECR TIPS
[ N N 1 5
a2 — 2Ny —
(L OV |
7 BR aR T A
HNETTE,
B kbR
# B A AL G S

AL (iR #RR
. FLBE, RIE
)

4 Xk

—_—
o)
cop
ez
iy
B
-
T

B #iE . A W
W, E=1U 7
JiE I K]
Jb0 T . A
BA i P .
Bl T )
CK (CPK) |- 57-

KHEBHRE TS DOH TR D 5L TWBEITERICOWTIL
BERBHE LT,

D

5. BlmE~NDRS
AFNIE L LTEBE O S D25, Ml TIEEEREME
TLTWDZENENIzD, BEEEICTHAERE L. BEOIRE
EBE LN O RN N ERBICHET 570 DHEEICRE
THZ &, [ THE - MECEEST M LoEE) | THEY
@ik OESR]

HIATOY 7o XY 1 200mg

DA CE LR,

6. Mim. EiF. RILBE~AOES

(D) it SUFEIR L CW A AREMED B 2 0@ NI id &5 L2
Lo R OB EICET 2 2T L Tuawy, ]

QAT DIHA~DOEEGITHRET D ZENEE LR, Rz T
TEETHLAICIIRAZRT S L, [T A~BAT
THZERRESINL TS, ]

BATO 7 0 %4 7 200mg

DR CE L F L,
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1. INREADES
(1) BIFFEE NI T LB LN H LD T, KAOFELHEIZHOWT | (1) : /NNEDOERKRER TH L
TV R XX T 4y bEBEUBEEICHE T2 L, [ | W 7-BEEEORBIEFE KO
EME PR B E T B S B R O/NREBE 25 & LZERIRER | shE a0 HmERBR A D

BB\, BIEVE &Sl Sh iz RE 0B AT e o
X 9.3% (31/335 f5il) . xPHEFE 6.0% (21/349 i) T
bol, Fiz, BWER GhEA X hEZ > ) CTHIMIR
ERRO LN TWVWE, ]
(AR AEAREN Fr A U d=FL =L B k5 5 %
BPEITHENL L TV Wl e e B L Ja = L
Cobe e Dy oo R 2RkE

ni-BgiEME A E L,
B L7,

(2) /NI B AhEEE N
PRV EAMEE R RER GR
Bk 100169 TN D91-024) T
BE SN TV RWERE (1
A ) O/NRIZIRE LT
BRI EF LTz,

8. BEKRE
BxR EMER - BEMEN D b L OWMENDH D,
B B EEEEE=S—T DL L b, Ky MOEMRE O
KxATH, T rTuxH v GG, WikEN Tldd &
(10%FREE) LaBrE SR,

BATO> 7 m X% 1 200mg
DU LFE LR,

9. BRLOIFE

() HEERE - AFNTRTEFHEICORMEH T2 2 &,

@) mER: EPSHREE BT 22 RHL0T, 2D LD
YA IIRR S TR AR L CERT 52 &,

Q) FREEARE - JFAIE LT, mlsiEIcBR L g, AR,
7 R BRI U TR D Z &

(4) FREEF - AFI LA L-RFICTRE:, R, 2asBO 6T
LAIIIEG LienwZ &, FRCT7AB UV HEOBR S LR
W2 & (RAID pH 1L 3. 9~4.5 D& TH D)

BLAZLRBRICB VT, TR TOEHNFAIRBRN S TS D
TR, AFIEEES L7 ERND 24 FEE#Z E TIT, It
RENBIE SN HEH N H L DT, AR A (T —
EBBRTHI L,

GV EAE  HIRNAEREGICXL Y, MER. ¥IREEA2E -3
ZERDHDLHDT, TNHETHT D OICESHBAL, R
EFEIZOWTHaER L, 30 0 LINO S EHE ST 5 2

ko
6) ZDMDFEE : nERG LW &,

(D EWQ) : BifTov7nm
XY 7E 200mg DERATCE:
k Ia DO

(3) : THE - HE] omE)»
HHIBR L., AIEICFHE L7,
4)~®6) : BiTovFuxt
TE 200mg DA SCE L [F
L‘;O
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FREDIE ()

RERN

10. ZDHtDEE

SERE TS MG AIE A S T 2= I N M LR i D N Sl
B e

(D) KE#HE [750mg/FILLE BREOAFD 1 12X 0 EEERRPRD 5
Nz oHRENH 5,

(2 7a 3y Rick B
TueREXY REOHHAICI Y, AR OKEMPEEITLE <
PAG U IR T3, tie DIEE & AUC OB S & D
WEND D,

Q) BEILFEIZ DWW TIL, in vitro REBRO—HF (w7 AV U /\&E
R 2 F W =18 s 28R Bille . 7 » MIFYMRESE M %
HAWT=AREW DNA Ak, v A =— X/ A A X —CHL #fl
faz AWz R BERE) iRick T, Bz L L
TIHREND D,

@) EBIEFTIECHOWTE, R XIF 7 AHE TAL04 & AW 1E)R7
ZEIREBERER  F v f =— XL AKX —VT9 HIf A2 7= Y
EREERER, ~ 72U NN Ay N7 vk
ANZBWTHHEEZ R TATRREO 5T 5D,

7. /WNRE~OEE | OIR
WCEE L7, BB LT,
1)~@) HJfT70>y7ax
B 200mg DA SCE L
[T,

TRRER ¢ BAN - R T TEILY H LR - BIBRE T
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MGE ()

20XX £ X ASRET (% 2X fR)

2014 &£ 10 BekET
Bk EERE MAEEEERY
Ny JTENEEY

YW LRIE,
ESERERTT
REITH L.

FERAR - SMEICRT

Ciproxan®-1.V.200

Za—F%/ 0VRISTRAREHR

> 7ax4 2 ®E 200mg

(Foz7ox4 U iEsED

[ AAEsEma RS 876241

25
fits

21200AMY00205

X 72005 4F 6 A

| 73N> 72005 427 H
=)

BE | 20XX 4E X A

RE| T | EF || B

2009 43 A

B EES oBFIEgsLenoe)

(D) BB ORIk LIBBUE QBT O H 5 B

@7 vTaTzr (RENMNAFZRLS) Z&EEHoRE
[ THREEH] omEEK]

) FV=v EmE xRS oBE [ THAEEH] OHE
S ]

(4) BEBR SUFAEIRE L CW D TREMED b Bt A_ (7212 L, 1R
JEICIRY, WRELOARMEELER L TRET5Z
L) [ Mdhw, pEhw, RHWE~OES] OEB

]
(6) /MRS (7L, WUMEMERERMESS, B LTEJ, FEMIMEAR
ViR

HERE, RIEOBIEEIRS) [ VNEZE~OHE ] OI|
Z ]
W R - R
R4 7 % 7E 200mg
Wy e AR 1y Z (100mL) o1, >Frr7aXo
J7 T E 200mg Z 47
" L-$Lf% 71. bmg
/IR B X (vl SR VNN 900mg
KRR TE o
FERR LN B~ VB B O TSR
BB 0.99~1. 10
pH 3.9~4.5
B 3hEe - MR
BA
GENGETE)

AFNEN DT N KEE, WBEKEE, RIEE, KW, 7
VIV T)E, T uns -, FEE, LUARTR
(B FSE )

UAE, M5 - BVE R OFITAIS O Ry, Mgk, HEE%K,
fEFEsE, RHEZR, BRI

INR

1. — R R

GHERL B 1E)

AANBNED RIEEH, KIGH, FrieE

B RS E )

BEVERERE S, BB AR, PRIA

2. BRI RMERE (T 5511 BRBRE IS & HIFIRESERS (T4 S 0K
DRE

e - MRICEET AEALOEE

A

P AF OB T, JFAIE L THIOBTEANC T L ¥ —ORE
AT 58E, BEHDOILBORERZEH LT
AR R R DN R VBFICRET 2 L. 7272
L, BIHROL VA% T BIC K 2 RUSE DS D4
%, ZOBRYTIERY. [ TERRED OHESH]

() AT,

L@ T axd kgl Bien, KKIOSEE - T, Bl
i, AME - BB R OSEATAIS O TRy, Bigk, MR
%, BFE%, MER, RIACRESNTHNIDT, Zh !
DS OBERICITER Lz & [ THRRGE oS |

LR i

FRYAHFID AF LU UMET R UERE (MRSA) (XIS
PEITFEFB STV T, MRSA 12 X A RYYEN &
INTdo D5, HRANTHT MRSA VEF D3R N HEF 2 4 5.
T5Z L.

LINE

() MSEESRET A BIARHEDT, Y AT LR

L 74y b EEEL, AFIOERIE, JFHIE Lo
HNCT VAR —OBEEHT 2BE, FEHD VMO !
LA A L Ch o RBE BN S D VEFIC |
BESHZ L. 2721, BYEICOWTE, ZORY T |
v, [ DNEZE oS omEBR] !

WE, YanryaxPo oL LT, 11 400mg 2 1 H 2 [F,
I BRI CORMERET 5. BEOREEIC/E U T 1 H 3 [0
ICHEETE .
MR
1. — R RKEEGE

BHEVERE A, BEER . EE, v arvaxthL
T, 1\ 6~10mg/kg & 1 A 3 [\, 1 KR T CAERSET
5. 2L, BAIZEIT S 1 A& 400mg xR »Z L L
5.

RIE @, YrradxYr oL L 1[0 10mg/kg %
1 H 2\ 1 BT CRmERET 5. 72720, BAIE
J% 1 [BlE 400mg AR W2 L T 5.
2. BIMRMAEICHS TS RBEEIC & HIFRIRHE (124 S EIK
DNE

WE, YZozox$h ool L 100 10mg/keg 2 1 H 3
B, 1 B CAERET S, 2L, RAIRBITS 1
[AlE: 400mg 2 X 2V L 235,

VA% - AEICEET SERLOER ,
(D) ARB OB BT o T, TPEEORBEEZL T

O, RS U CRSZIEA MR L, RPHORE ELER
RANROHIR OB EIZE EDDH Z L.

() AR LT AT, e N A OB |

ICHID XD 2 ENEE LU,

S R R T O M RO IR D SR &
BT 5720, FHRLTERICEATSEZ L. 7T
WREN G STV AEE, MRS LT3 |
BIENRTES. 2L, EAICL > TEREEE |
ED%:&ﬁ%é@T&ﬁTé:k.[(ﬁﬁi@ﬁi
& OHEBM] !
BB, BLUVKSEBEHIRR 0o TV DA%, X!
BB ENROHEIEARE IR G TS |
ERTEXDR, ZOBITTEX BT ROEMRN &S

) EE-IEMEOLTEICLVEMTLZ L



C FaoesgEie.

@ AFIEE L LB DR SN, BSEE AL |
L LTWA I EREVERE D L VITEREEERE -

MEEN EH Tl BHECHIEEL, BHORE |

EHE LR OEEICERS TS L. [ [3EYHRE)
DS ]
(%)
7v7%:77ﬂf7yx«hﬁ I - B
mL/min)
30= Ccr =60 1 [8] 200mg % 12 W§fE1fg 5
Cer <30 1 18] 200mg % 24 WFfE g2 #% 5-

ﬁ%mib%gkw%ént%ému1ﬁékuf§

400mg 59 5.

BB, VT F=2 s )T T2 A (il /min) = [EE |
(kg) X (140 — 4 ) 1/[72 X il 7 L 7 F = > fi |
C (mg/dD)], KEOBAIFTINIC0.85 HFFTH LY.
- G) MBI RESND TR a Xt T 0%
BE L RE BT Z TR0, MEENT T O BE~OB |
FIZBRLTIE, SIS U TRME (200mg) % 24 HF |
MG % 70 CIBAE ORIEZ B L7228 HIHEIC

BHETLHZ L.

L (6) B ORI IE, BRI S

[ SEApEE) OEBE]
R L AT, R |

CRE N A GV A, FF 60 ARMKEEGTHZL
&, AEBOEERE = (000) AMERLTVS.

m FRLDEFE
1LEERE KOBFIOTMEICHRETLoL)
(D ARATHSE, WEBICREXME, 95, =B

LR —ERAZR Z LT WRE 2469 2 B4

DEE] ,

DT

Q) BEOKEEDH L EE [MOILTREN RS 20T,
EHRICEETDHZ L.

( DL - HECBE 56 E

HEpERE] OEZM) ]
(3) 9 ok, B,

37 v —RREGREE, MY

U LAOFBMAE L 72 5 8F [AANCITHET b Y 7 A

NEENRTND. ]

[(Rigai-dZtndbsd. ]

i ~DHh ) DHSM]

EBDD.

G) EIEMENELE DERZEMSEDL 01355, ]
(6) s [ THTE - MEICEET DM LoEE]

THITE B HERRVOT, ROEBLY L HZ L.

D FANCBEEREEIC DWW Tz a1ty 2 L.

(4) TADAZEDFBIERBIIIZ NS OBERERO B 5 BHE

[

=]

(MQT EREEZTRBEZNADOHLHBE QT R
( TEXZEWER] omBESH) ]

2LEELRERNER
WOARKNZE A avd, THI7453F—0ORAELEHEREIC

ek,

PUAEWESIC L DT VAKX — IS TR T D 2 L.
DFHITEELTIE, T av IR TIRBNED
EN DR L TR Z L.
NFEBIEN SR ER THET, BEEZLHOREBICMHR

g, tonEsE

P

17952 &, Bz, &58BE

HEERBET L L.

3. fHE{EH

{
f

213

AFNLF 7 o — A P450 1A2 (CYP1A2) #PHET 5D T,
AREEZE TR SN2 ERFOMMEZEEL, mPREZ LA

SEBBENBD .
D HHRFR (A L720 )

ﬁ BT - P -
RAlaE B BIRET
Fh7RTy | RREECTC | LD, ==

GEMABAE | EHDD0T, | —% ) o Kbl

EHa%E

BRERAER -
BEARE

R -
BRET

Fr<)
B ART

BEH LR WwZ
&,

FI D GABA, 2 &K
~OFLEVEH B
MR, EENE
FENHEEZD
T3,

T A A5 D AR
MHRERBX T ZINS
DEEIERED 3 5 H
#, BEEOH D
BETIIRHICEE
THZ L.

FHF =D R
ey
Ly

FHF =D
Cmax 2% 7 f&,
AUC 728 10 {1
EhESL, M
JEART, R,
HENERD S
bz & oM
NhsbH., FHP=
UV ONER &
MIEDLIBEN
NHsOT, B
ALz &,

FHF =Y DT
DRBELEL,
FHF=Yromp
REX LA S®5
LEZHRTW
5.

Q#tREFE (BFHICEET L2 &)

o ERERAEK - B -
i B BRET
THET 4V THEIZ4V D | TET 4V DA
TI/749y | Cmax 2% 17%), T O R A&
K AUC 23 22%Fh | L, ZUT R

FnEHRLEE | 2V ESED720
ODWEND D | EEZDBNLTY
V.o TFEF T4 | B,
COERERER | FEEOH DA
SH D5 AREMEN | F, mEE Tl
bHOT, A | IKEETHZ L.
T 255G EIIET
F7 4V B
B4 572 LY
TRAE AT D Z
L.
T A BT x2A DI | BT =ADFT
FIREN LT | ofREE2ImEIL,
HIEWHD. U T T AR
hEEDEDHEE
Z 5TV,
Tz VERER | ERAERE TR | fFHICKY, ==
FEAT A N ETNRHDH. JE | —F /v RE
TH 2% SR Al KARRO LNz | Al GABA, Z A
vruzx=F | HE, MAOE | ~OREEM
7, 77z | BEFIETLR | mEh, EENE
+ 7 4% LY EE | RENDHEEZD
IrEFCBR [ ITOT L. FONGAYSR
AT A N TAMAEDRERE
HRSERA (72 MHHEBET NS
ZL, KESA DR D B 5 H
B D 7 k7 #, BEEOH D
=R A N s B CIERICER
e THZ L.
=3 = B
v, T
a7z,
U =0
o
YImARY Y | B FEIER | RBEF ORI
(BREES) 2| AHTHIH, M
WimEnNsB% | LI CoORE %




N ERFRAEAR - -

HAAF BB RET
NnHLDT, | MEL, —H XL
BRI R R R R | T O i P
H (17 F= | LRTAEDLE
v, BIN %) % | 261 TW5.
FoRrEBED | FHEED b 5 A
RHEZ 40 B | &, EEbE T
g5 L. CHEETA L.

InN7y v INT 7 Yo | B ORI

ER%ERBL, | RHTHIHE, U

Hif, v bho
VB R O RE
ENH B
LDIENDHD.
W=l i 0 A )
LA, Tu bk
o E
BEAEHELE (INR)
EEE2REST D
&, BlgE+
SATH 2 L.

77U DT
ORHHE P L,
VT T REW
HEEDHTEDEE
ZHNTND.

Z VIR = VIR 35

SR IMBERE T A
U AEY
. o

PRZAANG
=

7
# 5

N,
77

A VIR =)V R
S I B R Al D
ER Z 858 L,
IR H 5 b
N>z E”D
5.

FEBRE - O FEAR I
RHTH LD, 7
YR 7 71RO
T o R B
T 5 EDOW|E IR
5. Fiz, B
D B AL A Rz
in vitro RERIZE
W, KFIRA
A2 3 WER %
RET 25 & ows
NdHD.

pt=p—Ai | e¥=m—1o | fFHICLY, ot
i3y Cmax 7% 60 %, —a—/)LOJFTD
AUC 78 84%%h | R E SN D
FNERLEE | 2 EEZLNT
DORENRH 5. W5,
nE=—g—/,LD
B 5 Rz AR K 2
5B bR O B
HBHik3 5454
WZiE, SHEIDG
LCebt=n—
D R % R
THZ L.
AR EH— | A b MrxY— | FBEEFOEMIT
k FOmMAFFEEN | REATH DN, A
EHL, FEHR | PP —FoD
HWERIhdkBZ | BRAENS O
nWnds. OFE | MR ESD
THHGAICIEER | DEBxLRATY
FOWREEZ 57 | 5.

[l 2 = i N
b

RAETA L

7 A IA iR PrAic X v, QT it
€ Y, QT iLED | BERS NI
XUy, T HALNDIBER | HBNTIBEAR
a4 7TI | BHb. bb.
e
7 7 A MHLAE
RsE
7T IA K nr
v, VHu—
IV
sary AT | PRI LY, AR
A A = 7Y RO | KR ORI TORB
ZoREHoOMm | RERESND D

EFa%E

BRERAER -
BEARE

R -
BIRET

HPIREEA 29% &
% ENZEN L
AL omE
N 5. Ltk
IR SER RPN
il 2 £ 5B 4 X
LT IET S
BAIE, v
2 U C AR ER
Fl o B3 & %
THZ L.

tEZHN TV
5.

VTS T 4L

IIVTFT 4

CYP3A4 BHEIC LY

U =B @ Cmax L OVAUC | 7 U7 5 v AN
DENENK 2 | DT HLoHEDL
fEEHRLEZED | 5D, BT
HENRDD. DFFEMITRATS

5.

Trx=rAf Vv Trx= kA D | BFAH
o R MR R
L7z & oWsEn
b 5. KFH =D
AT 28561,

Trx=hrA 2D
ifn. o R A
THRE, B
+3ATH 2
L.

4. BER

FRGREE CKFI 1 5] 200mg 1 H 2~3 [B] )% 1 [A] 300mg 1 H
2 [F) ROMEAERAE (EIC 1 HEE LT 600mg) TO
FHASESR] 3, 628 57 323 7] (8.90%) (ZEIWEA (FEEmME
OB A2 ETe) NiBO b, TR IR
%= 106 fF (2.92%) , ALT (GPT) E5 47 f (1.30%) ,
AST (GOT) L 45 f (1.24%) , 3895 - TERRIBSE 26 1
0.72%) ZThotl-. (HEEKTH)
ENEERABRIC VT, AAI1[0] 400mg 1 H 2 [8] 34 3 [A]
BE SN 38 FId 17 i (44.7%) \CEIVE  (BEpEMAE
OREEEEET) PROLN, EREMWEMAIE ALT (GPT)

&, AST (GoT) L&, AFHSRERE, MFERERIES, mE R,

ESALALEE, ERHEMISTHY, ThEhn 2 f
(5.3%) (ZEBw bz, (R - B % F R EER)

M EXGEMER (0. 1% A7)

N Yavy, 7r243F>—:vavr, 7F747
Xoo— (MERIREE, 2E, FRB%E) Bhbbhd
ERBHDHDOT, BEEHSIITY, RERH LD
LAIE G 2RI L, WURAEEIT) Z L.

2) KEG#% : BIEMERIGRS O 2 0F 5 BE 2 KGR N
HobhdZ EnbHD. 1B, HEIO TR b
B AIIRE BTG 2 T IE4 % 7 P 2R AL E 24T
5z L.

3) EMUERBMARSE - AR, MRS, CK (CPK) kH-, m
FRORBPIA ey ERERME L, SWREHE
HEfEAL & £E 5 MU MIIE DN H LN b Z B H DD
THEETLHZ L.

4) FEIEMERZ  FEEN, UKk, PRURIRIEE, BOES X RRELE,
IFBRERIE 25 2 £ 5 EMEMRN S bbb Z Enb
0T, ZOLIBWIERRS b EAIIEkE %
HIk L, B RERVE CAIORE5%E O Y] i ALE &
1To2 L.

5) IEm#E  EELKLESLODNDZ 8D D (Fi
#, FFCA VK= VIRFEROGER THIFHEETH S



bieLT ) OT, BIEE+2IKITY, BERHLD
WIS EBG 2 Rk L, WORAEEAT) 2 L.

PET LTV ESLHEEE Thbbhdv) 0T,

ZOEIRIERD S Db HEICEESERIEL,
WE B A T 2 8. [ T - ARICEEST L
A EDOEERE) , TEEE~OKS ) OEBH]
EREING], SRMMEBKE/, J|EBRIBRE, m/MREAD -
B, PLMERID, SEEERIERAE, /R SN B
bbb ZERNBDOT, BgE ol Ty, BEN
HobNEAICIEESERIEL, WYRNEETTH
Z L.

BIGERT 26, FFH#SEEPEE, #|ME : BUEFR, & LW AST

(GOT) , ALT (GPT) %> L5 %) TSR, &

JERHHONDZ ENBHDHDT, BgEE+oIcirny,

BENROONGEAICFEEEFIE L, HEY) e 0LE

R

hE M XRKZEIEBMBIAE (Toxic Epidermal

Necrolysis : TEN) , RIS#:ERAEIZ & (Stevens—

Johnson fE{%EE) , ZWHAM, RMEARERDHERERE

E : PERMEFR B RARIE, BRI, 2

FLBE, RUENRERBHERBEENLLDbND Z LB H

HDT, BEE STV, RENEDLNHAI

W EEPIEL, BWURAEEITH Z L.

10) AMERE, BMEKTL BT E, MEMEBRN
HHEONDZ ENHDLOT, BIEEHNITITY, BE
NRDOENEHACFEEEPIEL, WY 0EZ21T
5z L.

M7XFLRABEX, BHHNEOHEES : 75 L A lx,
W EDREEENH LD ERHDHDT, ROE
JEPRIEN B SN BHAITITREL2 I L, W
BEITOZ&. B, HEIZBWT, KR THY A
BN S DIER AR LIEM b MESNTND

12) 883, M5 DFEOF/AER : $5EL, 1D >EOREHIE
KRHELNDZENHDHOT, BEE DTV,
BENROONHACITEELPIE L, WY A0
EITHZ L.

13) EEFENEDEAL - FEIEFEIE O BE TIEROE
IERHEbNDZENRHDHDOT, BEE+HITITVD,
B NED SN HAIE S 21k L, @R aE
BITHZ L.

1HMER : MERDNDLDLNDIENHDHOT, BIRE

G

+3AT, BRENBO S HECT&REELRIEL,

WEN R LEZITH 2 L.

15)QT #ER, LE4EHH (Torsades de pointes Z&L)
QT #EF, L4840 (Torsades de pointes Z&ie) M3
HbobNDdI ENHHDOT, BEEHSITITV, BE
DARDOLNTHEITITEEGE L HIE L, #Y) 0@ Z1T
Sz .

(2) 2Dt D &EI1ER

IR o &5 2EWER D & b bl e, ERITS T
THEREZT S Z L. RFORIERICOWTITERS
ZHilkdsZ L.

0. 1~5%A1ili | 0. 1%AT el N
WEUE | BB, BE, |3 E (K| A&EBEUE,
ERT, | #H hnE |BEES, O
B,ORFGE | E@E., W|EREERG
EITEFIBE) BH)
Wk | BUN LF, ~ MLPR, el PR
v 7F=F
ﬁ_

0. 1~5%Fj% | 0. 1% A5 BEEARE
JiF & | AST(GOT) E
5, ALT(GPT)
£ 5, AI-P
E+5, LDH £
g, v -GTP
5
PHER A AR, K,
FCTh, Kifn
=, A EE%
M ¥ | FEEkIES, | m B OB | ARKHEm F
=Yiill A Ao |orovE Y
WA, ~E|(E8#M, Fm
JoOEVE | Hamn
Do ATk
21y bR
A MR
¥, BgMm
K&
HLEs | T, TEX BEARE, | B, HLFR
AR, | B, Bx
iR A
B, Mg,
(BENE/S
A IR | R BE, &
L
S TR Y]
W, By,
R
K wEH, HEHIRK, |®7AH
R W, wEW |, FIRE,
Rz, RBIT,
M YN,
K #o0s, Xk
W, K=
2 — 1Ny —
(L O j&
%), BRI
i, BEENITE
JUiE, W,
kb
5| VS
AL | (A,
RS, FLEE,
PRAELE)
Z D1t B, m|BEwm, W
1. W, E=U7
JE , PR R
W, M, W
R, BH R
=D
JiE, CK(CPK) L
=

X H A SUTMES D TRRO LTV D EIERIZ SN
TIIBEARI & L.

5. BmE~DESE

AFNTEL LTHEB O SHRE S 225, Eild TITEHRE
PIETFLTWD ZERZWe), BREICHIEEL, &
FOREEBIE L) b BTN G MRICHET 572
CERICERGSSZ L. [ TR - AECEET 26 E
DEF) , THEpEE) OHSR]



6. iR, Ew RILEE~OBRE

(1) 3 TR LT B ATREE O & 2 I NI E- L e
& [HETORGICHET 2R ITIMN L TR
AV

Q) AP OIRA~OEGIITRET 5 Z ENEE LWVA, ke
PRI ISGICEELERTSES 2. B
FABITT D2 MBI Tn5. ]

1. INRE~ADOEE

() BFEENSEHIATIBZNLH LD T, KHOHEEIZD
WV RAZ ERRXT 4y FEFEUEEICHET5 Z
L. B R B BE T ER RO/ N RE 2 XS
& U BRAREBRIZ BT, BIFTE & fl S h - 9E5RE o
BLE e 7 a0 9.3% (31/335 i), kFRESE
6.0% (21/349 f5) Thoiz Y. £, BWER GhE
AR, $h&EZ v b) THEREIRDONTND. ]

) IEHAEREIR, R SUIELIRIC 3 5 a3z L
TRV,

8. BERS

MR EER  BEESAD SR OWMERD S.

W B BHEEE T35 b, KoK OERE
DODHFTEATS. T u7axY o IEEEN, mikET
T (10%FfE) LirkEShu.

9. BALENIE

M TBERE . AFNTEHRHFECORAMEATDLZ L.

Q) T E5HI: EAIIHERPITET 22 E03H50T, Z0
LG RIIRRO TEMmEEMR L THEHTZ L.

@) FAEAE  FAIE LT, AMEHEICE L T, AHRE

B RYERE

BEBAICE T HMAPRE

B AN fEEERAIC 1 8] 200, 300mg % 1 MEMSEE L7255
B, MR EEHERS R SR BIRE A /N T A — 2 131
FToLsyTHD 9.

g/l
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@® 300ng (651)

A 200ng (3()
FHE+ R RE

RNBE

RERTE (HEE) BOEMBEZHNSA—42

ey t1/2a tiap Cmax Ve Vss CLtot AUCy-oo
(hr) (hr) | (pg/mL) (L) L) (L/hr) |(uz g hr/mL)

200, 0. 20 3.5 2.53 | 20.1 | 117.3| 30.3 6. 66

M | +0.01 | £0.3| *0.16 | *2.1 | =£16.0| *3.2 | =*0.73

200m 0.12 2.6 3.33 | 23.3 | 111.8| 415 7.49

1 +0.03 | £0.3| +0.55 | £7.4 | £21.8| +9.3 | +1.39

top o Y, Cmax @ SR sPBREE, Ve o RTBBR AN ARE
Vss : EHRIREEDAMZAE, Cltot 1 #R7 VT TR
AUC = 1ft H 5 P IR (] T T

SEERER S 1 [3] 200~400mg % 1 PR AGE#HE L7258

i, 7 PO IR CRRT 5 Z L.
(4) SRABEF - AHILALE Lo IvER, R, ZENTBDHL
NEGEIERE LN & FICT D ) OBERE

A LAz & (KBID pH 13 3.9~4.5 OHFIFHTH 5)

BLAZERBRICBNT, TRXTOEFNBIDBFT I TY
LT TR, AFEEE LIZEEZ S 24 KRk
F T, MEENMIRINEZERNDH 0T, AR
WWERAZ(LT— 225l T 5 L.

B)BEFE  HIRNAEKRSE LY, &R, HIkezii
ITZERHDEDOT, NS ETHT D OIS EFEL,
B HIESICOWTHAER L, 30 LA O ST
ITHET D Z b

6) ZDHDEE -

10. 20D EE

(D KEES [750mg/[H1LL E ROAD 1 12KV s RFE
OLNTZEDHRENRD D

Q) FuRxy RIZLDHE
TaR_RY REOHFRICE Y, KREIORKE M EETK
LB LRRD DT, t, DIERE & AUC OHENINNEE
LN EDHENHD.

Q) BmEIEIZS>WTIE, in vitro BREBRO—# (v T RV
VBRI E OB T REARE AR, T v MTRIR
RSN A V7= AR E R DNA iR, F v A =—2A
AR H—CHL Mifaz Ao et R B iy
T, BEERLIZET2®ERDHD.

4) JEARTMEIZ DWW TIE, R A I F 7 ZH TAL04 Z V-
1EIRIRE R, Fr A =—ZANLRZ—VT9 Hilz
AWt R BRI, ~v R ) UoREMEZ VW2
A N7 v EBEAICBWTHMEZ R T ANRED Ty
5.

EFG LT L.

B, AEDIEWEEIL 400mg FTHETH D Z ERREEN
7279,

EFICHITAMPEE

AAANBEIC 1[0 400mg 2 1 H 2MIXIE 1 H 3 [A] 1 B
WEERERE L-GE 0% 56 3~6 HEIZRIT HiMH
REACRBEERR K ONEBNEZR ST A=K I T L

hTB .
wg/mb
100
O : 400mg 1 A 2 [# 5
@ : 400mg 1 H 3 A5
m SR e T A (7
th
® 10
E

R

0.1
0 1 2 3 4 5 [ 7 8 9 10 " 12 hr
B M
BEICE T2 EDHEFH/INTA—4
= AUC t, ss Cmax, ss Li/, 5%
B58 (g hr/mL) (pg/mL) (hr)
25.8 (23.4) 8.07 (22.5) 2.44~8. 10
400mg 1 A 2 5] 21] [22] 23]
P 22.2 (28.8) 8.14 (24.1) 3.00~4. 54
400mg 1 H 3 8] 8] 8]

R (EEEH %) [Bi%k], * : &
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RIR, MERNBATIEZRG TH Y, WK, M, JERER, M
IK~DRBATHGRD BTz 1012,

£z, SMECTHERERE, MBI, tErEasiER O, N3, IR
B, FE) , R, AR Tl RE S FRES L<
FEnL L, EEREEOZE OB, EK, BIE, TRV,
kT i R AE & [RIFREE oD (AR By ONHRLAR HiR B2 25580 BT
W3 13)

A

TR AIZ 1 [B] 300mg % 1 WRERELAGEEE L25E, & O
REHY & LT =T Lok (M) , N-RREREAE (M2)
AH VR M3) O 3EIRHE SN TWD. mHEEHERE» D
RO TZRELRIZHT DFELITZENLZEN 1.8%, 4.8%,
7.3% L&D o 72 9,

B ot

AFNTEELE LTEBOHt s S, AL 1 [E] 300mg
Z 1 BERLEFE L25E, BERICxT 2 & 5% 24 FEH
F CTORPYEIRIT KRB : 58. 1%, @@ Ml : 1. 0%,
M2:2.6%, M3:4.6%THV, RE(KEKERHYHHOET
66.3% CTdr 5 9.

BOKEEDLE

R AN BT (20~22 %) 6 £ & RTGUTAHK] 200mg % 90 43
EEHEIC LY, e Y8 200mg KON 300mg (100mg
BE2 BEFE /21T 3 68) EROKLGICLY, ZuaRA4——EIC
TENZENHERR S Uiz, A 200mg 54§70 Rp oD i
I G TREZ 200mg FAHRGRED 1.5 ffEmnE— 27|
(Cmax) Z#/RL, ZORBRITHBHESCOITIRT L, RO&ES
L FIREOHER TS L7-. £72, 200mg A HHERFD AUC) o
1%, BOEERO L2 fFThotz. 72k, 200mg AHEHER
DI YL % 300mg #% M Hh (RGREE HEOREAN) &
HERL7- & &, Cmax (X 1.2 1%, AUCIX 0.9 TCThHo7=. ¥ 7

07 aX T OROBHEREO NS AT AL ZEY T ¢ —IF,

82.5% Th o1z .

g/mlL
25
2l O 300mg#E D25
p A 200megfE R S5
m 154 @ 200ng 5 i@k iE (9053 )
s il + EHEIE 2 (BH))
E I b
05

SEECH TS5 RERIROEYBEFZI/NS A -5

T M | tiea | Ty | Cmax Ve | Vss | CLtot | AUCy.
(%) | (hr) | (hr) | (ug/mLl) | (L) (L) | (L/hr) |(u g-hr/mL)
200mg 71 0.27 | 2.6 3.51 24.9 | 69.0 28.8 6.95

1 RE )

70 ]0.11] 2.7 3.53 24.8 | 97.2 | 29.8 10. 08

300mg 71 10.30 | 3.5 5.71 24.3 | 77.6 | 22.6 13.29

LI | 75 [0.71] 3.6 3.13 73.5 [108.8| 24.4 12.31

76 [0.47 | 3.5 5. 16 36.6 | 75.4 | 19.5 15. 37

INEEFEOMBPRE (25 : SHEA]

SREANRBRE BRI G L U REEM SR B RE AT O &5 R, JE
SENVERRAEE /NIRRT (KT 30kg, Z LT F=r 2 UT T
> A 100mL/min Z487E) IZBTF D27 VT 7V AR OO s &
OFRHEREHEIZZE I FR 0. 60L/h/kg 2} 2. 16L/kg Th Y

GO - R AE G LI BROKYBIIEIS, DNITEFH & R
BE L THLRAEFRNZ L MEES L .

EREEERECTOENEE (55  SMEA]

VT F=r7 V7 7 AE (Cer) 1T XD BHEREIEH 4
(Cer>90) (10 #l) , WMEREHE (61=Ccr=90) (11
B, hEEEEE (31=Ccr=60) (11 #) KU®, Bk
EH (Cer=30) (10 Fl) @ 4 BEZHF, 1 8] 400mg (FEEE
BEsEH o5 LTl 300mg) % 8~12 MR AHK 2 S Es:
WICTRERE LIz 2 A, BREIK T ISP mRED EA,
PRI O FE R K QYR PRI OIK T A58 5T s 19,

BHAEERECH T 5 BN LI-FRORYBREF 5 A —4

I 1 L 1 1 —
GU 2 4 6 8 10 12 ° B8 ﬁhr

ITF=IITT% Cmax AUC AUCy_p," T CLtot CLr
B - (mg/L) |(mg-hr/L) |(mg-hr/L) | (hr) |(L/hr/kg)| (L/hr/kg)
I1HH | 1HE LHE |1HHA | 1HH 1HE
Cer>90° 3. 80 10.2 32.5 4.59 0.45 0.234
400mg 8 IRFfiffE: (10 )] (14) 19 a8 (16) (20) (12
61=Ccr=90° 4.59 15.4 50. 4 5.23 0.33 0.138
400mg 8 FRFfifE (1L BD)| (20)° (22)° (22)° (32) (19)° (80)
31=Ccr=60° 5.35 21.5 48.3 5.72 0.23 0. 087
400mg 12 AL BI)| (28)° (26)° (24)° (13)° (20)° CON
Cer =30° 4.28 30.1 66. 3 8.33 0.13 0.018
300mg 12 A0 BD| (21)° (28)° (29)° (30)° (26)° (86)°
a : B mL/min/1. 73m* AL (REMRE %)

b :p<0.05 (vs. Ccr>90" group)

¢ AUC, . . X¥5m%%/ H

Cer: ZVTF=2 27U T TR (24 BEARMEZ L7 F=0 27 VT 70 AR
BRICL D)

Clr : 27 V77 A

mEBTEETOENERE (2% : SEAN]

MIRENT 2% T T DI EERE 7 H2xtRe LT, K

| 400mg %7 v AA— N—{EIZ XY, MIGENTK T EZ L)

MIEENTBRLE 2 RERIATC E N2V EEL S EE (1 FRE) L

T-BEDOEMENREF N NT A =X ZLUTOLERBY THD. XT

A —Z R SRR CRETRE D b T, mEITIC LY

REEhyFeraxd o oid 10%REEEZ LR 7.

it MBRENAHRICE T 5 REFR IR OEMEREFH/ S A —4
BOKREBEVSESIHOEYEIREZ/NS A —4 sy | Onex | AUG | AUC | AUCu, [t [ Vss [CLtot] Oir [ Cld
777 | (mg/L) |(mghr/L) |(mg-hr/L) [(kghr/L) | () | (L) [(L/hr)| (L/hr) | (L/hr)
B Cmax tmax | tige | tieg | Cltot AUC i | 7.01 [ 39.4 [ 44.7 | 8.84 [12.5[129.2[8.95(0.10 | 1.18
(pg/ml) | (hr) (hr) (hr) | (L/hr) | (ughr/mL) BT | (44 | (4D (56) (50) | (68) | (22) | (56) | (169) | (85)
300mg B 171 0.98| 0.58] 3.40| 7.31 % %EHT| 5.71 | 34.6 | 38.4 | 7.65 |11.4|160.410.4|0.11 | 2.44
8 +0.17 | £0.16 | £0.14 | £0.22 +0. 50 2 BERRG | (45) | (45) (55) (5) | (62) | 21 | (65) | (158) | 3D
200mg & 1% 5 1. 41 0.98 0.61 349 5.42 CLd (dialysate clearance) : MLIEBEHTICLDZ VT T A
20.09 | +£0.13| 0.10 | +0.24 +0.21 AUC,,., : RE27- 0 O ER (mg/ke) TEEE(L L 7= ALC
200mg R L 2.06 .50 0.24| 3.89| 30.6 6. 60 ML) (ERE%) , 761
(90 4%) +0.07 | £0.00 | +0.05| +0.17| +1.3 +0. 27

& O 1] 300mg $25-13, AFRE T RO TH 5.

BE O Mt EeE

Faling (710~76 1) 12 1[H 200mg, 1 F 1 [E] 1 WFH] A #-E:
(1) , 1151 300mg 1 WEM 1 A 2 ELEHESE (46D L
B, fEEERR A & iz LT AUC AN, CLtot DK T 23R

B, F 77 Cmax O, Vss DIET AR I - 100,

(& %)

1. BATRIBE

7Y O REFTRIENERE (BANERES) ITB8WT,
WS OB EVE S BIER S s, Pickir 5 4 B
B FIRN B GRBR TIE, BEEMLIZIS T 2 R ETRIE
IR bR Tz,




2. AgEisEH

T v PR E— T NV REROW K ERG R (B
M) IZBWT, BEREOCLAENRD LT, AAE
W () RO REGFIRNEERBRICS W TInTh

OFRET B EETRS Do Tz,

CBREM
Pova AT 4
WETNORBRTHIRFMEZ RBT 2T LIERD b eno

7. xaxE v 2 EREIRNE GRSV T, ERG
(RABRENALX) KUY VEP (FLEFRFMEE) (2B L CREIX
LAY WAty

4. B=5MH

7 v M ROV E AT KAEFEIRN & SRR W T, &
nNENEHER [Ty~ (48R : 8omg/kg/H, 26 F[H :
20, 40mg/kg/RH) , A (4 R : 30mg/kg/H, 13 #M :
18mg/kg/ H, 26 MM : 20mg/kg/ H, 4 WH/ RFEFIRAEE
5 : 20mg/kg) ] TRPICHRIES iz e a X v
DR L Z L ICRKT 2 £38 2 6N 5 IREEE(ER
RO LT,
F, vHXEHOWIEREFRIIRARSHEBEICE N T,
30mg/kg/ ABECTIER 7 X ITRMEILEN, BEEY VX
(IR AT A OB AL S A B d, MEFEPERET 10mg/ke/
HTholz.

5. =M
~ U AITENRNE G5% WA &2 RS L7223,
100mg/kg/ HIZBWTHRRO LR -o T2,

6. ER %A = UilkEAE
Z v MEREEEMRE O bR EERmAARE AW in

eFw T

vitro BER WIZBWT, 200 g/mL LA EOEEE Tide 2
&I EBER RO DT,

W ERERAE

1. KA

(D1[E200mg 1 H2E&HALNEIME, XU 1[E300mg 1 H
2 B SROENME
BAETESTHEI GEItHRtETI LR,

HIVNARILFR) EEAT

, 13, 26 WRIFE#IRNEGRERICB VT,

DEME
GEES
LA Ozl | @izl | zofo 2t
T 20 | 3 2iEHl JiE 5l o
P g 0/1 3/3 3/4 6/8
20 (75.0)
fe | SME - BME K OFAil 9/10 8/8/ 31/33 48/51
| A TR (90. 0) (100) (93.9) (94.1)
% Wi 4/5 5/5 100/120 | 109/130
= (83.3) (83.8)
3 | mngEss, s 3/4 0/2 11/12 14/18
F (91.7) (77.8)
= [ e 6/8 2/2 13/17 21/27
% (75.0) (76. 5) (77.8)
o ot 22/28 18/20 158/186 | 198/234
(78.6) (90. 0) (84.9) (84.6)
¥ ANGRIER A O E R - ARG 3 BRTE TICE 3 ittt T =a
Fdo HUNI IS DRIESR HPUEAIY 3 AL, L& S5 7%
B BT T IE
O : 4 3 e 7 = 2R BT E AL ]
(ORI IS WA S bl

ERLOBEIEICH T 2 AANOFDRITE 3 Rt 72 2%
T APEB BT 78.6% (22/28 H]) , HIA/RALR A
FVEGE B R 35T 90. 0% (18/20 ) Th-o7-.

EREBADNETIET FUEKEETIX 68.8% (11/16 #i) ,

FEEREE B I 92.3% (12/13 f5)
VT VEZRTIE 57.1% /T f#l) , mrTensH—
JBTIL 87.5% (7/8 #) , FEREETIX 80.8% (21/26 fi)
ThHoT-.

FEPE A28 2t BRITARAK] 1 7] 300mg & D WITIRIRIE L LT
w7 Z VLK 1A 2g, FNEIL L B 2 [EAEEEE

KIGHE T (4/5 #1) ,

1T -l BR IS B 1T D A RIT, KA
), xHERSEK 84.0% (63/75 fil) TH VY, ERKZHEIC
H%ﬁ(#%ﬁ)ﬂﬁﬂéﬂt.#ﬁ,%i¢m¢%m
HIE T EIZAEFI TOEHERRIIAA] 78.9% (30/38 #i) ,
KT 100% (28/28 ) L AKINHEIZS > Tz, R
BRI 2B &, g ER B B R G 451 A 0 B 1 23 8
58.3% (7/12 ) L *xFHE3E 100% (8/8 i) IZthik LTI
&R LY.
HIEH D VIXEHATERYYE  (NEL, WIRERR R O ER)
BEZRRE LCAA 200mg 1 B 2~3 [E]3|% 300mg 1 A 2
[ SRR L 72 22 3048 AR ERBRIC 38 1) B HE MR SR B IR Y
BETORBHERIL 40.6% (13/32 ) L{Ko-o72 10,
(2)1[m 400mg 1 B 2[@#H 5 LME 3 EHRSEOEMME
T SUE M O P B A TR R DIE & 22 Al Mt 28 ST g
P I 99 25 D IRIE G D ABE AR B R BT AR 400mg 1
H 2 [\l 5 3 [l ailiEE 21T - BERRICE T DR
ROHIER 514 5~10 HH) OMEMM%L Colbk
L (B THoWBREDOEIS) 13 70.0% (14/20 $i)

85. 7% (78/91

Thoto. HIEFAIZN T HIE T & 7o E 5] T O 1E i HUE
D RFRIL 54.5% (/114 ThHhot?.
ARNOBRIEIZB T DA > 7o PR ﬂ#éﬁ%f
ﬁﬁﬁifif“@;%ﬁﬂﬂf VIRRAE S LTV,
WX D ERREREBRIZE NS & b El ST,

/hﬁﬂ% S EA]
B R B Y E U B BB R O/NRERE (~17 %) Zxt
G b LTS — S R T RER SRR IC BV T, TR
HIERE (R TH# 5~9 BH) ORKMEN NER) i
[E | TholtkhEFEOREIZ, > Turgaxh v
*05. 7% (202/211 f5]) , xtHR3E"92.6% (214/231 f]) Th
D, Mz [95%EHEXM] 1%, 3 [—1.3, 7.3] %<, %t
BRI 23 GEEME~—T 0 1 10%) DEES .
TGECHEROBEN IR Ta 7a XY 86% (178/206
) | xR 81% (181/224 i) Th o7 .
SENAMERHEIE OBl GO /NEEBE (5~17 1) ZXtg &
L7 AR A — B 5 AT RE M L SR Ic VT, BT
BMOBKDEN (U8 TholtFoRaE, v Fu
22 *100% (41/41 B) , SeBREE™100% (43/43 )
THY, BEKTEHD 1 B FEV,) ORXR=XT7AL P50
EAbRIE, P FuaraFhi v 12.3%, xR 16.4% Th
Y
BRI 63 2 R
* o B O A
HLRTEVVLER T4 ANT

NEDPHHL Y AV
LT IRA TR TE VUL A

[ JE-3E-3::

REER

1. 77 ABEE RO T AEEREICR LSO A2 L

AL, 7 RUEKERE, BERER, REWE, KBE, 71

TV TR, TrTunsA—g, FEE, LU TR

W U CERTZBEER (in vitro) 2R3, 8B, 7K

vEREE, BEER, KB#H, = Tue s F—R
(Enterobacter cloacae) N OB IZ I TILE K A&
Hﬂ% IR TREZ M OER TEE D 5T 2720,

SEERICRH T 2HEIERIZ 7 7 2GR IC kwf

MICgo 2 0.39~3. 13 ug/nl, 77 ABEMERIZEWTIE MICy

A3=<0.025~1. 56 1 g/mL ﬂ@é A2

3. RUERE, KIGW, MAMAR, SiREo~v 22y
JERYYIET T VT %WW&U%‘D&E‘LLK@Q%T Wi
DERIZB N T H IR G- OTER 2R :Hxﬂ&ﬁct IR
T, EDsoff 1349 1/14~1/6 {5 TdH % 2.

ARBEE NS & b F i S A TUVZR V.

FUARTY L ALT 7 A RFH S —




4. WEIET 77 47 AT SRIE B 2RI % W AR R SR 72 1% O Jifi R IE.
c:ﬂ@“é%ﬁﬁﬁﬂﬁ%ﬁ%ﬂﬁﬁéht. FEICx 5 MIC
X 0.08ug/mL Tholz. W AR 24 K%L L0 AHK %
30 AN &E LmR, FEmiEeE (10 filh 9 fsEL -
W ANBREEET: 3~8 HUAPN) L L, AFHEREGRE (9 fid 1
BIFET : 5 T#% 6 HE) CTHERIETROETIED
bz,

ER%RF

ABED DNA v A L—RIZEA L, DNA ARREBHET 5. #T

FIERIIREN CIEREIERARRO 5ND . R/ R BRI

I NI L IZIE -5 L, ME O 720 T <

RIEMZ BIER T2 2.

B BB 5B FEMHMR
s 5
F cooH
Huﬁuﬁgﬂ/
— %4 e 7axt o (Ciprofloxacin) JAN
(Ciprofloxacin INN)
(W5 : CPFX)
{b54 : 1-Cyclopropyl-6-fluoro—1, 4-dihydro—4-oxo—7-
(piperazin—1-yl)quinoline—-3-carboxylic acid
ﬁ?%fﬁ 1 Ci7HisFN305
1 331,34
PE R RARIIBE A A~ KRB R EORBREOHm R TH 5.

A (100) (28097 <, 0. Imol/L HEfEak
R OFARERET B U 7 ZRIRIS R Ic< <,
vrzaua AL A TEITICSL, K, T =
O, X% J)—), =X /)—)L (99.5) , 7k k
v, BT I = F LT —T IF E A ETE
7.

B kWL EDZEE

LS ONERRET 5720, V7 by 7 ORI
FCRRE L2V L.

2. SMEONENZNFIR DOIRHDFRO SN DIEE T, EMEN
HRebNTWBAREENRH DO T, HHLRN L.

SHEHEO 2T — A LTV 7 A VAR T Tng & &
IR L n &

4 EABORIKIIFER L2 &

5. R X HIRAREGOEAIE, Y FRLEEIC LA

HT .

6. VEGTEHE T 22O RIEHR (FROMEE) (2F >3 <HI LA
N5z & Fie, F—EFNE IR LS00 L.

7. RAJETHRICNAFE N BEH & 5728, @EAEHIARET
H5.

ma %

TEHFA] 200mg Y 7 k2N 277 100mL X 10

B EEXH
1)Cockeroft, D.W. et al. : Nephron, 16, 31(1976)
2) ZORTIG Al - A & BRIR, 20 (17), 8903 (1986)
3)Roberge, R.J. et al. : Ann. Emerg. Med., 36(2), 160 (2000)

4) Cyrus P. : /A VSRR EERE [HIMEME SR B R YL
HEHBLO/NEBFICET S “EERRRGHEA) ]
(2003)

5) 227Kk 3 T RR ¢ FLEE L EER, 31(7), 2433 (1997)

6) HL i FLEE & ERER, 31(8), 2701 (1997)

7)Rogge M.C. et al. : XA = /UEEAENERE [EFR AL
B 2 IEWEhRE (ULELA, 300 & T 400mg) ] (1990)

27) PE P M
28) Friedlander,

C A VIR AN RE (B
(OHEA, 200 & T 400mg) 1 (1990)
9) Sampson-Landers, C. : /3o /L3N ER Uik XUE
1B PR AR 2 D _WRIEGc D H RN NBF BT 2 mHE
DIEEREER] (2015)
10) 5 HFEAh - B A LS
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1.9 —MRIIBIHIFRDIXE

1996 4£ 4 A 9 HEMEDEHKGLFHFFAESICBWTER 1.9- 1O LB ICHESIL, 1996 FE 6 H
25 HAFERAFEE 24 B2 K 0 — AL FRDS @R S vz,

x£1.9-1 —RHUBMEMEZES

— A% TR AA%L . v Tazaxdir
(JAN) g2 4,4 : Ciprofloxacin
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HRRGY « m& XYM 300mg (I 7y 7axd 0 300mgeA)
5 M A& M
LDso (mg/kg) F R
v A 252
? 255
7y o 167
? 173
A
s e 5 HIE BRERK B5E TR ESASIN)
(mg/kg/H)  (mg/kg/H)
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il (2] e —
I e I A it r = ; e
CTDRS | "rooos,) 24 10 BT a8 | RBRENN | HRmmsn (Ems|  ews | LR
PHEDER _ -
5.3.1.1.1 |A#7c L |Pharmacokinetic Determination of Dose R-5303 [ | 1990.2 - 1990. 3 Bayer EA: LN % = BBl
Equivalency Between Intravenous and Oral Doses HealthCareft:
of Ciprofloxacin in Healthy Volunteers
5.3.3.1.1 [£® 7/ L |Pharmacokinetics and Tolerance of I.V. Doses [R-5302 [ ] 1989. 10 - Bayer EAh [fEEHREE B E G R
of Ciprofloxacin in Healthy Volunteers 1989. 11 HealthCarett:
5.3.3.1.2 [£®7 L |Comparative Pharmacokinetics and Safety of R-5488 [ ] 1991.4 - 1991.5 Bayer EAh [fEHREE B E G R
Intravenous and Oral Ciprofloxacin at Doses of HealthCarett
400 mg q8h (i.v.) and 750 mg ql2h (p.o.)
5.3.3.1.3 |EHERL Steady State Pharmacokinetics of Ciprofloxacin|R-5295 |_ 1990.6 - 1990. 7 Bayer ES |fENEEE HEE )
During Sequential Intravenous/Oral Dosing HealthCareft:
5.3.3.5.1 |Z® 72 L |Exploratory population pharmacokinetic PH-38187 |_ - - EN RS E L& R
(0002H%1Z [analysis of BAYq3939 in Japanese phase I11
%G study (#15992) with the aim to identify the PK
models and to characterize the inter— and
intra—individual variability of the derived PK
parameters
5.3.3.5.2 |Z® 7L |Population Pharmacokinetic Modeling of MRC—01209 [ ] - - EAL [HEAwEE BEER}
Ciprofloxacin in Pediatric Patients
5.3.5.1.1 [£& 7L |Efficacy and Tolerability of Ciprofloxacin R-5864 [ ] 1989.8 - 1991.6 Bayer EAh (NS E BEE R
Monotherapy with 2 x 400 mg i.v./day in HealthCareft:
Comparison with 2 x 200 mg i.v./day in the
Treatment of Secondary Pneumonia in Patients
requiring Artificial Ventilation.
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EE4A

5.3.5.1.2

EWpL

Prospective, Randomized, Non—-Blind,
Comparative Clinical Trial of Ciprofloxacin
(IV/P0O) versus Ciprofloxacin (IV/PO) plus
Azlocillin versus Tobramycin plus Azlocillin
in Selected Pseudomonal or Enterobacter
Infections.

R-5461

FER S e B R

AERE ST

HwiEsH

BEGE

SR -
BEHEH

5.3.5.1.3

EERL

Prospective, Randomized, Non-Blind
Comparative Clinical Trial of Ciprofloxacin
(IV/PO) versus Ciprofloxacin (IV/PO) plus
Rifampin versus Vancomycin in Selected —
staphylococcal Infections

R-5462

1988.6 - 1990.9

Bayer
HealthCarett

[E 5+

s &

Gk

5.3.5.1.4

EWpL

Prospective, Randomized, Controlled Study of
the Efficacy and Safety of Ciprofloxacin
(Sequential IV/Oral vs Combination Therapy —
Tobramycin and Cefuroxime) Intravenous in
Treatment of serious Systemic Infections

R-5316

1988.6 — 1990.9

Bayer
HealthCarett:

ESp43

R

I
i

S E G

5.3.5.1.5

EERL

Prospective, Controlled, Randomized Study
Comparing the Efficacy and Safety of
Intravenous Ciprofloxacin with Standard
Antibiotic Therapy in the Treatment of
Selected Tissue

Infections (Multicenter)

R-5492

1988.9 - 1990. 3

Bayer
HealthCarett

[E 5+

s &

Gk

5.3.5.1.6

EWpL

Prospective, controlled, third-party blind,
randomized study comparing the efficacy and
safety of intravenous ciprofloxacin with
intravenous imipenem for the treatment of
patients with nosocomial pneumonia

R-5867

1990. 11 -
1991. 8

Bayer
HealthCarett:

ESp43

R

I
i

SE G

1990.5 - 1992.7

Bayer
HealthCarett

[E 5+

FEA

T
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5.3.5.1.7

EWpL

Prospective, Double-Blind, Controlled
Randomized Multi-Center Comparison of the
Safety and Efficacy of Intravenous
Ciprofloxacin Versus Intravenous Imipenem for
the Treatment of Patients with the Sepsis
Syndrome

MMRR-1390

FER S e B R

AERE ST

HwiEsH

BEGE

SR -
BEHEH

1993.5 - 1995. 8

Bayer
HealthCarett

[E 5+

s &

Gk

5.3.5.1.8

EWpL

A prospective, open, randomised and multi-—
national clinical study to compare the
efficacy, tolerability and cost— effectiveness
of ciprofloxacin and tobramycin versus
ceftazidime and tobramycin for the treatment
of patients with severe sepsis

PH-30384

1996.1 - 1998. 4

Bayer
HealthCarett

s &

Gk

5.3.5.1.9

EERL

Prospective, Controlled, Third Party Blind
Randomized, Multi—Center Comparison Of The
Safety And Efficacy Of Ciprofloxacin Plus
Metronidazole (IV Only and IV/PO) With That Of
Imipenem—Cilastatin For The Treatment Of
Patients With Intra—Abdominal

Infections

MMRR-1232

1990.9 - 1993.3

Bayer
HealthCarett:

ESp43

R

I
i

SE G

5.3.5.1.10

EWpL

Prospective, Controlled, Double-Blind,
Randomized, Multi-Center Comparison of the
Safety, Efficacy and Economic Impact of
Sequential (IV to PO) Ciprofloxacin plus
Metronidazole with Piperacillin/Tazobactam for
the Treatment of Patients with

Complicated Intra—Abdominal Infections

MMRR-1460

1995.9 - 1997.5

Bayer
HealthCarett:

[E 5+

s &

Gk

5.3.5.1. 11

EWpL

Prospective, Controlled, Third-Party Blind,
Randomized Study Comparing the Efficacy and
Safety of IV/PO Ciprofloxacin (400/500 mg q
12h) with Parenteral (IV or IM) , Ceftriaxone
(1000 mg q 24h) in the Treatment of Patients
with Pneumonia (Multi-Center)

MMRR-1221

1990.5 - 1993.3
(enrollment)

Bayer
HealthCarett

[E 5+

s &

Gk
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5.3.5.1.12

EWpL

Prospective randomised, single centre study of
the safety and efficacy of ciprofloxacin
iv/oral versus amoxycillin plus erythromycin
iv/oral in the treatment of community acquired
pneumonia

PH-27368

FER S e B R

AERE ST

HwiEsH

BEGE

SR -
BEHEH

1993.7 - 1995. 2

Bayer
HealthCarett

[E 5+

s E

ZE Gk

5.3.5.1.13

EWpL

A prospective, controlled, randomised, open,
multicentre, multinational study comparing the
efficacy and safety of IV to oral
ciprofloxacin plus amikacin versus IV
ceftazidime plus amikacin for the treatment of
hospital-acquired pneumonia

PH-33457

1997. 12 -
1998. 6

Bayer
HealthCarett

[E 5+

FEA

T

Gk

5.3.5.1.14

EWpL

A prospective, controlled, randomised, open,
multicentre, multinational study comparing the
efficacy and safety of ciprofloxacin plus
amikacin versus ceftazidime plus amikacin for
the treatment of hospital-acquired pneumonia

PH-31430

1995.7 - 1997.9

Bayer
HealthCarett:

[E 5+

s &

B Gk

5.3.5.1.15

EWpL

Prospective, Non-blinded, Randomized, Multi-
center Clinical Trial of the Efficacy, Safety
and Economic Impact of Empiric Ciprofloxacin
(IV to PO) in Combination with Other
Antibacterial Agents Compared with a Standard
Empiric, Intravenous, Combination Antibiotic
Regimen for the Treatment of Patients with
Pneumonia

MMRR-1495

1996.6 — 1997.7

Bayer
HealthCarett

[E 5+

s E

ZE Gk
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5.3.5.1.16 |&£F /2 L |Open-label, randomized, clinical trial to PH-30240 | 1991. 3 - Bayer E4 [HAHEE P v
evaluate the effect on clinical and 1993.5 HealthCarett
microbiological response of treatment of
adult patients of both sexes with bacterial
sepsis with sequential ciprofloxacin 400/500
mg iv/po every 12 hours in comparison with the
effect of cefotaxime 1 g parenterally every 6
hours
5.3.5.1.17|£® /2L |Prospective, Randomized (2: 1 ), Non-Blinded [MMRR-1325 (T 1992.4 - 1994. 1 Bayer ES (ARG E B E LR
Study of Intravenous Ciprofloxacin Monotherapy HealthCarett:
or Combination Therapy in the Treatment of
Severe Infections (Multi—Center)
5.3.5.1. 18 (&£ & 72 L |A prospective, randomized study to compare MRR-00066 [ ] 1999.9 - 2003.6 Bayer EAh (NS E P
ciprofloxacin (either as oral suspension or as HealthCarett:

IV or sequential IV— oral suspension therapy)
versus control regimens (either trimethoprim/
sulfamethoxazole (TMP/SMX) oral suspension
cefixime oral suspension, IV ceftazidime,
sequential IV ceftazidime—

trimethoprim/sul famethoxazole oral suspension
therapy or sequential IV ceftazidime —PO
cefixime) in the treatment of pediatric
patients with complicated urinary tract
infections (UTI) or pyelonephritis
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5.3.5.1.19

EWpL

A prospective, open—label, non-randomized
naturalistic, long—term safety surveillance
observational study of either ciprofloxacin
(either as oral suspension, oral tablets or
sequential IV followed by oral therapy or
purely IV therapy) or a non—quinolone
antibiotic (either as oral suspension, oral
tablets or sequential IV followed by oral
therapy or purely IV therapy) in the treatment
of pediatric patients with infectious
diagnoses

MRR-A43438

FER S e B R

AERE ST

HwiEsH

BEGE

SR -
BEHEH

5.3.5.1.20

EWpL

Prospective, Randomized, Third-Party Blind,
Study to Compare the Safety and Efficacy of
Ciprofloxacin (Sequential IV/P0O) with
Intravenous Ceftazidirne and

Tobramycin in the Treatment of Pediatric
Cystic Fibrosis Patients with Aqute Pulmonary
Exacerbation

MMRR-1292

1999. 10 -
2008. 1

Bayer
HealthCarett

[E 5+

s &

B Gk

5.3.5.1.21

EERL

Anti-Pseudomonas treatment in patients with
cystic fibrosis - “optimal” 2 week in patient
“intensive treatment” consisting of
ceftazidime with amikacin (AK) i.v. plus AK
p.i. by inhalation — subsequent 3 months
“maintenance treatment” with ciprofloxacin
p.o. — prospective randomized study with and
without additional use of AK p.1i.

PH-24224

1992.2 - 1994. 8

Bayer
HealthCarett

[E 5+

FEA

T

B Gk

1988.3 — 1992. 2

Bayer
HealthCarett:

ESP43

R

I
i

SEGH
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5.3.5.1.22|Z® 72 L |Prospective, randomized, non—blind, multi- PH-25746 |_ 1993.2 - 1995.5 Bayer E4 |FENEREE BEE R
center comparative safety and efficacy study HealthCarett:
of oral Ciprofloxacin versus Tobramycin plus
Ceftazidime in the treatment of children and
juveniles suffering from acute pulmonary
exacerbation of cystic fibrosis.
5.3.5.2.1 |ZE®¥ /2L [Bacteriological and clinical efficacy study of |PH-31426 |_ 1996. 2 - Bayer E |FENEREE BEE R
intravenous ciprofloxacin administered as 400 1996. 10 HealthCarett:
mg t.i.d. or 400 mg b.i.d. regimen in
mechanically ventilated patients with
nosocomial pneumonia. Study of the incidence
of resistant strains of causative organisms.
5.3.5.2.2 |Z®¥ /2L |[A prospective, non-randomized, open—label, non{PH-37861 [ ] 2012.5 — 2014.3 Bayer EWN |fENEREE BEE R
(0001H51Z [controlled, multicenter study to evaluate the HealthCarett:
HIlER) safety, efficacy and pharmacokinetics/
pharmacodynamics of BAY q 3939 (400 mg BID and
400 mg TID) in hospitalized patients with
severe bacterial pneumonia or bacterial
pneumonia with a poor response to other
antimicrobials
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5.3.5.2.2 [e&ET A prospective, non-randomized, open—label, non{PH-37595 |_ 2012.5 - Bayer EWN [N wREE SEAME B
(0001H51Z [controlled, multicenter study to evaluate the 2014. 11 HealthCarett
HrHEN) |safety, efficacy and pharmacokinetics/
pharmacodynamics of BAY q 3939 (400 mg BID and
400 mg TID) in hospitalized patients with
bacterial pneumonia or secondary infection of
chronic respiratory disease with severe
disease or a poor response to other
antimicrobials.
5.3.5.2.3 [Z£® 7/ L |A non—controlled study to determine the PH-30212 [ ] 1994. 10 - Bayer EAh [fEEHREE B E G R
pharmacokinetic profile of ciprofloxacin 400 1997. 4 HealthCarett:
mg administered intravenously to patients in
the intensive care unit with intra—abdominal
infections or severe sepsis
5.3.5.2.4 |EERL Efficacy and tolerability of Ciprofloxacin in |PH-30562 |_ 1994.4 - 1995.4 Bayer E4 |fENEEE HEE )
sequential therapy (I.V./oral) in the HealthCarett:
treatment of septic patients
5.3.5.4.1 |ZEFHARL | Fuxtom M HERRE] [EI PN FH SR RE AR A - - Bayer EN (RS P v
HealthCarett
5.3.5.4.2 |EHERL A non—controlled study to determine the PH-30347 |_ 1995.6 - 1998.3 Bayer E4 fENEEE HEE )
pharmacokinetic profile of ciprofloxacin 20 HealthCarett:
mg/kg/day in pediatric patients with severe
sepsis, treated in the intensive care unit
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5.3.5.4.3 |Z# 722 L |A double blind, double dummy, single center  |PH-30290 | 1996. 7 - 1998. 1 Bayer E4 [HAHEE P v
study to compare the efficacy, safety and HealthCarett:
tolerability of ciprofloxacin as a suspension
vs. Ceftriaxone IM as a treatment of invasive
diarrhea in early childhood
5.3.5.4.4 [Z£® 7L |Pharmacokinetic determination of ciprofloxacin [MMRR-1297 [ ] 1992.8 - 1994. 8 Bayer EAh [fEEHREE B E G R
(sequential IV/P0O) in pediatric cystic HealthCarett:
fibrosis patients with acute pulmonary
exacerbation
5.3.5.4.5 [£& 7L |[Ciprofloxacin single dose and steady-state PH-25981 [ ] 1993.8 - 1995.5 Bayer EAh (NS E ZE B
pharmacokinetics in children, an open study HealthCareft:
5.3.5.4.6 |E#EAL [RABRI5992ICET 5T v — MER T — MRS E - - Bayer EHW RS E ZELE
HealthCarett:
5.3.6.1 EERL (v 7uxdriE BEEHFGMNER 7 U R K - - Bayer EAN [HREEE SE Gk}
A HealthCarett:
53.6.2 |ERAL 070X 5100m, F200meli o E T |07 8 %7 > Bl % - - Bayor BN |[ENEE T |BEAR
DA AEIR A HealthCarett:
5.3.6.3 ZH72 L [Periodic Benefit-Risk Evaluation PBERE - - Bayer E4 [HAHEE SR
Report (PBERE) DFHAHAIHARM (2013422 H1H ~2 HealthCarett:
0144F1H31H)
5.3.7.1 ZHR L |HEREDORAL L e - 7o EERRER L O EZ 2 A2 [HEBE ORI L 72 - - - - - - -
P D RRFERER OIER — & I ER: PAN N Y QONEER
7o Zh M D FREEER D
iE 5| — B2k
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5.3.7.2 EHAAL  |EhiSN7-E2TORKRBRICBW CRIEHRNBIZ S |Eit S -2 TORK - - - - - -
N EF D —¥ %% AERIZEBWTRIFER D
BEINIERO—E
#
5.3.7.3  |EEZRL |FEHINTZETORKRRIZBWTEERAERS |F S 722 TORIK - - - - - -
DB S NTER O—ER RBRICBWTEHERAE
EFELPBIREINTE
Blo—R
5.3.7.4 EW7e L |EE SN2 TORKRBRICE W TR B |5 S 722 TORRK - - - - - -
EEPBEINIER O —ER RBRICB W CHREBRE
EEREEHNBEIN
T IEB D —E %
5.3.7.5 |EERL |FEINZE2TORKRBRICIBW TEIZE SN | I SN ic 2 TORRK - - - - - -
RAEOEB) 2 # IR L7z X HERlICBWTHEE S
7o B IR IR A O A B) %
HEENR L7z
5.4.1 ZE® 72 L |Trends in Fluoloquinolone (Ciprofloxacin) Livermore DM, Emerg |Livermore DM - - [E4+ |Emerg Infect -
Resistance in Enterobacteriaceae from Infect Dis Dis 2002:8:473-
Bacteremias, England and Wales, 1990-1999 2002:8:473-478 478
5.4.2 BHELL Declining cephalosporin and fluoroquinolone Livermore DM, J Livermore DM - - [E4+ |J Antimicrob -

non-susceptibility among blood stream
Enterobacteriaceae from the UK:links to
prescribing change?

Antimicrob Chemother
2013:68:2667-2674

Chemother
2013:68:2667-
2674
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5.4.3 ZEHER L |20004E |24 E37HE % Sy B S VT ERER Sy BERRS, 47 IO =, Jpn J LnsE= - - EWN |[Jon J -
ARE D2 FHPTE 3L ’ih“;’ MY —_g TR Antibiotics Antibiotics
2003:56:341-364 2003:56:341-364
5.4.4 EWpL %@#ﬁ %ﬂ:iﬁ“éﬁm% > Bk o sz 9547“~«/r 7 HHE, HHE - - EWN [H{EESEE 200 -
VA 20004F 43 7 7 LR ERE 36 X O HAibESEE  2003:51: 3:51:179-208
a:iﬁ“ DPUE S — 179-208
5.4.5 ZHEAAL | FIERERE S EE O Tr e o B I OIUAE=, Jpn J R E= - - EWN |[Jon J -
FFEE S PR SR 0 B R 2 E Y — A Z o |Antibiotics Antibiotics
2 =y FaFH o BIEEIFEE (20014F) 2003:56:546-573 2003:56:546-573
5.4.6 BHEL In Vitro and In Vivo Antibacterial Activities [Hoshino K, Hoshino K - - [EAN |Antimicrob -
of DC-159a, a New Fluoloquinolone Antimicrob Agents Agents
Chemother 2008:52:651 Chemother
76 2008:52:65-76
5.4.7 ZEHAL  |20024F 124 E 520X OB S TR R D BERRLL, 41U D=, Jpn J = - - EWN |Jpn J -
758K D & FEBTE 3K ’xﬁfé,@%@*f~«4 S %  |Antibiotics Antibiotics
2005:58:17-44 2005:58:17-44
5.4.8 EHR L [MeropenemZ & to & & HILA XTJL@'%)ZOOZIEE W=, Jpn J o= - - EW [Jpn J -
5 DR A BERR D Y — XA T Antibiotics Antibiotics
2005:58:655-689 2005:58:655-689
5.4.9 ZH 72 L |Garenoxacin®in vitrobu@iE e IEAR, [EPUNED - - EAN | LGS 200 -
AA{biEE5E  2007:555 7:555-1:1-20
1:1-20
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5.4.10 T7e L |BIERIIE R L O B Ll A im0 7 2 7 1 || &=, Jpn J hAE= - - EWN |Jpn J -
¥t vk LUK FRES A HTRASRIC kT 2 &S24 |Antibiotics Antibiotics
EY—_AF A —vFaxHh9E 2008:61:241-268 2008:61:241-268
F3mkrHIFHA (20054F)
5.4.11 ZEH/2 L [Meropenem# & T o245 Fl 5 HIHUAEFRIT A9 520064E (O K=, Jpn J hpE= - - EWN (Jpon J -
HE R 7 BERE DR Y — X T R Antibiotics Antibiotics
2007:60:344-377 2007:60:344-377
5.4.12 BHELL The first nationwide surveillance of bacterial [Niki Y, J Infect Niki Y - - EA [J Infect
respiratory pathogens conducted by the Chemother Chemother
Japanese Society of Chemotherapy. Part 1: a 2008:14:279-290 2008:14:279-290
general view of antibacterial susceptibility
5.4.13 BHELL Nationwide surveillance of bacterial Niki Y, J Infect Niki Y - - EA [J Infect -
respiratory pathogens conducted by the Chemother Chemother
Japanese Society of Chemotherapy in 2007: 2009:15:156-167 2009:15:156-167
general view of the pathogens’ antibacterial
susceptibility
5.4.14 AW/ L [Nationwide surveillance of bacterial Niki Y, J Infect Niki Y - - EWN |J Infect -
respiratory pathogens conducted by the Chemother Chemother
Japanese Society of Chemotherapy in 2008: 2011:17:510-523 2011:17:510-523
general view of the pathogens’ antibacterial
susceptibility
5.4.15 W72 L [Meropenem% & T o4 Fl 5 FIHURFRIC A3 520094F [0 &=, Jpn J hnE= - - EAN [Jpn J -
BRIR ST BERR DI M — g T R Antibiotics Antibiotics

2011:64:53-95

2011:64:53-95
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5.4.16 EBHELL Nationwide surveillance of bacterial Watanabe A, ] Infect |Watanabe A - - EAN [J Infect -
respiratory pathogens conducted by the Chemother Chemother
Surveillance Committee of Japanese Society of [2012:18:609-620 2012:18:609-620
Chemotherapy, Japanese Association for
Infectious Diseases, and Japanese Society for
Clinical Microbiology in 2009: general view of
the pathogens’ antibacterial susceptibility
5.4.17 EHERL Levofloxacin and Ciprofloxacin In Vitro Gesu GP, Antimicrob |Gesu GP - - [E4+ [Antimicrob -
Activities against 4,003 Clinical Bacterial Agents Chemother Agents
Isolates Collected in 24 Italian Laboratories |2003:47:816-819 Chemother
2003:47:816-819
5.4.18 ZH 72 L |Results from the Meropenem Yearly Rhomberg PR, Int J |Rhomberg PR - - E4 |Int J -
Susceptibility Test Information Collection Antimicrob Agents Antimicrob
(MYSTIC) Programme: report of the 2001 data 2004:23:52-59 Agents
from 15 United States medical centers 2004:23:52-59
5.4.19 EHERL In Vitro Activities of Moxifloxacin against Edmiston CE, Edmiston CE - - [E4+ [Antimicrob -
900 Aerobic and Anaerobic Surgical Isolates Antimicrob Agents Agents
from Patients with Intra—Abdominal and Chemother Chemother
Diabetic Foot Infections 2004:48:1012-1016 2004:48:1012-
1016
5.4.20 B Antimicrobial susceptibility of the pathogens |Reynolds R, J Reynolds R - - [E4+ |J Antimicrob -

of bacteraemia in the UK and Ireland 2001-
2002: the BSAC Bacteraemia Resistance
Surveillance Programme

Antimicrob Chemother
2004:53:1018-1032

Chemother
2004:53:1018-
1032
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5.4.21 AT/ L |Antimicrobial spectrum of activity for Rhomberg PR, Diagn |Rhomberg PR - - [E4}+ |Diagn Microbiol -
meropenem and nine broad spectrum Microbiol Infect Dis Infect Dis
antimicrobials: report from the MYSTIC Program[2003:47:365-372 2003:47:365-372
(2002) in North America
5.4.22 W72 L [Meropenem activity against European isolates: [Turner PJ, Diagn Turner PJ - - [E4}+ |Diagn Microbiol -
report on the MYSTIC (Meropenem Yearly Microbiol Infect Dis Infect Dis
Susceptibility Test Information Collection) 2008:60:185-192 2008:60:185-192
2006 results
5.4.23 AW/ |Contemporary activity of meropenem and Rhomberg PR, Diagn |Rhomberg PR - - [E 4+ |Diagn Microbiol -
comparator brord-spectrum agents: MYSTIC Microbiol Infect Dis Infect Dis
program report from the United States 2007:57:207-215 2007:57:207-215
component (2005)
5.4.24 B/ L |Activity of meropenem as serine carbapenemases [Rhomberg PR, Diagn |Rhomberg PR - - [E4}+ |Diagn Microbiol -
evolve in US Medical Centers: monitoring Microbiol Infect Dis Infect Dis
report from the MYSTIC Program (2006) 2007:59:425-432 2007:59:425-432
5.4.25 BT/ L [MYSTIC Europe 2007: activity of meropenem and [Turner PJ, Diagn Turner PJ - - [E4}+ |Diagn Microbiol -

other broad-spectrum agents against nosocomial
isolates

Microbiol Infect Dis
2009:63:217-222

Infect Dis
2009:63:217-222
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5.4.26 AT/ L |Antimicrobial susceptibility of 15, 644 Zhanel GG, Diagn Zhanel GG - - [E4}+ |Diagn Microbiol -
pathogens from Canadian hospitals: results of [Microbiol Infect Dis Infect Dis
the CANWARD 2007-2009 study 2011:69:291-306 2011:69:291-306
5.4.27 AW/ L [Microbiological Etiology and Susceptibility of [Haas W, Adv Ther Haas W - - [E4+ |Adv Ther -
Bacterial Conjunctivitis Isolates from 2012:29:442-455 2012:29:442-455
Clinical Trials with Ophthalmic, Twice-Daily
Besifloxacin
5.4.28 AW/ L |Antimicrobial susceptibility of 22746 Zhanel GG, J Zhanel GG - - [E4+ |J Antimicrob -
pathogens from Canadian hospitals: results of [Antimicrob Chemother Chemother
the CANWARD 2007-11 study 2013:68:17-122 2013:68:17-122
5.4.29 BT/ [Summary trends for the Meropenem Yearly Rhomberg PR, Diagn |Rhomberg PR - - [E4}+ |Diagn Microbiol -
Susceptibility Test Information Collection Microbiol Infect Dis Infect Dis
Program: 10-year experience in the United 2009:65:414-426 2009:65:414-426
States (1999-2008)
5.4.30 BHEL Suveillance of JNJ-Q2 activity tested against |Farrell DJ, Diagn Farrell DJ - - [E 4+ |Diagn Microbiol -
Staphylococcus aureus and beta—hemolytic Microbiol Infect Dis Infect Dis
Streptococci as a component of the 2010 sentry[2011:71:415-420 2011:71:415-420
antimicrobial surveillance program
5.4.31 EBERL Nationwide surveillance of antimicrobial Takesue Y, J Infect |Takesue Y - - EWN |J Infect -
susceptibility patterns of pathogens isolated |Chemother Chemother

from surgical site infections (SSI) in Japan

2012:18:816-826

2012:18:816-826
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5.4.32 EW7e L |BHEHUERICRHT 2K BEE DS — a1 7 |5HE, BIbESE |FHE - - B2 5 -
VA —20004543 BT T AREMERE Ik 2 BUE ) — 12003:51:209-232 2003:51:209-232
5.4.33 AW/ L [Wild-type MIC distribution and epidemiological [Bruin JP, Diagn Bruin JP - - [E4}+ |Diagn Microbiol -
cut—off values in clinical Legionella Microbiol Infect Dis Infect Dis
pneumophila serogroup 1 isolates 2012:72:103-108 2012:72:103-108
5.4.34 EHERL HEEEHDOTA R A ] A ARRYWE P2« AR [ H ARBGYE v - - EAN | THiEsEEH O -
bRk T | - BAR(LPRE A RTA ]
HEROTA RT A2 %5 (2005 £E)
1 (2005 4)
5.4.35 VAL [P RAE I BT 2 0 A KT A4 v ) BT | B AR g2 T | B ARMER S - - ERN DY S -
RLWHTA RTA v W SRR (BT B BT 554 K
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5136 |ERAL | WRRRIRCET 577 K511 RGP | (AR ar 2. 0 | 0T - - ER | PRRRTE | -

RGPAA RTA

W G GRE LT B 2 AT

A N7 A ) AN

RZIEAA KT A
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5.4.38 L |JAID/JSCISYETRRE AT A BT A PR 2RI YLiE H AR YLIE 24« JAID | B AR YL IiE 25 - - EIN  |JAID/ JSCIRRYLIE -
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2014 : 62(1) :1-109 LMEEE2014 ¢ 62(
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A AL IR E ¥ 2 Se [Registry H AL AR E
psis Registry ZER |ZES 43 Sepsis
Registry ZES
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5.4.42 ZEH 72 L |Guidelines for the Management of Adults with [KEMESS (ATS) & |KEMEREES ( - - [E4 |Am J Respir -
Hospital-acquired, Ventilator—associated, and [XEKGUEZ-S: (IDSA |ATS) & Crit Care Med
Healthcare—associated Pneumonia ) ¢ Am J Respir Crit [KEEYEF 2005:171:388-41
Care Med (IDSA) 6
2005:171:388-416
5.4.43 BHELL Infectious Diseases Society of SKERE RS (ATS) & |KEMERTE ( - - [E#+ [Clinical -
America/American Thoracic Society Consensus K EIEYUESS (IDSA [ATS) &k [Ekd Infectious
Guidelines on the Management of Community- ) : Clinical JEF4s (IDSA) Diseases
Acquired Pneumonia in Adults Infectious Diseases 2007:44 (Suppl
2007 :44 (Suppl 2) :1S27-72
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