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FLAGYL®
(metronidazole hydrochloride) 500 mg
FOR INJECTION, STERILE

For Intravenous Infusion

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
FLAGYL® (metronidazole) For Injection, Sterile 500 mg and other antibacterial drugs,
FLAGYL® (metronidazole) For Injection, Sterile 500 mg should be used only to treat or
prevent infections that are proven or strongly suspected to be caused by bacteria.

WARNING
Metronidazole has been shown to be carcinogenic in mice and rats (see
PRECAUTIONS). Unnecessary use of the drug should be avoided. Its use should be
reserved for the conditions described in the INDICATIONS AND USAGE section
below.

DESCRIPTION

FLAGYL (metronidazole hydrochloride) For Injection, Sterile 500 mg is a parenteral
dosage form of the synthetic nitroimidazole antibacterial agent 2-methyl-5-nitro-1H-
imidazole-1-ethanol.

cr H\?H,CH,OH
o,N N,

\L\IFL/CH,

Metronidazole hydrochloride

Each single-dose vial of lyophilized FLAGYL 1.V. contains sterile, nonpyrogenic
metronidazole hydrochloride, equivalent to 500 mg metronidazole, and 415 mg mannitol.

CLINICAL PHARMACOLOGY

In patients treated with FLAGYL, using a dosage regimen of 15 mg/kg loading dose
followed 6 hours later by 7.5 mg/kg every 6 hours, the average peak steady-state plasma
concentrations (Cyax) of metronidazole was 25 mcg/mL with trough (minimum)
concentrations averaging 18 mcg/mL, respectively. Plasma concentrations of
metronidazole are proportional to the administered dose. An eight-hour intravenous
infusion of 100 mg to 4,000 mg of metronidazole in normal subjects showed a linear




relationship between dose and peak plasma concentration. The average elimination half-
life of metronidazole in healthy subjects is eight hours.

Distribution:

Metronidazole is the major component appearing in the plasma, with lesser quantities of
metabolites also being present. Less than 20% of the circulating metronidazole is bound
to plasma proteins.

Metronidazole appears in cerebrospinal fluid, saliva, and breast milk in concentrations
similar to those found in plasma. Bactericidal concentrations of metronidazole have also
been detected in pus from hepatic abscesses.

Following a single intravenous dose of metronidazole 500 mg, 4 healthy subjects who
underwent gastrointestinal endoscopy had peak gastric juice metronidazole
concentrations of 5 to 6 mcg/mL at one hour post-dose. In patients receiving intravenous
metronidazole in whom gastric secretions are continuously removed by nasogastric
aspiration, sufficient metronidazole may be removed in the aspirate to cause a reduction
in serum levels.

Metabolism

The metabolites of metronidazole result primarily from side-chain oxidation [1-(B-
hydroxyethyl)-2-hydroxymethyl-5-nitroimidazole and 2-methyl-5-nitroimidazole-1-yl-
acetic acid] and glucuronide conjugation. Both the parent compound and the hydroxyl
metabolite possess in vitro antimicrobial activity.

Excretion

The major route of elimination of metronidazole and its metabolites is via the urine (60-
80% of the dose), with approximately 20% of the amount excreted appearing as
unchanged metronidazole. Renal clearance of metronidazole is approximately

10 mL/min/1.73 m*. Fecal excretion accounts for 6-15% of the dose.

Renal Impairment:

Decreased renal function does not alter the single-dose pharmacokinetics of
metronidazole.

Subjects with end-stage renal disease (ESRD; CLcg=8.1 £ 9.1 mL/min) and who received
a single intravenous infusion of metronidazole 500 mg had no significant change in
metronidazole pharmacokinetics but had 2-fold higher C,,,x of hydroxy-metronidazole
and 5-fold higher C,,,x of metronidazole acetate, compared to healthy subjects with
normal renal function (CLcg=126 £ 16 mL/min). Thus, on account of the potential
accumulation of metronidazole metabolites in ESRD patients, monitoring for
metronidazole associated adverse events is recommended (see PRECAUTIONS).



Effect of Dialysis:

Following a single intravenous infusion or oral dose of metronidazole 500 mg, the
clearance of metronidazole was investigated in ESRD subjects undergoing hemodialysis
or continuous ambulatory peritoneal dialysis (CAPD). A hemodialysis session lasting for
4 to 8 hours removed 40% to 65% of the administered metronidazole dose, depending on
the type of the dialyzer membrane used and the duration of the dialysis session. If the
administration of metronidazole cannot be separated from the dialysis session,
supplementation of metronidazole dose following hemodialysis should be considered (see
DOSAGE AND ADMINISTRATION). A peritoneal dialysis session lasting for 7.5
hours removed approximately 10% of the administered metronidazole dose. No
adjustment in metronidazole dose is needed in ESRD patients undergoing continuous
ambulatory peritoneal dialysis.

Hepatic Impairment:

Following a single intravenous infusion of 500 mg metronidazole, the mean AUC,4 of
metronidazole was higher by 114% in patients with severe (Child-Pugh C) hepatic
impairment, and by 54% and 53% in patients with mild (Child-Pugh A) and moderate
(Child-Pugh B) hepatic impairment, respectively, compared to healthy control subjects.
There were no significant changes in the AUC,4 of hydroxy-metronidazole in these
hepatically impaired patients. A reduction in metronidazole dosage by 50% is
recommended in patients with severe (Child-Pugh C) hepatic impairment (see DOSAGE
AND ADMINISTRATION). No dosage adjustment is needed for patients with mild to
moderate hepatic impairment. Patients with mild to moderate hepatic impairment should
be monitored for metronidazole associated adverse events (see PRECAUTIONS and
DOSAGE AND ADMINISTRATION).

Geriatric Patients:

Following a single 500 mg oral or I.V. dose of metronidazole, subjects >70 years old
with no apparent renal or hepatic dysfunction had a 40% to 80% higher mean AUC of
hydroxy-metronidazole (active metabolite), with no apparent increase in the mean AUC
of metronidazole (parent compound), compared to young healthy controls <40 years old.
In geriatric patients, monitoring for metronidazole associated adverse events is
recommended (see PRECAUTIONS).

Pediatric Patients:

In one study, newborn infants appeared to demonstrate diminished capacity to eliminate
metronidazole. The elimination half-life, measured during the first 3 days of life, was
inversely related to gestational age. In infants whose gestational ages were between 28
and 40 weeks, the corresponding elimination half-lives ranged from 109 to 22.5 hours.



Microbiology
Mechanism of Action

Metronidazole exerts antibacterial effects in an anaerobic environment by the following
possible mechanism: Once metronidazole enters the organism, the drug is reduced by
intracellular electron transport proteins. Because of this alteration to the metronidazole
molecule, a concentration gradient is maintained which promotes the drug’s intracellular
transport. Presumably, free radicals are formed which, in turn, react with cellular
components resulting in death of bacteria.

Metronidazole is active against most obligate anaerobes, but does not possess any
clinically relevant activity against facultative anaerobes or obligate aerobes.

Activity In Vitro and In Vivo

Metronidazole 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.

Gram-positive anaerobes
Clostridium species
Eubacterium species
Peptococcus species
Peptostreptococcus species

Gram-negative anaerobes
Bacteroides fragilis group (B. fragilis, B. distasonis, B. ovatus, B. thetaiotaomicron,
B.vulgatus)
Fusobacterium species

The following in vitro data are available, but their clinical significance is unknown:

Metronidazole exhibits in vitro minimum inhibitory concentrations (MIC’s) of 8 mcg/mL
or less against most (> 90%) isolates of the following bacteria; however, the safety and
effectiveness of metronidazole in treating clinical infections due to these bacteria have
not been established in adequate and well-controlled clinical trials.

Gram-negative anaerobes
Bacteroides fragilis group (B. caccae, B. uniformis)

Prevotella species (P. bivia, P. buccae, P. disiens)

Susceptibility Test Methods

When available, the clinical microbiology laboratory should provide 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.

Anaerobic techniques

Quantitative methods are used to determine antimicrobial inhibitory concentrations
(MICs) provide reproducible estimates of the susceptibility of bacteria to antimicrobial
compounds. For anaerobic bacteria, the susceptibility to metronidazole can be determined
the reference broth or agar dilution method'?. The MIC values obtained should be
interpreted according to the following criteria:

MIC (mcg/mL) Interpretation

<8 Susceptible (S)
16 Intermediate (I)
>32 Resistant (R)

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 infection site
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 a high dosage of the drug product 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 concentrations usually achievable at the infection site; other
therapy should be selected.

Quality Control

Standardized susceptibility test procedures require the use of laboratory controls to
monitor and ensure the accuracy and precision of supplies and reagents used in the assay,
and the techniques of the individuals performing the test.'” Standard metronidazole
powder should provide a value within the MIC ranges noted in the following table:

Acceptable Quality Control Ranges for Metronidazole

Minimum Inhibitory

. Concentration
QC Strain (mcg/mL)
Agar Broth
Bacteroides fragilis ATCC 25285 0.25-1.0 0.25-2.0

Bacteroides thetaiotaomicron ATCC 29741 0.5-2.0 0.5-4.0



INDICATIONS AND USAGE
Treatment of Anaerobic Bacterial Infections

FLAGYL I.V. is indicated in the treatment of serious infections caused by susceptible
anaerobic bacteria. Indicated surgical procedures should be performed in conjunction
with FLAGYL L.V. therapy. In a mixed aerobic and anaerobic infection, antibiotics
appropriate for the treatment of the aerobic infection should be used in addition to
FLAGYL L.V.

FLAGYL LV. is effective in Bacteroides fragilis infections resistant to clindamycin,
chloramphenicol, and penicillin.

INTRA-ABDOMINAL INFECTIONS, including peritonitis, intra-abdominal abscess,
and liver abscess, caused by Bacteroides species including the B. fragilis group (B.
fragilis, B. distasonis, B. ovatus, B. thetaiotaomicron, B. vulgatus), Clostridium species,
Eubacterium species, Peptococcus species, and Peptostreptococcus species.

SKIN AND SKIN STRUCTURE INFECTIONS caused by Bacteroides species including
the B. fragilis group, Clostridium species, Peptococcus species, Peptostreptococcus
species, and Fusobacterium species.

GYNECOLOGIC INFECTIONS, including endometritis, endomyometritis, tubo-ovarian
abscess, and postsurgical vaginal cuff infection, caused by Bacteroides species including
the B. fragilis group, Clostridium species, Peptococcus species, Peptostreptococcus
species, and Fusobacterium species.

BACTERIAL SEPTICEMIA caused by Bacteroides species including the B. fragilis
group and Clostridium species.

BONE AND JOINT INFECTIONS, as adjunctive therapy, caused by Bacteroides species
including the B. fragilis group.

CENTRAL NERVOUS SYSTEM (CNS) INFECTIONS, including meningitis and brain
abscess, caused by Bacteroides species including the B. fragilis group.

LOWER RESPIRATORY TRACT INFECTIONS, including pneumonia, empyema, and
lung abscess, caused by Bacteroides species including the B. fragilis group.

ENDOCARDITIS caused by Bacteroides species including the B. fragilis group.
Prophylaxis

The prophylactic administration of FLAGYL I.V. preoperatively, intra-operatively, and
postoperatively may reduce the incidence of postoperative infection in patients
undergoing elective colorectal surgery which is classified as contaminated or potentially
contaminated.

Prophylactic use of FLAGYL I.V. should be discontinued within 12 hours after surgery.
If there are signs of infection, specimens for cultures should be obtained for the



identification of the causative organism(s) so that appropriate therapy may be given (see
DOSAGE AND ADMINISTRATION).

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
FLAGYL L.V. and other antibacterial drugs, FLAGYL L.V. 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
Hypersensitivity:

FLAGYL I.V. is contraindicated in patients with a prior history of hypersensitivity to
metronidazole or other nitroimidazole derivatives.

Psychotic Reaction with Disulfiram

Use of oral metronidazole is associated with psychotic reactions in alcoholic patients who
were using disulfiram concurrently. Do not administer metronidazole to patients who
have taken disulfiram within the last two weeks (see PRECAUTIONS, Drug
Interactions).

Interaction with Alcohol

Use of oral metronidazole is associated with a disulfiram-like reaction to alcohol,
including abdominal cramps, nausea, vomiting, headaches, and flushing. Discontinue
consumption of alcohol and products containing propylene glycol during and for at least
three days after therapy with metronidazole (see PRECAUTIONS, Drug Interactions).

WARNINGS
Central and Peripheral Nervous System Effects

Encephalopathy and peripheral neuropathy: Cases of encephalopathy and peripheral
neuropathy (including optic neuropathy) have been reported with metronidazole.

Encephalopathy has been reported in association with cerebellar toxicity characterized by
ataxia, dizziness, and dysarthria. CNS lesions seen on MRI have been described in
reports of encephalopathy. CNS symptoms are generally reversible within days to weeks
upon discontinuation of metronidazole. CNS lesions seen on MRI have also been
described as reversible.



Peripheral neuropathy, mainly of sensory type has been reported and is characterized by
numbness or paresthesia of an extremity.

Convulsive seizures have been reported in patients treated with metronidazole.

Aseptic meningitis: Cases of aseptic meningitis have been reported with metronidazole.
Symptoms can occur within hours of dose administration and generally resolve after
metronidazole therapy is discontinued.

The appearance of abnormal neurologic signs and symptoms demands the prompt
evaluation of the benefit/risk ratio of the continuation of therapy (see ADVERSE
REACTIONS).

PRECAUTIONS
General:
Hepatic Impairment

Patients with hepatic impairment metabolize metronidazole slowly, with resultant
accumulation of metronidazole in the plasma. For patients with severe hepatic
impairment (Child-Pugh C), a reduced dose of metronidazole is recommended. For
patients with mild to moderate hepatic impairment, no dosage adjustment is needed but
these patients should be monitored for metronidazole associated adverse events (see
CLINICAL PHARMACOLOGY and DOSAGE AND ADMINISTRATION).

Renal Impairment

Patients with end-stage renal disease may excrete metronidazole and metabolites slowly
in the urine, resulting in significant accumulation of metronidazole metabolites.
Monitoring for metronidazole associated adverse events is recommended (see
CLINICAL PHARMACOLOGY).

Fungal Superinfections

Known or previously unrecognized candidiasis may present more prominent symptoms
during therapy with metronidazole and requires treatment with a candidacidal agent.

Use in Patients with Blood Dyscrasias

Metronidazole is a nitroimidazole and FLAGYL L.V. should be used with caution in
patients with evidence of or history of blood dyscrasia. A mild leukopenia has been
observed during its administrations; however, no persistent hematologic abnormalities
attributable to metronidazole have been observed in clinical studies.



Monitoring for Leukopenia

Total and differential leukocyte counts are recommended before and after prolonged or
repeated courses of metronidazole therapy.

Sodium Retention

Administration of solutions containing sodium ions may result in sodium retention. Care
should be taken when administering FLAGYL L. V. to patients receiving corticosteroids
or to patients predisposed to edema.

Drug-Resistant Bacteria and Parasites:

Prescribing metronidazole in the absence of a proven or strongly suspected bacterial 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

Interaction with Alcohol

Discontinue consumption of alcoholic beverages or products containing propylene glycol
while taking FLAGYL L. V. and for at least three days afterward because abdominal
cramps, nausea, vomiting, headaches, and flushing may occur (see
CONTRAINDICATIONS, PRECAUTIONS, Drug Interactions).

Drug Interactions

Disulfiram

Psychotic reactions have been reported in alcoholic patients who are using metronidazole
and disulfiram concurrently. Metronidazole should not be given to patients who have
taken disulfiram within the last two weeks (see CONTRAINDICATIONS).

Alcoholic Beverages

Abdominal cramps, nausea, vomiting, headaches, and flushing may occur if alcoholic
beverages or products containing propylene glycol are consumed during or following
metronidazole therapy (see CONTRAINDICATIONS).

Warfarin and other Oral Anticoagulants

Metronidazole has been reported to potentiate the anticoagulant effect of warfarin and
other oral coumarin anticoagulants, resulting in a prolongation of prothrombin time.

When metronidazole is prescribed for patients on this type of anticoagulant therapy,
prothrombin time and INR should be carefully monitored.



Lithium

In patients stabilized on relatively high doses of lithium, short-term metronidazole
therapy has been associated with elevation of serum lithium and, in a few cases, signs of
lithium toxicity. Serum lithium and serum creatinine levels should be obtained several
days after beginning metronidazole to detect any increase that may precede clinical
symptoms of lithium intoxication.

Busulfan

Metronidazole has been reported to increase plasma concentrations of busulfan, which
can result in an increased risk for serious busulfan toxicity. Metronidazole should not be
administered concomitantly with busulfan unless the benefit outweighs the risk. If no
therapeutic alternatives to metronidazole are available, and concomitant administration
with busulfan is medically needed, frequent monitoring of busulfan plasma concentration
should be performed and the busulfan dose should be adjusted accordingly.

Drugs that Inhibit CYP450 Enzymes

The simultaneous administration of drugs that decrease microsomal liver enzyme
activity, such as cimetidine, may prolong the half-life and decrease plasma clearance of
metronidazole.

Drugs that Induce CYP450 Enzymes

The simultaneous administration of drugs that induce microsomal liver enzyme activity,
such as phenytoin or phenobarbital, may accelerate the elimination of metronidazole,
resulting in reduced plasma levels; impaired clearance of phenytoin has also been
reported.

Drug/Laboratory Test Interactions

Metronidazole may interfere with certain types of determinations of serum chemistry
values, such as aspartate aminotransferase (AST, SGOT), alanine aminotransferase
(ALT, SGPT), lactate dehydrogenase (LDH), triglycerides, and glucose hexokinase.
Values of zero may be observed. All of the assays in which interference has been
reported involve enzymatic coupling of the assay to oxidation-reduction of nicotinamide

adenine dinucleotide (NAD"™ =NADH). Interference is due to the similarity in
absorbance peaks of NADH (340 nm) and metronidazole (322 nm) at pH 7.



Carcinogenesis, Mutagenesis, Impairment of Fertility

Tumors affecting the liver, lung, mammary, and lymphatic tissues have been detected in
several studies of metronidazole in rats and mice, but not hamsters.

Pulmonary tumors have been observed in all six reported studies in the mouse, including
one study in which the animals were dosed on an intermittent schedule (administration
during every fourth week only). Malignant liver tumors were increased in male mice
treated at approximately 1500 mg/m? (similar to the maximum recommended daily dose,
based on body surface area comparisons). Malignant lymphomas and pulmonary
neoplasms were also increased with lifetime feeding of the drug to mice (published data).
Mammary and hepatic tumors were increased among female rats administered oral
metronidazole compared to concurrent controls. Two lifetime tumorigenicity studies in
hamsters have been performed and reported to be negative.

Metronidazole has shown mutagenic activity in in vitro assay systems including the
Ames test. Studies in mammals in vivo have failed to demonstrate a potential for genetic
damage.

Metronidazole failed to produce any adverse effects on fertility or testicular function in
male rats at doses up to 400 mg/kg/day (approximately 2 times the maximum
recommended daily dose based on body surface area comparisons) for 28 days. However,
rats treated at the same dose for 6 weeks or longer were infertile and showed severe
degeneration of the seminiferous epithelium in the testes as well as marked decreases in
testicular spermatid counts and epididymal sperm counts. Fertility was restored in most
rats after an eight week, drug-free recovery period.

Fertility studies have been performed in male mice at doses up to six times the maximum
recommended human dose based on mg/ m” and have revealed no evidence of impaired
fertility. However, metronidazole was associated with reversible adverse effects on the
male reproductive system (significantly decreased testes and epididymides weight,
decreased sperm viability, and increased the incidence of abnormal sperm).

Pregnancy
Teratogenic Effects: Pregnancy Category B

There are no adequate and well-controlled studies of FLAGYL L.V. in pregnant women.
There are published data from case-control studies, cohort studies, and 2 meta-analyses
that include more than 5000 pregnant women who used metronidazole during pregnancy.
Many studies included first trimester exposures. One study showed an increased risk of
cleft lip, with or without cleft palate, in infants exposed to metronidazole in utero,
however, these findings were not confirmed. In addition, more than ten randomized
placebo-controlled clinical trials enrolled more than 5000 pregnant women to assess the
use of antibiotic treatment (including metronidazole) for bacterial vaginosis on the
incidence of preterm delivery. Most studies did not show an increased risk for congenital
anomalies or other adverse fetal outcomes following metronidazole exposure during
pregnancy. Three studies conducted to assess the risk of infant cancer following



metronidazole exposure during pregnancy did not show an increased risk; however, the
ability of these studies to detect such a signal was limited.

Metronidazole crosses the placental barrier and its effects on the human fetal
organogenesis are not known. Reproduction studies have been performed in rats, rabbits
and mice at doses similar to the maximum recommended daily dose based on body
surface area comparisons. There was no evidence of harm to the fetus due to
metronidazole.

Nursing Mothers

Metronidazole is present in human milk at concentrations similar to maternal serum
levels, and infant serum levels can be close to or comparable to infant therapeutic levels.
Because of the potential for tumorigenicity shown for metronidazole in mouse and rat
studies, 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. Alternatively, a
nursing mother may choose to pump and discard human milk for the duration of
metronidazole therapy, and for 24 hours after therapy ends and feed her infant stored
human milk or formula.

Geriatric Use

In geriatric patients, monitoring for metronidazole associated adverse events is
recommended (see CLINICAL PHARMACOLOGY, PRECAUTIONS). Decreased
liver function in geriatric patients can result in increased concentrations of metronidazole
that may necessitate adjustment of metronidazole dosage (see DOSAGE AND
ADMINISTRATION).

Pediatric Use

Safety and effectiveness in pediatric patients have not been established.
ADVERSE REACTIONS

The following reactions have been reported during treatment with metronidazole:

Central Nervous System: The most serious adverse reactions reported in patients treated
with metronidazole have been convulsive seizures, encephalopathy, aseptic meningitis,
optic and peripheral neuropathy, the latter characterized mainly by numbness or
paresthesia of an extremity. Since persistent peripheral neuropathy has been reported in
some patients receiving prolonged administration of metronidazole, patients should be
specifically warned about these reactions and should be told to stop the drug and report
immediately to their physicians if any neurologic symptoms occur. In addition, patients
have reported headache, syncope, dizziness, vertigo, incoordination, ataxia, confusion,
dysarthria, irritability, depression, weakness, and insomnia (see WARNINGS).



The following reactions have also been reported during treatment with metronidazole.

Gastrointestinal: The most common adverse reactions reported have been referable to
the gastrointestinal tract, particularly nausea, sometimes accompanied by headache,
anorexia, and occasionally vomiting, diarrhea; epigastric distress; abdominal cramping;
and constipation.

Mouth: A sharp, unpleasant metallic taste is not unusual. Furry tongue, glossitis, and
stomatitis have occurred; these may be associated with a sudden overgrowth of Candida
which may occur during effective therapy.

Dermatologic: Erythematous rash and pruritus.

Hematopoietic: Reversible neutropenia (leukopenia); rarely, reversible
thrombocytopenia.

Local Reactions: Thrombophlebitis after intravenous infusion. This reaction can be
minimized or avoided by avoiding prolonged use of indwelling intravenous catheters.

Cardiovascular: Flattening of the T-wave may be seen in electrocardiographic tracings.

Hypersensitivity: Urticaria, erythematous rash, Stevens-Johnson syndrome, toxic
epidermal necrolysis, flushing, nasal congestion, dryness of the mouth (or vagina or
vulva), and fever.

Renal: Dysuria, cystitis, polyuria, incontinence, a sense of pelvic pressure. Instances of
darkened urine have been reported by approximately one patient in 100,000. Although
the pigment which is probably responsible for this phenomenon has not been positively
identified, it is almost certainly a metabolite of metronidazole and seems to have no
clinical significance.

Other: Proliferation of Candida in the vagina, dyspareunia, decrease of libido, proctitis,
and fleeting joint pains sometimes resembling "serum sickness”. Rare cases of
pancreatitis, which abated on withdrawal of the drug, have been reported.

Crohn's disease patients are known to have an increased incidence of gastrointestinal and
certain extraintestinal cancers. There have been some reports in the medical literature of
breast and colon cancer in Crohn's disease patients who have been treated with
metronidazole at high doses for extended periods of time. A cause and effect relationship
has not been established. Crohn's disease is not an approved indication for FLAGYL L.V.

OVERDOSAGE

Use of dosages of FLAGYL L.V. higher than those recommended has been reported.
These include the use of 27 mg/kg three times a day for 20 days, and the use of 75 mg/kg
as a single loading dose followed by 7.5 mg/kg maintenance doses. No adverse reactions
were reported in either of the two cases.



Single oral doses of metronidazole, up to 15 g, have been reported in suicide attempts and
accidental overdoses. Symptoms reported included nausea, vomiting, and ataxia.

Oral metronidazole has been studied as a radiation sensitizer in the treatment of
malignant tumors. Neurotoxic effects, including seizures and peripheral neuropathy, have
been reported after 5 to 7 days of doses of 6 to 10.4 g every other day.

Treatment of Overdosage

There is no specific antidote for metronidazole overdose; therefore, management of the
patient should consist of symptomatic and supportive therapy.

DOSAGE AND ADMINISTRATION
Treatment of Anaerobic Bacterial Infections

The recommended dosage schedule for adults is:

Loading Dose 15 mg/kg infused over 1 hour (approximately 1 g for a 70 kg
adult).

Maintenance Dose 7.5 mg/kg infused over 1 hour every 6 hours (approximately 500
mg for a 70 kg adult). The first maintenance dose should be
instituted 6 hours following the initiation of the loading dose.

Parenteral therapy may be changed to oral FLAGYL (metronidazole) when conditions
warrant, based upon the severity of the disease and the response of the patient to
FLAGYL L.V. treatment. The usual adult oral dosage is 7.5 mg/kg every 6 hours
(approximately 500 mg for a 70-kg adult).

A maximum of 4 g should not be exceeded during a 24-hour period.

The usual duration of therapy is 7 to 10 days; however, infections of the bone and joint,
lower respiratory tract, and endocardium may require longer treatment.

Dosage Adjusments:
Patients with Severe Hepatic Impairment

Patients with Severe Hepatic Impairment

For patients with severe hepatic impairment (Child-Pugh C), the metronidazole dose
should be reduced by 50% (see CLINICAL PHARMACOLOGY and
PRECAUTIONS).

Patients Undergoing Hemodialysis

Hemodialysis removes significant amounts of metronidazole and its metabolites from

systemic circulation. The clearance of metronidazole will depend on the type of dialysis
membrane used, the duration of the dialysis session, and other factors. If the



administration of metronidazole cannot be separated from the hemodialysis session,
supplementation of metronidazole dosage following the hemodialysis session should be
considered, depending on the patient’s clinical situation (see CLINICAL
PHARMACOLOGY).

Prophylaxis

For surgical prophylactic use, to prevent postoperative infection in contaminated or
potentially contaminated colorectal surgery, the recommended dosage schedule for adults
is:
a. 15 mg/kg infused over 30 to 60 minutes and completed approximately 1 hour
before surgery; followed by

b. 7.5 mg/kg infused over 30 to 60 minutes at 6 and 12 hours after the initial dose.

It is important that (1) administration of the initial preoperative dose be completed
approximately 1 hour before surgery so that adequate drug levels are present in the serum
and tissues at the time of initial incision, and (2) FLAGYL 1.V. be administered, if
necessary, at 6-hour intervals to maintain effective drug levels. Prophylactic use of
FLAGYL I.V. should be limited to the day of surgery only, following the above
guidelines.

CAUTION: FLAGYL LV. (metronidazole hydrochloride) is to be administered by
slow intravenous drip infusion only, either as a continuous or intermittent infusion.
Intravenous admixtures containing metronidazole and other drugs should be
avoided. If used with a primary intravenous fluid system, the primary solution
should be discontinued during metronidazole infusion. DO NOT USE
EQUIPMENT CONTAINING ALUMINUM (e.g., NEEDLES, CANNULAE) THAT
WOULD COME IN CONTACT WITH THE DRUG SOLUTION.

FLAGYL L.V. cannot be given by direct intravenous injection (I.V. bolus) because
of the low pH (0.5-2.0) of the reconstituted product. FLAGYL I.V. MUST BE
FURTHER DILUTED AND NEUTRALIZED FOR L.V. INFUSION.

FLAGYL L.V. is prepared for use in two steps:
NOTE: ORDER OF MIXING IS IMPORTANT
A. Reconstitution

B. Dilution in intravenous solution followed by pH neutralization with sodium
bicarbonate injection into the dilution.

Reconstitution: To prepare the solution, add 4.4 mL of one of the following diluents and
mix thoroughly: Sterile Water for Injection, USP; Bacteriostatic Water for Injection,
USP; 0.9% Sodium Chloride Injection, USP; or Bacteriostatic 0.9% Sodium Chloride
Injection, USP. The resultant approximate withdrawal volume is 5.0 mL with an
approximate concentration of 100 mg/mL.



The pH of the reconstituted product will be in the range of 0.5 to 2.0. Reconstituted
FLAGYL I.V. is clear, and pale yellow to yellow-green in color.

Dilution in Intravenous Solutions: Properly reconstituted FLAGYL 1.V. (metronidazole
hydrochloride) may be added to a glass or plastic I.V. container not to exceed a
concentration of 8 mg/mL. Any of the following intravenous solutions may be used:
0.9% Sodium Chloride Injection, USP; 5% Dextrose Injection, USP; or Lactated Ringer’s
Injection, USP. NEUTRALIZATION IS REQUIRED PRIOR TO
ADMINISTRATION. The final product should be mixed thoroughly and used within 24
hours.

Neutralization for Intravenous Infusion: Neutralize the intravenous solution containing
FLAGYL LV. with approximately 5 mEq of sodium bicarbonate injection for each 500
mg of FLAGYL L.V. used. Mix thoroughly. The pH of the neutralized intravenous
solution will be approximately 6.0 to 7.0. Carbon dioxide gas will be generated with
neutralization. It may be necessary to relieve gas pressure within the container.

Note: When the contents of one vial (500 mg) are diluted and neutralized to 100 mL, the
resultant concentration is 5 mg/mL. Do not exceed an 8 mg/mL concentration of
FLAGYL I.V. in the neutralized intravenous solution, since neutralization will decrease
the aqueous solubility and precipitation may occur. DO NOT REFRIGERATE
NEUTRALIZED SOLUTIONS; otherwise, precipitation may occur.

Storage and Stability: Reconstituted vials of FLAGYL 1.V. are chemically stable for 96
hours when stored below 86°F (30°C) in room light.

Use diluted and neutralized intravenous solutions containing FLAGYL I.V. within 24
hours of mixing.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit. Do not use
if cloudy or precipitated or if the seal is not intact.

Use sterile equipment. It is recommended that the intravenous administration apparatus
be replaced at least once every 24 hours.

HOW SUPPLIED

FLAGYL (metronidazole hydrochloride) I.V. sterile, is supplied in single-dose
lyophilized vials each containing 500 mg metronidazole equivalent, individually
packaged in cartons of 10 vials.

FLAGYL LV. prior to reconstitution, should be stored below 77°F (25°C) and protected
from light.
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Flagyl®
(metronidazole hydrochloride) 500 mg
WA, HEH
RE#EA

SEHIMMEE OFEERZHNHI L, Flagyl® (X hm=4&Y—1) EHH, HEE 500 mg 3 L OZ Do
PUESE OGN ZHEFFT 5720, Flagyl® (A bu=%>'—/) EFH, ZEHE 500 mg 1, MMEIC
ERT 22 EDRMEREINDD, b L IFHEL B D EYYE DR E T IL T T 256 O M
THI L,

g
Al = I ABLOT v THRAFMEZRT Z ERALMNIR>TWD (ERED
BEZ2R) . AFORLE ST 5 2 Lo &AL, LLTFORIRE « BIROIEIC IR 5 IRHEA
O LNDEEOMERTH L,

R

Flagyl (metronidazole hydrochloride) VESTH, R 500 mg 1%, &A= FmA I ¥ —/LHLEHE
2-methyl-5-nitro-1H-imidazole-1-ethanol D 3E#E 1A TH 5,

cr H\?H;CH,OH
O,N N,

\L\ﬂrcﬂ,

Metronidazole hydrochloride

R LR AU Flagyl LV.OBEIHSA T UL, 13 TV, B G THREWEWE 25 £ 720
metronidazole hydrochloride (A hm =4V —/L L L T500mg) BILO~vr=hr—415mg =5
AT %,

RS

WIE B G5 & LT Flagyl 15 mg/kg #8451, Z® 6 K175 Flagyl 7.5 mg/kg % 6 F¢fi] =
LB LIZBEDA ba =Y — L OEFRETOEE R @ MR RE (Ch) 1E 25 pg/mL,
EE R T 7 (BN REIF 18 pg/mL Th o7z, MAEHF A b v =4y — /R 5- &I AL,
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Pogil

MEEFIZRBD END EHNNEIA e =FY =L ThHY, ZNEVDVEEDR, REMbHEO LD,
EER ML D A b v =4 — LD MBFEE AR AL 20%A0H Th 5,

A ha =Y — VN R, MERR, R AR b R O CRAT T A, 70, A
b= — VIR O I b AR ERE TR STV 5D,

H N IRBTR A 2 2 1 TR 4 Bl JRIZA b r =4 —)L 500 mg Z HEIFHIRPNE G L

el EHEE 1 RHE#ZOREBRT A ba =Y —VREIT 5~6 pgmL Th o7z, HIKIWH

R EERG N X VARAICRESN TV OBERA b= Y —LOREE2ZT D58, %
KDOA M= —LRRGNZ LV BRESH, METRENMET 5 6EERH 5,

AY ]

A ba =Y =L OREWIE, FIREOME (b FrFi A tn=FY—
1-(B-hydroxyethyl)-2-hydroxymethyl-5-nitroimidazole 3 J OBR{E#H -
2-methyl-5-nitroimidazole-1-yl-acetic acid] 33X N7V 7 v VEBIAIZ LV A S D, KRELIEE
FOUKEEAG (B FaXxo A k=Y —)) LHIZ, invitro CHEIEEE BT 5,

B

A b= — B I OZFOREOF 2 HEREIIIRTH Y (REED 60%~80%) , &KD
FI20%D KRR E LCHEt SN A, A ha =Y — LB 27 U7 5 2135 10 mL/min/1.73 m?
Thd, FEP~OPHIEITHREGED 6%~15%% 5D 5,

B
EREEEDERTICE > T, HERGHEDA =2 — L OFYERRIZZIT R,

A b =%V —)L 500 mg & B[R AT Lz & &, KRB AR 42E#H (ESRD; CL=8.1 +

9.1 mL/min) TIE, fEEEWHEHRE (CLk=126+ 16 mL/min) (2L, X o =% — LD YEhkE
THBERZLIZA OGN oT20, B REXF v A b= Y — b0 Cu ($ 2 5 EH- L, BRREHY
D Coax 1 X5 5 EH- L7z, L7235 T, ESRD BETIE A bu=4 Y — L OfHHNERT 5 i
PEEZBEL, A ho=FY =)V IHETL6EFLOT=2Y) PRI (ERLEOBEE
M)

BT ORE :

MAENT F 72 13 ReHE T N OENT 2 52 17 T D ESRD BBE Z %R, A b =4 —)L 500 mg
AHERRORG EZITHEBAHEEE L2 EDORXA ha=X ) — D7 VT F v A et Lz,
4~ BRI O IMIEBENTIZ LV, T 2B IROFIERS X OWEHIFIOS U T, 5 Sh-A b
ZH =D A0%~65%MRESINTZ, BITE A b=y — B LOMBEEHITDH I ENT
TRWEAIE, BEOBERERIZEG UT, MEBEITZICA ey — LBk b53252 L
LEBTHILERSD (R AESR) . 75 HMOEEBITIC LY, #ESNEZA ho=F
V=V DRI 10% 03 bR E S HLTz, R TRIERENT 2521 T\ 5D ESRD BEIZBWTIIA hr=
2= OHBEBOTHEIIAETH S,

FrHRERE &

A ba =%V —)L500mg & H[ESHFHELIZLE EDRA ha =&Y — /LD AUC, 1%, FEEEYE
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A) BLUOHEEE (Child-Pugh B) DOIFHEREMREE 263 2BH T, £NZEh 54%3F LV 53% 1
HLTz, ZNODORFEREEELZATLERETIE, E Faxi X ha=F Y — /L0 AUC, IZITAE
RBAIX R e o7z, B (Child-Pugh C) OFHEREREEAFTHBETOXA ha=F Y —
NOREITS0%MET 5 Z LnHfERans (B - AESHR) . BED O PEEONTHERER E

BT 5BETIIHEORBIIAE CH D, BENOHEEOIEERELAT2BETIIA b
== VICEHET 2R EFZOE=X ) 72T 52 EREDERS LORHE-FAESH) .

[ =

B E T IINFICH B D e RERE E R 72N 70 ik 2 2. 5 Wl s 2342 A b e =4 Y —/1 500 mg %
AR O3S U ITHEE IV &G Lz & X, 40 BRI OFFEDORBERRE 12N, & Fefy
A b= — GEHERE) O AUC 1X 40%~80%mE 27273, A b=V —)L (R
ZALIR) D) AUC IZHH B0/ ERITRO e 7z, @mlE T, A b=y —IZH
HILHEFZOE=X ) 7R HERIND (EREOEESR) |

/NR
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wmEYR
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oA Ma =Y =T ORI LY, AHIOMEAESZRES 2 REARS M SNLD, B
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55,

A b= — U E E A EORMIEEEEMERE IR U CEME 2R3, mMEe MR F 7o i3 m AT
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In Vitro 33 X O} In Vive 151

A b= — VI FTOMEDIE E A EDOBEEFEIZX LT, invitro 35 X ORhEE « BB Tk~
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PLF OFIE DR (90%LA ) O4BEREREICK 425 A ha =&Y — /L dD invitro Dic/NEE IR
& (MIC) X8 ug/mL UL FThHDHA, ZivhOMEIZERK T 5 EERM 72 EYE ORI 5 A
ko= — )LD L OHERIEE, #Y) 722 R I B W CTHEN. STV D i Tl
720N,

77 kR

NITaAT A T7FYY AT )V—TF" (B. caccae, B. uniformis)
VAR T ZJ& (P. bivia, P. buccae, P. disiens)

Rz

ARETHIUE, BRI FMAESIZEMII LT, HENTHEE L TWAHEIED in vitro T
DI MR ORE R, PR X O S OIEFIR D7 v 7 7 A L & fR# L= E M
WEEL LRI RETH D, 2O OWEEITEMNREICHE T P E K 2RI 5720
DOFET &7 5,

Rk

MIC OHIEIZ WD EREL, PLESERICT 2 HEE OS2 B L HEE TX 5, s
BEOBE, A ha=F Y — Tt DR IET, R R A IR F 72 T L S o7 AR
BRiRIC L0 HETE S P B ST MIC BT LT O KU eV B3 5,

MIC (pg/mL) FHAf

<8 Bz (S)
16 F (D
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(ZEE L7256, WIRE OB S D aTREE RN Em W & ard, T SWmE Sy
B, MRITELDEBFARWVWELRRTNEITHY, HEREDBRRAYHRI W] RE 7251 0 FHNZ *f
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SNDHHEIAL, £TEABOREG P ARG EICIIBRIISH TE 2 EEELZR LTS,
£, ZOHIE, =2 b AL WDERZR BN RIS LY, IROBERLMENEL D
CEEPISEE Y - TbH D, Wik SHEShGE, BRYSBAOE LS YLD @ %
BEL DD L-YWELTY, WIHEHZ RS2V ATREME @V 2 & 2R L, MOTEHE A 3R
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mE S

AL SN B PERBR I, OITHY 794 RCREOEELS LORELE=X— L, FilT5
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g MIC (pg/mL)
ESPN Br AR
Bacteroides fragilis ATCC 25285 0.25~1.0 0.25~2.0
Bacteroides thetaiotaomicron ATCC 29741 0.5~2.0 0.5~4.0
2Rk - R
BRERAEH BE R YIE DR

Flagyl LV.I1%, AFNESZMED & 2 BRI L 2 B S 7 YUiE OVR & )G & 55, Flagyl LV.
IC K DIRRICOFE T, BWUIRABIE 21T 5 2 &, R & AR ORA R DE AT,
Flagyl LVZHN % TAFRMEBFERGYEIRIEIZHE Lol A T2 2 &

Flagyl LV.I1Z7 Vv Z~A v, 7T h7z=a—, XU AASEDONR7 T oA F R -
77V AEBHEICANTH D,
NI TaAT A T7F7 VY RTN—7" (B fragilis, B. distasonis, B. ovatus, B. thetaiotaomicron,

B.vulgatus) % &ienr7TaATA)E, JaAN)VULER, 2UNRTTITLAER, XS hay
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Hhif 153 2 L)

NI TOAT AT TN ATN—=T oG\ T uAT AR LD FRIBERYGE (%, IR,
Wil & Le)

NI TOAT A TIZVVATN—=T2GieNs T a7 X @I I D 0HER

FB5

VEY TN F 72130592 0wl RN & 2 TARIZ /0 FE S N 5 FRE RO ELIG A5 15 1l &2 52 1 5 BRaE ot L,
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Flagyl LV.OF BRI, i1 12 BRFFILAPIC TR 35 2 & BAYE OB RO b 2 5 AT
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KM= 2 — X F— (R = 2 —a XF—2ET) NESNTV5D,
EENICHE, TFEMED £ L UWEGERE A2 K & T A IMERMEICEEE L CMIE NS ST\ b,
IMIE DR TIE MRIIC K 0 AR DIRZE DIFAENHRE ST\ D, IR DRI,
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7 LAF FOREEEITT (NAD' 2 NADH) O7-DICHHTICEESZ T v 7 ) v 72 HWTWS, o
OTHIE, pHT7 TOWIEEDE'— 27 A NADH (340nm) & A b =% —,L (322nm) THiL
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ERABEOONE, A ho=FY =L E2RORE LT v MBI 5 HIRER R X O IEE O
FAERIT, T DMEOXM BRI 2584 %E % ol Tz, NARE —Z W AEEREIC
BT D AJEPERER DS 2 RSN S 4L, BEtE L Wi S,
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Z 6 HMU E& G- SN2 T v MIARIEE 220, FEROR B OEE O & NIRS R O R 7-H
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HE  ERV T I ) —B
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TR AR ZR AP ERIEAE  (FIERIEAME) |, EAUC, AR 2R R E

BB « AUl EHER O MARTERARS, Z ORISIE, RINCHZ D8R0 7 —7 M E 2 %
T ETRDRICMA D LTI THITH 2B TE D,

DM - DERBIZC T EHERRBOHND Z L0 h 5,
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B HEIRINEE, BEREZE, IR, AR X OVEHEOEARK, 100,000 F959 1 H1T, EEAROIE
HAME SN TS, ZOHBOEFEKREEZ SN OFITHBICETESHL T RNE DD, A b
0= —=LORFWMTH D Z EIRTIEREV 2L, BRNRERIIRWEEZLOLND,

DML D Y FEEGE, MHEAREE, MEAIRT, Bk, B TIiER] (BL, —iEtEoR
EiE, FAVRIENI L LT, BEAMIIA L, AFIOR G DI L 0 L2 L RHE ST 5,
77— AHEETIE, BBPABIUOH2MOIGENDR AOFAERN LR ENmbT
Wo, £o, MHEDOA tu=FY —VORMKRG 22T/ n—JHBEICBT AN AR L
OFENGD v bEFEICRRIZ BN THRE ST D, FERBRIFFEZ SN TV RV, 71— R
Flagyl LV.OjE)& & L THAGR I LTV,

BERE
Flagyl LV.OHESEH &40 % 5 HEOE N HE ST\ b, ZHU2iE, 27 mgkg, 1 H 3 [Bl% 20 H
WIEEM L7=fl, wEamkbaEs LT 75 mgke & BIEE5%, 7.5 mg/kg MR AR L L CHEM
LBz ENRD D, ZHbHD 2 HOWNTIUCIBWN T HRITERIZHE ST,

H R F L OMEREAE &R GI2B W T, A ha =Y — /LD K 15 g OHEEIRE OB NHE X
NTW5, MiESERICE, B, EES X OEESLHR SN 5,

FEVEIEEE IR O ISR & L TORO A ha =Y — LOBRSMTHbN TS, 6~104g
D 5~7 B OB &RH%IZ, EREBRIEL LUK = 2 —a 8T — % S e m I R8s
XN TWAH,

BEERE OIERE

A ha =Y — )L OIEER G R R ERANL WO T, SHER R TERRIEIC L B A
THI L,

Hi - A&
BRI B IRYE DRI
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BEROTIEES L0 Flagyl LV G 2 BEORISICES S, LEARSAEIROBE 1D
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24 Bl Cig R d g A 7202 &,
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REORE
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EEORERELF T 58E
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a. 15mgkg % 30~60 777 CRIEFEL, FToM 1 RRIFNCE TS5, 0%,
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DA BT A WD, FREAOHRETLHZ L,
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WTHZ L, FERRBIRKS X7 A LIFAT2HE, A br=FY -V RERIIEELRRR
FHIETAZ L, R LEMT BT VIV LAREETIRE ¢, h=a—1) %
FERLRNZ L,
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Flagyl LV.IZLL T O 2 B TS L TR 5,
T RAEFNEECH D,

A, IR
B. AUREHER CHAIRL, WICHIR LRI REEKET N 7 AEFKRE N2 CTHRInT %,

YRR TSI A B 500, VESHHIRE K (USP) , VESHHIEE K (USP) , 0.9%HE(kF KU
LPEFHE (USP) , 1 0.9%H(bT N U v AEHE (USP) D956, WIORMRIE 4.4 mL
Nz, X<EMTD, ZOMEELNIBELEOERBAEEREILS5.0mL T, BB LZ DR
I 100 mg/mL TH 5,

Tafig U7 0 pH O#iFHIX 0.5~2.0 Th D, #ME L7 Flagyl LV.IIMEE A~ EROBHTH 5,

RRBERT CORR : @AM L7- Flagyl V. (metronidazole hydrochloride) %, # 7 A F7-
X7 T AF w7 8O SREEHER ORI S mg/mL &2 7\ K ) IIEfR L= 8AI 2Nz %, 0.9%
WAk MU U LAESHE (USP) , 5%7 RUBEESHHE (USP) , #LEEINY > 7 vk (USP) @95 b,
WO SRR Z IV TH L, BEMCPRRLETH D, Sbmrilgz L BEML,
24 I35 Z &

RIEEEIROFFD : Flagyl LV. 2583 2 80 EERIZ, AT 5 Flagyl 1V. 500 mg %470 K
SmEq DREEAKFET MU U AFERE A THINT 5, K<BEMTHZ &, L7 /i ik
® pH 134 6.0~7.0 & 725, HRIT D & “FLRF T ANRET D, BaNOT A EZET D
WVERNHDHZ DD D,

HE 1AL T (500mg) ONEEEZHRBELOHFT5E 100mL &720, BRBEE S mg/mL &
705, PR D EIEFREPME T L CIRER AT 5 Z 03D 5720, itk O sl i L H O Flagyl
LV.OPREN 8§ mg/mL ZB 2N E 9T 528, PRIBOBKEHBETCRELRNI L, &
BIEICRGFT D L, (REBELAZ ERH D,

BrEEI X OEEM: « 1A% O Flagyl LV.O /A 7U1E, S|NBOLT, 86°F (30°C) LLF TIRAFT
5K, 96 KL FRICLZE TH 5,

FRE L O U7z Flagyl LV. 2 &H 7 5 sl EHERRI, IRFIL TH 5 24 BERILINICEE T2 2
ko

FERE DB, i L OB G OBIE TR R G AL, REANCHRL T3 JOE GO B ik
ZIT9 2 &, WRICHE D RLEBDRD b 5ER, BRPTEETRVERIEIMEA LN &y

W o D BT 5 2 L, FHEMOIEEITD 2 L b 24 BFREIC 1 [T 5 2 L 2 HE
B 5,

Bria IR

Flagyl (metronidazole hydrochloride) LV., X, 1 /34 7L, A ha=4>—/,L & LT 500 mg
EEAT D BRI A 7 v & LT, ERIEEE LT 10 3 TV OF TRt S D,

VAFRATO Flagyl LV.1X 77°F (25°C) AR TS L CTERRIFT D 2 &
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1 Clinical and Laboratory Standards Institute (CLSI). Methods for Antimicrobial Susceptibility Testing
of Anaerobic Bacteria; Approved Standard—FEighth Edition. CLSI document M11-A8, CLSI, 950
West Valley Road, Suite 2500, Wayne, Pennsylvania 19087-1898 USA, 2012.

2 Clinical and Laboratory Standards Institute (CLSI). Performance Standards for Antimicrobial
Susceptibility Testing; Twenty-third Informational Supplement, CLSI document M100-S23. CLSI
document M100-S23, Clinical and Laboratory Standards Institute, 950 West Valley Road, Suite 2500,
Wayne, Pennsylvania 19087, USA, 2013.
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SUMMARY OF PRODUCT CHARACTERSTICS
1. NAME OF THE MEDICINAL PRODUCT

Metronidazole 5 mg/ml Solution for infusion.

2. QUALITATIVE AND QUANTITATIVE COMPOSITIONS

Each ml of solution for infusion contains Smg metronidazole.

Each 100ml of solution for infusion contains 500mg metronidazole.

Excipients:
Each ml of solution for infusion contains 0.1384 mmol (3.2602mg) sodium.
Each 100ml of solution for infusion contains 13.84 mmole (or 326.02 mg) sodium.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Solution for infusion

A clean, bright, pale yellow sterile isotonic solution.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Metronidazole Smg/ml solution for infusion is indicated in adults and children when oral
medication is not possible in:

- The prophylaxis of pre/postoperative infections due to sensitive anaerobic
bacteria particularly species of Bacteroides and anaerobic Streptococci, during
abdominal, gynaecological, gastrointestinal or colorectal surgery which carries a
high risk of occurrence of this type of infection. The solution may also be used in
combination with an antibiotic active against aerobic bacteria.

- The treatment of severe intra-abdominal and gynaecological infections in
which sensitive anaerobic bacteria particularly Bacteriodes and anaerobic
Streptococci have been identified or are suspected to be the cause.

Consideration should be give to official guidance on the appropriate use of
antimicrobial agents.

4.2 Posology and Method of Administration

Method of administration
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Metronidazole 5mg/ml solution for infusion should be infused intravenously at an
approximate rate of 5 ml/minute (or one bag infused over 20 to 60 minutes). Oral
medication should be substituted as soon as feasible.

Prophylaxis against post-operative infections caused by anaerobic bacteria:

Primarily in the context of abdominal (especially colorectal) and gynaecological surgery.

Antibiotic prophylaxis duration should be short, mostly limited to the post operative
period (24 hours but never more than 48 hours). Various schedules are possible.

Adults: Intravenous injection of single dose of 1000mg-1500mg, 30-60 minutes
preoperatively or alternatively 500mg immediately before, during or after operation, then
500mg 8-hourly.

Children <12 years: 20-30 mg/kg as a single dose given 1-2 hours before surgery

Newborns with a gestational age <40 weeks: 10 mg/kg body weight as a single dose
before operation.

The Elderly: Caution is advised in the elderly, particularly at high doses, although there is
limited information available on modification of dosage.

Anaerobic infections:

Intravenous route is to be used initially if patients symptoms preclude oral therapy.
Various schedules are possible.

Adults: 1000mg - 1500mg daily as a single dose or alternatively 500mg every 8 hours.

Children > 8weeks to 12 years of age: The usual daily dose is 20-30mg/kg/day as a single
dose or divided into 7.5 mg/kg given every 8 hours. The usual daily dose may be
increased to 40mg/kg, depending on the severity of the infection. Duration of the treatment
is usually 7 days.

Children <8 weeks of age: 15 mg/kg as a single dose daily or divided into 7.5 mg/kg every
12 hours.

In newborns with a gestation age <40 weeks, accumulation of metronidazole can occur
during the first week of life, why the concentrations of metronidazole in serum should
preferable be monitored after a few days of therapy.

Bacterial vaginosis:
Adolescents: 400 mg twice daily for 5-7 days or 2000 mg as a single dose

Urogenital trichomoniasis:
Adults and adolescents: 2000 mg as a single dose or 200 mg 3 times daily for 7 days or
400 mg twice daily for 5-7 days
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Children < 10 years: 40 mg/kg orally as a single dose or 15 — 30 mg/kg/day divided in 2-
3 doses for 7 days; not to exceed 2000 mg/dose

Giardiasis:

> 10 years: 2000 mg once daily for 3 days, or 400 mg three times daily for 5
days, or 500 mg twice daily for 7 to 10 days

Children 7 to 10 years: 1000 mg once daily for 3 days

Children 3 to 7 years: 600 to 800 mg once daily for 3 days

Children 1 to 3 years: 500 mg once daily for 3 days

Alternatively, as expressed in mg per kg of body weight: 15-40 mg/kg/day divided
in 2-3 doses.

Amoebiasis:

> 10 years: 400 to 800 mg 3 times daily for 5-10 days

Children 7 to 10 years: 200 to 400 mg 3 times daily for 5-10 days
Children 3 to 7 years: 100 to 200 mg 4 times daily for 5-10 days
Children 1 to 3 years: 100 to 200 mg 3 times daily for 5-10 days

Alternatively, doses may be expressed by body weight: 35 to 50 mg/kg daily in
3 divided doses for 5 to 10 days, not to exceed 2400 mg/day

Eradication of Helicobacter pylori in paediatric patients:

As a part of a combination therapy, 20 mg/kg/day not to exceed 500 mg twice
daily for 7-14 days. Official guidelines should be consulted before initiating
therapy

The Elderly: Caution is advised in the elderly, particularly at high doses, although there is
limited information available on modification of dosage.

Oral medication could be given, at the same dose regimen. Oral medication should be
substituted as soon as feasible.

Duration of Treatment

Treatment for seven to ten days should be satisfactory for most patients but, depending
upon clinical and bacteriological assessments, the physician might decide to prolong
treatment e.g. for the eradication of infection from sites which cannot be drained or are
liable to endogenous recontamination by anaerobic pathogens from the gut, oropharynx or
genital tract.

Patients with renal failure

Routine adjustments of the dosage of Metronidazole are not considered necessary in the
presence of renal failure.
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4.3

4.4

No routine adjustment in the dosage of Metronidazole needs to be made in patients with
renal failure undergoing intermittent peritoneal dialysis (IDP) or continuous ambulatory
peritoneal dialysis (CAPD). However dosage reduction may be necessary when excessive
concentrations of metabolites are found.

In patients undergoing haemodialysis, Metronidazole should be re-administered
immediately after haemodialysis.

Patients with advanced hepatic insufficiency
In patients with advanced hepatic insufficiency a dosage reduction with serum level
monitoring is necessary.

Contra -indications

Known hypersensitivity to Metronidazole or other imidazole derivatives or any of the
excipients (see 6.1 List of excipients).

Metronidazole is contraindicated in the first trimester of pregnancy.

Use of Metronidazole is contraindicated in patients with end stage liver damage,
hematopoietic disorders and uncontrolled diseases of the central or peripheral nervous
system.

Special warning and Precautions for use

Liver disease:

Metronidazole is mainly metabolized by hepatic oxidation. Substantial impairment of
Metronidazole clearance may occur in the presence of advanced hepatic insufficiency.
The risk/benefit ratio of using Metronidazole to treat trichomoniasis in such patients
should be carefully considered (for dosage adjustment see section 4.2). Plasma levels of
Metronidazole should be closely monitored.

Active Central Nervous System disease:

Metronidazole should be used with caution in patients with active disease of the Central
Nervous System. The treatment should be withdrawn in case of ataxia, dizziness, or
confusion. The risk of aggravation of the neurological state should be considered in
patients suffering from severe central and peripheral neurological diseases, fixed or
progressive paraesthesia and epilepsy. Caution is required in patients with active disease
of the central nervous system except for brain abscess.

Renal Disease:

Metronidazole is removed during haemodialysis and should be administered after the
procedure is finished.

Sodium restricted patients:
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4.5

May be harmful to patients on a low sodium diet.

Alcohol:

Patients should be advised not to take alcohol during Metronidazole therapy and at least
48 hours afterwards because of a disulfram-like effect (flushing, vomiting, tachycardia).
See Section 4.5.

Intensive or prolonged Metronidazole therapy:

As a rule, the usual duration of therapy with i.v Metronidazole or other imidazole
derivatives is usually less than 10 days. This period may only be exceeded in individual
cases after a very strict benefit-risk assessment. Only in the rarest possible case should the
treatment be repeated. Limiting the duration of treatment is necessary because damage to
human germ cells cannot be excluded.

Intensive or prolonged Metronidazole therapy should be conducted only under conditions
of close surveillance for clinical and biological effects and under specialist direction. If
prolonged therapy is required, the physician should bear in mind the possibility of
peripheral neuropathy or leucopenia. Both effects are usually reversible.

In case of prolonged treatment, occurrence of undesirable effects such as paraesthesia,
ataxia, dizziness and convulsive crises should be checked. High dose regimes have been
associated with transient epileptiform seizures.

Monitoring:

Regular clinical and laboratory monitoring (including leukocyte formula) are advised in
cases of high-dose or prolonged treatment, in case of antecedents of blood dyscrasia, in
case of severe infection and in severe hepatic insufficiency.

General:

Patients should be warned that Metronidazole may darken urine (due to Metronidazole
metabolite).

Interactions with Other Medicinal products and other forms of interaction
Not recommended concomitant therapy:

Alcohol: Disulfram-like effect (warmth, redness, vomiting, tachycardia).

Alcohol beverage and drugs containing alcohol should be avoided. Patients should be
advised not to take alcohol during Metronidazole therapy and at least 48 hours afterwards

because of a disulfram-like (antabuse effect) reaction (flushing, vomiting, tachycardia).

Concomitant therapy requiring special precautions:
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4.6

Oral anticoagulants (warfarin): increase of the effects of oral anticoagulants and the risk of
haemorrhage (decrease in its liver catabolism). Prothrombin time should be monitored
more frequently. The dose of oral anticoagulants should be adjusted during the treatment
with Metronidazole and 8 days after withdrawal. A large number of patients have been
reported showing an increase in oral anticoagulant activity whilst receiving concomitant
antibiotic therapy. The infectious and inflammatory status of the patient, together with
their age and general well-being are all risk factors in this context. However, in these
circumstances it is not clear as to the part played by the disease itself or its treatment in the
occurrence of prothrombin time disorders. Some classes of antibiotics are more likely to
result in this interaction, notably fluoroquinolones, macrolides, cyclines, cotrimoxazole
and some cephalosporins.

Vecuronium (non depolarizing curaremimetic): Metronidazole can potentialise the effects
of vecuronium.

Combinations to be considered:

5 Fluoro-uracile: increase in the toxicity of 5 fluoro-uracile due to a decrease of its
clearance.

Lithium: lithium retention accompanied by evidence of possible renal damage has been
reported in patients treated simultaneously with lithium and Metronidazole. Lithium
treatment should be tapered or withdrawn before administering Metronidazole. Plasma
concentrations of lithium, creatinine and electrolytes should be monitored in patients
under treatment with lithium while they receive Metronidazole.

Barbiturates - Phenobarbital might induce the metabolism of Metronidazole, which could
lead to decreased efficacy of Metronidazole.

Cholestyramine may delay or reduce the absorption of Metronidazole.

Concomitant administration of phenytoin and Metronidazole may affect the metabolism of
Metronidazole.

Cimetidine inhibits the metabolism of Metronidazole.

Cyclosporine - Case reports indicate that concomitant treatment with Metronidazole and
Cyclosporine might lead to increased serum levels of cyclosporine. Cyclosporine
concentrations and creatinine levels should be monitored.

Laboratory tests:
Metronidazole may immobilize Treponema and thus may lead to falsely positive Nelson's
test.

Pregnancy and Lactation

Clinical data on a large number of exposed pregnancies and animal data did not show a
teratogenic or foetotoxic effect. However unrestricted administration of nitroimidazolene
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to the mother may be associated with a carcinogenic or mutagenic risk for the unborn or
newborn child.

Therefore Metronidazole should not be given during pregnancy unless clearly necessary.
Metronidazole is contraindicated in the first trimester of pregnancy.

Metronidazole is excreted in breast milk. During lactation either breastfeeding or
Metronidazole should be discontinued.

4.7  Effects on ability to drive and use machines
No studies have been performed following intravenous treatment with Metronidazole on

the ability to drive and use machines. Therefore it is recommended that patients should
not drive or use machines.

4.8  Undesirable effects
Common undesirable effects (>1/100 <1/10):
Gastrointestinal tract: diffuse symptoms of intolerance (like nausea, vomiting), metallic

taste, stomatitis and glossitis and dry mouth; myalgia.

Uncommon undesirable effects (>1/1000, <1/100):
Leucopenia, headaches and weakness.

Rare undesirable effects (>1/10,000, <1/1000):
General: fever, skin rashes, urticaria, erythema multiforme anaphylactic shock, Quincke

oedema, pustolosis.

Neurology: drowsiness, dizziness, ataxia, peripheral neuropathy or transient epileptiform
seizures, hallucinations.

Blood: agranulocytosis, neutropenia, thrombocytopenia, pancytopenia. Blood dyscrasia is
generally reversible but fatal cases have been reported.

Liver: Abnormal function tests, cholestatic hepatitis jaundice, pancreatitis; rare and
reversible cases of pancreatitis are reported.

Gastrointestinal: Mucositis, epigastralgia, nausea, vomiting, diarrhoea, anorexia.
Urine: darkening of urine.

Eyes: diplopia, myopia.

Herxheimer reaction.

Changes in the blood picture as well as peripheral neuropathy observed after prolonged
treatment or high dosages generally abate after treatment withdrawal.

The frequency, type and severity of adverse reactions in children are the same as in adults.
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4.9  Overdose
Symptoms

5.1.

In cases of overdose in adults, the clinical symptoms are usually limited to nausea,
vomiting, ataxia and slight disorientation. In a preterm newborn, no clinical or biological
sign of toxicity developed.

Treatment

There is no specific treatment for Metronidazole overdose, Metronidazole infusion should
be discontinued. Patients should be treated symptomatically.

PHARMACOLOGICAL PROPERTIES

Pharmacodynamic Properties

Metronidazole is an anti-infectious drug belonging to the pharmacotherapeutic group of
nitroimidazole derivatives, which have effect mainly on strict anaerobes. This effect is
probably caused by interaction with DNS and different metabolites.

Pharmacotherapeutic group: Anti bacterials for systemic use: imidazole derivatives

ATC Code: JO1XDO1

and

Pharmacotherapeutic group: Anti-protozoals: nitroimidazole derivatives

ATC Code: P01 ABO 1.

Metronidazole has anti bacterial and antiprotozoal actions and is effective against
anaerobic bacteria and against Trichomonas vaginalis and other protozoa including
Entamoeba histolytica and Giardia lamblia.

Anti-Microbial Spectrum:

The MIC breakpoints separating susceptible from intermediately susceptible and
intermediately susceptible from resistant organisms are as following:

S<4mg/l and R >4 mg/l
The prevalence of acquired resistance may vary geographically and with time for selected
species and local information is desirable, particularly when treating severe infections.

This information gives only approximate guidance on probabilities whether
microorganisms will be susceptible to Metronidazole or not.
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5.2

Categories

SUSCEPTIBLE

Gram negative aerobes Helicobacter pylori
Anaerobes

Bacteroides fragilis
Bifidobacterium>>resistant (70%)
Bilophila

Clostridium

Clostridium difficile
Clostridium perfringens
Eubacterium Fusobacterium
Peptostreptococcus
Prevotella

Porphyromonas
Veillonella

RESISTANT

Gram positive aerobes
Actinomyces

Anaerobes

Mobiluncus
Propionibacterium acnes

ANTIPARASITIC ACTIVITY
Entamoeba histolytica
Giardia intestinalis

Trichomonas vaginalis

Cross-resistance with tindazol occurs.
Pharmacokinetic properties

Distribution: After administration of a single 500 mg dose, mean Metronidazole peak
plasma concentrations of ca. 14-18 pg/ml are reached at the end of a 20 minute
infusion. 2-hydroxy-metabolite peak plasma concentrations of ca..3 ug/ml are obtained
after a 1 g single i.v. dose. Steady state Metronidazole plasma concentrations of about 17
and 13 -pg/ml are reached after administration of Metronidazole every 8 or 12 hours,
respectively.

Plasma protein binding is less than 10%, and the volume of distribution 1.1 + 0.4 I/kg.

Metabolism: Metronidazole is metabolised in the liver by hydroxylation, oxidation and
glucuronidation. The major metabolites are a 2-hydroxy- and an acetic acid metabolite.

Elimination: More than 50% of the administered dose is excreted in the urine, as
unchanged Metronidazole (ca. 20% of the dose) and its metabolites. About 20% of the
dose is excreted with faeces. Clearance is 1.3 + 0.3 ml/min/kg, while renal clearance is
about 0.15 ml/min/kg. The plasma elimination half-life of Metronidazole is ca. 8
hours, and of the 2-hydroxy-metabolite ca. 10 hours.
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5.3

6.1

6.2

6.3

Special patient groups: The plasma elimination half-life of Metronidazole is not
influenced by renal impairment, however this may be increased for 2-hydroxy- and an
acetic acid metabolite. In the case of haemodialysis, Metronidazole is rapidly excreted
and the plasma elimination half-life is decreased to ca. 2.5 h. Peritoneal dialysis does not
appear to affect the elimination of Metronidazole or its metabolites.

In patients with impaired liver function, the metabolism of Metronidazole is expected to
decrease, leading to an increase in the plasma elimination half-life.

In patients with severe liver impairment, clearance may be decreased up to ca. 65%,
resulting in an accumulation of Metronidazole in the body.

Preclinical safety data

Metronidazole has been shown to be non-mutagenic in mammalian cells in vitro and in
Vivo.

Metronidazole and a metabolite have been shown to be mutagenic is some tests with non
mammalian cells.

Although Metronidazole has been shown to be carcinogenic in certain species of mice, it
was not carcinogenic in either rats or guinea pigs. There is no suspicion of
carcinogenicity in man.

Further preclinical data on repeated toxicity and toxicity to reproduction add no relevant
knowledge for the prescriber.

PHARMACEUTICAL PARTICULARS

List of excipient(s)

Citric acid Monohydrate,

Anhydrous Disodium Hydrogen Phosphate,
Sodium Chloride

Water for Injections

Incompatibilities

Metronidazole 5 mg/ml solution for Infusion should not be mixed with cefamandole
nafate, cefoxitin sodium, dextrose 10% w/v, and compound sodium lactate injection,
penicillin G potassium.

Shelf-life
Glass bottle containing 100 ml - 36 months
Plastic bag containing 100 ml - 36 months.
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6.4

6.5

6.6

10.

Special precautions for storage

100 ml glass bottle: Store below 30°C.Do not refrigerate or freeze. Keep bottle in the outer
carton in order to protect from light.

100 ml plastic bag: Store below 25°C. Do not refrigerate or freeze. Keep bag in the
original package in order to protect from light.

Nature and content of container

Metronidazole 5 mg/ml Infusion (100 ml) is available in type II glass bottle closed with
a bromobutyl rubber closure.

Metronidazole 5 mg/ml Infusion is available in 100ml PVC bag.
Pack sizes: 1 x 100ml glass bottle.

10 x 100ml glass bottle

5 x 100ml PVC bag.

Instructions for use and handling

The containers are for single use only. Discard any unused portion. Do not reconnect
partially used containers.

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

MARKETING AUTHORISATION HOLDER

Pfizer Limited
Ramsgate Road,
Sandwich,

Kent, CT13 9NJ
United Kingdom

MARKETING AUTHORISATION NUMBER (S)
PL 00057 /1095

DATE OF FIRST AUTHORISATION/RENEWAL OF THE
AUTHORISATION

07/09/2010

DATE OF REVISION OF THE TEXT

March 2011
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11. LEGAL CATEGORY
POM

Ref: gxMX 2 0
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Product Information
METRONIDAZOLE INTRAVENOUS INFUSION

Name of the medicine
Metronidazole.

The structural formula is represented below.

CH,CH,OH

|
OZN\&Z/ Me

Molecular Formula: C¢HoN;0;
Molecular Weight: 171.2
CAS Number: 443-48-1

Description

Metronidazole is 2-(5-nitro-2-methylimidazol-1-yl)ethanol. It is a white or yellowish, crystalline
powder, slightly soluble in water, in acetone, in alcohol and in methylene chloride and very slightly
soluble in ether.

Metronidazole Intravenous Infusion is an almost colourless to pale yellow, sterile, isotonic,
preservative-free, ready to use solution containing Metronidazole BP 5mg/mL, Citric Acid BP
0.36mg/mL, sodium phosphate-dibasic anhydrous 0.6mg/mL and Sodium Chloride BP 7.4mg/mL in
Water for Injections BP. Each mL contains 0.135mmoles sodium.

Pharmacology

Class: Antimicrobial agent.

Microbiology: Metronidazole is active in vitro against anaerobic bacteria and as an antiprotozoal
agent. It does not appear to possess any clinically relevant activity against facultative anaerobes or
obligate aerobes. Against susceptible organisms, metronidazole is generally bactericidal at
concentrations equal to or slightly higher than the minimal inhibitory concentrations (MIC).
Metronidazole has been shown to have in vitro activity against many anaerobic gram-negative bacilli
including Bacteroides fragilis and other Bacteroides sp., Fusobacterium, Eubacterium, Clostridium
and anaerobic Streptococci. Metronidazole is also active against a wide range of pathogenic protozoa
including Trichomonas vaginalis and other trichomonads, Entamoeba histolytica, Giardia lamblia,
Balantidium coli and the causative organisms of active ulcerative gingivitis.

Susceptibility tests

Dilution or diffusion techniques - either quantitative (MIC) or breakpoint, should be used following a
regularly updated, recognised and standardised method (e.g. National Committee for Clinical
Laboratory Standards). Standardised susceptibility test procedures require the use of laboratory
control microorganisms to control the technical aspects of the laboratory procedures.

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

Note: The prevalence of resistance may vary geographically for selected species and local
information on resistance is desirable, particularly when treating severe infections.

Pharmacokinetics:

Note: Polarographic estimation of metronidazole in serum or urine tends to give higher values than
microbiological assay because the former measures both unchanged drug and metabolites.
Erroneously high serum values may be obtained in the presence of severe renal failure because of the
retention of metabolites in the blood.

Absorption: Following intravenous infusion, peak plasma levels of metronidazole occur at the end of
the infusion.

Distribution: Metronidazole is distributed widely throughout body tissues both intracellularly and
extracellularly. It is found in saliva and breast milk in concentrations equivalent to those in plasma.
It also crosses the placenta and is found in the CSF. Therapeutic levels have been found in abscesses,
bile, CSF, seminal fluid and in synovial fluid.

Protein binding: There is no significant plasma protein binding of metronidazole.

Metabolism: Metronidazole is partly metabolised in the liver by both acid oxidation and glucuronide
conjugation.  The principal metabolites are the hydroxy metabolite (1-(2-hydroxyethyl)-2-
hydroxymethyl-5-nitroimidazole) and the acid metabolite (1-acetic acid-2-methyl-5-nitroimidazole).
The hydroxy metabolite has approximately 30% of the bioactivity of metronidazole against anaerobic
bacteria whereas the acid metabolite has only 5% of the activity of unchanged metronidazole.
Excretion: About 15 to 20% of an administered dose is excreted in the urine as unchanged
metronidazole. Overall, about 50-80% of an administered dose is excreted as nitro- containing
compounds, of which unchanged metronidazole and the hydroxymethyl homologue each account for
about one third. The fate of the remainder of an administered dose is unknown. Metronidazole is
also excreted into saliva and breast milk reaching concentrations equivalent to those in plasma.

Half life: The half life of metronidazole after single, intravenous infusion has been reported as 7.3 +
1.0 hours.

Indications

e treatment of severe anaerobic infection when oral medication is not possible or is contraindicated,
when immediate anti-anaerobic therapy is required

¢ metronidazole may be used prophylactically to prevent infection of the surgical site which may
have been contaminated or potentially contaminated with anaerobic organisms. Procedures in
which this may be assumed to have happened include appendectomy, colonic surgery, vaginal
hysterectomy, abdominal surgery in the presence of anaerobes in the peritoneal cavity and surgery
performed in the presence of anaerobic septicaemia

Contraindications

e patients with evidence of a history of blood dyscrasias should not receive the drug since
occasionally leucopenia has been observed during its administration

e active organic disease of the central nervous system

e hypersensitivity to metronidazole or other nitroimidazoles

Precautions

e Long term therapy: If metronidazole is to be administered for more than 10 days, it is
recommended that haematological tests, especially total and differential leukocyte counts, be
carried out regularly and that patients be monitored for adverse reactions such as peripheral
neuropathy. If leucopenia or abnormal neurological signs occur, the drug should be discontinued
immediately.

e Cardiac function impairment: Care should be taken because of the sodium content
(0.135mmol/mL) in this dosage form.
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e Sodium retention: Administration of solutions containing sodium ions may result in sodium
retention. Care should be taken when administering Metronidazole Intravenous Infusion to
patients receiving corticosteroids or patients predisposed to oedema.

e Central nervous system: Convulsive seizures and peripheral neuropathy characterised mainly by

numbness or paraesthesia of an extremity have been reported. The appearance of abnormal
neurological signs demands the prompt evaluation of the benefit/risk ratio of the continuation of
therapy.
Metronidazole should be used with caution in patients with active or chronic severe peripheral or
central nervous system diseases due to the risk of neurological damage. Patients should be
warned about the potential for confusion, dizziness, hallucinations, convulsions or transient visual
disorders.

e Severe hepatic disease: Patients with severe hepatic disease metabolise metronidazole slowly,
with resultant accumulation of metronidazole and its metabolites in the plasma. Accordingly, for
such patients, doses below those usually recommended should be administered cautiously.

e Interference with clinical, laboratory and other tests: Metronidazole may show negative
interference with continuous flow spectrophotometry of aspartate aminotransferase (previously
GOT), so that hepatocellular damage which is detectable by raised serum AST may be missed.
Metronidazole may interfere with AST, ALT, LDH, triglycerides or glucose determinations when
these are based on the decrease in ultraviolet absorbance which occurs when NADH is oxidised to
NAD. Metronidazole interferes with these assays because the drug has an absorbance peak of 322
nanometres at pH 7, which is close to the 340 nanometre absorbance peak of NADH; this causes
an increase in absorbance at 340 nanometres resulting in falsely decreased values.

e Candidiasis: Candida overgrowth in the gastrointestinal or genital tract may occur during
metronidazole therapy and may require treatment with a candicidal drug.

e Surgical drainage: Use of metronidazole does not obviate the need for aspiration of pus
whenever indicated, such as in amoebic hepatic abscess or abscesses in other inaccessible
positions.

Instructions to be given to patients

e patients should be warned to refrain from consumption of alcohol whilst taking metronidazole

e patients should be advised to report any signs of toxicity, especially neurological disturbances, to
the doctor

o patients should be warned about the possibility of their urine darkening in colour

Carcinogenesis, mutagenesis, impairment of fertility: Mutagenesis, tumorigenesis:
Metronidazole has been found to be mutagenic in bacteria and some animal species. In studies on the
mutagenic potential of metronidazole, the Ames mutagenicity test was positive while several
nonbacterial tests in animals were negative. In patients suffering from Crohn's disease,
metronidazole increased chromosome abnormalities. In addition, the drug has been shown to be
tumorigenic in rodents. The benefit/risk ratio should therefore be carefully assessed in each case,
particularly in relation to the severity of the disease and the age of the patient.

Carcinogenesis: Metronidazole has shown evidence of tumorigenic activity in a number of studies
involving chronic oral administration in mice and rats. Most prominent among the effects in the
mouse was the promotion of pulmonary tumorigenesis. This has been observed in multiple studies in
that species, including one study in which the animals were dosed on an intermittent schedule
(administration during every fourth week only). The published results of one of the mouse studies
indicated an increase in the incidence of malignant lymphomas as well as pulmonary neoplasms
associated with lifetime feeding of the drug. All these effects were statistically significant.

In the rat, there was a statistically significant increase in the incidence of various neoplasms,
particularly mammary tumours, among female rats administered metronidazole over that noted in the
concurrent female control groups. Two lifetime tumorigenicity studies in hamsters have been
performed and reported to be negative.
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Results of a retrospective epidemiological study of 771 women treated with metronidazole for T.
vaginalis have not revealed any statistically significant increase in cancer incidence over that
expected in the normal population. The apparent increase in cervical carcinoma in sifu in the
metronidazole treated group was no different from the incidence in women documented to have had
trichomoniasis not treated by metronidazole. Because of the limitations of a relatively small
retrospective study, these results do not provide definite answers and the risk of carcinogenicity
emphasises the need to avoid indiscriminate use of the drug.

Use in pregnancy: Category B2: Metronidazole should not be given in the first trimester of
pregnancy as it crosses the placenta and enters fetal circulation rapidly. Although it has not been
shown to be teratogenic in either human or animal studies, such a possibility cannot be excluded.

In addition, the drug has been shown to be tumorigenic in rodents as well as mutagenic in vitro and in
some animal studies. It is therefore recommended that the drug's use for trichomoniasis in the 2nd
and 3rd trimesters of pregnancy be restricted to those in whom local palliative treatment has been
inadequate to control symptoms. In life threatening situations the benefit/risk ratio should be
carefully considered.

There is some evidence that the fetal alcohol syndrome may be due to small quantities of
acetaldehyde rather than alcohol. If this is the case then metronidazole should not be taken in
association with alcohol by pregnant women. Metronidazole inhibits aldehyde dehydrogenase
thereby permitting accumulation of acetaldehyde which is one of the breakdown products of ethanol.

Use in lactation: Metronidazole is secreted in breast milk. In view of the tumorigenic and
mutagenic potential of metronidazole, breast feeding is not recommended.

Interactions with other drugs:

e Alcohol: Metronidazole taken in combination with alcohol may produce abdominal cramps,
nausea, vomiting, headaches and flushing.

Patients should be advised not to take alcohol during therapy or for at least one day afterwards
because of the possibility of a disulfiram-like reaction.

e Disulfiram: In a clinical trial of combined therapy with disulfiram and metronidazole in the
treatment of chronic alcoholics, severe acute psychotic reactions occurred in 6 out of 29 patients.
Psychotic reactions have been reported in alcohol dependent patients who are receiving
metronidazole and disulfiram concurrently. Metronidazole should not be given to patients who
have taken disulfiram in the previous two weeks.

e Warfarin and other coumarin anticoagulants: Metronidazole has been reported to potentiate
the anticoagulant effect of oral anticoagulants, resulting in prolongation of the prothrombin time.
Concurrent administration should be avoided if possible. If metronidazole is used in patients
receiving an oral anticoagulant, prothrombin time should be monitored and the dosage of the
anticoagulant adjusted accordingly.

e Cyclophosphamide and BCNU (Carmustine): Metronidazole should be used with caution in
patients who are receiving BCNU or cyclophosphamide as a drug interaction shown in mice leads
to increased toxicity.

e Phenobarbitone and phenytoin: The simultanecous administration of drugs that induce
microsomal hepatic enzyme activity, such as phenobarbitone, pentobarbitone or phenytoin, may
accelerate the elimination of metronidazole, resulting in reduced plasma concentrations and
increased concentrations of its 2-hydroxymethyl metabolite. Impaired clearance of phenytoin has
also been reported.

e Lithium: Initiation of short-term metronidazole therapy in patients stabilised on relatively high
dosages of lithium has been reported to increase serum lithium concentrations, resulting in signs
of lithium toxicity in several patients. Serum lithium and serum creatinine levels should be
obtained several days after beginning metronidazole therapy to detect any increase that may
precede clinical symptoms of lithium intoxication.
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Cimetidine: The simultaneous administration of drugs that decrease microsomal hepatic enzyme
activity, such as cimetidine, may prolong the half-life and decrease the plasma clearance of
metronidazole. It is not clear if ranitidine exerts a similar effect.

Corticosteroids: Care should be taken when administering metronidazole infusion to patients
receiving corticosteroid therapy or to patients predisposed to oedema since administration of
solutions containing sodium ions may result in sodium retention.

Fluorouracil and azathioprine: Transient neutropenia has been reported in twelve patients who
received oral and intravenous metronidazole in conjunction with intravenous fluorouracil and in
at least one patient who received oral metronidazole in conjunction with azathioprine.

Adverse effects
More common reactions:

Dermatological: Rash.

Gastrointestinal: Nausea, anorexia, furry tongue, dry mouth, abdominal discomfort, glossitis,
stomatitis (which may be associated with candida overgrowth - see Precautions).

Nervous System: Metallic or unpleasant taste in the mouth, headaches.

Less common reactions:

Auditory and vestibular: Vertigo, tinnitus.

Biochemical abnormalities: Jaundice has been reported in one patient being treated for
anaerobic infection.

Cardiovascular: Flattening of the T wave, prolongation of the QT interval, thrombophlebitis.
Dermatological: Mild erythematous eruption, pruritus, urticaria and flushing.

Gastrointestinal: Vomiting, diarrhoea, dyspepsia in patients with anaerobic infections. Patients
with Crohn's disease are known to have an increased incidence of gastrointestinal and certain
extraintestinal cancers. Rare cases of pancreatitis, which abated on withdrawal of the drug, have
been reported. There have been reports of cases of pseudomembranous colitis whilst on
metronidazole therapy.

Genito-urinary: Darkening of urine (possibly due to metabolites). Dysuria, dryness of vagina or
vulva, cystitis, a sense of pelvic pressure, very rarely dyspareunia, polyuria, incontinence,
decrease in libido, proctitis and pyuria have been reported during metronidazole therapy
(although all of these may be attributable to the underlying pathology).

Haematological and reticuloendothelial: Leucopenia (usually moderate and transient - see
Precautions). One case of bone marrow aplasia attributable to metronidazole has been reported.
Rarely, reversible thrombocytopenia occurs.

Musculoskeletal: Joint pains, sometimes resembling "serum sickness".

Nervous system: Lack of coordination, ataxia, convulsive seizures, confusion, irritability,
dizziness, depression, weakness, insomnia, disorientation, peripheral neuropathy, characterised
mainly by numbness or paraesthesia of an extremity (see Precautions). Transient vision
disorders such as diplopia and myopia have been reported.

Respiratory: Nasal congestion.

Serious or life threatening reactions:
Leucopenia is usually transient and disappears on withdrawal of the drug. If paraesthesia occurs, the
drug should be discontinued and the symptoms usually disappear.

Dosage and administration

Metronidazole Intravenous Infusion contains no microbial agent. It should be used only once and any
residue discarded.

A maximum of 4g should not be exceeded during a 24 hour period.
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Adult:

Metronidazole should be infused intravenously at the rate of SmL (25mg) per minute. Metronidazole
infusion may be administered alone or concurrently (but separately) with other appropriate
antibacterial agents in parenteral dosage forms (see Incompatibility).

For prophylactic use the appropriate dose should be infused shortly before surgery and repeated 8
hourly for the next 24 hours.

The adult dose is 500mg metronidazole (i.e. 100mL) by infusion eight hourly.

Duration of therapy: Treatment for seven days should be satisfactory for most patients but,
depending on clinical and bacteriological assessment, the clinician might decide to prolong treatment,
e.g. for the eradication of infection from sites which cannot be drained or are liable to endogenous
recontamination by anaerobic pathogens from the gut, oropharynx or female genital tract.

Note: Prevention of infection at the surgical site requires that adequate tissue concentrations of the
drug should have been achieved at the time of surgery. The dose and route of administration should
be selected in each case to achieve this objective.

Oral medication should be substituted as soon as possible.

Paediatric:

Although metronidazole has been used for some years in children, recent evidence concerning
mutagenicity and tumorigenicity suggests that caution should be exercised when using metronidazole
in this age group.

Children over 12 years: Same dosage as adults.

Children under 12 years: Eight hourly as for adults but the single intravenous dose is based on
7.5mg (1.5mL) metronidazole/kg bodyweight.

Geriatric: Use adult dosage with care as some degree of impaired hepatic or renal function may be
present in elderly patients. In elderly patients, the pharmacokinetics of metronidazole may be altered;
therefore monitoring of serum levels may be necessary to adjust the metronidazole dosage
accordingly.

With impaired hepatic function: As metronidazole is partly metabolised in the liver, caution should
be exercised in patients with impaired liver function. Empirical dosage reduction and serum level
monitoring may be necessary.

With impaired renal function: In patients on twice weekly haemodialysis, metronidazole and its
major active metabolite are rapidly removed during an 8 hour period of dialysis, so the plasma
concentration quickly falls below the therapeutic range. Hence a further dose of metronidazole
would be needed after dialysis to restore an adequate plasma concentration. In patients with renal
failure the half life of metronidazole is unchanged but those of its major metabolites are prolonged 4-
fold or greater. The accumulation of the hydroxy metabolite could be associated with side effects
and measurement of its plasma concentrations by high pressure liquid chromatography (HPLC) has
been recommended.

While the pharmacokinetics of metronidazole are little changed in the presence of anuria, there is
retention of the metabolites, the clinical significance of which is unknown.

Incompatibility: Additives should not be introduced into intravenous metronidazole solutions. If
used with a primary intravenous fluid system, the primary solution should be discontinued during
metronidazole infusion.

Parenteral drugs should be inspected visually for particulate matter and discolouration prior to
administration, wherever solution or container permit. Do not use if the solution is cloudy or
precipitated or if the seal is not intact.

Additional information: Metronidazole Intravenous Infusion is an isotonic (280mOsm per kg),
ready to use solution, requiring no dilution or buffering prior to administration.
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The total sodium content (derived from sodium phosphate buffer and sodium chloride) is
approximately 13.5mmol (13.5mEq, 310mg) per 100mL of solution. This must be considered in
patients on a restricted sodium intake when calculating total daily sodium intake.

Overdosage

Clinical Features: Overdosage with metronidazole appears to be associated with very few abnormal
signs or symptoms. Disorientation, ataxia, nausea and vomiting, peripheral neuropathy and seizures
have been reported, especially after ingestion of large amounts.

Presentation and storage conditions
AUST R 12728 Metronidazole Intravenous Infusion 500mg in 100mL (sterile) plastic vial.

Store below 25°C. Protect from light.
Single use only. Discard unused portion.
The expiry date (month/year) is stated on the package after EXP.

Name and address of the sponsor

Sponsor in Australia Manufacturer

Pfizer Australia Pty Ltd Pfizer (Perth) Pty Limited
ABN 50 008 422 348 ABN 32 051 824 956

38-42 Wharf Road 15 Brodie Hall Drive,

West Ryde NSW 2114 Bentley WA 6102 Australia
Australia

Poison schedule of the medicine
Australia - S4.

Date of approval
This information was approved by the TGA on 12 December 2001.

Date of most recent amendment: 13 August 2010
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A b\ =Y — )V R SR
A=A 7 U TR SCERER

EXEGL—B4
A ha=Fy—)

RS Z LIRS,

CH7CH20H

VLMe

éj\%it . C6H9N3O3
Ao 171.2
CAS &HE = : 443-48-1
7N

A kv =% — L% 2-(5-nitro-2-methylimidazol- l-yl)ethanol Th o, BE~BEHADREMMEDH R
T, K TR, TAa—= LK an A E AZEFIZL L, =T MO TEIFIZ W,

A v =Y =)V SRR T, A~ A O RGN, FHRAEOEEOFRIK TH Y,
f%n 4>/ —)L BP 5 mg/mL, 7 = > J#% BP 0.36 mg/mL, /K U > fg—/K5EF F U 7 A 0.6 mg/mL,
HAkF U U A BP 74 mgmL EHAKEEHTSH, 1mLIZFT hY ¥ 20135 mmol 5 HT 5,

REhKE
REIE - Hiw

WEWRE . A bu=F Y — LT invitro THEEMEREICR L TIEEZA L, FPURHRIEE LTo
EMEEZ AT 5, WHEEKVERE £ 72 IR KPEE IS U CIRERIRIICER O &H HIEHITHA S 720
EEZLND, A bha=Z Y — VFREREIC LT, BEL T/ VB IIEEE (MIC) &2 L
B E 7213 MIC 203 02 kRl DR E CREIEEZ T,

A== UE, NI TOaAT A TITVVAEZOMONR TaLT AR, TINITTIY
L, 2RI T IUUANR, 7aAN) VU LABEDSELL OHIKNES T ARMERE B X O ME
UV EREICK L Tinvitro I8 EZ BT H5Z EDRHLNIR>TWD, £, Abhue=Fy—
WEHE N a5 FAZ0MO Y I FRER, RFT A=, TUoTNUER, KIGAT 0TV
T NEOBRIAF R MER B 36 K OB TR SEE R A 28 DRI IZ6 L CHIEEEZ AT 5,

Bz

TEHIANCE T SN DL B DIVIARREE (B KERFAMEFEELERR) 21To72%, W
EETIEREE DEREE (MIC) £7237 LA 7 RA 2 M onFinzlng Z L, FEES
NIRRT, MBRFIEOEME OFIEH O 72D, KEFHRHOEKE AW NERD 5,
NEZMEH Y | L& SIS E, P OFEREN@HEEEL - DREISETE, $EREO%
B SD RN SV LT, [HREE] LG ShSE, MRIIELLLLER
IRNERIRTNETH Y, BB ERRAN R ATRE /2B OFAN 3 U Ty sz A m &7
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T, ﬁuﬁﬁ%%ﬁmﬁ‘é o TOSEUE, PUEEEDSAEBAYICERRNG S D HIREAL, EidE
M EDE G 3 AR5 A IR JE?H’C%%)T EMEA R L TWD, £, ZOH8IE, 2k
/L HNEE L WD B ERIC LY, SEROBERZAENLELD Z L2 CHEE Y —Th
b5,

MitEd v | WG SNZHE, LPOFEESEFEEIZEL O 2REICEL TS, #REOXT
I SR W ATREME RN m W Z & 2R L, MOTERIE L BIRT & TH D,

T REE QMR DM LRA RITITHIAED & 2 /REMEN H V), FRICHERBYEZ TG R T 55813
FHOMPEBET DFHREZATFTT LI ERLEELYY,

KYBHRR

B A b=y —LOMETELIRPREZR—T0 7T 74 =20 0T 5L, RENL
{Zlikﬁiﬁﬂ‘%@ﬁjﬁiiﬂﬂiﬁéhét&), WA ZEREREL Y bEEE 20N H 5, HEDOH
EERE 2 AT 250, IR ERT 5720, MEPRESER> TRIEL LD LMD
50

WL : A b= — VI EEHET 5 &, S TRRCmE R v — 7 BEICET D,

SFi A b= 5/wwi (RHRAR AR CTHIIEN B K OSask O WIS b IL L 0T 5, @@
BLOFHAHFIcifEs ERIBREDORENED 5N TWD, Fio, L2 mim L, MR
HDHENTWD, H;;'%f“ REH, IMEBER, B, BIRTPICERBRE TR LTV,

BEME : A hr=X Y — L OBRERERMBEEAFREGITRERD B2,

KR#F: A b=y —LO—HITHET, Bl X7 V7 n Ugasgom Gl vREsns,
FRREII KRB (e FrXo A o=y —/
1-(2-hydroxyethyl)-2-hydroxymethyl-5-nitroimidazole) #5 & O\E&{CE##) (1-acetic
acid-2-methyl-5-nitroimidazole) ToH 5, B FrF¥ T A hr=F Y —/LiX, BRKMEEICH L TRE
AR DK 30%DIEMEZ AT 5 —5, BRI RECIRDIEIED 5% DH %2 HT %,

HElE : B E B O 15%~20% RIFIREbIR L LCHEt SN S, IR TR EDR 50%~80%
N b EHEmE LTHR S, 209 bRE(AB LT Ra o X FIVRERRIERZ
FR3 oD 1 25D 5, &5i®§§©®ﬂkrﬁfxﬂﬂifﬁﬁf§>é Fio, A bhur=F Y — UL
B L OHHRICBITL, ImiEd & RIREOREIZET S,

MWHA: A b= — LA HEEEEE L2 & E ONEWIE, 73 £ LOB S s STV b,

RheE - R

o HUHARPUBAMERIEAZVE L L, BRAOREARAREELIISBETH I EE O EEHKIEE
JRYLIE D TE R

o A bu=FY—lid, WRMBEY THERENTD, (RS ATRIED & % FHRHIAL O
YUETEH DI, FRHRIICHNWTS LV, ORI RFENAECZEBEL I HFEL LT
(X, RFEECIERIN, AR, R ERERIN, RN OBRRYEREAE T TOIFRN, ik
PEBIC & 2 BUIE DAFAE T CHEM SN D FITENDH D,
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#E

MR E OO A B T 5 EF T, AFEERFICAMBKBDPRBOONDZ ENHD
728, REIEZEG LN &,

HAR R R I CTE BN M E O SVERE R O b A R
A b= = )VE I FOMO = F A I E Y — ST DImBUE A AT S R

R LEOERE

BHIRE 10 HMZBATA be =Y — L2k 5T 2551%, ks Rk A meRkE
BLOEMERE) 2 E PN I L, KEEE= 2 —a " F—EORIEHNRD b0,
BEZBET L LR SN D, BIERBA-CHEL R R OBIRN H b b - 5E13,
AR OB G- 22 2blcpid 25 2 &,

DHSREREE « AKX OF MU v AESHRE (0.135mmol/mL) D7-®, HEZHT = L,

FTrIULEE : TN VAT 2 EAT ORI ERGTLL, TR ULRFRENELD
AREER DD, BIEREAT vA FORG %2 TS BE ZTITHEORIED BT DO H
LEFICA b =Y — VAR 2 R G DBITEEZ B3 2 L,

HARERER ¢ KCEEMEREAE, TUCIURR O L OHUESORERETE 2 FF I & T D RNt = 2 — " F—
DA SN TWD, FREIERE OBEDNH B b, TZIEHITRIEk O~ 4 v F
SV AT Rl 2 EN D D,

TEENME F 72 1B M 0D BB D KRR PRI A 7o I X AR IR B A T 5 [ T, MRfEEF O
YRAZRHDHHA Mr =Y —/WIERICKREGT 5 2 &, 858, FEED v, 25, &K
%, —HMEREEND bW RN H D Z %, BEIEETLI L,

EEEFERRER « E OIS ERE CIIA ha=F Y — LoRENELS, e LT
R A o=y — VB LOZEORBYNEHEIND, LEEB-T, 2O L) REFEITEBWY
TiE, ByofEHEL Y VIERHESEEICRESTDHZ L,

2

BEREEOBRE~DTE : A =¥V — L, TARTEXUBET I/ NIV AT =5 —
£ (LLATO GOT) Dt 7 v — WS ESHTE~ODBRDTHERTZ ENHHDT, MiF
AST EFIC X0 Rt Al R e PRl & 2 Rak3 2 L2 b B8 d 5, AST, ALT, LDH,
FUZU®Y R, Za—RZ%, NADH 75 NAD (b Sz & & 104 U 5 SRR O J
DSV THIET 25E1C, A o=V — WIEICTF T 5 Rl n" b5, A ko=
=N LT ERBIEIC T 5 D1, AAIXpH 7 D & EWSLEO ¥ — 27 73322 nm T,
NADH O D B — 27 @ 340 nm ([ZUTV V728D, 340 nm ORI MEIN D FE R, EAE-> T
KBTI H720THoD,

HUPHEE : A b= RS EHIHLE ARSI D U F O B RN
HULBZERHY, i DAL AIEENLE LD ERH D,

AR FLF =Y A b=y — kv, 7 A= WHRBESCZOMo T 7 & AR ATHE
IALEDORGEFIZRBNT, LU CTURZRGT 2 BBWER R R DI TiERuy,
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BE~DETEH
o AMu=FY—LEEALTODMIET Va—MEREER D &9 ICBFICEET L2 L,

o FRICHIEERIMEESE, (75 NOWIEDOEBEN RO DI HEMNICHRET D L 5 ITBEICHE
THZE,

o ROBNRS RDLAREMENHD Z L2 BEITEET DL L,

DA, BRFME, ZHBEOET  BRERE, BEER: A o=y —i3, ML
ORI NT, BRFMZTRTZENRHLNIZR>TWND, A =X Y — ORI
BT 5 RBRICEBNT, Ames EBRIZEETH - 7223, Ba W= < SO00RBR Tkt T
%oko7m~/f%ﬁ¢é$% IBWT, A b= — L L0 QKBS L,
2T, RFNTT oI B W TEEZ R T 52 E b LMoz, LEER- T, FEGICE
wf,%K%%wiﬁfki05%®$ﬁk®%$f,AX74VE/UX7%%ﬁiKﬂﬁ¢
5HZ &,

ﬁV\/Jﬁ‘I‘ﬂE: A bha=FY—)E, ~UABLOT v b %mb\fﬁ@ﬁ:lﬂj&ﬁ%??o 7o 25 DRk
WCRBWT, AT 22 ENHALNI > TND, v~ T RCBTA1ERICBW THRICEAE 72

HOVE, MEEEROTLETH D, I~ U A ZHWZEEORBRTROLNLTEBY, 205

t) 1 R B TIE, BROBEGAT YV 2a— 0 THREIN @HEIZ 1 BoREE) , ~ 7 ZAHERD 5
H 1 ﬁ:@/.&?—%éﬂf_ﬂ’t%’c B Y NER X OARFI O EJER G 5Hﬁ1‘%ﬁ$%@%§i$iﬁ
bz, Z 9 LI2fEH i‘ﬁ—’\f‘l"/unﬂ% WCHEETh-T-,

7w MZBWTE, SEIERFEDOREROFIINCAHER LANED LN, FIZ, A bnm
=2V —naREIShEMT v F T, xfﬁﬁéﬂﬁ@xfﬁgﬁi&tt/\’C?Lﬂﬁﬂif@%iéﬂ AN
Too NAARZ —H T AER GBS 2 RS, Bt ®E Sz,

JERY 3SR LTA e =g — U K DIE8 & T T2 et 771 Bl D% A1) & O ERF9E

DOFERTIE, EFHREFTTHINDINABERL LN, BAEROFHHWIZAE R ERITRD 5
Nigmoiz, A b= — VBRI D insitu D ESERNAO LT OEME, U aE
FTREEAETDHZ kﬁiﬁéﬂf%@ffﬂ =NV DBEH- T2 T IR T I BT D3
AR L FEN o T, HIRE NBIRL 22 1% A ORI D=8, LLEOKE R G P72 % %1%
BonT, BAFRMEDOY R Be5 Z Lonb, RAIOEZER 7o ISR 2 0N H D Z L 035
I,

R ~OE IR AT TV —B2 : IR 1 I TIE, A bu=& Y — 3 hM a2 e L CGEe)
CHRIRFEERICA D 12, 85 LAz b, BRRER, B3l nhicBn T bIgaBIEILR
HHITWRNE DD, (EFIMEEZHT 5 AREEIERRA TE 220, MA T, AFNX foﬁﬁck
WTHBAFMEZRTIED, invitro 3 X OO EBREBRIC BV CERFMEZ R T Z L3 BT
o TW5B, LTEEn- T, HRE 2~3 1T 5 Y - RECKHT AR O AIX, FKET
ﬁf%&fi+\ﬁfﬁ®ﬂ/%D~Wﬁﬁ%h&ﬂot EIIRET D Z BRSNS, £
MEGPITRIUCBNTE, X274y b YA A EEBEICRF T2 Z &,

FaVET v 3 — VIEGEREE, T a— A X0 b LALEOT B N T AT B RBNRKTAELT HH
BEMERH D Z L ZRTRHLRH D, £ 5 THhIUL, 7/va— v OEET, imEA hr=Fy —
NWEMEHT XX TRy, A bhe= ﬁf—wiTw?tF%*%%%%@%#é:&mi@,I&
)= IVDBREMD—D>THDHT T N T VT b ROERBE AJREIZT D,
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BHR~OERE : X b o =Y — VI RHATICBITT 5, A ha=Z Y — LORAFEMERS X O
WIEEEE L, RHITHELRE S0,

flaF & O ELEA :

Tha—jv: A ha=Fy—)La2Ta—)LEGHT D E, EEONR, B, IEH, SEE,
WAL HDOND Z Ed 5,

BN EE %A L 1 BIE, UALT 0T MMEERNEZ AAREMENH B0, K
WMAERET D LD ICTBFITHETHZ &,

DANT LTG5 BT La— VR BEELZRRICCANT 4T LEA o= — Va2
F 5 U7 BRRERER T, 29 il 6 Bl CEEDORAMBMRNRBO b, A b=y —L kb
CANT 4T OB E AT TCWAT L a— L HREFRE T, BERAHE KTV 5,
2BHEMLINIC Y AN T 4 T LR LIZEFICA b=y — v azikb LRnT &,

INTZ 7V BIOEOMD I <) VHEER] : A o=V — 2k, &OPuEREHO
PUEEERA N ERT D55, 7' v e B UFBNIERE T2 Z ERHE S TW5D, FIREZR
FR O PFHBEG T8RS 2 2 &, ROPUREEFIZRAL WD BREICA he=F Y — e b4
HZBEEE, o bhnr e rllA =2 — L, FRICESWTHgEA O A &EEZ %S5 2
L,

Y7uRAT77 I FBEWBCONU (W/WVARF ) :BCNU £/ 7 BRRAT7 7 I RO
FE2ZFTODLEE~DA Fu=FY =L OG5, <0 A TERYMEIERIC X2 EEOH
BN SN TSm0, EEIITY 2L,

Tz ) 7WEF—LVBEIRT 2= bV 170 Y —ARBREOEELZHEET 57 = /L
vX—, X RV EH =)L, Tx= b UEOHEK B ETHE, A =Y —
JLOPRIEIMEE S, MEPEENMET L T2 Fadxix ha =Y —LOEEN EH4
HZERDD, 7= M O7 VT TR THEELRE SN TND,

VFUL: MRAEHEDY) FULEREISNTLEELTVWHEHEIL, A hr=FY—1L%
FHIEREG LZE 2o, BHITIE D FULREN EA L, TORRY F v LOmMEO#E
DO LNTEZ EBRREINTND, A ha=FY—LOFE&E L SEB%IC, MG
UF U LRERSIOMEZ V7 F=REZIELT, JFULARHEOMKIERIZEITTS
EABRD LN NIRRT D L,

VAFOV IR n Y — AEREOTENEMET 2 AF VU HOER 2 KRGS D &,
MIFFR A N e =2 =V OEFIIPNIER L TIZ VT T AR T T 52 endbH, 7=F
DTS AERDIER DR 5N ENTIAHATH 2,

BIBKEAT oA F: TN VLA E2GHT DR EREGT0L, T YU LTFENAE
COAREMEDN & 728, BIBREAT v FOKRG 2% TV L EEELIRHEDORIED R
ZNDOHLHBHEITA bu =Y =)V iR 2 R G T OBITEEEZ ST Z &,

INFaFGINVBERTFFAEFI v A b= —LOKRAOBLIOHIRNES L 71
a7 UV OFIRNES-OFRHEG 2% 07 126, ROX fa=Z ) =)L THF47
VO 5221207 &b 1B WT, —iEtoff ek NG ST s,
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BIVER
EEEDRITER

o P :%PB

o BB :EL, BRHAKR EFw, DN, BEEAPUE R, ARK (0O F 0 R
(CBET 2 ATREED D D — A EDOBERESK)

o MR : DNOL BN E 2 ITAPAER, EHE

EBEOBIER :

o BEEI LUWIEE : S F LV, HIE

o AALEMRE . BIXIMEEYYEDIRE 22 0 72 1 I CEENAHRE I N TV D,

o LM : T IVR, QT MPRAEE, mAerE#ARA

o ZJE : BEORIFIERE, * )FEE, FREPE L OWIAL

o BB BRMEEBYYERE ICBIT AIEM, TR, EEARR, Zuo— mBaETIE, BB A
BLOHAFEOFBEINDONBADIAERN EHATHZ LRI TWD, FILRER & LT,
BERAETL, ARIOR GHIEIC L O IEH LT = 2 5 SR TV B, A ko= — L
B AAREMERIGR DI & & T2 EFI RS STV A,

o WRAFESR: : RO/ ((REWIZERT DAL H D) . A ho=F ) — L5428k
PRIREE, FE OIS O, R, EMRoEERK, < N MERREE, £k, Kk,
MEAIET, BEBE, BREAFEIATHDS (7L, Wy AR EoRBICERdT 5 7]
RBERH D)

o IMER ZUMIMENER : AL (@, hEfc—Ett - FREOEESM) . A b
== KT D EEZ LD FRIERAEN 1 IS I TWD, s, Ao
M/ R TED B H iV Dd Z E3d 5.

o MHEBKRR : & X1 NER) (25 EEETE

o MERR . WIEBIEE, EEHGE, BMEIRIE, $EEL, SR, wEMED FV, 9 o9,
Wi 77, RIRGE, KR, TSRO L OTURSOSE RO 2 8 8 & 3 2 KiftE= 2 —a /RF—

ERAEOBESR) . HH, TS0 —BEORERERREIN TN,

o PFRIRES : &1

BT 134G 2E»TEHER :

F BRI T8 @M T, ARG 2 PR D LK T L, SRES D S b EAIE, K
Fligbzdik+ 52 &, Fukick i@, ERITEET D,
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A A&
A ba = F Y — )V SRR AEITE F TRy, IR L RO E L, EiRITFERE
HZ L,

24 Bl Cig K d g B A2 720N 2 &,
A :

A b=V =, SmL (25mg) /Ay OEE CRMEET D &, A bu=F Y — VST
WITHMCTRELTH KL, odERpFRo@EuaiEEEFH L b v (2720, #lxic
BETHZLE) (BAEEREHW) .

Y Rz PRIRICR G 5561, FIOER NS L, £0% 24 FFEICHZY 8 IFf 2
iR L,

NI, A hr=4>—L500mg (100 mL) % 8 Kffi] Z & IZ A9 5,

BEHE 2L ACOBETT BRESTIE S TH L0, BRI X OV E 2R R S
T, 72& 208, FUF—URARAREREALSC, W, HUREA, ZoPEASEERSE D> © O BRI AR
ONEMEDOBIBEYENA U D BEND H D ENLH B G 2 B3 2555120, EROH|E T 5
PIER L TH LW,

I FIFBALORRIYE T, FITOR AR TARFID 20 2 ARENREEIZZE L TV D 2 &N E
Thd, HEBIOERGREIKIL, EFZLICZOANAZET D LIRS 52 L,

TELRITRELROANCGI D EZ D Z &,
INR~DEE. :

A hw =Y —/UINRIZBWTEEREH SN T2 b oo, T, RRFMRS OB RN
DRDOOLNTZZ NG, A br=FY =X, ZOFRBIITEEICRGTIMLERSH D Z LM
TREND,

R2REBAT/NE : AL R CH&E

12 BARMEO/NR A L [AIRE 8 BEI] Z & 1C 54 228, 1 mOFED H L, (KHE 1kg 4720 A
fr=%>Y—L75mg (1.5mL) &7 5,

BEE « IR IRV, ISREEE 7 IEBE MR T L CWD 2 2R3 H 5728, MADHE
THEICERET D Z L, @BEREEICBOTIIA e =&Y — L0y ERe N9 % FTREMER &
L8, MEFREELTE=FZ—1L, FRUIESNTRA ha=F Y — LOHEOFIENME LGS
N5,

FFESRERERRE : A M=V — LD —EIIFIE CRE SN D720, FFERERE B [CITEEIC
BHETHZ L RBRICESTHEZREL, MIEHRELZT =X —T5Z NN EREERH D,

BHEEEERE ST 2 H 2 MZ T CWHBEEICBNT, A o= Y —LBLOZDER
TEMERGEIIE, 8 R OFAT TR E SN D 728, MR NCURIZILT U CIRRIRE
A FES, Lo T, Bl A b=y — L& BNEs5 U<, +o2migEhEescREd
VBN DHEEZ DD, BEERELRE CIX, X o= Y — Lo Eic 2 bixng, £
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AR O MEEAT 4 (UL BEICHER T 5, B Red o X b=y —)LOZEREITEIER & BhE3
HAEREMENH Y, mEEAKs v~ N7 F 7 4 — (HPLC) IZL 0 IMEPREZNIEST 5 Z L o3HE
H"ans,

BERRIER 2B T HHRETIEA hr =Y — L OEYBREIZITIE & A EBITRVD, EmoE
HENRRO LI, TOKNZERIINFTHS,

BEAER : A o= Y — L SUREHEIRICIINF 2 BA LW &, FEAAREIRETR S AT A
EOFHT 254, A =Y — LRI R iR e HiE3 5 2 &,

FERE BT, AR E T IIR RS K W B ARG AT, BGRTNCHk 738 L OV Ao B MR
EEAITO 2 &0 WRIZE D P RRD G DGER0, BRNZEETRWSEAIIEHR L2n &y
BIER : A o =&Y — LA EHERITSE (280 mOsm/kg) OFRAEDOFE TH Y, 5
BT AR SORB B DTN T TE 2R,

TRV U LORERE (VBT MY U ARERS KO N Y U AICHR) (398K 100 mL 4

720 %9 13.5mmol (13.5mEq, 310mg) ThH b, 7 b U U AEBREOHIEN & 2 BHF BT,
FTRUVTAD | BRERELZHAET IR ZOREZR L2 TIER 60,

BEERS

BREREOIEE : A b =4 Y — L OBERGIIE, BERIER - #iEMEe A EEbRneEEZ D
5D, FRICKEFFERUE, KFEMH, EHEE, BO - EH, Mo a2 —a T —, R /EN
HEIN TV,

AR X OMRTES
AUSTR 12728 100 mL (f&) 7T AF v 7 XA TIVAD A ha =K —) L iR 500 mg,
25°CLAT T, XL TRFT D2 &,

ENED Y BURIC, RIRIIEETHZ &,
ERHIE (A/4E) 13832 EXP ISRV TR S nTn b,

BBIKIEE D4 #HE L OERT

A—2 N7V T ORBIKEE BLERE

Pfizer Australia Pty Ltd Pfizer (Perth) Pty Limited
ABN 50 008 422 348 ABN 32 051 824 956

38-42 Wharf Road 15 Brodie Hall Drive,

West Ryde NSW 2114 Bentley WA 6102 Australia
Australia

B« YA TV 2 — N
F—=ALTVT -84
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AR E
AL 2001 4 12 A 12 BIZ TGA IZ X 0 &GRS iz,

EAETH : 20104E 8 A 13 H

PFIZER CONFIDENTIAL
Page 9



A b =2 — )L R R
1.7 [FIFR A s — &

1. AERZ R KR

REB L OAFORMER DG E LT, 77 =L NREE, VY offERBLRT 4=
Ny 7 ACRRER 7 0 =y 7 2%F v AR ER OB ®RE LT ICRT,
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AN\ =F Y =)V SRR
1.7 [FIFE R — B

Tablel. FEAHHE—ER (722 MeCARBERBLVT7 5 V-1 NRE)
— & B 4 A=KV —)1 Abhp=FS— )
iR 72 & |7 3 A b e O ERER 500mg 75 U — LONAREE 250mg
& t 2|7 7 A =S4 o B R St
A OROF H B- 2008 -3 H 13 H (RFBAEHIZL D)
ok A4 A H|- —
BOEE MM A& H B - 1976 4 10 H 28 H
HooH K S| AT AERRD PG 3R D
) BE—EME0LFEAICLVERTS L 1) EE-—EMSonGFEAICI0ERTS L
b i
P \ OH
/ N %-__?\_W
NﬁikH ?k\
: N CH;
Al T G BN AATAPHFGA B =Y —)L 500mg L§EH A b e =4 —) 250mg
% fE Zh R 1. HERE R E 1. P aEF25E (BHMY 2EF 22 & 5 EYE)

< I i A >
RENEMED_XT F A MLV havyh Ag, N7 T AT A
B, TVARTIE, KAV T7 L 0FF AR/, ZIRIFU A
B, 7oA NI TULR, =2—N"I TV LR

< 3 SO E >

- B fE

o VRTEME B W K e i

c G BVE ROV TR AIZE O Tk G

SRS

< g, MR, MR

- BN R E MR R

- SRS, REIE N R

- BZESR, FFRE

« Al B B R Ak

o IR

2. FEGLME R 2%

< 3 St R >

2. B S T R G
< i A >

AFNEEDNT A ML T hayh RAg, X7TFuAFAgE, 7L

RTFIE/, RL7 4 aEF 2R,
TAE, 2—=NTT VU LR
< 3 SO E >
O B 7E M B2 W Ik e i
O4ME - BB K OV TFHT A% 0 — Rk g
OB #fi 7%
OMige, MRz
OB N R JE M IR B
OREMEdE, RE e N IR %%
O I B35
O Jbé i 355
3. R RGO
< I s >
AKENEED 7 o A N Y P T L T 47 420

TINRTT VT LR,

smARY Y
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Table 1. FERZHE—ER (72 P AEBERB L V7 7 V-V WRE)

— % M 4 M| Abo=FY—) A hp=K S — )
AFNCEED 7 0 A NPT L T 4T 4 < S AE >
< 3 IS IE > RY G2 (AR R IG2% % & 1)
BRYMENG 2% (AR R IGR %2 & 1) 4. B T A
3. T A —NRA < s B R >
RANEEDORT MR N VT ha v AR, XIJTaA4T AT T
U2, FLARTFS - ¥ET, TEEALVHIRE, H—FKRxXxF - R"TFY
A
< 3 SO E >
A0 P R
5. ~NYangxZ— . vn ) EYE
< it I B R >
RKENZEE DO~ a Xy 22— Erl
< 3 SO E >
BIEE - + FBIEE - § MALT U > 7S - B8 58 1 /N R 6 Ve 25 5
s RHIE B IO T A2NRENBEZFICB T AN a s ¥ — . ¢
b U RYE, N~V a g Z— e ) RYE R
6. T A — NGRHF
7. T VT VHETE R YLE

BRE - bR B
TOMEM EoEE

KE A~V any g— . vn JRIEIZHD D56

1.

T hRCTA R EE— (T T T, AT T =,
FGRF T =N F MY TAXIEZI AT T =)L), TEFXF VI
Kk ORr 7V 2~ U HFHICEDBREREBERARKDTE -
BEICEHATHZ L,

CEITHIE MALT U VB2~ a gy Z—. o U REBED

HRPEIZHESL LTV 2R,

3. RV PSR IC K LTI, A RTA v HFE2SRL, ~
Jassnyg—-vn U REBRENSED & HE S DI O BREE
BaATH 2 &

4. RIE BT 2 NREINIBREH LI, ~)ans s — . en
U BRE RIS L 2 B O FAE BN R 4 2 AT #ENL L TR,

5. "V angf— - vn VEREHRICAVDIEEIE, ~Vansg—.
ErYBABETHL I L ROCAREREICLIY A~ a Ry 7 —-
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A ha =B — )b R
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Tablel. FEAHHE—ER (722 MeCARBERBLVT7 5 V-1 NRE)
— % M 4 M| Abo=FY—) A ha=FJ—
VERER CTHDHZ L 2R TDH L,
JiT IR A & | W, WA EA e =FY— 1L TI1HI1500mg (/iffi) Z|1. MU aEF A (B KMY 25 2T L DEGE)
3ENT T T 20 0 BL BT TRIERET 5, 723, HEME T WEH, RACIEA be =Y =L LT, 17— ELT, 1[H250mg
ﬁrmmr IERIZIS U T, 1 H 2000mg (1) % 4 B4 Z1H2[E, 10 AMKEOEST 5,
FTEETE A, 2. BRAUME B R YL
WH, RAKIEA hr =Y =)Lt LT 1H500mg % 1 H 3 EXiX
FEAKES D,
3. RBYMERG R
WH, RAKIEA ha =Y =)Lt LT 1E250mg % 1 H 4\ XX
[ 500mg 2 1 H 3@, 10~14 B A& S5 T3,
4. B T A
WH, RAICEA o =FY =t LT, 11 250mg % 1 H 3 EXIX
1[5 500mg # 1 H2F 7 HE&ZEOEET S,
5. ~NYangx— .o EYE
TEXVI KR, 77V AL RO RS A
tEX—RICEE~NY a2 —-r ) ORBERN AR OE
AN
WE, RACEA he=4Y— e L TI1H250mg, 7TEFT VU &
AKFod & LT 1| 750mg (Jifi) KO\ 7 a bRy T A e B —O
3FIEFIBFICLH2E, 7HEAKROEET S,
6. T A — NJRH
WH, RAIIEA be=#Y —)L e LT 1[H500mg % 1 H 3E10H
MEA®KES 2,
B, EWRIZIGECTI1IE750mg % 1 H3EZEOHET 5,
7. T v T VHEE B YL
WH, RAKIEA Pe=FY =)L LC1H250mg & 1 H 3[[ 5~7
HEROELET 5,
A - ARCBEE |1 AFOERICHZ > T, MHEEORRELZE 2D, KA1, KFAOERICH > TIE, MEEORBEEZE <2y, JFRATE LT
T LA EoEE ELTRREZMEAMER L, BIHORE EVLERE/NREO B/ D ZHEEMR L, BHROBRELELRE/NROMBOESICE DD 2
BhHIZEEDDZ L, bl
2. RANIBEKMEREICH L THEEEZHE T 56, LeBoT, (2. KElz~VanszZ— e ) REEICHWLIHEAE, e bR r 7
SMEHELTDRABL LB SIS E, UTIRABRER A e EE—=1ZT7 )T =L LT 1H30mg, AATT— L
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Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— % M 4 M| Abo=FY—) A hp=K S — )
Shn2%560%, EUREAEZHL THEEZITY 2 &, L LT I1E20mg, IXFFY—nF b abLTIIE 10mg Xit
3. ARFNTMEENIC LV BREIND -, MEEN 2% T TV ATFTY =Ll LT 1 E20mg DWW 1Al EZEIRT S,
HEFICESTHEAIT, BHBRICEST LD L,
(T ENEE ] DIEB M)
2% 2| RoOBFIZIFES L2V L) (KOBRFIZIEIEE LN L)
1. RH ORIt LRBUE O BERERE O & 5 BH 1. BEFEICARF Oy ic st 3 2 R HE % i = L7 B
2. B, FHICHENERAEOLEE MBEOBEZEZERL) 2. M, FHICHRENEROD 2EBF (MIRBOBEZRS)  [HRARR&
[HFIRMBERERPOODNAZERH D, ] RIERROLLNDZZERNH D, ]
3. 0EE 3 » AN O (BRMENfGERIEZ EE 5 L Hprsn |3, EIE3 AUNOm A CERMENERMEZ BB 2 S HBEh b HEEBED
AEBOBESIIM) [T, FER, SlmZs~oiks) o Saixbr<) [ M, Mk, BEE~0&KE] OBEES K]
IH 2 ]
i A E o @E Bl BEES ROBZFICIEEICEEFTDLIZL) 1. EEEE ROBHFICITEEICRSTDHZ L)

(1) MEEEOD L EE [AMEKBD, FPERBDNH5bh
LIENDHD, ]

Q)R D & A BE[HTRMHRIERR S bbb End b, ]

(3) R ECH 2 HBE [(MPRENSEF L, ERSHEERT

LrRBENAD DL (IEpEE] OEBM), ]

AENCIX, AHEEERPEEND72O, ROBEFITITEE

ST L,

1) D, BEBBRRMERED DS BRE 558 M iE &2 3
ZENLLRICAEEZ NS, ERNELATIBEARD
%,]

2) BEEOHDHHBEE (K, BT MU U A0l S5 IZH
DL, ERVEATIBELND D, ]

(4)

(D) MEREDH 5 -BE [AMKRBLY, FPREDBHELND Z LN
5]
(2) Wil D BE [TRMRERIERS L DN LR H D]

2. EERANER

(1) PHHEREENHLDLNAZERHDHDT, BREDOIREL
ToaicBleE L, MEERE, PMHERFEOEROBHRIC+ S
EETLZ L,

PR AR R E, KMMREEZORIER®AD bbh b Z &
NHDHDOT, 210 HE2B A TAAEZHREGET 55481%, &l
TEHORBIZ+HDEET D L,

(2)

2. BEREARMEER

() AFE~AY anNyZ—- o) RYEICHNIEAEIE, 772 bRy
TAL A= (T I TTT =), FRATTS— ), TRT T —
NFTRITDARIFT AT T =)L) ROTEXT VY KD
W XECTRE I WL AR, HERSE, ERREAEHZEOMKH
LOREELTHRTDHZ L,

(2) AMERELD, FHRBLOBHLLNDZENH DT, EHICM

(3) HMERBD, HFPERBODDHEDOND I ERHHDT, & AL ERT 2728, BEOREEZ THICBET LI L,
PFIZER CONFIDENTIAL

Page 5




AN\ =F Y =)V SRR
1.7 [FIFE R — B

Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— & B 4 A=KV —)1 Ablog=FY—1

iz EfT 572 E, BEOREL 7284

T5HZ &,

4) AFNWC XD avy, 7TF7479F > —DREZHBEICT

HMTEBHERZNDT,
1) FRICEREREE IO W T HY M2 %

WOHEZ & D &,

1To52 &k,

BB, AMESICLI DT VAT —BRIILTHERT D Z &,
2) BEICELTE, BFva v /7SI 2K840BD N
HY¥fAE L THELZ &,
3) BERFHBEOLEEKRTHRE T, BHEE2LHOREICHRZY,

ToRBEEITI L, R,

B4 H L,

P 5-BR AR B AR (TR TR < B

(3)

2L, HEEREE,
AR e B

(4)

THRHREEENLODLND ZEBHDLDOT, BEDREL 7128
N R E OJER OIS+ EET D 2 &
T REEEFEORIEN PO OND LR H DD

T, FIZI10 HZE A TAAEZHTKET 2546 1500mg/H 2L Lo & H
EHREGRFICE, AMEHORBICHSIEET D2 L,

R Lo EE

3. MHAEEM

OEREE (BFHICEET D2 L)

3. MHAEEM

OEREE (BFHICEET D2 L)

BB AR SER - HE ik B - faRRE T BB AR SE R - HEE ik Wy - fERA T
Ty a—)v MEE oM dm, WK, W | W R Ty a—)u MEE o, W, BN S | AFILT L3 — L O R
M, B, WA D D LD ENHHEOT, B | BIIBWLWTT LT & FA
bPhsZ bbb, ST AR S D | EREEABEEL, b7 b
Vb FEALER VANT 4T MRS | U M e AR A L, TATE RRE Y LW
R (W) R ZITBEAND (NA®E) T ¥ %,
%, =L EERTBHD Uy hFEN VANT 4T EA=T = | Y NF A ETH ) — L

TAFIZ LY P2
T4 T LROS &
IBEAN DD,

MIbEzRITRBEARD D,

18% % & A9 50 TAHRAN
KFvmP7E T LTER
RELZ FHXE5,

CANT 4T N

R R (B ELS) 28
bbb EndDd

2)

% A~ B

CANLT 4T
N

FEUER (BEELSE) S HIBLS
22 ENBD,

L I N

N7y v

U7 7 U v OHER L

KENZvovrvz57 Y v

vz gy v

U7y U robiEnfER %
BB L, HERxb bbb

AFIT LT 7V DR
ZEL, ZoMmhRE% b

fEf Zam L, Him%E | oR#EZHAEFEL, b D, AEE5,
NbLLbNDZZ N | OMPEEL LF S UF LA VF o Lo fRENES | KA
53, T 5, L, VFvLFHENRD DR
TANT 7 v TANT 7 DERN | KEIETALVT 7 v HIEMBHD,
SN Z:0855 | ompPEEL EH S
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Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— & B 4 A=KV —)1 Ablog=FY—1

6D, TH5ZLENH D,
UF oL VF o LoMmFRER | HFEARH
EHL, VF U LAFE
NhHLLIWDZ EBDH
58,
5-7 A5y | 5-70Fue A0 | KENL 5-7 04wy
v TERNEmIND AR | 2V rombigEs
ndh s, EREEDZERD

%,

vrBuARY v vruARY OER
DEE R S N D Al ek S

b5,

AF XY 7 v AR
Vol FiREE bk
B TR Y - SN/ N )
2,

Tz )NV EH —
%

AAN O AE BT 5
AN BB 1,

A AVI R IV
VLA DR BTRE R &
FHL, TomBR
EEETIE2 2L
N b,

fEH Lo EE

I E

E N KRB ICB W T, 2tk &5 38 Fld, BI7EM

DOFRBIEHIE, 1461 (36.8%) Thotl=, TDOLE2H DX

TR (23.7%), Eil (53%) HTholz,

(1) ERZEIEH (BEERH)

1) RS EEE - IMAE, e, BakkEE, MIEEE, 85,
LR, PMHMKHAEOPHRMREERL DN ZENH D
DT, BRENBOLNIEZHAICEKRG 2L, @EY 2
BETH e, [MEREEE ] RO THEERERWEE] ©
HE ]

2) R E . KRR ERLLLNDEIZERHHDT

BlE a2 AT, O LU, BERENBO BT

LEWCEESEFRIEL, @U@ E2iTo 28, [ THER

NU =S RIEICKRT D EREMAS R IC T D2 m R 56 968
B, BIVEMIZ 304 61 (31.4%) RN,
(1) \EXRZ2EMEH
1) RHAREEE (0.1%KH) : KIEPREERHLDONDIZERNHDHO
T, BEE+FS2IITY, WEO LN, RERERARDLNTZHEE
Wik EFIE L, @MYRLEEZITI L, [ TEEREARMER)
DIEZ ]
AR AR B R EA) ¢, EERREE, RMFERE, 85EL, O
INIMR R EE D AR R EEN D LMD ENH DD T, BNk
OoNTEHEAICIIREEFIEL, @Y RMERITY L, [ TEEH
i kO THEEREARNER] OHEBMH]
3) MBS (BEER) - A E, RE, SHEW, B -

2)

W&k & %
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Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— & B 4 A=KV —)1 Ablog=FY—1

3)

4)

5)

6)

EABEE) oms ]

M VERER 2 - SHERAEE, REEN, FEW, B - EMHH D0
ITEREBEE LML) BEESEEA NN Z LD D
DT, TOLIRIERDD b= HECTHESE2FIEL,
WE) AR AL E 24T D 2 b

R E 2 R S BE i iE (Toxic Epidermal Necrolysis:TEN),
F7 JE RS I AR AE B2 B (Stevens-Johnson SEMERE) : T M 5% 3
SERMRIE, ZIERIRREREEN L b Z EnH B DT,
BEZ2+5I2Ty, BEPBEOONEEAEICITESE 1L
L, @O liEsiro 2 &,

BEBER  AMEERD LD Z N H DL DT, EH,
W, B cEM, T 7 —BMEo EREE0 RN
BOLNTHEITITRELFILL, WURLAELZITS 2 &,
B BRI A, A BRI - A ek, RO RS S
PNLZENHDHOT, BENBOONTEHEICITEEG %
kL, #@EeEET L, [ TEEAERE) KO TEE
REAWEE] OHSKE]

4)

WITERBEBELH S BEEMEENSHODOND2 2 RH DT,
COXEIRERD D LN IZGAICIERG PR IEL, EER0EE
1792 &,

R EE 3 R S BE i iE (Toxic Epidermal Necrolysis : TEN), FZJ& %5
BEERJE B  (Stevens-Johnson JEMEHE) (BHEERH]) : Ek R K5
BARIE, RIGHEBIEFEERAL LN ERH LD T, BEs 1+
FITATV, BERRBDoNHAICIIRGEEZPILL, @Y R0E %

152 &,

5) BERER REARY) QRPN L ODLNDL LR H LD T, HH,

6)

B, B - EE, IET7IT7—EBHEO ERFORENRTBDO LN
oAk EEzPIb L, EURLELITI Z &,

AR, o hERD (AR - BBk, A ek 23 &
LEbhoZlnHH0T, REFPBOONLEAICFREEZPIEL,
WY REZIT) 2k, [ TMHEEES ) RO THERQEANER] O
HZ W]

(2) = ofth o I{EH

1)

MY aEFRE (B MY aEF R0 X5 RGE), HeaE B GRE,

(2) = ofth o I{EH Y MERG 25, MIBEMEEGE, 7 A — N0RE, 7 0 7 VS R YL E
WD X D> RBEERNED ONEEAE, BHEICHL, 5 || BE\ 5%LL - I8 R B
kS OE ) R B AT D L, S ! %15
10%) 1 10% £ il BEEARHD || s T, AKAE, BO, BARMRE, TR, R, WERE
s T3 Wb, MR, W | FE, HORHR|| A AST (GOT) L5, ALT (GPT) L&, #rvUavy k&,
- B, ME%, AW Al-P 5., LDH k&, y-GTP L5
R, HR, AN || Ausem Candida albicans @ H i
Wk, BB OR || z o WA AR, R
i L IERB S bR EBAICEREE LT 52 L,
N B, R | 2) ~NJa Ny F— . val ERRE
K O 5 - AL U\ I AR B
DR o ! BB, TR
ik Y AR K O % By DB ON e W EER B
EI B, R W 1L 2 FHL MR, L, R, KRR, NPT 74,
JIF 1AL 3 % i AST (GOT) #4 [ ey ey T, Mg, S, B fE
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Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— & B 4 A=KV —)1 Ablog=FY—1

m, ALT (GPT) | E&, Al-P E|| ™’ JHF 1 B B 5

M, y-GTP ¥4 | H, LDH L&, || Wik % 2O, B, FEEDEV, FERER

hn FUH Z DOt IRREIE S, B9, LUK
AR i B, R E1: ZOLIRIERBS bR HAEICTESEPIET 22 L,
R A0 55 P 2 BETIEHMNICEEAREEZITY) ZENEE LY, £/, BEIED
il £ LA B LN AICIIEGEER LT AR E@EEU R AEEITO 2L,
i K ;Y o/ A R A | 3 BRI IR A LR EEIT ) BN EE L, 1, BREHOIAT
NRBEE SE, IR R W, BENRBDONTZGAICIEEGEEZRILT 52 L@ RREEZITO Z &,
R T % Wik
oL Jik o D FEANE,

T P R
% R TRR R SRR, IR, %

it F W, 1E

R

A o e IR

M VO B ARBR

I

B B VB F %, WEE | B8, SKE,
FHL K B3 = if, 5 ¥ i
N Y o— U

aoe NI
ANA v — K
Jitn

I BRERE XIS ETORE DO HE R,

£ R £ o & E|5 GmE~0&kE 5. milmE~OkE
— I EERE CITABENETLTCWA O T, HEICKS — I EEE CITABBENMETL TS0 T, EEICHRSGT5
THZ L, L,
6. Whhm, B, FHLEE~OEKE 6. Whhm, Bk, FHEE~OEKE
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Tablel. RERANGH—ER (7XA FoCABEBERBLVT T V— A NRE)
— & B 4 A=KV —)1 Ablog=FY—1

(1) BRICHTHLZEMITMHIL THRVWOT, BN fER
Pz LD B SN2 REBOEEZRE, FRICHEE 3 »
RURNERSG L2 & [RBEEMZEE L TRIE~B
TIaZenlEshTnsg, ( THEyHE) OESR])

(2) AT OWANEETLIHEAICEIRALZTIESEDL Z L,
[T ~BITT 2 ehMESN TS, ( THEDERE)
DIEZM)])

R NN

(1) BRICKT 2 LZEMITMHLL TRV T, FaRENGEREE L
LMW SN OREDOEEZRE, FICEKR 3 » AURNEIREA KRS
Ll e, (ROREGICEIpEEAMZEEL TRIE~BTT
DI ENHESNLTWS, ( [HEYBHE OEZMR)]

QERATOWANCEET 25 CEIRAET RS EL2 L, [T~
BITT2ZnHESNTHS, ( TEYBE] OESR)]

7. NEE~OESE
R AEREL, FHAER, LR, ShIRTNRISH T 2 Ltk
FHESE STV R, [ AREBRD 2w, ]

7. NREE~OESE

B AERER, HFAWR, LI, SIS+ 25 22T &
TV, [ 720, ]

8. WH LorE

(1) TR . AHL, RFEHEHOAE L THEHTLZ L,

(2) ¥5R7: AANTAYUAREDHE NG Y WEITH 5720, HRIK
EEHA LR &y

(3) BAZEl : BBAZILEEZTFREENH 2 O T 3HA| &
DRFEZRT D Z L, [BEAEERBITEREL TR, ]

8. WH LorEE
BN ZZAF B PTP WEEDOEANL PTP > — b OBV L TIRAT 5 &
BT S L, (PTP ¥ — FOMEIC LY, LA A £ 1 kS IR
~HIAL, BICIEHEAEREZ L CHEBIARZE O REE RS OMEZ R4
L EenHESRTND,)

9. Foftho i 319
T U ACEMRROBES LGS, MEES, £7-7 v KTk
HRIES OB AN ESHTWVER, "NAAZ—DAEERE
HBRCTEHEREILALNATWVWARVWEDORERD 5,

9. TDOMDOEE

(1) ~v2ACEHMROKEE LSS, MESGA2 Y, £427 v FTIIA
BIEBEORAENRE SN TWVDEN Y, NAZRZ—DEERERRT
BB IR LN TRV EDORENDH D Y,

N anygd—-vul OREHIELELOREE : T YT TV —LE
DT hyRTA LB EX—RTEXFT Y VKPP E A bR
=B = ORI T E% T, PC-RFE KRR O E
HRLREMEIZ R D ATREMEDN B D 1= 8, BC-R BRI X 2 BRI
EETILGEE, ZNO0RAMOEEKRTHR 4 HEALUBKEORRT
Eid b ENLEE L,

(2)

fE R« SAT A

20134 7 H (HFERR)

2013 4F 2 AT (B 12 /R, EHELRER AR FEEH —ME T ARICED

0 %
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Table2. FERAHHE—BR (VU HBEABLOT =Ry 7 R ERB/BER/ 7=y 27®°2%y P KEBEH)

— W M A BRI\ FINTEANFRITA - EXT YT RN DA KU % AKFI#
i 5 L | v H R 2.25 T4 =Ny ACNEEEA 0.25¢
Vo B IE 4.5 T4 =Ny ACRHEEER 0.5¢g
7 4=y A% v N ETEEEM 0.25g
& # & | FE5E 0 RIEE I E RS HER S 0y 2% SRR A A

BJE - BUIEARSE - RIBZEM LMt
P : & b TERU 4

A O OE A H|20084 7 H 16 H ATEEER 025g 2011 4F 6 H7H (RFBALALFEICK D)
S EER 0.5g 201147 A 11 H
v AT EM025g 201146 H7H (REAZEFICKD)

Bk AESE A H|- —
HORF i 2 A H|— _
BoOH X o [ AERST RL T 3R D
T EE-EMSoNTEAICEVERT S L
bt % #H ¥ KL HC- N CO.H
- H COH ) o /\N\Ko y 0 - —
N NX 1 ,COH o N
\N/ N O myH AN &cm O o H N \\5_5 N c:s i
g/ CHs \__/ {_N-i—tg’ CHs -/ NN T,
1o HH S v H\ /T H -
"0 HC HHY cm, —MNH
VDY N BT U K - H0
I OBV eEER 225 (1 XA TNH) BRI EAFT NI UL T 4 =Ny 7 AR 0.25g: LT R U S Ak 0.25g (JI1i)

(587 % 1025 i) ROEAT LY rF Yo (E|7 0=y 7 ZEHHEM 0.5g: 1T KU~k Ak 0.5g (J1i)
A5 vk 2.0g (F1ii)) T4="y 7 2%y PR EEN 025g:1 ¥y MR U SRR ARG
VU ERTER 4.5 (1 A TR : 287 2 KF R wa (% (0.25¢ (F11)

YNy &5 05g (JHi)) KOERT Y v F R DL (BT
T U K 4.0g (J1fii))

% e - % R GEEEFE < I i A >

ARANZEMEO 7 FURER, Vo VERER, MREKE, BERE| FUXR2CEEO T RUKRER, Lo ERER, MAKRE, BERER
B, E7787 (T3~ AF)- 27—V, RKIGE, Y| (mrTrvay DR -T2 7% E<), 7787 (TF A7) -
o E =g/, JVITVZIRm, mTunNgEd—gk, BI7F|\HFXT—VRA, RIFEHE, YIuanRNTEx—F, JLT IR, TR
ThE, 7uT R, TunerrovTE, A VIV UYHE, (N X—F, ¥IFTR, 7T UvRR, TEAIRT - AT =—, T
EE, 7V R MR EZ—, XTI ANV T hav T RGE, |REFUI TR, A7V, &EE, TR MR EZ—F, 2
JRARNI VLB (7R NIV ULT AT NVERL), | T ANV T havhRAE, NIJTuAT AR, TVRTTE
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Table2. REBERSE—ER (VI BEABIV T 4=y 7 RA°KBEHER/74=_"yv7%2%y FEKBBER)
— W W & I AU BT VYA E<T U S R YA R U~k 2k
Ny FaALFAE, TLRT TR < 3 O >
<3 B IE > OB iE, BYMEO WK
B e, ige, BH:REA, MRS, BERK, BEENELR, |(OBREMERERYE, Vg - ) Rk
fEZE S, R &K O G - BVE R O T A% O Rk
OB iz, BI&iK
OWAEE - MEEAZS, RHk2% ORPkJE BH 2%, Ak JE PHAR I 2 & 3e)
Offid, B, WM, 20k asm 2 o kKRG
OB HEMEREME 28, B HRER, aicpe (BME, 1B8MHE), BHEEAX (R
2HIK)
OIS, REEN IR
OngEs, MER, FIRE
OFEWNKY, TEfMEERK, T'BHEEMKE
Ok . 1 86 5 25
OIRERY:, AFE (AFEELE &), IRNKE (2REKEZET)
O B 4%
O FEWUOMER, THE
Zhie « I RICEE | AF OB EIZEL X, FA L TCEZHEE2HRL, B|—
T A5 A EOEE |-lactamase DE 5N E 2 b, KANT MO R K W2 L 5D FEGE
LEDBEGECHALGARICEGTHZ L,
JiT IR A& | - BfE, Mige, MERESK, RN, BMERXKOCBREROY B, RAICIE R RXXAELTIEO025g (Jiffi) % 1 H 2 E XX 3 E,
& 30 3 LA B CHREMEET S,

WHE, RAIZE S AN ZANF YL - BT S b
Yo A& LT, 18 45g (i) 21 B 3 FEAREHET D,
fitig DA, ER, KEIIGELT1I HA4RIIKHEETE S, &
B, HEIZGLUT, #IRNERFTLZEHTE D,

W, R T 112.5meg (M) kg & 1 B 3 [BLEHE
HT 5, ok, BREZISEUT, BIRNEF T L TE D,
Tz, EWR, HEISECT I RFEGEZBEEHECES, &
72U, 1E&HFEEO ERIRACEBIT S 1FH 4.5g (Jffi) %
B2 bDET D,

AR E B U iRIC i L CiEsR 3 25, £, #IRN
FEHHCEE U QIS K, ABAER XL FoEsiric

2k, Tl - FERICIE U CHEEBT 22, EE - intERYMEICE, 1
[ 0.5¢ (fli) 2 18 3EESL, #EEALELHBINDIHEICED
1EEE LT 1.0g (1), 1 HEEL L T3.0g (Fffi) T TEETX D,
WE, AR RY 3 a L LTI IE 20mg (F1f) /kg 2 1 H 3 8], 30
YU BT TR EIET B,

2k, Tl - FERICIE U CHE BT 22, EE - ntERYMEICE, 1
[ 40mg (J)fli) kg £ THRTAHIENTES, L, EED LR
X1\ 1.0g (Jiffi) £TE&T 2,

PFIZER CONFIDENTIAL

Page 12




AN\ =F Y =)V SRR
1.7 [FIFE R — B

Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— % B K | E ISR EZLFRNI UL BRI TR DA KU R KFH

WL, BBICERT S,

< BB R L MR R 05 S

WHE, RAKIZE Y AN EZALF P DT L - EXRXTY ) |
Yo A& LT, 18 45g (i) 21 B 2 FABEHET D,
JER, MBS LT H3EIREETE S, 28, LEIZE
CTC, #IRNERTAHZEETE S,

WE, NI 1 E 12.5mg (JMii) /kg 2 1 B 2[5 50 #F0E
T 5, 728, LEIZSUT, #RNENT 2L TE S,
Fio, EWR, FEIEUTIREEGEREZHEERE TS, &
BT, JEWR, WIS CTIHIEICEETE S, 2171, |
mFEEREO BRI AT S 116 4.5g (Fffi) 282720
LbOLT 5,

R E B U iRIC i L CiEs 45, £, #IRW
HEHHCEE U CIxEs K, ABAEE XL FoEsiic
WL, BBICERT S,

@/ NEDOHEIZSNT

MR TEREREAE] KO TERYERE] 2280z &,

@ S ERFOEMRIZH T > TOEE

BB ECHIZ > T, ERHAKEHERA LR & GERERD
ERICRLRWVWED),

MiE - &SP
TOMEM EoEE

1. 1 HA4RKEGIZHEZ> TiE, HIE - Erodmhig L OBREN
fgen5H 1 A 4 BEEGEPLERBELZERRUMEMT 52
&

2. RPN OB G IIRNIE, BN OB FE R O HENERE ek © 5 &

WS AR, WA, MEmEAK, IERENIRYE, MHZESK, HER
EOUNBEoOR TR R, HHEEEKRXOSAT 14 B, i
JEL OB R OB EIE 21 BMEZRLE T L, B,
MYEE OB EZL T2, WA O ELE /MR
MoEGIZEEDD I &,

3. RANTEH, HEHETLIONZEE LWV, ELWVWASER

HBR 23 237> > TN 5 5 B 55 U R E S IN B2 35 5 1213, 6
WG U TRRIRICHFIRN B 5 T & 5,

1.

TSR O G BT 1R
(1) 7 4 ="y 7 2 TR 0.25g (4l) 10mL A&k, 7 4 =y

7 A STEEER 0.5g (J1fi) 20mL & &R

WA, A 100mL ZHWT, X<<IEBLTEHEMT 5, TS
HKIZEBENEELE 2D WEZOFEHA LN &, /2, L-v A
TALVEQRL-VAF U EELT IV BEALEREAET D E, FLL
HHPBAIETT 20T, BALRWD &,

T4 =Ny 7 A%y bR EER 0.25g (J11f)

WK (BRAEEER) Ho2 oML ClRELZRmBIE, &
YRR 4y 2 4 0 K LR L CHEA 2 e 2R R4 5,
GELWIAMFEICOWTI, v MLROARE O D N— —
MR OBMBIEFEESROZ L)
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Table2. FERAHHE—BR (VU HBEABLOT =Ry 7 R ERB/BER/ 7=y 27®°2%y P KEBEH)
— B M A | EIANTELNT RN ERT Y N T R U AR AKFNWY)
4. BHREREERE CIX, M EEMORBE KN AUC OB (2. MEOCEEEDHHEE TIE, BEEZHOL T, HEREBZHIT S
RO LI, MPRENERKT 20T, BHREREE OREIZIG REBFEOREBEICBEL, HEICEKET DI L,
CCHbEE, BSHBOREINLETH D, BHERERE~ORGIZEL X, TRZ2ERIESELZFHIT S
T, [ MEERSE ) KO TEDBEIE] OBEBH]
BHRBIERED 1 HESEICHET S Cr Hlo1 HEGEDOHR
Cer BEHREEERH(T0=Cer)® 1 BEEBEIZHIST 5 1 HELH=(11)
(mL/min) o S exa il 0.25gx3 [a] 0.5gx3 [l 1.0gx3 [f]
50=Ccr< | 0.25gx2 @ 0.25gx2 ~ 3 | 0.5gx2~3 [@ | 1.0gx2 [@]*!
70 =]
30=Cer < 0.25gx2 [A] 0.25gx3 [g] 0.5gx3 [a]
50 X IE 0.5g%x2
]
Cer< 30 0.25gx2 [m]*? 0.25gx3 [m]*?
Cer: J V7 F=2I7 0T 7R
1 1.0g X3 RIFEHITEET 5 Z ENEFE LU,
2 KA EBE CIIEZAMEICHEL, MERIERETHZ L,
B. AFOBHIZH Tz - TIL, MHEEORREZL 2, FAE L TR
ZHEWE L, BEROBK ELERE/NREOBBOREGIZEED DD
L,
4. RFNOFBERAICE L CiX, H5HB% 3 B2 L E L THEICHER G2
MENHEEL, BEPRPIEXIT LY@ RMAICE 0’ D ~E R
ATH Z b,
e 2| ROBHFICIIELS LRI L) (RoBFIZIFERE LRV &)
1. KADRL S XT =) U RFUAEWE I VBBEUE OB 1. RADOKSICE DY a v 7 OBEREO® 5 EH
DOdHDHEE 2. AT uaEF F) UL EHRETORE [TANPAVDREENERET LR
2. (BYMEE B ERE O B TR b D, ( FHEEH 0ESHR)]
(R=V VU RRAEYWEORS TREBAHALLTVE WS | [FAIAZ ROBHEICETELGE LRV EE2FAIE T 20, oL
WMEND D) TOHAIITEEICEREST 52 L) ] KFO RS TxE LEBUE O BE1E
DB D EE
ffEH ko @ E(lL. BHERS ROBFIZITEEIIRSGTHI L) 1. EEXKE ROBFICITEEICKEETLZ L)

() 7 = 2R HEYEICH LIBBEUEOREREO & 5 BE

(1) FUASNXANZHET ER
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Table 2.

FAERASHE—ER (VYU BEABLRT A=y 7 R AR/BER /74 ="y 72 %y b ARBHER)

e H A W

BINRTBEEAF R TN ERFTYF RN TN

R U XX LK

(2)

(3)

(4)

(5)
(6)
(7)

(8)

(vavriBnbobhdBEARHDLDOT, +olE
ITH T k)

AANIHBL, RBICKEXIWE, B2, ERBE0OT
VAR —RIEEEZ LT WEREZHET 5 EHF
(TUVAX—FRNE2ATIRETTREELZEZZ LT
WoOT, +okhfl2EiTo L)

REEOHDHBE (MEEFBAEZED)

(B P ERENRETLIOT, BEEOHE X ITES
Mgz b CHRETLZ L ((EYEhe; O0ESMR))
BOBIROARNRAREBEE IIER N REOBRE, 2FRE
DOEWEE
(AFERIZIYVEXY IV K Z2HHTERVWERTIT,
EX I K RZERBROLLONDZ LD DD THE
oAt 2 k)

HEROH 5 BE
(HmEmEBET2EZNNH 5]

FEED H 5 BRE

(L RERNFERTABZENNH D)

i 2
(5. % ~ DR OHEBM)
i

(3L - I QBRI 2OV TIETH, SEREH L
T (TARE~OEG I OEHESK)]

1) WAV ARRELFR, =V RN 7 = ARFAEWE I L
BUEDBEIERED H 5 BE

AANIIHEBL, RHICREXIWE, BB, ERZEOT LIL¥—
JERAE LT WERE L2 AT 8%

2)

3)

BEOEREDDHLEE [MPNRODOWENPEIEST S, 72, &
B, B E O AR IR 28 2 0 v, (THE - &I

Bl DM EoEE), THERZRRIEM] KO TEYEIRE] OH
Z ) ]

4) HEEDOH 2 EE [FEESELT 281D 5. ]
5) AMMORR2EBEIERAREBOERE, EHREOENE

FIEXIVKRZERBDOLDONDLZENDHDLOTEEE 4
WZiTH Z kL]

s [[RhE~0&Y5) 0oES K]
TAMPADOBEERES 2 TR IR ESE 2 G T 288 RS, &
Ak L o PR AR E R S Z 0 R v, (TEKAZFBMEM) 0E
) ]

ABAERICET 2 ER

Dld, TEERSRMEREOLLEE [T MY v AOATR L OEER
MEEEETZ EnDOIRICEHEZ 2T, ERPELT I EZEN
NH 5, ]
REEOHDBHE Ky, HEFT ) U LAOBERSIZH Y T
<, ERBEATEZBELND D, ]

6)
7)

(2)
1)

2)

R Lo EE

(1)

1)
2)

3)

HEREANER

KWK DYavy, TH7 4 7% —FRERDOEAZ
HERICTFHTEDLHERRNDT, KOEEL® L5 2
L,
HANCEAERZEIC O W T Ho2M2E21To> 2L, b,
FAEWMESEIZL AT LAY —BIILTHRT L L,
BHICEL T, 9 va v r7FicatrKea0nEo L
No#fEE LT 2 &,
BHBEBNLEERTHE T, BEEZRHOIREBICHRT

2. EERBEARPER

() RN X Bvavy, 7TF7 4 7F 0 —OREEZHRIEICTMTE
LHHERRNOT, ROFEEEDHI L&,

1) HRNCHEAEEZEICO W T oM E21TH 2
HILEDT VAL THRT LI L,

2) BEHICE LT, Y a v 7 &I 32 KELEBED LN D M
LT ZE,

3)) BHHERBEIOEEKR TR ET, BEZLZHOREBICHELZYE, +54
B EITO L, FIC, BEHBERITEBE{BSET L L,

L, ek, TiAEME
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Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— % B K | E ISR EZLFRNI UL BRI TR DA KU R KFH

H, TARBRETI L, BRI,

RSBBHTDH L,

(2) A OFEIZE LT, BEENCMKHRE, e -

EMAEZEZITO ZEPEF L,

FGBRMGERITER

L

(2) BZFORMEMOBERICITFITIER L, ERMAFEILLIFICIE,
ANV HEA D2 EWY R NEZH T L2 &, 2k, #kif i
WCHle->Th, FlEREAMEAERICERET D Z &,

R Lo EE

3. MHAEEM

FAEE FRICEETDZ L)

3

. MEEM
iRk Bl

(BER LZanz &)

HAN L E

B R AR - HE 1B 5 15

A - fEBRIN T

HAN L E

W R AR - HE T

BA - fEBRIA

A =R SN

BTN H DT
Z U O A IE
ET352L0365,

R HE W o PR
&Y, FeXRxy R
WH NG Z L, B
72U okt & E
EEEDLEZELLN
%,

VAV =1 " all NN
TRy, NLY v,
NA L= %

SRV iR O
PEF L, TANADE
ERBmRTLIBZNAN
b,

s I N

A ML FEH—
k

ARMLXFY— oYk
MASEEL, A b FL
Y% — hOFEWIERN
B S D Al tE A B
5, M REE=%
Vo 7 BT R ERER
THZ L,

IR A 43 s o BHE
ik, exXsv0 v
NAABMBFLEFH—F
D e 2 RIE S D
LEZOLND,

PUEE M 3K
(vnvzy1 v
%)

i, ¥ 4 [ 40 ) 4E 2 Bh
ET2BEh 50
T, BEMfEDOLEICE
P TN

2= N =B o |
DIE R, H i A 1 4
XD FENAgIZ AR 2
BT sb0EE 2

bh 5.

4. RITER
MR %,

RS IR, MHFEJ8 K OVIHAE 28 0 2l RE B N 7K 38 A 55

BF E T O R RRUBR I J 1T 2 BIE I R A o REJE 1 %13 486 fl
T, BMEMRBEHRIT 61.1% (297 ) TH o7z, EREIMEH
X TH 28.6%, 1EFL 2.7%, F¥2 2.1%, W& K OFEE 1.9%,

ITrére B8 K OVBEW 1.4% % ThoT-, F1-,
ZE@EE & LT ALT (GPT) E& 12.6%,

fifé R A A5 (1 D
v -GTP L& 9.9%,

4.

AR H
<pk A>

KGRI\ 35 10 2 22 VT Al 6 G2 ) 835 By, BRI 37 ] (4.4%) I
Wb, Eboik, TH6H (0.7%), %5 561 (0.6%) Th-o

=. %72,
51l 818 51,

iR MR A O B A B L, BRAE ENE L 7oL FE AT Xk 5
195 65l (23.8%) IZ@RD Bz, £ L DX, ALT (GPT)

H 102 #1806 #il (12.7%), AST (GOT) _LH 78 #7807 f5il (9.7%)
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Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— % B K | E ISR EZLFRNI UL BRI TR DA KU R KFH

AST (GOT) L5 9.7%, AFMEEKIIZ 6.4%, AI-P L5 3.7%%

ThoT,

(1) \ERZ2EMEHR

D vavl, 774 7F%V—fFKER:vavr, 774
7k v —RRIER (MR IR, W EERTSIE, £ O HEE) (M
ERH) 2T ZER8HHOT, BEE STV,
HEPBOONTEHECITES LI L, EER0E%
192 &,

2) MR 7 IE L AEAE (Toxic Epidermal Necrolysis:TEN),
FZ JE G IR IR JE B2 B (Stevens-Johnson JEBERE) « W FE MR L
AR RRAE, FEMIRIRERE (BERH) Bdbbbh
L2EMHDHOT, BEELTZITITY, EFNRRBOLN
FHAIIEBEEEZTIEL, BYRLEEZITO Z L,

3) BUERT 2, AFHSREREE, 3UH : BUEFTF RSO EE LIFL,
AST (GOT), ALT (GPT) ® bR ATHEREREE, HyH
(FHERH) DbobidZ B850 T, EMIITH
BEITHI R EBELTDITITY, REPBDODLNLEHEE
WS EPIEL, @ORAEEITO 2L,

4) BHEEARE, MEMEEX : SEERL (04%), FEMER
K (BHEARY) EOERELBEEENRHLDLNDIZI LN H
0T, EMMICHMAELZITO R EBEL+H5ITITY, B
WRBOONIGAIZIIRE 2RI L, EORLEEIT
92 &,

5) L BRI, SRR ERE, i /RIS E, B EE i
PLIM BRI i, MEEORIBRE, M/ E, 8 it A
(WIME IR - 82, WHEFYR, FEF - ¥, =i, %
JHE) (HEARY) ZbobbndZ ER8H50T, EHD
WHEEZITO R EBEZ ST, BEERRDOLNT
LaliiksEas L, @UeLEEiTo 2 &,

6) MM R G o I KRG 28 %6 o L8 % £F 5 BT e Kk
K (HERH) DbobhdsZ 0350 T, B, #
FIOTHLIHGONIZHEAICITEGICEEZFRIEL, @

Thol,

FIE - MEIRTERYMERE 2 L Lz 1A 1.0g (Jiffi) 1 B 3 [\ 5
12 X DR O 22 2R M 461 101 fl, BRAREMER 250
EITERIT 42 B (41.6%) IZRBD iz, £ boDiE, ALT (GPT) E
514 ) (13.9%), AST (GOT) k5 13 %] (12.9%), vy -GTP L5 9 fi
(8.9%), T#i9fl (8.9%), Al-P L5 7%l (6.9%) T -7,
<UWhE >

ARIFICB I D2 2T 60 107 B, R R A MR 25 ol
YERIZ 30 il (28.0%) IZBD BT, EARbH DI, TH 14 4 (13.1%),
Mm% 6 #l (5.6%), ALT (GPT) L&H 641 (5.6%) TH o=,

(1) EXZREIEH

) Yavy, 7F747%v— BERW) :vavy, 774
FTHXV—EBITIERDHDOT, BEE DIV, PR,
ONEERK, W, Ze, FE, FB, BTFERXdObIhSE
WIS E R IEL, WY RAEEITI Z &,

2) AIEMEREESR (0.1~1%) : AIETERIFR S O mAE 2 ¢ > BERK
RPN ENHDHOT, B, HREBIOTHND b
FHACITELICHEREEPIET 2R SO RNMEEZITY 2 &,

3) APFERERE S, HIE (BEE R : [FHREREE, MEXLObID
ENBHLZOT, EHMHICREEZITO R EBEE+SIITY, B
RO ONEHEASICEREGEEF L, WMURLAEEITO 2 L,

4) BMEBARAE HEEAH) . AEBAL2E0EERLRERENH LD
NHZZEBDHDZOT, EHMMICHREEITO 0 CBE %2+ I121T
W, BREREOLONESAICEESETIEL, MY RLEEZITD
&,

5) LM BRIV E, #EPERIERAE, @M BRI, m B (BE R BH)
P BRI D, MR ERAE, M MmERED, /MR A H S bh
5ZERBBHOT, EMPICIMEREEIT O 7 EBEE 0T
W, BREREOLONESAICEESETIEL, MY RLEEZITD
&,

6) T EEMEE I ARIE (Toxic Epidermal Necrolysis : TEN), F&
RN AR SE B #E  (Stevens-Johnson JEBERE) (BHE ARHA) . hEMERE
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Table2. RERFE—ER (VY BEABLRT7 =Ry 2 2°REHER/ 7 4=y 27%2%y bREHER)
— & W % | FINTELFRITA XTI SR T A R U AR AKFNWY)
U7 EE1T 5 2 & HWEIEEEE, EEMERIEFERERA SN R HL DT, B
7) WIEMEMS, PIE JEMERE : MEMM % (0.2%), PIE JEE ZET7IATY, BERXRBOONTZHGAICEKESE2FLL, #Y)
ME (BHERY) (WIHER - B, ok, U, K RAEEITO T &,
X MR, GMEKELE) BHObNLIIENH DD 7) EIEMEME (BEERH)  MEEMRIL LD EDH DD
T, ZOXIHIRERA” S LN GEICIEEEEFIEL, T, BIEETH5ITIT, FBE, K, MREEEORENRVO O
R RERNVECAORGEDOBURLELITI Z &, NG AT IS M X B A 5 & S0 U, T PRl 2 23
8) BECAL AL ARIE - S e B R AL & PE O BERCAR Bl AR E PNOGEIITHREGEERIEL, BIFEERLVECHOREEDHE
(02%) RHoLbNbdZ ENHHDOT, MR, BIIR, IR WEEITH 2 &,
CK (CPK) kH, MHFERPRFIA I EHARH DL 8) A, EERFEE (EE R . R, AR E S O R E R
PNIGEACITESZHIEL, WURAEEZTI Z &, NHELOLNDZLRHDLDT, BELTIITITY, ZD XD RIE
(2) ZoftoRI{EHH KRB obLNZEGICITELICEEELFIEL, BORLEZITD
ROFBMERRHLONDZERHHDOT, BERRDL Tl BICEBEES, MMl EEE O PRMRIEEOH D EHFIT
NrEGAECEEEE T ET AR EEY RLEEITO Z EZOVRTWVWOT, BRETHEEGIITIERET LS &,
Lo (2) ERZ2EMEM CEZR)
X A8 HE R 5% E 0.1~ 5% it 0. 1% ¥ 1) WP - LoD B SR AZRFAEWE T, WIEE WS H S
8 R, MRS, | KM LR PR ENRESNTVWDHDT, EMMICMIEREEITO 2L
A, KB, | % BEE+oIiTy, BEAROLNEZHAECIE#ESZHRIEL, @
B, RE, I7RWEE1TH 2 &,
WAL, TRIE 2) fifFERERIEANGE (PIEJEMGERE) : thd I AN ARPAEWE T
Mm% G WgOER MY | A EREA, | M @A FEEN, RZuk, REUL R EE, MoEs X BRELE, FEREREE 25 & LE O fidr
% 0 o BR B (43F, & FREREENIE (PIE SEERE) b obNd I EARESNTNDHD
PERIER A, | L, il T, BlEE STy, RERBD O EGEICEESERIEL,
HER A, M| FREE & WO R WEEITH 2 &,
IR, B | &) 3) IMARPEEARSE © oo T A SR ARBUEWE T, e MRS 03
M, 7R i ER HobDZENREINTNEOT, BEE ST, B
Mo~ kY DROOLNTHEEICEREEZPIEL, BURLEELITI Z L,
Uy kA, (3) ZoftorI{EH
R %, WD XD REMER®N S bbbz HAEICE, LEIIELT, WEX
U o8 ER B G E2FILT 2R EBORLEZITI Z &,
%, HERL, RN 5%LAh 1 0.5~ 5%A il 0.5% A 1t HEAN
i /AR BE % W RE ®95 T OEE, B,
i ALT (GPT) | LDH FE 5§ | R, TS
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Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— W M A BRI\ FINTEANFRITA - EXT YT RN DA R U AR AKFNWY)
&, AST | AI-P L&, © i HE R BR 8D 2 (7R i Bk
(GOT) k| Vvey R i /N B4 % WA, ~x7
H, v -GTP I W Bk 1Y % o E U,
L5 ~< h7 U v
A2 TR, ERME | LD, TR oo, HE Mg, i
BARRHE, | A R B A, 4F
B, RBEES AR | R JLER IS
B, M, A JHF: ik AST(GOT) | LDH L &,
B, DNk, L5, ALT | AI-P E5H, v
AER (GPT) Lk | -GTP E 5,
AR ARRE | R R A o0 7 LAP E&, ©
R E R yrer bi
B 28 A TV B IE T Mk BUN k& migs v 7
Xy | EXIVK = k5
R ZHE RZREWR, MRl ] B, \H, | BR&EFE
% 3IB HARE, M
X ZE I
RED A b % SR L O, IR
D kv VR | 'R, RIT B
T, H»E LV, fla N RS B 22 ARUE % BV HJE
AR, BHAE, %, B [ SN B3I KK
BEi %, CK | & & %% ZHE ZIEWR (KT
(CPK) k&, | &, %, =3 N I
JLVT7TF = | KREA M e, i e
L5, BUNE | 4, 77 M%), v X
H, 7vE=| IVIKT, TV BEEXRZ
7 L&, AR | o EAAT iR (F &,
U v g, HN&, B
7 oa — g IR, MRRE
L, BAIR, %)
PR TR TR F DA Mg H Vv s | B, B, | B M E R E
e, R o 5 EFCY, EHN | (ELY v
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Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— % B K | E ISR EZLFRNI UL BRI TR DA KU R KFH

| | | EEEETE
E3) X IVKRZER (KFe bo v v rmiE, HiimEmes), v
&IV BREXRZIER (&, AWK, BERIE, MEES)

AL L L, M iEJ b

UL, i

7 a—)L)

Tl ERBS OISR ERGEEZPIET D L,

R Lo EE

5. mlmE~ORYE

EIEICERORICERL, AR CICEEMRICEET S

REBEFEOREBEHE LD OHEEBEIIKESTHZ L,

(1) EEE T RICAFBRENMME T LTS Z EnEL,
BIEHRRBE LT WO T, BEOREL 45 1284
L, BlxiX225g DENLMBT AR EERICKET
5Tk,

FE CIIE X I K RZICEH2HMBEMAS 5 bn
HIEND D,

(2)

5. minE ~OEE
(1) AFTEIMUOIEATH Y, Ed TIT—RICEHEBENMET
LTW2ZERZVOT, ARTCICEREGEHRBICHEET 2R ERE
DREEBEL B OHEEICRET DL,
(2) @& TIE, B4 Iy K RZIZE2HMBERAH oD Z L
BH D,

6. fLhw, PEk, WALWBE~O&E

(1) ERFOE5IZET 52 EZEMEIEMEY. L TR WD T, i
ISR L CW A A REMEDO & 25 NCITREEDH
WHENGRMEEZ B2 EHB IS NS EICO RS T
b5 &,

(2) BER (7 v b)) THLHFT~OBITRARE S TN
OT, FLFOWACEETIHAECEELEZPIESE
b5 &,

6. Whhw, PEf, RILWE~OKRL
(1) 34w SOFTHEIR L TW D /REME D & D NI, TR L oA s
fabttz LD LS h o HmalcoRrEkb 4+ 2 L, ERT
DEEIZET 2 R AT L TR, ]
(2) ETIRAL T SEL L, [BWRR (F > ) TRADA~
BITT2Z2 LM ESNTND,]

7. MRE~ORSE

(1) EHAKER, FrAERICRT %22 LTy
(EWNIZB T 2 HERARBRN720),

(2) - IR QR IOV T R, ENERLL
FTVWOTHEHEICESTHZ L,
(R - 8RB0 REIER R B HRIL 2 AR T 57.7% (15 4
/26 61), 2Ll E 6 %R T 40.6% (13 5l /32 f5l) T
Ho72)

7. NRE~OES
RHAERENR, FARICRH T2 L2 LT,
AN

RESEEES D

8. BRIRMARS RIC KRIFT B
(1) AFOREIZEY, 72V =T 2L, _XXT 47 MK,
72—V 7RIS OB TIEIC LD REERA TR, B

8. BRIRMARS RIC R IFT R
(1) 7AT =7 RIR RS RN T 4 7 FR#E, 7=—V o 7RE, 7
V=T AP RERETEIBGMEEZETDZZI LR HDHDT
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AN\ =F Y =)V SRR
1.7 [FIFE R — B

Table2. RERANG—ER (VY BEABIO T 4=y 7 R°EFWHBER/74="v 2722y FAREHER)
— % B K | E ISR EZLFRNI UL BRI TR DA KU R KFH

MERET DI ENOLIOTHEET DI L,
(2) BERE — 2 ARBBHEERTLI2Z2E08HDD20OTHEET D
Z &,

EETHZ L,
(2) B —LARBRGHEEZET IR OTHERT D Z &,
B)vevr) ) —FURETEIBEGHEEZET 22RO TERET
HZ L,

R Lo EE

9. WEEG
WEEEICIY, KEFEOMKRIER, &7 bY U LA MNEZ &
TTIZERDD, FICBHRERERET TIZIo XS RERA
Hobned v, ok, AFoMmPREZ, MmMEREFICLY
T LEnTEX 5,

10. WA EOEE

(1) KL

1) WMBIESCHICERT S Z L,

2) T 7Vav iRRNEME (VT I~ %) O
BIEWCX Y, 727V ay FERFAWEOENILLT
EELTOT, KFlEOHT EAEICIZERENLT
RETEET AL,

TR S

1) TREALESTHE, REDIHTHTIZ2ZERH D
DT, AL &,
U AV LKA 1g, T B R 250mg,
a=HY v Lk, ==h) v 7 Nifgik, 7=
1k 40mg

2) TREAELEET AL, 3EMBETE LV ITOIKRT %
BT ZENHDHIOT, AELARWI &,
7€y b Bk, 7I¥y h XBiE, FKI0
R, 7 v 7 7 —)ViE 400mg, 5-FU £ 250 th 0, 4 7 «

U 3% 250mg
3) THRBAEMAETHE, 3MMBETE LW T %

T ZERHDIOT, ZNHLOEF L OEBEDIRSE
R, MIEXIEX—ANy s FRICEIVEET D

L,

T U VERERE, TV T IVSHE, EV v UF

9. WH LoEE

(1) BEHRE  AFNZAFEBIRNESICORERT 52 &,

(2) M HE  @E, ABEAEK 100mL 2 HWT, I<EBLTHR

i35, HEHAKTBEBERNEELRORWVWEDHERA LN &

72, LYATA VKR L-VAF U EETe T I BEA L RS

FT5&, ZELLNMENIKETTA0T, BAELRNI &,

7 Iy

1) HRBIIESCHICHENT I L, B, RDE2EBTRELZ S
BWETLHEATHHRABRSERICEMR LGS, KRIBRET
1% 8 BEILAN IS, W E AR TE CTld 24 BFRLINICE ¢ 5 Z &,
(B W EOEE) OEZM)

2) v MUK OLEEITERBITRLTHER L2 &,

(3)
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AN\ =F Y =)V SRR
1.7 [FIFE R — B

Table2. FERAHHE—BR (VU HBEABLOT =Ry 7 R ERB/BER/ 7=y 27®°2%y P KEBEH)

— & B KA

BN BZENFRYTL XTI F YA

R U R KT

iR, *47 12—k, ~v>v 77 IVEKR, T/
7V — Nk

4) FHRMHELEAST D E, 3EMBE CTRRENRD LN
22 HDZOT, BABRITESLHIIHEHTLZ &,
NRUARY UEER g, v 7 0 VTR 1g

(3) P G F8 I ER RN TE S ST S EF RO AR+ 5 2 &

(4) BARWNBEEEE : kDO Z &b, BIRNESICH - Ttk
FHERAL, R FEZCHFSEREL, EHEEITTE SN
TVBBRICL, LEIS L TIHESECHIRL CENT 2

NP
1) FRURANTESIC L0, AR, fke SOXFIRR 28 23 2
L5,

2) 7 v MCKREOEA Z QHICHRNIES Lzga, EH
HEICERLZEEZEX DN CHIRHRE SN TN D,

3) v F MW R (R - W) ik,
SR T ICRIME D B BT,

R Lo EE

1. Z0OMMoEE

() AMEIZB W CTERERMEIEORFT TENT VI v ORE
JERDOREBELBENENE ORENRH D,

(2) PERICEY, Ry e=v AOFMEEREZER IS5 &
OH|ENDH D,

3) hEAXEHWTERERGEERR (£% 2~4 HDOA
X\Z 720mg/kg/B % 5 M, DWW IiXA% 52~64 HDOA
X|Z 4,500mg/kg/ A % 7#M) T, BMEMHOBERARD
LN EDOHRENH D,

fE R« SRT A

2012 9 Atk (56 4 hR, ZhEg BN fE 5 BETSH)

2013 42 3 A ELET (KETE 13 hR, ERELZEMEICESIMEH LoEEOH
DYET)

0 5
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A k=&Y — )L N IR
1.8.1 WAE ()

20134E7 1 (HGR)

Bk RS
FEFIOIRR « Refé 4R 7 2 MRS RT
) EE—EMSEOLGT AL VERTL L

RS B R R R R A

T4 O EERE%&500mg

ANAEMETRO® Intravenous infusion 500mg
A hAZAY—)LESRK

AR b o) SR
87629
E R
W 5E B Ah
B FE 4 196142/

(2 B xozzE@sLance) )

1. AFN DR LIBEIE ORELIE D & 5 B

2. J4, BB SVEIE RO B 5 B (MO B 2R <)
[ E IR A > HDND = L 03 B, ]

3RS 5 A LN OIR A (ERSHEAEIRIE % 112 L Hk &
NAEBROBWEIIR) [ G, e, RS~
5] OEBR]

[HELAK - PEIR]

1. AR
1A T
WA | & 2 & o sl Vi S00me
R
5%y 100.0 mL
HINRRAy HEA hr=%Y—/ 500mg
WK 7 T g, KDY kT
s MU DA LT MY DA S
7K
2. PER

AFNT I ~PER B O HGHK C. & OO pH K&
WRIBEHIIRO EBY TH D,

pH 4.5~6.0
feSv.{EN=a $1.0  (ERLEHEHTH)

[#h8E - $HE]

L. R Y

< s A il >

AANEMED T R A NV hay B AR, N7 TaAfT
2@, TVRT IR/, KA T4 0EFTRAE, 7INIFY
LB, JRANITVULNR, 27TV ULRE

< S FEE >

« BRUMAE

o GRAEM: R S R YE

< IME - BME R VTR S O RIS

- ERER

- fifige. BRI, MR

- B RN IIE MR

- JENESE . RENE PN RS

- ABFEZE . TR

- ALMRPERERE S

i3

VA - R B S R o]

1
1

1

1

1

1

1

|

1 N oy A
:T\ﬂ%ﬁ%%%ﬁﬁﬂﬁ%ﬁkéﬁéﬂt%ﬁ\
1

1

1

1

1

1

1

1

1

2. YR 2%

< s A >

AENEEDO 7 a A NV P L T 4T 4 VI
< S FEE >

TG (ARG K & 5 )

3. T A — /A

[Ri% - AE]

WE . AT A hr=4Y =& LTIA 1500 mg (F71fh)
Z AN C045 PA B2 CATEREET 5, 7ds, A
PO EERYSE I IERIZIE T, 1H2000 mg (JI4R)
FARNZT TG TE 5,

LARKIOFERIZH 7> Tk, THEREOFRBEE S 720,
JFHIE U TSR L, B OIRE LB/ NBO
W oOREGIZEEDDZ &,

2. RFNIBERMER 2R L CHURTEEZ BT 5,

L7=723»>
ITR
AR DN 284, W AREA & O L CIsm A AT
5k, |
3. AFNTMIEBENTIC LV RESND =0, MIKET 221
TWDREICRET 2881, BRICRETL 2L,
( TEEYEIRE | OIESWR) :
[EFRLEDEE
1. EERE (ROEFICITIEEICEHRSTE L)
(1) MEEED B 5 HBE [ A MERED . P ERED NS 5o
N3ZEnb 5, ]
(2) G D & 5 BE [FRARIERSH bbb Z &M
H5, ]
() IFHREREE D H 2 B [ REN LA L, /ER®
MT2BENAH D ( [EYEHE) OESM) | ]
(4) AFNZT, AHEBEERNEEND5720, ROBHEITIT
HEICEGTZ L,
1D D TEERERRIEREREE O & 5 B [R5 Mk &
ZHIRRT 2 L SIS A E T SRR AN EAL
ToEBEARD D, ]
2) BREOHLEE UKy, LT Y D AOIEE
FeHITHa 0 o< ERSE T 2B ERN D
%, ]

2 EELGEARMEE

(1) FHAPRREE 2 b bbb D Z LMD 2 DT, BHEDIR
Rz P IcBE L, MRERTE, MRRE OIER D%
B TR D 2 &,
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A k=&Y — )L N IR
1.8.1 WAE ()

(2) HARApRR IS, AR EESORIERRH bbb
TENBHLHOT, KHICIO 2B TAR Z &G+ 58
Gl BHERHORBUZAEET D2 &,
(3) AMERIA, iFHhERBD B3 5D Z L BHHDT,
EMIC IR 2 T 572 L, BEOREZ +5
W T 52 L,
@) KFNC XA avr, 774 7% —0OREZHEE
ICTPHITE D HENRNDOT, ROAEE DL,
1) HENCHEAEREEIZOW T RMEZ 2T 2 L,
B, PUEWESIC LD T LAFE—IILTHER
THI L,

2) FHIZEL X, 4TV v 7 STk T %8
EOENHUEfEZ L TR &,

3) BHBRMAO BB GR TH E T, BEEZLHORE
WRTH, TR B EITY 2 8, FRT. 5
RE R IIERIR BT D2 L,

3. HEERA
ORAER (FHICER T 22 L)
REBF BRIRAER - HEAE W - BREF
Ta—)L REEB O N WA | BRI

M R WL B &
b EndhrY,
VN FELEH PANT 4T DK U hFELERR
RF (NAR) ISEEZTRBZAN Al (WA 1T
b5, J=NVEERETD
DTHANZL Y ¥
ANT 4 T BRI

2)

3)

4)

5)

6)

2

DI ENRHDHOT, BENEDLNT-HAICITES
ZHIEL, WURMEEZTI 2L, [ MEEES ) &
O THEERIEANER] OHESHR]
REHRES . KMREENL LDND Z &N
LT, BEEZ STV, O LU, R
L YN TSV (W k> ol Nl € oA s | R N 1) A L%
IToZr, [ TEEREANER] OHSMR]
AR - GUIAEE, RSB, B, RO - MEr:
B D WITERIRESE & 1) MEMERIRE N & b b
LZERHHDOT, ZOXIRIERDS S b=
HFIEEEELRIE L, MORLEEITO 2 &,
hEMR KRR (Toxic Epidermal
Necrolysis:TEN) . RIEHIRERAEIZHE
(Stevens-JohnsonfEIEEE) : H 3L B HE S RLARSE |
FEERENRIEEREN H DD Z ENHDHDT, B
x0TV, BEPRBD ONHAICT RS %
FiEL, @YIRAEEITO 2L,
SMER SRR DN Z ERHDHDT,
Mg, AEE. ELL - g, miET 2 T —BEo -
FEORENRD 5NIGAEIITE G 2R IE L, #
YR LEEITH Z &,
BmEkEAD ., FhERED - Qe AP ERED
MHLONDZ ENBHHDT, BENEO LN
Al GEPIE L, WYRLEEITY ZE, [ MHE
Ffh ) RO THEREREARNER] OESH]
ZDDEERA

WO XD REWERRRD b HE T, BEITGL, BE

JEERZT BT RS O P A LB 51T D Z &,
b5, 10%Lh 1= | 10%:A BB
VANT 4T A | ORER GEELE) 2% | TR ks E T Eb, . | wS. B,
bEPIDZERH it R, P,
%% P N7
ONT 7Y INT 7 U rOhiEE | AR LT 7 15D LI
MAEAZHR L i | Vo EE BTN . JeEh
ERbLbhn L L., Z DM % = O .3
N5, ERsE5, REODIRE
TANT 7 v TANT 7 v OIER AHNET AL U T OVE B R RO
DPHIREND Z & | 77 OMARE A R N
%57, ZLRsEHZL PR = AST (GOT) | e U rer bk
BB, BN, ALT | H. ALPLS.
VT L UF Y AOmBEE | AN (GPT) % | LDHEH, #i
WERL, U F o ath i, y—GTP
FERHOLDLNDZ L Hn
%Y, HRpE & B, ST
5-7AAry g 5-TNArY T UL AFNES-7 A | B L O P
2% DIERAER S LD 77 LIV O it O AR kb
AIREMED 8 57 ExERSED MR O 1 MR A,
LD, PSR LS
YrRARY | vrmARY COfE | RENZY 7 B AR N ED Ik
FIBSHEm NS T | U Ol s % R O
Mend 510, LREEL N DS E TN
b2 TAPESEIR
7=/ e AFOIEHBBETS | 7=/ S s— iR WIRE | . BUR, %
B—n LAREMEA B DY, | AR DR it =L,
FEFEL, T OM e R
PR AL S TR OIR B IR
BILBbD, 4
R LR
4. BlEA FRE R OVAR FBRHR
FEINERR BRI B T R R EI3851 . &I fEA Bl
OFRBUEFNL, 1461 (36.8%) ThHoT-, TDOELR DI, R e OV F 2N N
T (23.7%) | BL (53%) BThHoT, MBI B R
() EAGEMER GREFRS) AR AN
1) SARMHEIE o M, TR, MR, e
513 al=d NI A S At IR PRz 2N
BEEL. LT, /ISR O AR REE 2 B B b T BRI SUISME T OE O 7 b BE R,
PFIZER CONFIDENTIAL

2



A ha =X — L SRR
1.8.1 WAE ()

5. BE~NDERE
WA R CIEABRE MK F LTV D DT
5452 &,

EEIC

6. T4, ER. RILBE~OKRE
(1) JRIBICH T DL EMIIMESL L TV RN T, AN
Frﬁﬁ%ilé&#lméhér»%@ﬁnfx@% Bl
ﬁfﬁ)§37aﬁuﬁﬂi&5—bf£b‘l&o[ B A i L
RIE~BATT A 2 e hmESN TS, ( [3EmE
ﬁij DHEBH) ]
Q) FHLF DN T HEEIIIRILEPILSED 2

Lo [BRH~BITTZen@mEsnTnd, (I3
WERE] WS ]
. INREADES
{Rﬂjiﬂlijm %ﬁi)u\ LI, Aj] IRk %4
PEITHESZ STy, [EEFRERD 220y, J

8. ERLENIE

(1) L5 - AANX, S ERORE LTHERT A Z
L,

(2) #5711 AFNIFAAZEOHE NG Y BKITH H7-0
PRI L2 &,

(3) BLAZAl : BLAZ b AL Z 3 laetk:2 & 5 o T 3K
A DRFEEBETHZ &, [BAZBRITER L T
W2, ]

9. ZDfhDTE

7 U AR O#E L a . MEES, £ v
b CIEFLIRIESE D 6 A 203 ?&Léh’@‘%ﬁﬁ\ INHA

& —OAPER 53 TG ILA DL TV & O
ERDH D,

[EYEhE
1. MmeEE®
O HEES
A AR NBERERLA GBI A b 7 =4 — /1500 mg% 20453 > F
THEAFEFFHELZ L EDA bu =Y — L R OVEHER
HHHTHDHE FrFv A hn=gy—L
[ 1-(2-hydroxyethyl)-2-hydroxymethyl-5-nitroimidazole] @ Ifi.
WErp R EEHERS M ORI EN R R T A — 2 & LU T IR,

—o— ArOZAY—IL
—E-ERFBFIANAZS Y — L (RE#)

& BARABERAIZA FOZ4 Y —)L500 mg% B 6 =H

EEL L ZDEMERE/NT A —4 [66]. BIATFHE (F
BiRE%) 1]
N [
Abw=g Abhp=4Y—L
Conn 13.1 0.678
(ug/mL) @3) ©7)
Tonax 032 12.0
(h) (0.32-1.00) (12.0-12.0)
AUCh 161 274
(ngeh/mL) (19) (52)
t, 12.4 18.8
(h) (22) (29)
CL 3.10
(Lh) (19) N/A
T (LI REPH) | 6 IR0 (8% %%)
N/A : BH L T
(2) k&G
A AR NBERERLAGHIIC A b 7 =4 — /1500 mg% 2053 )™ F
TIHARSHBERERFEFE Lz e &, MIEP A hr=4

Y — VIR 3R 5B
HEAE3~5H HO b7 7§ E1328.0~30.4 pg/mLThH -

oo A MO =FY—UIHTHE RaFo R b=y —
VDT Cran30.13, AUC6230.15Cdh o 72,

A3 A CRERIRERICE L, MEK

& BARABERAIZA FOZS Y —)L500 mg% R 18 =iH

FELIEEDEMFE/NS A —45 (66,

BiR%%) ]

METTIE (&

N [
Abhw=FY— A hme s
Croax 44.5 524
(ug/mL) 13) (32)
Tona 0.41 1.50
(h) (0.32-1.00) (0.00-6.00)
AUC. 206 28.3
(ug-h/mL) as) (35)
ty, 13.4 21.9
(h) a7 (18)
CL 2.44
(L/h) (16) N/A
T X SAE FPH) | 3B (Z @R %)
N/A : B LTz

2. BEAfKES BEAT—4H) W
A bv=FY— O RO ERIZIS%L T TH 5,

a2 GEAT—4) 90
xbu S — VA% MR, AT K. @Hm¢&
OFFRLAFIC L & FFRED A b u =4 — LR E 30
ncnd, £izA rue= &/~wim%r¢\M§%@¢&

g ORI RATS 5137, MGR4- 038 L, IRBIAR 7> 0
2 TICBATT 5,
"
g MBI REERTA PO LRE
£ ikt
BRI BEE iR R
LR/ A ik b (B H50E | IRIRPR i3
fii) BE(ng/g X | (pg/mL)
d : 1 . : . - I3 pg/mL)
0 6 12 18 i Fz:(h) 30 36 4 48 Wi 5](;(1)];?%1;0 2 IR 15.15 14.33
TRV WRWE | 500 mg PO
B BAARERAISA b 0= 4 Y—L500 mg# BIE & T | momm | M| 1286 14.33
3 - 5 388 o Y3 3 (=
BELI-LTOmMBPREHYE (66l FHEHZERE) [— 500;1);; v N s 107
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A k=&Y — )L N IR
1.8.1 WAE ()

gk 1?805‘81‘5 384y 26 25.1
N 1?805‘81‘5 384y 27 25.1
R e 1?808‘81‘5 1564y 8.9 19.1
CU N I 3.5 135
gy | SOmEIV 405 9.0" 135
Hﬁﬁfm 00me V905 1174 13.92
L 400 mgpo | 2¥H 15.52 17.46
N TID SI R 9.07 9.87
R 4°°T“I’]§ PO y—gmsn 1.62 9.87
i ZSOB‘?SPO 2~ 35 7.0 8.7
AR SOOBI?S PO osmsmn | 11.0~139 | 83~154
400;}’]% PO RE 34.4~350 | 11.5~35.1
TR 600 mg IV
TID A~ 45.0 12.5

1) RHRICHES Lz & E offi, 1#2) pg/mg. #3) W EUIBAKED
WREE, VE4) AR Mk il B

PO : & HA#H., IV : #llkN#E 5. SD : H[al¥e 5 BID : 1H2[E
# 5., TID : 1H3[E#5

4. K GAEAT—4) B2

F & LTI CEBIL R O V7 v VBRI E & R S,

R E LT Fexi X b=y —L BR#HY
(1-acetic acid-2-methyl-5-nitroimidazole) . RZ{bfAL b Fm

FUAMR=FY = NDTNT v TR R O A

ERROLNTVD, ERHPHTHLE Fr¥ A bn=F

V= ~ORHITIZCYP2A6H B E L T 5,

5. Bt (MEAT—%) ®
R AICHC-A h o =&Y — L BEIFRNR S L= &
x| BEROK0%NRFIT, 6%REFITHEM X7,

6. FFgEEEEEE WEAT—4) ¥

TR RN 701 S O RERE B35S 2 X RIC, A hu=X
¥ — /1500 mg% 2043 2T CHLELET R L7z & & IFHeeks
EOEIEFEITHND, A br=F Y —LOCLIZHD L, t 3t
R U7z, F7-APSBERE 5 BB D AUC o TIEHER A & Lhie LT
AR 72,

= FFHEEESEEICA O =4 J—)L500 mg% H[a &%
FELEEZNEPHRENS A —F (FHEAZERE)

R Child- Child- Child-
BRI Pugh A Pugh B Pugh C
% 7 14 9 12
(tl'l/’) 7.4+22 10.742.3 13.545.1 21.5+12.7
CL
(mL/min/kg) 1.53+0.37 | 0.85+£0.26 | 0.79+0.36 | 0.56+0.28
AUC24 81.4 124.9 124.4 174.1
(pgeh/mL) +27.0 +42.3 +25.8 +52.0

1. BHEEEEE WEAT—42) 39

(1) BgherE B (MRS RE 2 5R<)
BASRERSERE 2 RICA bu=F Y — L& SEEE L2
L&, A b= Y — L OmiEPREHER TR L KE
SHERBP, A bu=FY—)Ld AUC IZkIT 25 BHEEREIC T
D &R ENIERD b o T, M ORRHE I
A TIERD SR> T2y, BHREEERE TR LN

7o BERuoXi Rt hu=FY— L KOEHEm O AUC 11%
FEREIX T ISHE » THOMT 2 @M AR D b iz,

(2) MRS B

MAENT %5 1T T D B RERE B F 4 &2 x4, A b
=K — 1500 mg& 3053 0 CHIEREFHFE L & & &b
BOKI4S%BBITIC L > ThHRESNT,

[BRERRKHE]
REIEPNIGE D7 © QNS BN RIEME R B ] OV O REE
PR30 255 & L. 181500 mgZz 1 H 3RS L=,
7ol EIE T EEAMUEYWE 2% L CiE, 1H4EE ToHKs
AL Ui, AR E ORGSR EEEBL, 7 N 7%
VPRI ULEFH L, BRI TOLEEY THD,

ERRESR
EXIGRBOBRDIFE (FEHE) 1%, 96.7% (29/30) Th-
Too ERFNGIEMEE CH D7 T a A T ABISKHT D45
BROE FRIE (FEERE) 12, #£12100% (11/11) T
HoT,

HE R B e Y

NEIE NG 6h 3 D BIR DR CA 23 1%, 100% (20/20)
ThoT,

BN REERET
BENRIEMEEBICKIT 2 ERDIE () 1%, 90.0%
(9/10) TH -7z,

1) REMIRIA - IERRSE K ONENENIRES

12) FEMIRBINA « 7 T AR, ARNENRSE . IR N
B, AT IRGIRTE, IREIRSE, FEflmassk, FE PR,
T IS

()

1. EEMERY

SRR RO A—/SIZkE L, 2R (R R O
7 A= SER AR

2. tERgE"

RERVRT A —/\ER

A bha=FY—E, EEILT A= SNOBRLIE LRI
FoT&rEZIF, = a2 im RNO) 1Z&T 5,
Z OR-NOMBR M 25 2 PLEEA R OPLT A —MEM
BT, Flo, BOSIEBPCAERLIEE Rerix v T Phun
DNAZ Ik L. DNASE AR ED RLEILZH L,

(B IR T S BRI R ]
—W4 A hu=FY—

5 : MNZ
b4 : 2-(2-Methyl-5-nitro-1H-imidazol-1-yl)ethanol
1R : CeHoN303
Gy : 171.15
&=

O.N

OH
%\N/\/
=L
CH3
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A RNB = — L SRR
1.8.1 WAE ()

[E27N D A~ A A ORI REOM R TS B,
Ffg (100) 1209 <, =&/ —/L (99.5)
T T & b ATRREITIZ < KIZETIzL
v,

FERRIRT D,
FlZ L > THEIB GBI D,

Rl 1 159~163C

[@%]

=

FERA

[ EZ k]
1) Alexander I. : BrJ Clin Pract,1985,39(7),292
2)  Rothstein E, et al. : N Engl J Med,1969,280(18),1006
3) O'Reilly RA. : N Engl J Med,1976,295(7),354
4) Kazmier FJ. : Mayo Clin Proc,1976,51(12),782
5) Howard-Thompson A, et al. : Am J Geriatr Pharmacother,
2008,6(1),33
6)  Nilsson C, et al. : Bone Marrow Transplant,2003,31(6),429
7) Gulbis AM, et al. : Ann Pharmacother,2011,45(7-8),e39
8)  Teicher MH, et al. : JAMA,1987,257(24),3365
9) Bardakji Z, et al. : Cancer Chemother Pharmacol,
1986,18(2),140
10) Zylber-Katz E, et al. : Drug Intell Clin Pharm,
1988,22(6),504
11) Mead PB, etal. : N Engl J Med,1982,306(24),1490
12)  Gupte S. : N Engl J Med,1983,308(9),529
13) Rustia M, et al. : J.Natl.Cancer Inst, 1972,48(3),721
14) Roe F.J.C, et al. : Surgery,1983,93(1),158
15) Rustia M, et al. : J.Natl.Cancer Inst,1979,63(3),863
16)  FENEEL : BANERRAICIT 2 B L O E RS
17) Ralph E.D,et al. : Antimicrob Agents Chemother,
1974,6(6),691
18) Schwartz D.E, et al. : Chemotherapy,1976,22(1),19
19) Pahkla E.R, et al. : J Clin Periodontol,2005,32(2),163
20) Berger S.A, et al. : Anitimicrob Agents Chemother,
1990,34(2),376
21) Martin C, et al. : Antimicrob Agents Chemother,
1991,35(12),2602
22) Karhunen M : Br J Clin Pharmacol,1984,18(2),254
23) Visser A.A, etal. : J Antimicrob Chemother,1984,13(3),279
24) Passmore C.M, et al. : BrJ Clin Pharmacol,1988,26(1),45
25) Eliasson R, et al. : IntJ Androl,1980,3(3),236
26) O'Grady L.R, etal. : AmJ Dis Child, 1976,130(8),871
27) Ingham H.R, et al. : Br Med J, 1977,2(6093),991
28)  FENEEL  AANEAREES IR T B~ AT v AR
29) Pearce RE, et al. : Drug Metab Dispos,2013,41(9),1686
30) Muscara M.N, et al. : BrJ Clin Pharmacol,1995,40(5),477
31) Houghton GW, et al. : BrJ Clin Pharmacol, 1985,19(2),203
32) BerganT, etal. : Chemotherapy,1986,32(4),305
33) Somogyi A, et al. : Eur J Clin Pharmacol, 1983,25(5),683
34y FENERE - BARAEIENRYYEIC T 2 R A7 7
MU TRV b OO TRET L7t R
35) Tran C.M, et al. : Antimicrob Agents Chemother,
2011,55(5),2398
36) Upcroft J.A, etal. : Antimicrob Agents Chemother,
2001,45(6),1810
37) AR EHIED

A FEIRS00mg : 534 TV

H AR, 2005,63(S-11),376

[XmkEER k]
[EFESCHR) ISR OMNERNZ>Z F LTH RIS ZhE
RTEEWN,
77 A P—ASH "R 4 —
T151-8589 B AUABEEA XK~ AR3-22-7
SR A YL 0120-664-467
FAX 03-3379-3053

PFIZER CONFIDENTIAL

5



A N B =F Y =)L g R
AEE- R (R) , Mik- & () , HHEOER (8) KRUZOBRERL

TABLE OF CONTENTS

LIST OF TABLES. .....oovmtivecveeeceee oo seee s 2
SR (R) ROHE « AR () BREMRML e 3
1.8.2.1. ZhHE « 2h3 (52) KOVHIE « HE () oo 3
1.8.2.2. ZhHEE * ZhIR (B2) DERTEARIL c.oovoeeeeee e 3
1.8.2.2.1. BRAMERERRGYEIZBIT 2 Z0HE « BIARFREARIL ..o, 3
1.8.2.2.2. HEEMERIZ KT 2 JRHEL CTHRUMITETETE oo 3
1.8.2.2.3. PK-PD 7T A B oo 3
1.8.2.2.4. BERGMEREIGIEZ 515 & LT AT MME DT oo 4
1.8.2.2.4. 1. HILHRIEGEIE ..oovooeoieiee ettt 5
1.82.2.4.2. B2 o MGHTRRRRIEIIE ¢.oooovvoveeeeeeee e 6

1.8.2.2.4.3. BJ§ « EBHAREAYEIZ )T 2 A =&Y — L OAMEDE L
.................................................................................................................................. 8
1.8.2.2.4.4. FEFGHFIBEIBBEULIE ¢..oooocvoeeeeeeeee e 8
1.8.2.2.4.5. F S MATARHEIHIEGLIE ¢....covoeveeee et 9
1.8.2.2.4.6. MWL ZRBGYIE ¢...ooovveoeoeeeeee e 10
1.8.2.2.4.7. ZZMEAEFEERIEYLIE oottt 12
1.8.2.2.4.8. FEIZEPNIBGLIE ...ttt 14
1.8.2.2.4.9. FEAMERG R (AIEMEIGR 223 T0) o 16
1.8.2.2.4.10. HHRAFRERIEILIE 1.ooovvieiiee ettt 17
1.8.2.2.4.11. BHRF « DIEREIBURISIE .ooovoe s 17
1.8.2.2.4.12. BEAGJE ..ot 18
1.82.2.5. 7 A —SRHNCBIT D 20HE « NRERTEARIL ..o 18
1.8.2.2.5.1. BRUDHLT A=/ 3TEME st 19
182252, 7 A= JRFIBE ZRIGE L LT IMED T oo 19
1.8.2.2.6. HIIMETI E & 8o 20
1.8.2.2.7. AR TREDZNAE © F o 20
1.8.2.3. AL « AR () DFEEIRHML ooooooo e 22
1.8.2.3.1. HIE « R (B) DFETEARML. ..o 22
1.8.2.3.1.1. HREUHEREYWEIS 62 L « JHEOBRERIL ..o, 23
1.8.2.3.1.2. 7 A —/NJRENT6 2 E « JHEOBERIL oo, 34
1.8.2.3.1.3. % « HERRE D WU RT T DR oo, 35

PFIZER CONFIDENTIAL

Page 1



A b =2 — )L R R

1.8.2 %hf

EOR (B, HiEJIE (B, Ml EOEE () MUZORERIL

1.8.3. I EDTEE (Z2) BRIEFRIL ..ottt ettt e et
1.83.1. BEH EoEE () BILOZF O EMRIL
1.8.4. Z%& ik

Table 1.
Table 2.
Table 3.
Table 4.
Table 5.
Table 6.
Table 7.
Table 8.

Table 9.

Table 10.

LIST OF TABLES
FHFED AUC/MIC 33 K TR Cogg/MIC ..o 4
M ST N 59 D A ZIERTAR ¢ BERIEZE oo 6
BEJR + BREBAR AR RIS 03 D A BIMEREAT « BEIRATFTE oo, 8
IR A GIE ST 2 A DEREAN  BRRAIFZT oo 11
Qi Ra sy R T A TIE NS s MR SIEy) L st 2 i R 0 S AN 14
NEWEPN BRGNS D A MR & BEIRITFTE oo 15
T A= PRI KT DA INEREA ¢ BEERAIFIT oo 19
KE, REBLOA—RA T U7 CHEGR I T DRI RE GRS L O A —

NIRRT 2 A b a =2 — LERAIDO L « R s 22
ERNOHEREB L O A RT A BT DFEICEEBICHTHA hr=FY —)L

D FATE & Rt 26
AEDOHERER L OB A RTA BT 2K MINEBICT 5 A ha=FY —L

D FATE & Rttt 28

PFIZER CONFIDENTIAL

Page 2



A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

1.8.2. B8 - R (B) RURE - AR (B) RERL
1.8.2.1. ZdJﬁE°§§’J% (B) RUHE - AR (B

AHFEICRT 25088 - 2R (), M- AR () ZUTIORT,

AIRE - AR (3R) Ak - R (R)

LS A T, RANTIEA be= 5{“/“~/v}: LTI1H
o 1500 mg (F)fili) % 3 [EINZ531F C 20 57 LA EAe

<SS R > T CRTERET D, 7o, %ﬁ/l* P S 1 FRL A

o . .
FHNCRIED AT R % R LT b 2o 5 2R, %Z@ i{?ﬁggggggl}éa 2000 mg (J1fifh)
JvTuAT AR, TVRTTE, RLT40E

FRE, 7Y TV U LE, BEERE, A

BERRE, 7 e R NYTULR, 2UNTTY

ULE, FATE, LR TRE, kT

B, A IXTE

< JEIMIE >
ATl SUME R RS
2.7 A — 3R

1.8.2.2. 86 - 2R (B) OB ERAL
1.8.2.2.1. BRSG A B IRYLE (2 B9 2 2hRE - ZhERBREBI
AEIHGET S A hr =&Y — LVIERFIOZNEE « 3%, AERMASCEOTIH L BE LT, ENE

3 FHFRBR (A6831005 FAER) 1ohnzx, AMEERRER (MED-77-02-113 #5435 . X MED-77-02-074
ER) 72 5 N ENAOEREMFIEE X OVERI RS 2 VN Cal, #RE Lz,

1.8.2.2.2. BESAERE 1209 5 JA%E TV GBS

A b v = — VSR SE R R GE ORI Cd % Peptostreptococcus J&, Bacteroides J&,
Prevotella J&, Porphyromonas J&, Fusobacterium J&, Clostridium J&, Clostridium perfringens,
Eubacterium J&, Gemella J&, Parvimonas J&, Eggerthella J&¥ X O Veillonella JE\ZXt L T in vitro
TIRWVHIETEMEZ R L, 2 pg/mL TRERSBEROBE LI L (2.62213) . £72, A b
1 =% —/ViX Clostridium tetani \Zxt L CHENTHEIEEEZ A L TH Y, HND 1971 FORE
T C. tetani 15T % A S =2 —L0 MIC 1% 0.7 pg/mL TH V', ~ Rk F A2V T 2007 4£
(A BERE ST C. tetani \Zx$ 5 A k=& —/Ld MICy 1% 0.75 pg/mL Tdb - 722

1.8.2.2.3. PK-PD /X5 A —&

A b= — VTR BRI REERZ R L, A ha=& Y — )LOEENE & HET 5
PK-PD /X5 2 — 2% Cpux/MIC 3 L TN AUC/MIC & 2 5TV B3,
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

A6831005 #Bk (ENE 3 MEARE) THEONTHKMEREICHTHA hr=F>Y—/L®D MIC &
PopPK fEHT CHEE SNT- A P =F Y — /LD Cpop BEOVAUC 705, ChayMIC B L Y AUC/MIC
ZHEHLE (2723917

A6831005 FRERDFER, MIC 235 5 7= X TORERF TELFIFRD H/enr -7z, MIC A3
>128 pug/mL T& - 7= Gemella morbillorum 33 5. X Staphylococcus epidermidis D78 Fekk (fRMEH&ME
FA~DER) ZRE, BEEMEITHT D Chra/MIC B XN AUC/MIC O RAE X, T 24 18.0
BLW241 UL ETH 7= (Table 1), F 7=, Bacteroides fragilis 12 5% 5 Cha/ MIC 35 £ Y AUC,4MIC
IXENZIN 221 BELO319 THY, ZHUEA hr=4>—/L 1500 mg & pefloxiacin 800 mg % s
T LT BRRIFZE TR O ME  (CraMIC : 204, AUC,/MIC : 173) % k> T\, 202
EMD, BRI L TAEIMZ R T RIBEENFGONTWD Z LRI NT,

Table 1.  BESHEE D Coa/MIC 3 LT AUC/MIC

_— N MIC (ng/mL) Cuna/MIC AUC "/MIC

TPRME (HEEH] RME (HEEH] TRME [HHEEH]
Bacteroides fragilis 5 2 [1,2] 22.1 [13.3,64.1] 319 [210, 951]
Bacteroides thetaiotaomicron 2 1.13 [0.25, 2] 79.4 [11.8,147] 970 [180, 1760]
Fusobacterium nucleatum 2 0.06 [0.06,0.06] 657 [394, 920] 10700  [6000, 15400]
Parvimonas micra 2 05 [0.5,0.5] 53.6 [47.3,59.8] 714 [708, 720]
Bacteroides ovatus 1 2 NA 18.0 NA 241 NA
Bacteroides salyersiae 1 1 NA 23.7 NA 360 NA
Bacteroides vulgatus 1 025 NA 129 NA 1810 NA
Bacteroides xylanisolvens 1 1 NA 21.0 NA 325 NA
Clostridium sp. 1 0.06 NA 599 NA 8030 NA
Eggerthella lenta 1 1 NA 21.0 NA 325 NA
Prevotella intermedia 1 0.5 NA 77.6 NA 1180 NA

51 :2.7.2.3.9.1, Table 19

a) Cmax,ss (ug/mL)’ b) AUC24 (“g.hr/mL)

MIC : e/ NFEEMIEIRE, Chus @ EFIRIETD Crye AUCy, @ 1 HEESE®D AUC (GRFBISAD LT £ To AUC
DEFARHIIRX24) , NA : 1 BlO7=9, @A LR

1 : Gemella morbillorum (n = 1) 3 X O Staphylococcus epidermidis (n = 1)7TiX MIC > 128 pg/mL O 7=, HHL T
W72\, Fusobacterium necrophorum @ MIC [XHIE L CTU 72\,

UEDZENnG, A b= — L&D T N A NV F hay R g, N7 TaAT g,
TVRT I, RLvT7 v FRE, TN T I ULE, WERE, HAEEER, 7oA b
VOO LE, 2RI T VDTN, FATE, OV RE, TR, A IR TEEE
SRR & 3D 2y Lk LT,

1.8.2.2.4. SR BRYLIE 2 R & U 7B itk O -l
A b =& — VERE CEASG T E O SR B TH D BEEMERRYYEIC DWW, A hp=F Y —
JL DA RN A RG22 1T 1.8.2.2.4.1~1.8224.12 THIT R, fZJE « #EHEAREGYE (RAEME
FEREREGE, IME - BMER L OVTFINAISE O ZRIEYY) |, BEAVRHEEEGYE (BHi%) |, ke
BYWRE (i, MRS |, MBI (BN REMERR) |, MERENRYYE (B, 18
e, IR |, UHMERG 2, TR RCRIEYYE (MRS 1%, A he=x Y — koAl (7
5 V— L NIREE) THESER L TWD, A k=&Y — LERFIOR G TIIHERIS DA kr
=X U RNEEMFICAD T2, THHOFEEBICHR L TROA & FRICAIER IR T 5,
L7235 C, BOFIORMANBKREET, ABRIENMIE L 72 5 BE ISR LTI, BE ORREIZ2 )
DOTEEGARER A hu =Y —VERFODRITENE B2 D, £, MTTRGYE, B S ErRE
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PHEISIRGYE F L OV A - Dﬂﬂﬂﬁﬂmmfifbﬂﬁ?/~wﬁmﬁ TS A2 L TR
W3, 1.822.4.1 3, 182245 HIB L8224 11 HIIRT L HIZ, A b=y —/LETinb
BRI L CHOAIMER IR T & 5,

1.8.2.2.4.1. 1 FERRGAE
o JHRBHOMEIERL - BUILE, JEGME LIRSS
UME 13 & F & F ARRYYEICEINT 5 2T VERIESMEBERETH Y, WTINoMAeEMIZL->ThH

TR INBED EFE X HILD, Bacteroides J&=° Peptostreptococcus J& 78 E OBEKMERE N RIKE & L
TEZLNDHEITE, A b= — VERAER G L 2RPHIRFTE D,

JERGAE DN T IR0 O NI, RIM A NI SR 75 2 & T (vegetation) ZIERK L, %
TRERARIEIR & 9 B 2 MERUIEMIR T H 5, B. fragilis, Fusobacterium necrophorum, Prevotella
oralis, Clostridium &7 ENFERE & L THE SN TH VY, b OBKIEE 1Tk L CHETEME
ZHTHA MR =Y = LV ERARGIC K DRI HIGFTE S,

1.8.2.2.4.1.1. BRIRBRBRIC 31T B A RIERH
[EPN A6831005 AR

HEIENEYWIE O CPPS (28T, BRIAE &2 A fF L TUW - 8BRE A 1 FIERD BT, AgERE 12

WT, A bha=FYy—L@EFERAEET7 N TR oG TOT—4 L E 2 —RESHE

X DEERZFIE, EOT C 2k , TOC T MAE LHEINTEY, Eﬁzﬁuﬁ%’:/\ﬁw_ﬂﬁﬁ
PIRYLEICEB W TS A b =& — LIERFI O RPENTRD BTz,

S+ E MED-77-02-113 35

A== VERE T ) oA U EFRIRNEE S LTz & & o2t L OE % bk
L 72 MED-77-02-113 FRBRIZEBWT, ARMEREMEID 5 &, $A AFURE O 244 S H B MR E ©
boledDX, A b= —VEERE1A K], 7)o F~A L o WERE3S6HITho T2, Zh
54BN DAL, A b= =V ESREO 1 L TEZOREREOR] THY, 71U v
H<A L BEREO 3TV TR G TERMES X OMEZNIRE] Tho7n (2.733.1.1.23 HB
027332127

S+ E MED-77-02-074 35

A ha =& — VERAR X ONE ) RO AIOA R X O et % g L 72 MED-77-02-074
ARERIZBW T, BRIMRHMEG O 5 B, MAANRFOZKI4 DS ERUILE Th - 7= 01, %n%
Bl THoTz, ZNH26HIZHITD A Fu=F Y —LERAB IO (7213 ROAOEIE

26 BB CIEmCho7- (2.7.3.3.1.133HB L 02.7332.131H) ,

1.8.2.2.4.1.2. BRIRRFFRIZ 1T B A ShEFEMM

MFEREGIE 2 %5 & LT BRIRIFIEIC 81T 2 A 29 E% Table 2 (2~ L7z, BRMAEIZ %3 2 DB
W (VoA VT T OO ERS, B 7T X2 o EGETRII AR ARE)
EA Ru=F Y — VERBI MBI OO ERE (X ha=FY— b T I DR,
TrEL )y, Fuod<A v BIOA o= —LOHES £713A he=Fy — 1Lt
7+ 2 X AONHEE) % bk U7 AMERRRTSE (BRIRAFZE 1-4, 1-5 B8 XV 1-6) 12BN T,
A ~ha =& — VR S A O OF Y, MoOPTREIE L FRICE Th -7 (2.7.3.2.2.2.2
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TH, 2732223 HB L N2.7322247TH) , £7-, BUIER LT OWLPIERIZH L TA ha =4 —
v (FERFE IR OAD) &5 UAEBRRE (BFRZE 1-3, 1-7) IZ8W T, A bhr=
B — NG OHENED Sz (2732221 HBLN2.73.22255H)

Table 2.  MFERPAE IR~ 2 F hIEREAM - BREFA
fov By  RBRTY niRYE BBRE K Aok
SE AV D2Wi4
TR
EEIRAFZE  ShE IEEZAL, it MNZ*+TOB : 35 fil BN Th - I-rE OB E
1-4 THEHEMRE  HuE CLDM*+TOB : 23 f4 MNZ+TOB : 83% (29/35 fii])
#, CLDM CLDM+TOB : 74% (17/23 f5)
ot
ERARHEFZE  AME CTT XM,  #BFF2  ABPCHGM+MNZ®: 43 HEITH o 1-rE 054
1-5 ABPC, GM X7 {5 ABPC+GM+MNZ : 65% (28/43
BivazEsa=a PN R IIE CTT : 45 4 1)
CTT : 82% (37/45 #])
EREAFZE  SME MEPM %f  EEOREYE MNZHCTX : 95 (B 74 v—7 v 7o fa% 4
1-6 M, CTX OF  iE (Bufdie  ifnfiEld 29 i) MNZ+CTX : 93% (40/43 5)
H EEie) MEPM : 106 f] (BILiEIZ  MEPM : 96% (46/48 1))
35 Hi))
FERHRRABR
ERARAFZE  SVE FEXRHR PSR MNZ® B - 24 1) SR BAF T &b o 7o oEIE
1-3 I AE MNZ°® & {5 o OF MNZ B - 20/24 )
% 2 26 MNZ &l o ff i - 20/26
15
EEIRAFZE  AME FEXHRR FIE, O BEIME 2 6, DABERK 1 BB Th o BRI OEIAE
- PR il £ B IMLSE ¢ 1/2 151

DAREZ : 1/1 6]

MNZ: A b=V —)L, TOB: h7 I~ >, CLDM: 7V &~ ', ABPC: 7Tt o,
GM : #oB<~Ay, CTT: 8747 %>, MEPM: A0~ %A, CTX : B 7+ ZF A
a. SUHEFRENOBM L, EARERICEVROESITEEX T,

b. A bMR=FY—/LL500mg % 8 K¢l = L THARNEE G- L, 48 IRl B2 1T AL P Ak AL 51281 0 3 % 72,

c. H—T ARG FITATEEE

d.  EFE D RYYE 2RO R

e. SOBIF 18 FlILA kv =&Y — /LiERAID B FED I, 10 BHIR OGO, 22 FllEA hr =4
V= VER I O SR EN DR ARG # 2 7,

£ Rko®s

1.8.2.2.4.1.3. MFBYWEIZHT B A bu=FY—VvOFHEDE LD

1.8224 11 HBEXN1.82241 2 IR LXK 512, EWNEKRRE, FMERKRRERS X O9EE
RAFZED S, BUMFER X OVDNIRR IG5 A b =&Y — LR EOFRMENRENT-,

1.8.2.2.4.2. B2 « BGHAEARBRYIE

o JRRBHROWISIREA « AEMERFRGYE, Vg - Uy

“HiR,

1BIERRBE, M5 - B4

ik LOFINAIE O “RIERG:, OO A - IO " REGY, T AE

RTENE R RAGYIE O JRIR & 70 5 72 Bk, Clostridium J&, B. fragilis, Peptostreptococcus
anaerobius 72 EOEETH H, A M=V — /LTI OEIEME S REGYE O JRR & 70 2 Hek itk
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WICHRETEEZ A L TR Y, EIEDTRIEMERERIYEDIBIRIC A b u =4 Y — WERAIR G2 &
DNEDHIFTE D,

Wt BEBE (XTI 51 e TR Z D BEBYEDORII TH Y, WAEMEE LK T 2/MEHD 9 5,
e Bl T OIHIEEICIEDOHE, &2V, B A 2 LS D IMPERE 23 222G OfE R & L
TIRAE & 2R D5 G0 %0, RIS W TS IVZBEIER T A bu =2 — 7%
EZMENHEGR SN TND ZEND, A hr=F Y — VEFARRGIC X 220RA IR T 5,

IME, BMED T IRIEG: L I3SME R ESORME B IR AT A BYMETH Y, BB IR D
B. fragilis, P. anaerobius, Parvimonas micra 72 EDNVRESNTNDY, £72, ObA « BED K
BRI, OO A, 1BEmICE, R, MR, &, BUER EORYERD AL HIRETH D,
THIEBBRE ZGRE LIRS I2 X D &, Peptostreptococcus &, Clostridium J&,
Prevotella/Porphyromonas J&7¢ ¥ 3R STV 5% 2D K& 5 I124ME - BBl L OFFAIED —
WG, 726N, "B A - 5O “REEICB W THIREMER OB G AHE SN TEY, £7-,
TUREGE N Z D &0 e BAFE, RURBAEIE, F700X, SERMERETH 5504, &0
AIO AR SR EE 22 FAE A & 22 D ATREMEN BN £ D, ZHOEBICH LT, A ha=FY—
NAERFIE G XA WRNWFFCTE 5,

FTo, HAEIHGHKYEE G- 5 BHIED L « #EHHAREYYE Ch D, Clostridium 1477 A 8
JHIX, Clostridium perfringens, Clostridium novyi, Clostridium histolyticum, Clostridium sporogenes,
Clostridium septicum, Clostridium fallaxa ® 6 TEFHDOE D RKE & 72 > THIET D, IE Clostridium
M AT ABEIEIX, B. fragilis, Porphyromonas asaccharolytica, P. anaerobius, E. lenta 73 £ 3 FIKH C
& %, Clostridium Y77 ABHE X K OIE Clostridium Y77 ZABEE DWW U I\ T S BEUME R 23 B8 5
L, MWEHIERZ M, ORI ORMAZSEE e EIERE LR D REENRE N &b, Thb
PRBIZXI LT, A he=FY —LERARGIZ L RN R TE 5,

1.8.2.2.4.2.1. ERERBBRICI81T 5 ARl
4+E MED-77-02-113 354

A M= = VEZT ) o E~ A T o ERIRNEE S LTz & & OR2MR X OVE M2 Hig
L 72 MED-77-02-113 FRBRIZEBWT, ARMEREMEID 5 &, A AR OZKI4 3R 3 J OV &
FRMBYYE CHH-T-D1E, A b=y — VR 1148 5], 7V v X~ A > FhHEE 16/56 i
Thotlz, 2B 2THNCBTHEMEL, A bu=F Y — L& 5RO 10/11 il TEERE IO
AR ZRTEE ], 111 BN TERRAEm O &) THY, 7V X~ v o R5EO 12/16 Hli% T
RIS KO FRTER . 116 BillE TERIRAIRIED A , 1/16 BillL THIE R OA) |, 2/16
Bilix TR Th-o7- (2.7.33.1.1.23 HB L 182.73.3.2.1.2 H) |

S+ E MED-77-02-074 35

A b\ =Y — VR KON (E 7213 K O FI O F MR X O M A ik L 72 MED-77-02-074
RBRICHBOC, RGO 5 B, MARANEEOBWA DR L ORI YE T - 7
DX, 43/158 I Th -7, TN BHICBITAIA be=FV—LEHABLION (-3 &N
AIOA VL, 41/43 BT RN, 1/43 BIC BT HOIRIE ), 1/43 5 TR Tdh-72(2.7.3.3.1.1.3.3
HPBLW2.7332.1.35H)
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1.8.2.2.4.2.2. BRERBFIEIZ 3T 5 A 054

FZIE - HCERREAR IR 2 %52 & LT BRIRAFZEIZ 31T DA 2% Table 3 12~ L7z, BEIRIFME & K
QIEBHFIIXT DA br=F Y —v (FilEFE) L7 P T7xRY CofffiigGLEF L) v
ST T TR ) U LB g U T ANERR RIS (BRRIFSE 1-9) I2B8WT, A k=X —
NeEv 7 NI TRV COMABSIX, TN ST T T U ) T AL RIRRE O A
RL7E (273222771

H PR OIBR . DAY,  FAE O AR 2% 36 KX OV E YIBHANE D OB 7%, JTREFE O
YNNI B S IE VRS, MR RS X OREMAVE FINAIRY,, hIEEZELICXT T 5 BHIE% O
BB, EAGEAPASER B LOBEICR L TA ha=2 Y — ks FHEE I3EE -+ 0)
SNAMEREEIZE (BRRATSE 1- 8) IZBWT, 5/6 Bl CIBHNRD bz, £z, #HEKMEEIC
Y LT IR BVERE I L TA b=y — vz 8h (kN S50 b0 & 5128) 0 B
Z) UT=AMEEGRMFIE (BERMFIE 1- 10) (2B 2T RIT 21.2% TH Y, L FHEEBH THA
PR Y: LT BE BT 0RO R (1FIF 100%) LD HIKWELERTH 72 (2.7.3.2.2.2.6
TP L 2732228 1H)

Table3. B/ - EREFHEMRUBILE (33 B AR IERFAR : ERARAFSE

oy BN/ R B2 - SEHRRBIYE DB MT 4 HREK Ak
SNE T4~
B
BRRIFSE  AME CVA/TIPC xb BERIEME B R YiE MNZ+CTRX:36 #5547 H OIRR
1-9 IR, CTRX f# i 2
H CVA/TIPC : 34 f5l MNZ+CTRX : 72%
(26/36 1)
CVA/TIPC : 76%
(26/34 151)
FExt AR
ERORAFZE  AME FERTR M e OB ORISR, TARE 6 41 ° TRERED b7z
1- 8 DO RIMHRRMENENT 2% 36 L OV E ) WA DEIE : 5/6
BRAIRE L O S, TRHLFH O &Y i

PEALE BRI VETE S, AR ARSI
K ONEERSM B TR ke, Tk
SEFLIT RS9 % BARE R O TRED AL
G, LA R X OMRYS

ERRAETE  SHE FERHR BESVER IO Ye LT IRREPRAME R 33 61 ° T LIl o
1- 10 & FE - 7/33 1

MNZ: A br=4>Y—)L, CTIRX: ®7 N T XY, CVATIPC: FHNL VY /0 TFT T LI T A
a. 6B 2 BIEFEHE, 6 BT 4 FHIFHED DR DITHI Y B AT,
b, RN E G B A B GICEI0 BT,

1.8.2.2.4.3. FIJ& * BGTHRBIVEICHTEA bu=F Y — LoD E LD

1822421 HHB XN 1.822422 HITR L- & 912, AMEEKRERE L OSERRRZE) S, B
PRIFTE TR, BMER KL ORIMERG,, MK, #REMEE, B PIRAIRYEICHT 5 A b e
=B = VOFEIENR I T,

1.8.2.2.4.4. B BHESURYAE
o JREBEOMEINERLY  BRER, Rk
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

BAZA U DM g R, BB I O YR, MUliges OB E R EUSE ) D DO MIZ K D 6
D, MATHEECPERIF L S B OB KL ENZ, JRFE & 72 28R & LTS, dkE
77 WGEEKEE, Bacteroides J&, Clostridium J&7232% <, ¥ElZ B. fragilis D> =B TR S 41 T0
%o BB E CHRFREN LT D X e ftlifas O EIRGYE, MBS B L OVFITE O F Rk
IZBWTIE, BEORENS &b EEETRAADORANKETHL Z N2 EBZIbh, 2
DI IRBEICKI L TA Fr =&Y — VERBIOFGIC L 2R BB TX D,

1.8.2.2.4.4.1. BRERBRBRIZ 31T 5 H 2R
41 [E MED-77-02-113 #B#

A M= = VEZ T ) o F~ AV o ERIRNE S LT & & OR2MR X OVE M2 Hig
L 72 MED-77-02-113 FRBRIZEBWT, ARMEREMEID 5 &, A AR OZKI4 3 F 8 L ORISR
YUETHHT-DX, A ba = — L ERE 248 Bl (TN ERER) THY, 7V v H~f v
B HRETITE B L OBEHIRYYE & W SIS 1XW e oz, A hr= Y — L& 55 2 f
BT LA, Wb TR L OMEZIERE] Tho7e (27331123 HB LW
2.7332.121H) .,

S+ E MED-77-02-074 35

A ha =& =V ERAR X ONE ) RO AIOA M X O et % g L 72 MED-77-02-074
BRI T, ARIERHES] O 5 HHAANREOZ K4 23 E B L OBHEIBRYYE Th > 7= DI,

5/158 B3l ({LRARMEBAEISE - 2 51, s : 2 B, RYMEN TREBAHET - 1 61) Tho7e, ZThn 54
WZBITD A hr=F Y — VERBIB LD (7203 B&oFloaahitix, 3/5 60 HEm , 2/561
LiEMBE R L BBER D% 1 ) TIHES) TH-7- (2.7.33.1.1.33 HB L0 2.7332.13H),

1.8.2.2.4.4.2. BRERFFFRIC T 2 B Shit vl
HE S 2HVED B. fragilis TEGIE  (EBER & £ 0 REFEIRIFIE SRR ZGT) IZBWTA e
=&Y —)®1 8 1EERES (FIRNES) CEERERS FIRNES 23R 085E) TORRK
WRAE Vv ha AT T 0 T U7 ANERRIRIFE (BRIRIFFSE 1- 17) ([28WC, BHE 2H D
B. fragilis J&YIE (B BER % F£F 5 REFE R TE R 2 & Te) 12, A ha=F Y — L EHI136%)
ThdHI RSNz (273222151H)

1.8.2.2.4.4.3. BEAREBBIYEICN T B A bu=FY—LvoFEHENE &

1.8.22.44.1 THIZR LT L 212, #EHIIV b 00, B L OBEHIRYE (BH%, bR
BIEI 40 L OV N THERIER) [oxf 3D A bu=& V' — ViERBIOBFIMEN RENTZ, £z,
1.8.2.2.442 HIZR L= X 912, AEEERMIENS, BEE2HVED B. fragilis JEYE (BHR %
£F D R PRI TE R & G de) 12, A hr=F Y — &b IR S £ 72030 #5) 1%
BHHTHDHZ ENREI T,

1.8.2.2.4.5. B BIRSERSIRBRYE
o REBEOEIGEEL - Wk URPLEBEZ%, RKEFERSE &)

H SRl e C OB E B B BT R R & <, BRSUMERERFA OB A 5] i 23, 2007 4RI
ENTHEM SNICREIZ LD &, MPERIZEB W TR S LT8R 1 Prevotella J&,
Fusobacterium J&, Peptostreptococcus J&72 E ThH D, PR OIEHIL, W@HEITRAOEDOHHET
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

FOTh BN, BRI JIERNEEOB AR, FRASTEE Th 5 MHEEIEEOR AT, £ k

1.8.2.2.4.5.1. BRRRBIZ 31T 5 A M
ML

1.8.2.2.4.5.2. BRERFFFRIC 1T 2 B Shit vl

VRS YSE  (RRABEALIE, FH TR 26.1%, mAKEFHDY 14.5%, WHSALFFIFRAS 11.6%, FH F 23
10.4%, WHSATZERAN 3.5%, H THRDS 2.9%, SUERTG, SHEMRES X O34 0.5%, AHEIZE &L
SHDOD 13.9%, MOEEEEHRN 15.6%) ([ZXFT 27000k %E, L ke AT 7 0 TICEHE
L 7= WG IR ZE (BEERAFZE 1- 13) IR W T, A hr =&Y —L (B HRREEAR) 2 & e rdsis (7 v
U S ANNT Z R A M= = VOFREEE TR N TRV A hr=X
V= VORERFRE) OAMENRTRENRTWS (27322211 1H) |

1.8.2.2.4.6. MR BSRRYLIE

o JREREOMEINERL K, MRS, EMR

MRITBHAETHEL DEEDOAEMEE I EFO—D2>TH Y, 23FIZEE LN EA THAENTIX
Wi TSR | L D RREEME G R AN L T\ 5,

RGN E MR LR RTEIC LV, MG EE - BifE %2 & 7= L2 2 L CLERWNIZIE DT
MERBDDLERTHD, TGS, OENEIEREOMEETH Y, 1BEENITERNANC LY
BRI,

RN, MG K> THIBER S Z 0, L7k o o CHIE 25 EE L 72REETH Y, &
JESIRIETH D Z & n, ERANC L DI ELE LT 5,

PR AR GUIEIC IV T, RrICRRMEMENT 2, BEIEMENGZE, DS, MM/ C B R 57 5
EENTWD, MR ZREYLIE ToyBE S D BEKME R 1T Peptostreptococcus &, Prevotella
melaninogenica, Veillonella parvula, Prevotella intermedia 72 & Toh V), T DIF & A & D EEHE G
T, RRICAFRIER & ORGEEYD T5% L 20, TERANC X DI E e EAEO MR BE, il
R LOMREE ICX LT, X hr=g Y — WERAIOR G L 2R B I TE 5,

1.8.2.2.4.6.1. BRERBIZ 1T 5 A S M
MED-77-02-113 X5k

AR =F = VEZT ) o F~ A T o ERIRNE S LT & & OR2MR X OVE M2 Hig
L 72 MED-77-02-113 &BRIZEBW T, ARWERHEF D 5 B, #HAAFURE D244 03 B AT R GLiE ©
Hol-DiE, A vr=F Y — )V 5RE 548 B (RS : 361, Mgk : 16, B 160) , 7V
A BERE12/56 B (WG - 6 51, Mgk . 561, IR : 141 CThotz, Zhd 176
BIFAEMEE, A bu=F Y — 58O 55 0T THRRAR X OHIE2RER] <
HY, 7V A GO 9/12 T TERRIIF L OWE FRITEM ), 112 FlE TERIRIITE
WO, V1260 TEZERO ) , 112 61% TR Tho7- (2.733.1.1.23 HB LW
2.7332.121H) .

MED-77-02-074 #45&
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

A ba =2 — VERAR X ONE ) RO AOf M KX O e % 59 L 72 MED-77-02-074
REBRICBWT, ARG O 9 5, MAANEEOZ N4 2 MFEIEGYE Ch - 7201, 12/158
Bl (g - 85, MM - 241, B 2 6]) Thotz, 2D RHICBITAA ba=FY—)1
HERAB IO (7213 RoFoFMEE, 26T el Tho7z (2.733.1.133HB IV
2.7332.131H) .

1.8.2.2.4.6.2. BRIRRFFRIZ 1T B A ShiEFEM

IR SRIERGUIE 2 X5 & U T BRIRIFZE DO A 2 MERFAT 2 Table 4 127 L7c, MR ZRIEEYYIE RS 19 B %
GUEEDBYYEREIZHT DA aXR &b LA vy —)b (R—7 A8E £ 71380
) L7 XXy AO0HBRGEOARER L O % el U - SMNERGRAFZE (FRRAFSE 1- 6)
IZBWT, A b= — b+ 75 XX A EGREE A v _XR A GRECRIERO A ZIZRBFR

iz (2.7.322245H) £, MR, MRS, RWEOMEREGSEIVEIZA e =4V — /L&
RN B G- F 7o 13 e 5 U 72 AERRIRAIFSE (BRIRAFZE 1-7, 1-8, 1-11 BX OV 1-12) 1B\ T,
A b=V = LOENRD b (2732225, 2732226, 2732229 HB LW

2.73222.101H) ,

Table 4.  PRIRANRYE (233 2 A MERHE  BRIRAFA

Y 4 E A/ Y 4 PR AR Y HREK bt
S FHEL vy EOBK4A

B
BRRMFSE  AME MEPM R, BEEOKY:  MNZ+CTX: 95 ] (FERSEY: 74 u—7 v FHhi oA
1-6 CTX #H it (PR 2R EIT 14 61) Zhag?

YiEZ A de)  MEPM : 106 5l (FFLEREYLE  MNZ+CTX : 93 % (40/43

1% 5 1) %)
MEPM : 96% (46/48 #])

FExtRAR
ERRAFZE AME FExR Fifili BEEDZRVEREEE - 1 451° EE R RGBTz,
1-7
ERRAFZE AME FExR 6 B Ml 2 6) , SEAEOMMMERRMENER  THE80 b =i
1-8 KRB LOK[E OIBAIEL OGRS, KJESHEE OFIE 56 #

FENZ K DB B M O PR, RRMEME T2 35

T OYAEEE, FRB L Ok (% 160) ]
ERRAEZE  SE FEXHR s, W, RERRZS IS X OVEImE < 1 451 ¢ FELC L 72 DS 05
1-11 ST
ERRAFZE AAE FExR JliREs, SESEPEMiZE, MM - 13 1 ° TR SFR O BT R
1- 12 DOENE 513 4

MNZ: A hba=%>—)L, MEPM : A~ %A, CTX : B 7 4 #F T A
a.  HEJEORYYE RO

b. EOfs

c. HARNEEG DR OBEIZYI0 Bz

d. BARNES

1.8.2.2.4.6.3. MEBRBERIUEIZ T B A bu=F Y —LOFEHMEDE &

1.8.224.61 B XN 1.8224.62 IR LT L 912, AEEKRET L ONERRIEN G, B
BE DRER SRCYLIE, e, MEE, MBI 2D A ha =&Y — L OFMENR ST,
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

1.8.2.2.4.7. Tt A FE AR YWIE
o JHEWEEOBICIEEL  BRNENRRR (FENKY, FEAMBSRE, FEERAE)

HRANZIENRE (PID) 1%, +8, FEfMES, ST, B, 777 A6 - BEtreEse
BT/ NE RN ORI EGUIE DIBFR T 5 ENOFALEME R 2 AT 2 BRI & 725 2 &
WL, A bhu=2Y =L ORI X DB HER Sh TVwD,

—77, THEER, HDWIETEBERMRS, BRERR £ TER LIEROBEWGEC, Rt
72 I XV HIEEO AN K E 26, S O1E, BRYA EEFICHE 0 TR PSS, T E DR
ZRIE L TV DEEITIE, ERE RN SE T 572D EH ATERIC L DN EE LN E &
LTW5, PID ISRV G T 2B N LW, A br=Y — LERFIOREIZL 5%)
RPWFTE D,

1.8.2.2.4.7.1. BRIRARABRIC 31T 2 H R AR
[EN A6831005 AR

A6831005 FRBRIZIBWNT, PID @ CPPS IZBIT D A ha=F Y — LiERHAIE 7 R T %V Ot
AFETORKRDE (%) 1L, EOT BLUTOC DWW 90.0% (9/10 ) (95% (48X
M 55.5%~99.7%) TdH-o7= (2.54.1.512H) .

S+ [E MED-77-02-113 X5

AR =F—VEZT ) o F~ A o ERIRNE S LT & & OR2MR L OVE M2 bl

L 72 MED-77-02-113 &BRIZIBW T, ARMERHEF D 5 B, A AR OZ W44 3 im NFHEYYE ©
boTeDIE, A ba=FY —)VEHRE12/48 5] (=N - 76, AIERY: : 2 6, =566
GRS 1B, MR - 1 f, BRERK 1B, 2V~ R ERE 1056 Il (TENRES - 7
B, BUERGE 1B, TEERsaaRA - 16, JREIREARE - 1) Thotz, Zhun 2261
BIFDEMEL, A ba=FY — L BHEHO 208KV U o F~va U EGHEO 10 fllzB 0
T, WiInh TERNE L OMEF2MER] Tho7- (27331123 HB L 02.733.2.121H) .

MED-77-02-074 #45&

A hu =&Y — L ERAFIR L ON(FE 7203 B OBl oA s X OV 4 2§ L 72 MED-77-02-074
AERIZBWN T, BRMERHEF O 5 6, A ANEEOZWI 4 23 m NFHEYYE T - 7= D1, 39/158
B (FENER 196, TENEmER 9 Fl, FEWmRsE - 4 61, IVEIIEREEE 36, TEWN
JBE - T RS ORARZS 1B, TR 1B, KEEEIEE - 1 Fl, = BERRE BB - 1
) Tholz, TNHI9BNTEITHA b =F Y —LERAIB IO (7213 BoFoah
%, 36/39 BT [VEH) , 139 BT [Epeiei) , 239 #iIC &%) Th-o7 (2.7.33.1.1.3.3
TP L 2733213 1H)

1.8.2.2.4.7.2. BRERRFZRIZI31T B A $hid 57l
LPEA I SHRYYE 2 3t 5 & LT BRIRMF I OB IR (Table 5) (278 Lz, BHARNEYYIE DTG
kT A hr=F Y —L EEIRNEG LR OFREICH D EZ) L T I~A Ot S
L, VAl NT T A DU O ik U 72 ANERGIRAFSE (BRRIFZE 1-
14) ITBWT, A=V — ¢t v T I~ OAEEE, 7)o F~vAv v v T o=
A OPREE L RERICAESI TH -7 (2.73.222.125H) , F7-, ERFABEIZEBWL TR
PEE & 0B L7 T e NG, B eSS, TEfTEaRR, TEEERSARR, FRERER R L
PFIZER CONFIDENTIAL
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

ERBIZ, A bu=FY—/ GUEEFE) ORKREZBRT L-ENERE (BRI 1-1)
WZBWT, X b=V = &E51250 813%DAZENB D LN TWD (2.73.22.1.11H) ,

I BT, BE/2HMNO B. fragilis EGE (BN L OB BNV EZ 5T 128\ T
Ahp=FY—101 H 1B (EIRNEE) 8RS ERIRNE S E 72138 0&5) ©
DEFRNFZ V b a AT 7 ¢ 7l U7 ANERRIRIFZE (BRRIFSE 1- 17) ([28W\WC, BHE 42
B YD B. fragilis FEGUE  (BBENEGE L OVEBNEGSE W2 5 T) ICA ha =Y — LITEY)
ThdHI RSNz (273.222151H)
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

Table 5.  ZiEASERRRYLVE ICX T 3 AL « BRPRAFZ

R E N/ REr AL TR AR RYE D HEREK Ak
NE FTHEL 24

HERR

ERARMFSE  4ME CLDM xR, EMPNEGYE (75 MNZ+TOB : 27 fi° RIS

1- 14 TOB ff /i fEse, FEWNFEABYX CLDMA+TOB :204]* MNZ-+TOB : 96% (25/26
O, PID, fiiéE )
HEPNREY, 2R CLDM+TOB : 100%
1L, SEITRE)

FExt AR

ERRAFZE  EAN FEXR TENEGE, MEEK, 48 41 B CEDH+HD)

1-1 BAEPREYE, 1A UM ¢ 25 5] 81.3% (39/48 #i))
BERSR, TEHEGH PERREE © 23 1 FARRR LTI 19/25 1
K, EAESENER R L B FREEE T 20/23 6

MNZ: A ha=4Y—/, TOB: h7F<A3>, CLDM: 7 U &~ A 3, PID: BHENKIEMLEE
a. FFIRNBEG OO R G200 B 2

1.8.2.2.4.7.3. THAFEBRBIIEICH T DA b= —VOBEHEDE L

ENE 3 tHEBR (A6831005 3XER) 1I2HBWNT, PID IZXIT A A h =&V — LIESHIOF LR
o (1.8224711H) . I51T, 1.822471HBXN1.822472HIZ - LI=L 21T, E
PR IS L OSNEERRIETE )N &, PID % & T o5 MR N REYLE ﬂ#é%kuw&/~w®ﬁﬂ
DR ENT,

1.8.2.2.4.8. BEHENRYIE

o MEBEOEIGEBL - EESK, EPENRE, HFER, HEKX, TR

AR - %EK&E®W%®*&W&& KBRS, H -+ HEBEESELe EOELE S
L, APEHSER - ISR, IR/ EORF « FHERYYE & W) o 72 I N GYIE 1 X *h%ffa
b%héﬁf@mwﬁhilmmffﬁé %@ﬁliﬁk£W%E-®EHW~®ﬁm
HLONRETHY, 7T LBRMRE & BEEIER ORSEYN L\, BEENEYSELT, A %%
DERATFHNULE L R A EERFEBTHY, TOEIIBEDOLIRIENE N LB NRBAR
AHETH DT, A ba=F Y — VERARGICLD2IELPPREFTE 5,

1.8.2.2.4.8.1. BRERRABRIZ IS 1T 5 A h 57

=N A6831005 kR

A6831005 FRERIZIBWT, JEENRYYED CPPS IZBIT A A hu =&Y — LiEHAE 7 ) 7%
VOB TORERE (B%2) 1%, EOT T100% (19/19 f5l)  (95%{Z#EX L] : 82.4%~
100%) , TOC T% 100% (20/20 1)  (95%(EHEX[H : 83.2%~100%) TH->7= (2.5.4.1.5.1.1 ) ,

S+ E MED-77-02-113 35

AR = VET T ) oA U EFIRNEEE LT & & Ot KO 2% 2 75
L 72 MED-77-02-113 FRBRIZEBWT, ARMEREMFEID 5 &, $A AFLREOZKI4 DIEFENGE C
boleDIE, A bu=xV— VR 17/48 ] (BBEIRE - 8 1, REM%K 6 #, ML : 14,
HAES 1, E%x.lm),7)/&74//&5ﬁlﬂwﬂ(@ﬁ%:8m,%ﬁ%%
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

B, FPREE 16, RIER 16 Thotz, Zhb RBNTKTLHEMEE, A hr=FY—1L
BEHEED 1517 Bl TERR I KOS Fr0Ta) , 1/17 BillE TERIRAIRIE O A4 , 1/17 Bl [
Zh THY, 7V H~wA R ERED 9/15 Blix THERMR X OYE 2001, 2/15 ik T
IREBE DA, 115 BiliE TR FR0Em o), 3/15 Flix 1)) CTh-7- (2.7.33.1.1.2.3 31
BELW2.733212H) ,

MED-77-02-074 3X5&

A ba =2 — VAR X ONE ) RO AOA M X O e % g L 72 MED-77-02-074
ARERIZBW T, BRIMRHMEGI O 5 B, MAEANREOZKIA DEVENEYYE Th > 7= D%, 23/158
i (MRS - 8 I, REENEIE - 8 5], BARMYE . 74) Thot-e ZhE 23HIHBITAHA r=
K — VERFIRS XY (7203 &ROFOFEMEE, 2223 BT [TEH , 123 #1<T ME%)) T
Hotz (27331133 HEBL2.7332.131H) ,

1.8.2.2.4.8.2. BRIRFFFRIZ 1T B A ShiEAEMM

R NIRRYLE % % G2 & U 7= BRIRAIFSE O A 2h 3T & Table 6 (27~ L7z, B D RGN EYLE DR
BRICBWTC, Abha=F =L F o< OfffEG L, 7V E~xA o< A
‘//03{#)%?%5 (TN HEARNES) OBFZIER L OZerE% i U7 AMNERRRFSE (BRI
ZE1-15) IZBWTC, A hu=FY — )L Fo <AV OFREGIE, 70 v F~A v by
2<A //@{%ﬁ%#ﬁ%kﬂﬁi CHE#MTHoT (27322213 31) , £z, FEREMEEE{LYEIRE %O
BEICR L TNy a~v S v EEA be= &/~w%%mﬁﬁbt&%@ﬁﬂikivﬁé
i%nﬁﬂﬁbtﬁmﬂ?ﬁﬁ (BEARIFTE 1-16) 12BN\ T, JFUSMHERELMERRERIZH LT, A hr=F Y —
MMINRa~v A o ERRRICEI Th 72 (27322214 H)

I B, BHE/EHMO B. fragilis JRGIE (MEFENEG: NTIRE, BEVENESE N EET) 128
WTA ha=FY—1Ld1 [ 1EEE ERNEE) & EHRRES (a%ﬁﬁm&ﬁit R O
TOMEREEZ LV b AT T ¢ 7|2k U 7= E RIS (BERAFZE 1- 17) BWTC, HE/
2HVED B. fragilis JEGE (ERENEYE TFIRE, MERENREYLSE W2 &) 12, )‘ =4 —
WVITETHD Z EmnEni (2.73222151H)

Table 6.  MEREPIRIWEIZ X 2 A ZhHEREA - BRIRATZE

R Epy/ R P GE D BBRE K Aok
SE FFEL 24
HERR
FRERIFZE  4E CLDM xR, EAEDOMEENERYYE MNZ+GM : 72 fi IR+ deEOHIE
1-15 GM &S (B, FERE%K, € CLDM+GM : 69 fi MNZ+GM : 94.4% (68/72
JEPNFRGED Y A7 g %)
HV) MNZ+GM : 37 4l CLDM+GM : 95.7% (66/69
CLDM-+GM : 30 i 1)
RE RS

MNZ+GM : 30 #1
CLDM+GM : 31
HERENEYED Y 2 7
»HY

MNZ+GM : 5 %
CLDM+GM : 8 i
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

R Er/ R FEREPRGSE BBRELK Ak
SHE i EALE)
ERRAEZE  AAE VCM xR FURMERE(LPERR A 2 35 451 ALP Off =&
1-16 MNZ 250 mg : 9 4 MNZ 250 mg : +13%
MNZ 500 mg : 9 {4 MNZ 500 mg : -33%
VCM 125 mg : 8 14l VCM 125 mg : -43%
VCM 250 mg : 9 14l VCM 250 mg : -40%

BEILELDIETR
MNZ 250 mg : -20%
MNZ 500 mg : +6%
VCM 125 mg : -33%
VCM 250 mg : 0%

MNZ: A ha=FY—L, GM: X Z~<A, CLDM: 7 Vo H<A >, VCM: N a<A 3, ALP:
TNV T AT 7 Z—F
a. RENEL5

1.8.2.2.4.8.3. EEENBIEIZHNTEHRA brn=F Y —LOEHEDOE LD

EINE 3 R (A6831005 #EkR) (28T, REFENYYEIZXT D A b =&Y — L{EHFI D
HIMENTED S (1.82248.11H) . &6H1T, 1.822481 HB LN 1.822482HIZRLI- L
2T, AEEERRBRE X OSNEEREF e S, REIESE, iR, SaiEg, IEMEg, AH5ER,
NEEERICKTT A A R =) — L OFENED RS T,

1.8.2.2.4.9. BRYEBR (RERIEBRR ZS1)
o JREIRHOWEINERL - RGP R

PUA SRR FRE - IBRIT, &G SNPEERPBNEEEBELHILL, Zo&5HRImEOR
FENBFHIE L CRIET HHDOTH Y, C difficile DEET5HDONRE, FHHEEA C difficile D
BRI X 2 BB B THE - IBRITBEE b & <, B L TRERERIBRZ S SR 2
k 753‘&)60

C. difficile DFREEIZIL, ENTIX C. difficile DRBRNIEGLHE 1 2R L, TR 2V a<
AU ENDD, BETIEA M= Y — i3RI L 7o 5T 55 BRICE W TR
A ha = — U ORI DG RG R SR T D 2 LTV 203, RRZBIE DSE O C. difficile
Yz LT, A ha =X — VERAI O G2 X 2R N CE 5,

1.8.2.2.4.9.1. BRIRBRBRIC 1T 5 B 040
ML

1.8.2.2.4.9.2. BRERBFZRIZ B 1T 5 A 2 3F4H

C. difficile B39¢ ({AFEIEGAR) OENESE 10 BB 5 A e =X Y — LiEREBIOFHES L O
et E et LT EWNERMTE BERIFZE 1-2) 128\, BRMWEIRER 3 6], B%h4 4, L)
1%, REA2@ICTH-7- (2.73.22.12H) .

S HIZ, HIED C difficile lGRIZHT D A hr =Y — VERNE G- ORE L hr 27T 4
TR U7 AMERERAFZE (BRIRAFZE 1-18) 12T, A hr =&Y — /L OFEARNE 51X C.
difficile R BEF T L CHNRIBIRIETH D Z LR Eni: (27322216 1)
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

1.8.2.2.4.10. X PR RIRYLIE
o JREREOMENERL  AVIEERERESS, M

N

FRRRAR R R ORRYYELL, BEMER, MMZc, MMM, MR TR 3 X OMEBESMER Ch 5, Fmie
RBEGIEDRIR I ZIL D=0, ME, BE, RRBIOY L2 Bicklsh s, Hst
W OBEIE, BB TE <, MEME (BB BEE% CIIIERICH TH 57, BN LS ND
WAL, RN T NGTEERES, Prevotella J&, Fusobacterium J&75 E OBIKMEE N L <, B
DOBENER, RaFsME L Y ERE  (Streptococcus milleri group % & 1p) 3 L UOMFEMERE (L
EKE, M7 FUKERE) L OEEEKYTH S, EHANC X 2 0IRFEZICIER O AN &5
SINDHEELH LN, WKKD< 5D P BE TIFHRFIC, A hr =Y — W ERAIRS
WX DENWIFTE 5,

BERER T I TR, BEKMERE OB G113 1% KM TH 0, BN S T 25513, Fusobacterium
&, B.fragilis, BN T LBEIEEREE, Clostridium B3 R RKE & 725 °, BrkrEE o513
DIRNb OO, BEMEREICENTZIIE A2 AT 2 A hr =8 — V3SR OB 57 5 M M
BEER DIRIRICAEH CToH 5, L7223 > T, RERENE RO 503 W E e B TERIR R B3 12
XLT, A b=y = WEHARGIC L DDERIFTE D,

1.8.2.2.4.10.1. ERERBRABRIZ I 1T 5 A 214
MED-77-02-113 X5k

AR RIRGHE D PR E 1T\ o T,

MED-77-02-074 #45&

A ha =& — VRN X ONE ) RO A OGRS L O a2 g L 72 MED-77-02-074
RERIZ BT, HRMEREEFI D 5 B, $LAATRED 2 W44 D3 FHAF IR RIEYUIE Th > 7= DI, 6/158
B (BEREZS 4101, BMIESE : 2 65) Thotz, D 6HICHITH A bu =&Y — LA &
W (F7213) BoFloFRMEE, 26T e Tho7m (2.733.1.1.33 HBL1U2.733.2.1.3
)

1.8.2.2.4.10.2. BRERFFFRIZ 1T 5 B RhEFEAR

MBS & 2T S, B 7 4+ 2 X ALK VIREEZ T T BE ZXRIC, IBBRIEOR 5, #EiE
K=, PHRET & BEE LR ERB LOEWERIZOWT L har AT 7 ¢ ZIZEHE L 7= 4 E
RIFTE (BRIRAFSE 1-19) 128\ T, BIREIZ X 20T RIZLIENCHE SN TWZE TR L D LK
<, Ahp=FV—) (BHEREORHEH L) L7+ %X AO0HEERD, BMIEBBEIIEWE
BRHDZermEniz (27322217H)

1.8.2.2.4.10.3. FIEMHERBEEIZHNTEIA br=F ) —VOFEEDE L

1.8.2.2.4.10.1 THIZ/R L= X 912, AMEEERABRICB W THIFEA S X OMBE IR 25 A hn=4&
S IV DOFEN TR ENT-, F77, 1.8224.102 IR LK 91T, SEERMZENS S, A b
=X =)Lt 72X AOMREER, MEEICEWIRNS D Z LRI T,
1.8.2.2.4.11. H - O EEGEIRRYE

o REBHOBIKRES | W - DS I 5 4 MERYYE
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

PR - PPEREBURYYE DL AXMEERYYWE TH Y, L ZITHEmMERR, HURYYE, BEIEMERIREK
7 EDEERMGIEICTIET D 2 ENH D, WHERIWE DR E O K0 AENELEE TH Y,
F 72 RIKH X, Stereptococcus J& (Streptococcus milleri group, Streptococcus constellatus, Streptococcus
intermedius, Streptococcus anginosaus) , Peptostreptococcus J&, Parvimonas J&, Peptonipilius J&,
Prevotella J&72 © DHEKIMERE CTh 5, BRI, WETREENRD O, ERHANC X DIE5RA0E
IRHPEEIEDN b BAE O MR GYE BF X LT, HEIEREICENTZ A N2 AT DA bn=FY —
JAESRF OB G L 5RDBHIFHFTE D,

1.8.2.2.4.11.1. ERERRBRIZ IS 1T 5 B AR
ML,

1.8.2.2.4.11.2. BRERRFFEIZ 331 5 B ShHEFEAM

AP FRYYUERE AR RICA bo=FY —)L (RO#E) L=V ORI b L4t
[EERRMFTE (BEPRAFZE 1-20) 2R\ C, St FRYLERE 37 01 (BrEHEEREL . A ha=
E— NG RES ], NX= U EHRET B, SPEIROSEYE - A ha =&Y — VB 13 4,

NR=v U REREE 12 6 ICEROESFIEERO ST, A hr=F Y — I = ) o b AR
WA THLZ & (27322218 H) , F7o, HEEHEYWE (MEAIBALIZ, FE A
26.1%, RHEEPHDS 14.5%, WHEALEEFRAY 11.6%, 0 T3 10.4%, WHEAZ RS 3.5%, H TS 2.9%,

KBRS, SEEIRES KON 0.5%, TREIC RS E DN 13.9%, HEBEERKLN 15.6%) 1t
T LU RIRFEEZ U N a AT T TICEHI L7 BRRIFSE (BRRIFFZE 1- 13) I28WT, A kr
=BV EESTHERE (T Uy AN Z AL A e =X — L OREREEE 71T
7 N TRV A Na=2 Y — VOO EE) OFGMER RIS TWS (2.7.3.22.2.11 1)

AEERRMIEICIBNT, A b =2 — WL F - OERSEIRESE IR B 5 Z &R EnT,

1.8.2.2.4.12. FHER.

S UL AME TS IRE (C. tetani) DOFEAT HMRFICL VISR Z SN HHEMERETH
D, RS ERE E I D BT (BT OBRIRTTHE (M) SRS A 1M e 45, s
VERIETAUTEFTEREOESR LT BEICH > THIRLEHRIT 20%~30%TH VD, KERKO X H 7K
FERR GRS D RYYETH D, A b =&V — )X C tetani \Z BIF2HE 1124, EHAN
O THEYEERYE 2ZWr « JBIETA RT3 42 2007] I2BWTHHERIC A ho =&Y — L& &0
B 5 FIITFRIRNEE S35 Z LR SN TR Y, BKIZBWTYH, MERICR L TA ha=4
V= L OFERAER G AR SN TS (2734112 5H) . ERICBWTY, BHEROIEERICRT
HA Mr=FY = VERBIOFE AR TE 5,

1.8.2.2.4.12.1. BRFRRBRE X CERERBRZRIC 331 5 A Rh LA

BRI 5 A b r =4 — L ORRRRER L OERRIFZEE I S 70T RS, BRI A
fa =y —VEEH LEENS KOSNEERRER S 5 (2.7.33.2.2.11 1) .

1.8.2.2.5. 7 A=A EE T 5 3008 - ZIRBRERIL

LEHFETAERA ha=F Y —AERFIO T A — SNRFNCEST A 2068 - 2R, AMEGRA SCEOR
WHHZE LT, ERNSORKRIIIEZ VTR, #E L7,
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

1.8.2.2.5.1. BRWHLT A —/ \{EHE

A B =4 —LE MIC 12.5~25 ymol/L (2.1~4.3 pg/mL) THIT A — NiEHEE /R L7Z (2.6.2.2.2
H) . ZOXIRBONGLT A — MR X OMEN AR TE (25.63.73H) 280, B
RAEPEOND (1.822.525H) .

1.8.2.2.5.2. 7 A = RFIBE 2R & LA RO

T A —/NHRINE Entamoeba histolytica (2 K 5 FEYWETd 5, ek, FMECTRYLT Ll AEYYE &

L THIBITWER, T4, MEITARYYE (sexually transmitted diseases : STD) & L T Ol 23
I a—RXT v FENTND, 7 A= SRRITHRENICRA L, Bix RIEEICRE 2 TR T 5 23,

RIGRF L ORFEBE A RS2 Ed D, £, T A= SJRFIOK) 30%~40% 2RSSR AET 5
EEINTEY, RENSENTGS, RGO O, MRS, BE, BIRE SEEREOF
R L, b a2

A ha =4V —)VIXE. histolytica \ZHENTIGMZRTZ LMD (2.6222H) , 7 A—/SRFEO
BRICERATHY, BROBSNPREERBFIIIA ba = — VERIRNEE G2 K D 2R R &
b,

T A= RN T D A ha =Y — L OFNER, ENIOBERFIE» HRHME LTz, 7 A—3
TR 2 R U T BRI TR S BT 2 HWERFE Z Table 7 1278 L7z, 7 A — 2 SWERFIRE & Xf 521
A hwa=FY—) (FEiE) & dehydroemetine % FL#k U 7= ZMEEGRAFSE (BRERIFSE 2-2) , 7
A= WERFIBIG 2 MG A b= Y —)b (FGREOFLHE R L) &7 mafx bk LR
W7e (BRARMEZE 2-3) IZBWTC, A ba=& Y —/LORFMEIIIRE L RS, £/-3R%UET
D ENWRENT, £, BT A= NME, T A= AT A2 xS L U ERNEEEITE (R
5L 2- 1) B L OFEALMET A — SEFFIRE 2 P8 U TS ERRRAFSE. (BRIRIFZE 2- 4) 12881,
INOHEEBIZRT DA o=y —LOFHMER RSN (273323 5H) |

Table7. 7 X —/SHRENCRT 2 A ZHEREM - BRRATZE

Fon B/ B T A — 3R] BBRES Btk
S E FFA v DBH4

26 S50 8

ERRWESC  #ME Dehydroemetine 7 A —/MEfF MNZ : 18 f PR LT OB

2-2 T HE =3 dehydroemetine : 18 5 ~ MNZ : 17/18 #i *
dehydroemetine : 18/18 5l
FEEN YL LI B OEIE
MNZ : 17/18 i *
dehydroemetine : 17/18 i °
FFFESR 2314 2% L 7= 9B o

AN
=

MNZ : 17/18 fi] *
dehydroemetine : 18/18

suaufkxrnt TA—WERF EEBBIOATE 36 R TH o TR OES
lic! =37 % MNZ : 1/16 i
MNZ® : 16 /3 Zuaax o 1/20 4]
ruanaxy 206

v B
w5
ks
&
>
[H
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

Fan 8 B/ R T A —NHRE] BBRE K Aok
AE TFHEL v DOLkiL

FEx AR

ERRAFZE B FEXRHER AR ~EE 28 f BT A — N

2-1 DIGT A =3 BT A—VE 1698 26% (5 ) , o 42% (8

SE, T A=, 1961 FRIRNBES 6 5, B , L 32% (6 fi)
PN IR G+ OB . T A — MRS

13 1)) 1B 67%M01 (4 ) , 43 33%
T A=\ (2 1)
6 Bl (ZHINERIRNEE BT A — NEE T A — \ERT
+RE O g % L b 123 T B
o7 A= NMiEE T A—/N B3 67% 2 #1) , FEL 33% (1
HITREE & HIZRDE fl)
B
361 (EBIHERARN S
+ROBS)

ERRAFZE  SME FEXRTHR ZEFLMET A — 110 51 © N2 83% (91/110 41)

2-4 AE R R TRIER 79% (87/110 1)

MNZ: A hr=FV—)L

a. 1IN LT,

b. 1 BlFE SR GFRBRRD bR d o7z,

c. HHREEOTLHEILL

1.8.2.2.6. BEMEDE L

1.8222HITR L7k 91T, A br =&Y — UEAFEAAME PR GYIE O J5UR B I RO TE M 2

R, Fo, BEVERNEYYER L UOPID 2 382 i L 7= [ENA68310055 8/ 123 C, 1.8.2.2.4.7.1

HPB L UN.8.224 8 1THII/R L2 K 912, AR REYER L OMEENBRYMEICT 5 A e =

H = WERF OB EDPHER TE /o, S 6T, SEEERRER, SMERBRRIENS, A he=4F
V=R OA (77 V= ACNREE) THEEEA LW AIRBICIA T, MFTRYE, B
BHHEUEIYER L OWF - OPESMBERIYEICR L ThH, A hr =&Y — L EFANTIR R &
LT ENIRESNI,

IHIZ, A M=y —/LERANE, 1.82.2.5.1 HIZAR L7 & 912 E histolytica 1Z%F L T & iR L
TA=NEWE AT, Ee, EPSNOERRIEN D, T A=/ NREICK LT, A hr=FY—/L
HERANIZR DR o D Z LR SN,

LD, BIEARPERRYYER L O A — SRIZHEIGE S 75 Z L I3RELERD,

1.8.2.2.7. BEK TROREE - 1R

AEIHFFE LA ba =& ) — L ERRIOZIEE - ZhHAZ W T, E3R G ERE IR SR (LUT,
) I X A EORE, FHELVEERXE T TS, BEOWMISIIULTOERBY TH 5,
©® AU B IRYYIE D i [ FEL L DU T

BRI A b o =2y — U ORI OIS EME 2 AR OBEICHE L 0 2 LI3RIT AN L B X
LI, AT, =T EE L OMERE IOV T, AAIBGREOERAEZEIC OV TO
BRI AR L TERY, AAOWEICEREE § 25 2 & I3 TRV &l LT,
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1.82 ZhaE- AR (%) , Hik-HE ()

F 7o, BRI ZABYHEBECOWTUX, Clostridium perfringens LIS D 77 ZABHHEFIZ DWW T OH
DS EEAM AT BE 72 B R RRER 7 LR IR PR S DS O N TR O T, VT ABHREEIC S £ 585k
FEIZOWTHMERRIILTND LT TE Wb B X5 Z &, Clostridium perfringens 12O\
TlE, 7R NI PULRBIZEEND Z ENG, BT AR 2 )G EE L RET DN
7R EHIT L7,

INBIZMAT, A =Y —LARHEEEEZ AT 59 T XE (MIC 0.5 pg/mL) 35 X
OB 78 (MIC 1 pg/mL) (Z2OVTIX, RN ERAREER B D 2 CIIAAI I G- D i IR
FIAIMECONTORBFRITARE L TN D LT L7,

®  BRAUME R YYIE O JEE I DN T

PR | TSR GYIE I C B 1) DI E 2 A MR MERIRGYIE ) & 4% 2 L3 T, A%
PEIZ B3 2 B DAL T D REGUEA 2 BRI BIRE 3~ & LT L7,

FTo, EREITERSIEREBYYED 5 b, A hr =Y — /LR OFNCET HEIEICE ELTWVDEE
BITNA T, RM , THRZEZR) , MUEBRMESEER) B X0 TRUE] (2B L T, ERSME
%ﬁ%,ﬁ%%%ﬁﬁﬁ%ﬁ%@ WCERNADOREB X OTA RT A o OFEH &t LI,
JIE & 9% 2 L v &I L,

70k, FOMOIRBIZOWTIE, HEREIIME 2 ORGE Z &G ZMEO RN A A 6E 722 B N A AR R
BREGEND RN Z LD IEIEICE D D Z LT Tz &l L7,

PLEDOBEERREEE 2, 26 - 2R (R) 2L TOLBYRE L,

RE - R (%)

1 B S UME RS
< iy e >

AKINZENEDOXT NA VT hay W Ag, N TuaATRE, STVRTTE, KLVT7 4 mES
XE,7/A7TJ7AE,7HXFJ/WAE,3WA7T)?AE

< IE >
- BUIILAE
« URAEME R REYMIE
- HME - BE R OVFARAISE O R
- ERER
JifiEEE,  ARA
PIRAEME R R
- JERESE, REME RS
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1.82 ZhaE- AR (%) , Hik-HE ()

fHgEs%, AT
- {LIREREIE S
- iR I5
2GR 2%
<N >
AKENEMED 7 o A NPT L T 47 4
< JE >
RGN R (AR & &)
3.7 A=\

1.8.23. fiEk - AR (B) ORERNL
1.8.2.3.1. FiiE - AR (RB) ORERIL

EWNIZBIT DA b=y —VERAIO AL - H&EE, AETRIOKREIATWD A =4
V= VIERF O - R BN ﬂﬂiki0ﬁ4b74/T%Héﬂfwé%%D:ﬁfw
N (RAFRIOHE - HEbET) OfE - HEE22FITHRE LI,

77 AP TIEBEM E LT, 2013 45 ABE, KEH, KEBIO®A—ANTZ VT TA br=
2= VERBIORKBER L TWD

AFEAGEHGEEZITO A bu =X — LERF OB SPEREBEGYERS L O A — IR x3 5 4
B HEZBRETTABRICSE L LIKE, EEBLIOA—A N7 U7 TARINTWNH A fr=
K — )VIERHI O HE - FH &% Table 8 (2”7,

Table8. ¥E, EEBIUOF—RX FF7 ) 7 TCEBIN TV AHTEEBIMERL LT A —N
HRFNZHT B A bu=F Y —LENAORE - AR

KE xE F—A+IIV7
SHRE - | BRSRNE R GYIE JEERN G K OER AFE | DR R
BUES EYIE
PFIZER CONFIDENTIAL

Page 22



A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

Table8. KE, EEBIUOF—X FF7 ) 7 TCEBIN TV BHTEEBIMERL L U7 A —N
FRFNZHT B A bu=F Y —LVENAORE - AR

KkE xE F—RA+707

WL | AR 15mgke & | BEKPEREYYE : 1 H 1000~ | 500 mg (100 mL) % 8 W¢fi] = & (2
& 1 BT LA B2 Cali | 1500 mg % B A4 5 £ 72 1% SEEET 5,

FHET D, 500 mg % 8 W] L 1CBE53 | SmL (25 mg) /min O T A
HEFFFH & : 7.5 mg/kg & | B, FET 5,

6 WEfH 2 & 4T 1 REfH LA
BT TSR | T AV £ 400~800 mg & 1 | VBRI ¢ KESS O BRFICH LT
%, BYIOKMER &L | B 3E, 5~10 HE&RGE3 | 137 AE&EGTHoTH 57203, %
AT 5B G 6 REfI% %«am@@(mmmga%t PREGFEAM 3 & OV A0 FFAIG 12
Rt A b Sl o A7) &1 H3ENZHTT, | LT, E%ﬁ&@@@ﬁ%%ﬁf
5~10 HE#HG9 %, BN 5,

1.8.2.3.1.1. SRKHEBERBIVE IS 5 Ak - AEORERIL

BB RIYEI ) LT, SMETRGE SN TV D A hr =&Y — LiERFIO ML - HER 50N
BRELBLIOTA RIA L THRIN TV A br=F Y —L (RAFGEL) O - HEL
ISR,

1.8.2.3.1.1L.1. AE CTEARB I N TV 2 BRI B RBRYUE ICxH 2 HE: - AR

MR BRI IS k9~ D TG - HEIE, ﬁ—xh7)71fmm@%8ﬁﬁ " LA AR ERE
B[ET 1 H 1000~1500 mg % Hi[alf 5-F 7215 500 mg % 8 Bl L iz#& 5| THD (Table8)

KETIE, 1 EHE OREGEIZONT, THFFHEE LToRFMI &I 75mygéﬁﬁjﬁé
%E%%gfkéﬂmkw,Kﬁiiﬁﬁﬂm@tﬁmbfﬁﬁbt A, 1ElH 720 525 mg,
15@@&5%w%~mmmgkﬁw F—=AFZ U TIZ fél@%twsmmgla3ﬁ%
HOEAD 1 HHE 1500mg S IFEFRCHETH 5,

1.823.1.12. BEREBERB IOV A F 74 VBT 2MEHERIYEICNT B X hu=FY—LOH
% AR

A b= — U OARIONAFTT XA FZE VT 2 1XFF 100% TH D7D, A b=/ —)
ERMEE LI L&D A ha=g Y — Lo Ey)dEhkE i A= — L EaRnggLiztx
KELSBRL2 (2723710 . 20, A hu=FY—/LoOMiE - HEITERHF & & DA
TR LEFBRNVEBZD, BREBIOHA RT7A4 BT DHERMEREBGEICRTT 5 A b
n=4#v—)\ (&OAFlZET) OME - HEZLUTICRT,

(AU YR B3R (2009) J BEO Mo 74— REYGYERR T A K (2012) ] TiX
ZNEIBENE S T AR EIC L D BEAERYUES X ORI FERYYEICXI LT, A hr=4
V—VERF R ETH RSN TV, ZOHEREL, [ Y oHNERE E3 R
(2009) J Tix, [500mg % 6 KffH] Z &2 5 , [V 74— NEGYERET A K (2012) ]
T, [7.5mgkg (~500mg) % 6 K] Z LI E ] Th o,

A@ %FD%ﬁf~wﬁﬁﬁfﬁﬁ$mwﬁmf$f%éﬁkiiﬁhf_owf P2 FR A I
WCENOHEBEB IO A RT7A4 2B T2 A b=V —1LOfE - HE oo H
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1.82 ZhaE- AR (%) , Hik-HE ()

- HELEL) & Table 9 IR L, SMEDHEBELLIOHA FIA BT DHA bn=FY —
NORE - R (BAAIOME - HEbETe) % Table 9 IR,

ENOBERELB LI OHA FTA4 NZBWTRBE SN TWAE A ha=FY— VoML HEX, &
PEAFHERIRYLE (500 mg 2 1 H 4 [Bl, #%10) , BYPER (1.0~1.5g/H% 1 H 3~4 5], #&1) ,
FRRRAR R RIEGYE (500mg 2 1 B 48], #&0) BLOWEE (500mg 2 1 A 4B, &FOFEIT
) onThizks Ty, 4F, PEL TS HE - HETHD [500mg 2 1 H 3 [\ (/=i
1 A 48) sEHEl ERLC, 203, TUSEVEE - HETH 72 (Table9) . HARMKZR
SRR DARIKGRIR « WIS/ DO B CFHE STV D IR EREYYEIC T D A b =4 —)L
DL & (250~500mg 7 1 A 3~4 [8], §#1F) &, 4E], TEL TWDHHE- HETH 5 1500 mg
Z1H3ME (72131 H4RE) SREHE SRV - BR&CTho728, MEmYE, &E - ik
TRRARR R GE, BN PIHEIURYYE, MEVENEYYE, B SAvGERSEURYE R L O R - Dzt
BRHEIEYYEIZX LT, ENOBEREBLOHA RT7A4 IZBWTA k=Y — /Lo HkE -
HAEOFTHEHIT /20> 7- (Table9) ,

AEDOHBEBLOTA RTA12BWT, 1500mg & 1 B 3 (72131 B 4 B) sGEHEE (5
b, PELTWDHE - HE) | EFRL, /20, ZICWALE - ARSI TV D% E
RNk, FZRE - HEEAREYLIE (500 mg & 6 IRFfE] 2 & CEE) |, BEIEARHEIUEYYE (500 mg
Z1 B3R, &O) , MERIHREE (500mg %2 6 FEH] Z L ICHEH DLWV 1 g & 12 K T &1
B, RS2 (500 mg & 1 H 3 (8], f& 0 (F 72135 HE, HEC - W TS EORHEZ2 L) 1,
FRR AR R RIEYLE (500 mg % 8 FE[ 2 &, 7.5 mg/kg % 6 FEf Z & & 5T 15 mg/kg % 12
T LCEE) , HEEMER R GYE (FIE 1 g 2 D% 0.5 g & 6 il Z & ICEE) 3 KOG R
(500mg # 6 RFH ZE F70iX 1 g% 12 FFfi] 2 &) TH-o7- (Table9)

HEOHREB I OTA T4 2BV, 1500mg 2 1 B 3E (F72031 H 4[E) AiEEE
R DR - HENGEEH SN O DB, mMfEIYE (1g % 12 B2 & ICH#iE) Bk
O A S ZRIRYYIE (S00mg % 1 B 2 [E#& 1) Th-o7- (Table9) ,

REVENIER YL (2595 v « FRIE, [V 74— RRYYEBRBET A R (2012) ] & [RESE
JEYYiE 2 (Surgical Infection Society : SIS) 35 K UVK[EEYE 2 (Infectious Diseases Society of
America : IDSA) A KT A > EHEEIEVENIEGE OZW IR A K742 (2010) ] TH
RoTEY, Vo 74— NEIEBRFRTA R (2012) ] T, $8AED S HEIE Ofe MR
WZxFLC Mg 2R Z L ITHE) , EH75% = (intensive-care unit : ICU) FE3F D8 IR
RIZxF LT 1500 mg % 6 WffH] Z L ICFfHE) THLHOIZXFL, [SISHBLWIDSA A KT A2
TEHEMERERENIRYSIE DM L IR A R T A > (2010) ] TiF, BE, PEIER L OEIEDZEIL
Pd 2 VIR ED ISR, 8L O OMOEGEICK LT 1500 mg 2 8~12 K L, HHN
1% 1500 mg % 24 B[] Z L CFE] Lo T D, [V o 74— REBYYERIET A K (2012) J
31T % ICU B Ofe s MR I3 2 50l e H NS SIS B L WVIDSA HA K7 A 5 #a4
PRI PIRYIE DB L IEET A BT 4 > (2010) ] (2B H8IE, PEAER L OEIED LR
D WVITEEED REER, B L O OMOBYYEIZR T H5081E, 1500mg % 1 H 3 [ (F721%
1 A 48] S3EERE (S, TELTWDHE-HE) | LrWHE HEN i STV (Table 9),

WA« OEARMEEURYYEIC S L CIE, [y 74— RIEYYERET A K (2012) I IcBW\WT X
Fa =AY — LERAIB L ORAOFEZHEAT 2 2 ERTRHENTWAED, HEOTHIT 0> 7,
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ZOEDICENADHEREL L O A RT7A4 IZBWT, MBERICIVETELRDIHLOD, &
TARIZHT DA b= — L ofEE - HEIZEL LT I500mg 2 SEEIZE (1 A 3[E) F£7-
oM ZE (1 H4ME) | THhoTo,
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Table9. EANOERBBIVOVA FIAM VBT HFRERBICHT DA he=FY— LDk - A&

3] XHR, BRE, bak:| Abuv=Fy—LoRE - AR BrRE (B - AR
HA RFGA Y
I FERRRE
R 7R L
B - SRR YAE
FLl 7R L
BB RIBRYE
R 7R L
H R IR S
FLl 7R L
PP 2R R Y
R 7R L
LA AT RS
EHENREMER R ERYYE W - IR BRI RYES B DILS 500mg & 1 H 4[| (1% 0) R=v U URPIESE, #2 LD
& A4 KT A2 2007 PID 77 ARY CRIEE, B-7 7 F~—
PILERE A L O LR~ AR
[EES
BN BYLSE
NREZ, NHFER B ARINTFIEEEA R 2 Tokyo 7 L— R1OEER, BFERK kL - HEOREZ L CTX %7-1% PZFX
Guideline 2013 (TG13) * (77 R Ge)
7 L— NI OER, BFEEK k- ARoqdie L CAZ £7-1% PZFX
(T R)
71— NI OER, B2 k- ARoqdde L CZOP £721% AZT

Z% (MG 6 XLOEmRB
G ORBE 5, AHEER

REMEBE (REEXBEZETR)

JR G 5 2% PERME R RYSE 20 - 1R Clostridium difficile O FREE s - HEOZTHE L —
A4 N7 A 22007
PEEERAOTA RT 4 FHEH B PR ¢ 1.0~1.5¢gB% 1 H3~4[, 7~ —

14 AR
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3 SRR, BAE, S8 Abu=FY—NVORE - AR pEREK (A - AR)
HA R4
AR R B YEE
Jisi 355 PR RAYE W - TR AR BRRMEREEL Y S00mg & 1 H 48 (BRH) PCG (400 J7HfL, 4 FEfZ L)
A4 RZA 22007 NEAET ERE
DR BERIEREESN S00mg & 1 B 408 () CTX (CTRX) 721X MEPM (2¢g, 8

HHEE iz &)
PSRMEFEEEES 500mg & 1 A 4R (BO) VCM
7 R UK
BERPEE AR 500mg & 1 H 4@ (A CAZ (CFPM)
E

WA - D EARSIRRYE

ALz L
R
T A5 )R BERME R YE B - TR R 500mg % 1 H 4[], RO FEH —

A4 R4 22007 7, 7~10 A/

PCG: RUINAR= Vv, CTX: B 74+ ZF A, PZFX : "X 7uax$ v, CZOP: B 7+ 75, AZT: 7A ML AF L, CIRX: EZ MU T7x V0,
CFPM : 7 =V A, CAZ : BT XU A, MEPM : A B~k A, VCM : N o< A3, PID : BAENISIEMEZE B
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Table 10. AEDOEREBRBLONA FIA VBT IZBESEBIINTEA hu=FY— VO - AR
3 SRR, BAE, S8 Abr=FY—NVORE - A& AR (- AR
HA R4
M FRRGE
Hin.gE T — NREYYERR T A BEENEYRHR OO 1 g % 12 FF 2 L ICFHE CPFX (400mg % 12T L) HDH VT
K (2012) M fiE LVFX (750 mg % 24 i1 L)
1 g% 12 BE[f] & CFfE CFPM (2g % 12 B2 &)
BEMS - BXERRE AR YE
RIEMERIERY:  IDSA VA RoA Y BEB L K&, TilE, HROEEERE 500 mg % 6 K 2 & IC#E CTX (2g% 6 FEfZ & ICERE)
SiE OHGETHRRYSE ORW L1 YIE (RAEYL)
JROTA FF A2 (2005) 7
AU Y CABREE 3R (2009)  SEHEMEFREK GFRMER &8 500 mg & 6 R 2 & IZEE VCM (1 g % 6 BFf Z & 12#E) +CPFX
KM DOIRA YY) (400 mg & 6~8 FE[E] = & \T#RE)
SME BB LY Yo7 — NIBRYYETRIE AT A TR, Ttk WEESCK L - HEoR#ik L %3 it 7y e 2R URPEEB L
FHAIEO ) K (2012) PRSI BEILR T 5 SR VCM (1 g % 12 BEf] T L ICEHE) 5
J Y (FEFEDFA) UME DAP (6 mg/kg % 24 B[] 2 & HE)
IDSA A R4 v 5 B L GIBAMEAIH Y ik - HEOTE#HZ L TaFurX s oy, HE3IMETrax
ORI RRYE D2 W & 1R RYV», 73 7Vavk
WDHA FFA4 > (2005)
BN P RIRBRIE
B AU Y UCRNBEEE 3R (2009)  HEEKMEEEEATWAHRBE 500mg 2 1 H 3B, &0 TN LRPIERS DN T 7 A4
O H HIRE G ¥/ v U RPIEE
H R A SRR IE
ke Rpk)E BT g — NRYEIGIET A EIRTERE R,  FHE S WE 1 g F D% 05g% 6FFfI L CLDM 600~900 mg % 8 i & & (o ¥k
%, WULE RS K (2012) 2 F 721X PCG 2400 J5 AL H % Rt i
Ee) FREE 130 EI L CT4~6 B Z &
PR BB YE
fige, MRS BT g — NRRYYEIRIE T A RREMET 2% = s 500 mg % 6HF 2 L ICEHEDH DV CTRX (1 g % 24 Wil 2 & (o)
K (2012) L1 g % 12 B 2 & ITHE
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3] XHR, BRE, S8 Abuv=Fy—LoRE - AR AR (HE- AR
HA RGALY
LA AT RYE
BRENKIEMEE U Y UNEREE 3 R (2009)  PID 500mg % 1 A 2[E], 14 B, & CTRX (250 mg Zf5iE, HE) IV
A 5] DOXY (100mg % 1 B 2 8], 14 AREEN)

500mg % 1 A 208, 14 AR, &N

OFLX (400mg % 1 A 2@, 14 HREEN)
F72IXLVFX (500mg % 1 H 1[H, 14 H
R )

P T — NEYYEIRE S A PID, JPER, JPEIPERE  S00mg A 1 A2\, 14 A, #&H

DOXY (100 mg % 1 B 2 8], 14 AREEN)

K (2012) 500mg % 1 H 2\, 14 AfE, &0

CFX (2g#fhk, HE) +7 X%y R
(1g %##&n, H[E) +DOXY (100 mg
Z1 B2, 14 ARFRKA)

K[EH CDC ; MERYYETRE T A VSIS % A9 % PID Ak - HEoR#ER L
FZ4 > (2010) '°

DOXY (100 mg % 12 B L& dH 50
VL)

PID 500mg & 1 H2[E], 14 Hfi, #&0

CTRX (250 mg ZfiiE, HE) +DOXY
(100mg % 1 B 28], 14 AREFEND)

500mg & 1 H2 [, 14 A, #&0

CFX Qg %k, HE) +7m_xy R
(1g %##&n, H[E) +DOXY (100 mg
1 H2MR, 14 HRIREA)

500mg 1 H2[E, 14 Hff, #&0

3Ty v AR CRAER (1
%1 +DOXY (100mg % 1 H 2[E, 14
H R D)
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3 SRR, BAE, S8 Abr=FY—NVORE - A& BrAR (A - AR
HA R4
PN R G
BEREAE, BEREAAE  ~NU Y o NEREE 3 (2009)  ICU JA¥E O Ik IEREIRE K kL - REOR#E L ABPC 5 X O CPFX
W, IR, E Yo7 — FEYERIRY  oRtERERR BB L, g & 12 B 2 & 28R CPFX (400mg % 12 B L) HBH VI
%, TR A4 K (2012) MR, ML) BE LVFX (750 mg % 24 B2 L)
DB HERE D BT B
lg % 12 B[ 2 Lo CFPM (2g % 12 FFEZ L)
fes IR b ZIL, MG - HEoTRe L ABPC $ X U CPFX (400 mg % 8 FEfH Z
MR, BRI ;A LITERE) H D WL LVEX (750 mg % 24
BEMTHR (CU BFE) R 2 &)
500 mg % 6 W] & & ICHiE ABPC (2 g% 6 HEFH] Z & icffE) B

T 7Y ay FREERK

SISBLWIDSA A KZ BESED B HHEE « 284D D 500 mg & 8~12 K] 2L, D\ CEZ, CXM, CTRX, CTX, CPFX, LVFX
AV EHEEREENRRYYE D WITEREMEO RIS, BN 13X 1500 mg & 24 BERE 2 & EE
D IR A KT A 2 DML ORI D> B S %

(2010) 7 YeiE

BAE . BEOAEBPAESE,  500mg & 8~12HM L, 5 CFPM, CAZ, CPFX, LVFX
AR L OV IR e & UM 1500 mg & 24 B 2 I0HE

S as

REEYLE ; B OARREE HiE - HEoRHEZ L IPM/CS, MEPM, DRPM, TAZ/PIPC,

e, s L OV Ik CPFX, LVFX, CFPM

feZ 5 i Ak agEER

NEIEEYLE  IREREWAIC  HiE - HEoOf#E7z L IPM/CS, MEPM, DRPM, TAZ/PIPC,

PES SVEIRE K CPFX, LVFX, CFPM

AR RIS VL - AEORER L IPM/CS, MEPM, DRPM, TAZ/PIPC,

CPFX, LVFX, CFPM ¥ X' VCM
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wEa X, BRE, g | Abu=FY—NVORE - AR PERE (R - AR)
HA KA~

RIMEBE (REEXBAZETR)

YNGR ANY Y NERERE 3R (2009)  BRAED B FPARSE D 500mg % 1 H3[E, 10 HMH, & —
Clostridium difficile J&4 (F1#1 1
BIED Clostridium difficile & % VCM (#8558 % 5 % 7= 13 e 8 5)
g
YT — RIRYGYEIRHES  Clostridium difficile 3R 500mg 4 1 H 3 ElE 721X 250 mg  —
4 K (2012) PUE SRS S R OIRER A& 1 H 4[], 10~14 HRE, &0

BE : [ 1fLEk< 15,000
&7 V7 F = O

L
TR O FR 1 EEOFL: 500mgZx 1 H3 —
B, 10 Af, #&AQ
SHEA B L OVIDSA A KT BIEN D FEIED 500mg Z 1 A 3[E], 10~14 A#, —
A 7BANI VT A Clostridium difficile J&4x &
F 4T 4N T DA
R A8
AR R R IR YE
Jisi 355 AU Y UNERES 3R(2009)  NURES, (LARMESHENEYYE 500 mg & 8 MR & VCM (1g#% 12 Z8) B L OCTRX

Qgx 12HHZ L)

Pr T — NREYYEIRES IR 75 mgkg % 6 BRI H DT FHIMRETrr AR v (CTX2g % 4
A4~ (2012) 15 mg/kg % 12 BE[ & & 12 #E R 2 L IZHEH 5L CTRX 2 g % 12
B &)

°

WA - NSRRI EE

WAL DREARIE Yo T o — NEYYETRE T A BA FREIRYYE, R i PCG ##E
WizBITAEFE K (2012)
TS EtE 2 e ynlg pen PCG # 0 /#iE
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3 SRR, BAE, S8 Abr=FY—NVORE - A& BrAR (A - AR
HA R4
R,
TSR T — NREYYERR T A4 BER 500mg % 6 Rl & iC7~10 @ —
K (2011) MO EiXl gw 2 &I
FHE
AU UNEERE 3R (2009) AR 500mg & 6 B L £-id1g%  —
12 2 &

PCG: Ry INA_=vVy, CTX: B74FF v A, VCM: N a~vA v, DAP: ¥ 7 h~A v, CLDM: 7 U &<, CTRX : EZ MU T7H VL,
DOXY : R¥I ¥4 27 VU v, ABPC: 7>, CPFX: v 7urvux#¥ v, LVFX: LAR7ax¥> 2, CFPM: 72t A, CEZ: &7 7YV, CXM:
traXT A, CAZ:BT7 X VUL, IPM/CS: A4 IXHKL /Y TALF L, MEPM : A 0% A, DRPM: RU XA, TAZPIPC : ¥ /' NI XL/ EXRT VY v,
CFX: B 7x%>F >, OFLX: A7 uxH# 3, IDSA : KERIYEFS (Infectious Diseases Society of America) , PID : ‘BHENAIENMEZRE, CDC : KEEH X
& > & — (Centers for Disease Control and Prevention) , SIS : K[E/MFHEYE 2 (Surgical Infection Society) , SHEA : K [E[EFE 52 (The Society for Healthcare
Epidemiology of America) , ICU : #£H/AH 2 (intensive-care unit)
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1.8.2.3.1.1.3. KB BIVE A S ENORE - AHEORERNL

1.823.13.1 HIZART L 9IS, EAICBIT DA hua =X — LTk 5 SRS R ORSME,
SEEFRIRETCHHZ L, A hu=F Y — LOMBBATHIIRG TH Y, EWEIREIXH AN &4
EATKERETRNI L, A hr=F Y —LOIEYBHE-3 /)7 (pharmacokinetic-
pharmacodynamic : PK-PD) /X7 A —Z INLHAMENTFRIFTRETH D Z &b, ERNICKITH Ak
0= — VIERFIOE - HEX, SMETRRIZAR SN TS A b= Y — LiEHFIOH
E-HERORNZBREBLOTA R4 THREIN TS A he=FY—L (ROAIb &)
ORI - HEESHFBIRET HZ LI E B 2T,

SMENZHBWT, A br =&Y — LESHNER DAl JORESE & i, KRS TWS, 77
A P —HTIIEFRM L LT, 2013 48 5 HHULE, KE, KEBLIOA—RA T Y7 TA bn=FY—
JERABNIOEFEZH LTV D, ELIFMI Y, Baxter £, Sanofi-Aventis fEZE DOtttz L0, £ b
=AY — VERBNTCKE, KE, 7T R, KAV, =AU TBIONDFTXOEE6 D
EB I PZEOMOETIHA AR I TWD,

SNERMT SCEICB T A A b= — VRO AE - HE&IE, A—AXA N7V 7EBLOEED &
9121500 mg % 8 RFf#] 2 & T s ) & 1 oG- &4 FE Lcitdk &, KEO K 9 1217.5 mg/kg
6 REH Z Lo ) ORERIHEOR#HH D (Table8) . LAL, 1.8.2.3.1.1.1 B CREIC Gk
L7 LD WKEICBIT A2 ERERIOFLETH, KE 70kg ERE LTSGR, 1 EHZY OHEIT
525mg &7, A—ANTZUTEBIOEEICBTS 1HG-ZVOHELIZER CHETH D, 1
[&7- 0 500 mg DGR, F—A FF U 7IZBWT 1991 AR SN TLBREL SN T
WD NI BEITRED BTV, £72, 500mg 2 1 B 308 (F721X1 A 4[8) SREERHE
L7-[ENEE 3 fRakBR (A6831005 7kBR) 2BV T, 45kg L FOIREKREFICBANTYH, et ko
BEITREO LN TR (2745121 ., ZhbziE x, ENICBT 2 HE - HER, R
B COFEEEZEZEL, KE (kg) 720 OEHETIEIRL, A=A N7V T7BLORE IR
FAHE - HETHD 1500 mg % 8 FfH] & & I Al#EE] 22512, 1181500 mg (Z[EE L7z
H&E L,

1 BB okkb5Ed, A—A N7 U 78 L OREORMSCE & FRERZ, 1500mg (1 B 3 A5
) L L7, 2720, A hua=F Y — L iERFIDNGEL & 7o D BESUME R RGYE T, EYYE 2R
Lo W& SN D PR, IR, EMEmMEER, A7 a A NEESLZEOM, mEmlkiEgc
b BEREITENTIE, BHaMEE T EERGYE L R B VIES N, T bDBFITIT,
KERA SCE 72 5 NCHEOHFBEB LA FZ74 2 T500mg %2 1 H 4 [F#5-(1 H 2000 mg)
DFLHEN DD Z LD, BEOWRBITE T T, ENIZHIT 2 HE - HETIE 1 B 2000 mg £ T
Hulge L L,

KENZRBIT 2 AR HE - AR KOS ERKRE (MED-77-02-113 35 X O MED-77-02-074 #X%5%)
T, AfHEE LT EME - HEOR 2 FI2H %432 15 mgkg (KE 70 kg & E L7255,
1050 mg) WHEINTWDH, LnL, ERNICBITHA ha=4Y —LERFIORE - HETIEX
ZOXIBARHEITFRE LN L& L,

ENTIE LD X RARHEOREZIT DR -> T2HH 2 LU FIORT,

1. [EN Tl NRHERB UM B RYYE B (e Yy, BERERE, TEMESR, T
RO, BEEMEREE L) Extgl LIERIRIgE (BRRIFSE 1-1) 1B 5 H
e HEIE, A bo=F Y — LERAI500mg 2 1 B 2 [\, SiEEETH -2, Yk -
AR TOAERER GEh+E%) 132K T 81.3% (39/48 f5]) , BRAMEE DI % 4y L7
T94.7% (18/19 ) TH v, A HE/R L THORIENE LN TS (2.7.3.22.1.1 ),
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2. BEIZLEA—A N7 U TEBIOEEBMCEOHE - HETIHE, AWMHBEORTEN
VN (Table 8) ., BffHEDRENH D DILKEIRF LEDOHRTH D,

3. NNEHOBREL IO A RTA4 AZBNTHERINTWD A ha=xY — Lo ML - A
Bix, [V 7a— FRYWERBRTA R (2012) ] 2B\ CEENREER R YL, FRHkJE P
BEOIRIEIZK L IHIEI 1 g 2D 0.5 g % 6 W] Z L ITHE ] Lildi SN TV DD EfRX,
ArABEOFEIL/ 2 (Table 10)

4, BREWERERGUE B 2 x5 & U7 AME AR RER 2 38k (MED-77-02-113 3k LY
MED-77-02-074 #8%) TIXAMAE FIRIOAHEFEFHED 2 52 &5) Z2i%E L7,
SMEERRIFTE D2 < 1%, A HEZ L CHESRMERRYYE IS L THaRIRm NG o T
W5 (273222H) .

5. 1~4 TR LEEHERNS, ARHEZRLO 1\ 500mg, 1 H 3 E#ES (A E7-13H
JERYHEIZRT LT 1 H 40l 5) | Ofk - HET, EENBYYERE S L OPID 2%
xtg L UT-EWNGE 3 MHEER (A6831005 5ABR) #3E L7-, = DOREE, AWMHER LD
Ak - HET, +0R9ENPEOND Z ERMRTE (273321121 1H) ,

BB, Ahu=F Y= VERBIORSEE /A 1R 500mg &5 T, ERERIGICBITSHE
MEMEDN I 2 BN D,

1&mmz7%—ﬂﬁmmﬁ?ém$-mimﬁtmm

ABEIOAGBHFEICHTZ D T A —7SFRNT D A b v =Y — VIERFIOF M ZBET 27
&J@ﬁuﬂkuﬁﬁ i, it LTV, T AR D ik - R, ERNOTA FTA 2,
RERMTLERBLOT 7 AR LE LS BITHRE L, TOWUYMEL, 7 A — SRR 5
WA DERIRIFZERR S 36 K OERIRE 0BG b N T7e7 — & 2 VTG LT,

1.82.3.1.2. 1. AE TEBEINTVB T A —FHNCHT 5 Ak - AR

A b= — VERFIOT A — GRSk 2 Hik- HE L LT, ZEORTSCET, 1400~
800mg % 1 H 3[al, 5~10 AHM&ESG F£721% 35~50 mg/kg (2400 mg/H Z 2. 72\) % 1 H 3 [\H)Z

T, 5~10 B 535 LiddiEhTnb (Table8) , £72, 77 ADIRMLET, 1
H1.5g (1E500mg) % 1 B 3 [BLEHENE] LI TWD (77 U RZBNWTT 7 A4 F—Fh
ith#&/-wgﬁﬁ®%a%ﬁbfw&w) 7B, A=AV TBIOKETIE, 7
A= NRFNC xS D IE e <, I SCEICI T 2 i - AHEORHEIT2R V.,

1.8.2.3.1.22. BERERB I BH A FTA VBT BT A=K+ 23 M - AR

ENOATA RT7A 2 ThD AR « FAE BIEIC T D Bl 2 O - el 72 1R
EIC K D ERRNSOMESLICEE T 20198 BE (BSFR, EViRiaic st 1k 5 [ hiEsy
WBIEOTF5X-2010-0 ([2BT 2 HE - HEE, 7TA—MERIBRIZKH LT X hr=F Y —Lfg
N#&I500mg 2 1 H 31[E, 10 HE&S) THY, TA—MMEHFBEBICH LT (X he=4Y—1
A 500 mg & 8 BE & &2 7 AR G-F 72134 b =&Y — )LiESHA]Z #E 1000 mg, < D
500 mg % 6 I =& 12 h) Th D,

HNEOBREL L OTA T A NZBT DT A— SRR T H A ha=FY — Lok - A&
1%, [Py 74— REGIERRE T A K (2012) J 128\ T, BIENDHEIEDOSHAIZIE T2 b
== 500~750mg Z 1 H 3[El, #&0]) , BEAEEIIHE %W%@FAMF%M@%153
B, FEEIIRA] THD, [HNY Y WNRFE 3 (2009) ] I2BITF 2 @MERBRB LT
A= PERFIE T D L - BB, (A bhe=2Y—750mg % 1 H 3], O E-i3Ek
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E] Toh5, [Mandell, Douglas, and Bennett's Principles and Practice of Infectious Diseases, 7th ed]
WZBT BT A — MR (BENE I EIN) ([ 2 HiE- HEE, [A ha=4>Y—/1 500~
750 mg & 1 H 3B, O EITFHE] Th D,

1.8.2.3.1.2.3. 7 A —/SFRENC T 2 BN O A - AROBRERIL
ENIZRBIT AT A= NRENIXTT 5 A ha = — LERAIORE - A&, ENOTA RS
A, EERMNTEBLORT 7 U ARMNCEESEIZ, 11 H1500mg OOffi) % 3 BN T
AIEERE] & L7,

SNEDOHRELS I OHTA 74T, 1E750mg 2 1 A 3[EFS ) OFE - HEbLH#EREIR
TWDR, ERNOTA RTA v [FHEDEEYIBFROFH £-2010-] TIX XA br=FY—LE
FH#1 500 mg & 8 KFM 2 LG LRt TRy, ENOBRIFEICEBN TS, FEAED
JEBNZR L CA b =4 —/L500mg % 1 B 3 BG5S, AR LOREMN RSN T
W5 (273231.15H) Z&EnD, 1HS500mgHGOHERETLH L E LR,

1.8.2.3.1.3. A - AEREOBEEIE I3 5 Pl

HiE - HEOBEYIWEIZHSOWT, FMEICBT 2 HE - HEA2SE /et B2 - Bl % 1.82.3.1.3.1
THIZR L, SHEHSPEREEYYERS LT A — NJRFNC T3 2B/ 200 5 OFFii 2 1.8.2.3.1.3.2 14,
RENDLEE=VED S DR 2 1.8.2.3.1.3.3 HHIZ/R LTz,

1.823.13.1L. A FICRB T 5 - HEZSEFELE X -HH

A v =&Y —d, 1.8.2.3.1.1.2 THIZ/R L7z K 9 IZHME T U B IR GSE ORI IZ B T A1 F
7RI TH D, LD (1) ~ Q) IRTHEHEANS, ENIZBIT DA he=g Y — LiEFHFIO
VG - HEE, AMETRERCAR SN TS A ha =&Y — LiERAFIO i - HER S ONCHFRE
BXOVA RIA U THREINTWAD A be=F Y —L (ROFLET) OFE - HEEZSE(1C
RETHZLIFARELE E 2T, (1) ERNICBITD A ho =&Y — U4 5 & FE R 0k
ZHEE, SAEEFRETHS (1.823.1.3.1.15H) . (2) A =Y —/LOMEBBITIEILRALF
ThHY, EYFEIZIAANEAEATREZ2E IR (1.823.13.125H) , (3) Atn=%
=)L ®D PK-PD /N7 A —Z B HENTFHIFIRETH D (1.8.2.3.13.1.3H) |

1.8.2.3.1.3.1.1. FREHSIEE 2T D X be=FY —VOHEH

18222 TR L2 L D1, A =&Y — U IAFhEENE R RRGYE O JE K B 2RO B E M &
R,

1990 EACLARIT & 2000 AEARLARE D FLBIZ 3BT, A (Bl B FE & -2 B B o FE PSR 20 BiERE
(6T D PUETEMEORER 2 BB T A 5T, ZALEEBMEIEFEO A ho =&Y — k45
B MEIZHEAL OEITFRD e nEE 2 b (26221250 , £72, ITFRICBWTENRN
ST DAV B TR & 9 D BEKUME B O REIR S BERR IS X2 A e =4 — L OHtETEEZ,
WAL THEE L7258, S EFKMEE IS x5 MIC 13 2 [ UINOEENZIEE > TR Y, H
WA OFLFETIEEII RIS CTH D B2 bve (2.622.131H) |

1.8.2.3.1.3.1.2. A b r=F Y —VOEYEIE

A~ w =8 — LIRS ] 500 mg 4 HEFS OV AR R L 72 [EIPNES 1 AR (A6831006 7R
DFER, A br=4>"—/L 500 mg % 20 53/ CTHIALSFEETE L & & O s i bR
(maximum observed concentration : Cp,) 35 KX OVER K & CoME L 72 iR B - e dh#R T i
f& (area under the concentration-time curve from time zero to infinity : AUCj,) D &(m FE2E I
13.11pg/mL B LTV 161.2 pgrh/mL TH Y, {HEFEEH (1) OFMFEEIEIL 1235 K Th -7,
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

A b =4V —/L500mg % 20 537 F T 1 H 405 AEMEAMEFELLEE, A hp=FY—
AT G-BA 3 FARISEFIRREIZE L, Chax 3 X TNAUC D Rn 1A 13 44.52 pg/mL 36 K 1U8205.5
ugh/mL TH Y, b7 7 (trough concentration : Cyougn) 1347 28~30 pg/mL Toh -7z (2.7.2.2.1.1
H)

F72, AARAABIOHAEAICA b=V —)L 500 mg ZH[a]H U< SAESMEELZ & &3
WENRE/NT A =2 (Cpax, AUCing 36 KT Crougn) ZHHE LTZAER, T4 D BANDOEITSE AN D
EHLOXOFPANTH Y, KERENTRD LN -T2 (272351H)

A=Y =V OEAMERIL20%RE TH D, A br =2 — LTk x AR AR
L, WMERR, PRSI, IR, NEFERIS ORISR E FRRED A b u =Y — VR
WRO B, BAERALSNIOHEROMFERICOA =Y —ARBO LTINS, £oX
b\ =2 = VISR T, R, B h R KO TRICRAT T 5130, eiEE i L,
fERFEIIRM 2 DR IRICATT D (2723.1H) . SbIC, ZREAMERTIZIE, Mast & R
DA ha=F—VRENGESND

1.8.2.3.1.3.1.3. A hu =% —)L® PK-PD /35 A —¥

A ha=F Y — VTR BRI RREERZ 7R, A ha=F Y — VORGSR L 25
PK-PD /XT A —# 1% Cpax/MIC B L XAUC/MIC &2 HNL TV 5D,

1.823.13. 1.1 HHITR LK 91T, A bua=& Y — L3RRI L COWHEEE 2 A LTy
Bo Fiz, 18231312HIIR LT HIE, A hr=F Y — WTERNAIBGERZIC Cux (L,
FRRBATIHEICBDENL TV D, 20, A ha=F Y — WiERFIZ KRS Lz & & omEfiE
FER X OISR N 1L, SREESPERE ISR 2 MIC & ka2 & HE &, SMERG AR RER

72 5 NTAMERGRIFZEIZ N T, A b a =&Y — LIS A& i e M B R YR ISk L TN -
R ERLTZEEZD,

ENIZBWTY, A ha=FY—)LOFEVEILPK-PD /8T XA —X G FHITTRETH D,
1.823.13.1.1 IR L72X 91, A b=y — /LOFEIERIINELFRETH Y,
1.823.1312HITRLIEE 91T, A b=y — L OFEYERBIIA AN ESEANTRE B D
2V, ZO7, ERNIZBWTA b= —/1500mg % 1 B 3[EIE-1X1 H 40, KEEXRS
L7c & Z oM IRER L OKBRYSHBR NI X, 4RSS & 3 2 8K EE ISk 2% MIC
Z EFD RIS, ERNTHHEE RO RIND EE XD,

1.8223 1R L=k 91T, A6831005 7Bk ([ENE 3 fHEER) (2B W TH 547z PK-PD /N T X —
AN h, BERMHEREICH L TAEIMEEZ ST H o &N S 5 TVA Z ERRBE I
(2.7239.1 1) .

1.8.2.3.1.3.2. A%

ARSI R GYIE (o6 LTI, [EINES 3 AHRRER, AR SRR GYIE (63 2 S [E R R ARER, =N
WRERAFFE, AMEEGERAFZEN G, 7 A — SIRENC % U CIZENERRY, SMEEERMFZEN S, %)
MEAZFHN L, BFEASMERGYER X O A — 2 GRFNC x4 2 Ak - HEOmEUIMEIC SOV TRET L
7=

1.8.2.3.1.3.2.1. NS 3 R

EING 3 fHaER (A6831005 7A5R) (2B W C, HARANEIENGYE BE B L OVPID BE 125 L T,
Alal, PELTWD [X ha=F Y — LA 500mg 2 1 H 3RIE21T1 B 4 0%5 ) O/ -
HEIZBWT, 7 NI TRV LB ES L 2 OFEIMENRENTZ, A6831005 BRI
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

FHA =2 = VERAE T U TR O AR S TOBESNE (BR) 1%, JEkE
JEYLE RS T EOT B L NTOC DWW 100% (EOT : 19/19 i, TOC : 20/20 f4]) T&H Y, PID
HBETEOT BXONTOC OWTFivd 90.0% (9/10 %) TH-o7- (2.73.32.1.121H) , £7/-, *
fr=Fy—LEHRFIE T N7 XY OG- TOMBEFRIZER (FEIEKRE) 1L, EEAN
JEYLiE B C Day 4, EOT 38 XU TOC DWW 341 100% (Day 4 : 9/9 f4], EOT 38 XY TOC : 17/17
%) Td» v, PID F# T Day 4, EOT 33 X TN TOC DWW 100% (4/4 f51]) T -7-(2.7.3.3.2.1.1.3.1
H)

1.8.2.3.1.3.2.2. FREMKHERYYE I3 2 EERERBR, ENERRIZE, SNERKFZR
ERGERRER S X OEWNAERMF I Z BV T, SRS MEERYYEICRT DA ha=F Y —)LiE
HEIOFMERRD HILTWD, ENAGRIFEICRB WL, 4R, PELTWHIHE - HET
H5 [500mg 21 A3E (F72iX1 A 40D siE#HE] ERC, F2bWHE-- HETA Mr=
B =)V BB LU OAEIMENRD 5T\ 5D,

1.8.2.3.1.3.2.2.1. S EEE R Bk

SMEBRAAER T ML - IR, A, FELTOAMIE - RS ERAEY, ARHRTORS
£ TODH, D 2 BICHV CHHERRRIEIC X 5 ARSI BTV B, BT
AT DRE R AT

PRKPE R RYE  (EWEPNIRYE, PP SREGE, 2R K OV AR YE, M i e, o
AEHERYYE, B3 X OBEYYE) BNHEERSNIZAREEDOBEICBNT, A o=V —1L%
KOV Y v Z~ A v OFIRNEE G D22t L OE % telk L 72 MED-77-02-113 3B T,
A hv=Fy— L aEAnHEE L TI15 mgke & BRIFRN AR 5%, MEFFH & & LT 7.5 mgkg
% 6 FEH Z S ACERIRN i G- 0 ik - lE TR Lz, BRI X O Z0REEE, A K
n=F Y — VB ERETIE91.7% (95%(EHEX 1 79.9%~96.9%) , 7 U H~A v HERTIX
76.8% (95%(EHEX ] : 64.0%~86.0%) Th v, MK GHEMICH TR AEZITFRD i
7= (273321271 ,

PR RERYE (M RYE, PSR GE, R 6 X OV R iE, M e e, e
i NBHEYIE, B3 L OBIHIREGYE, FAXMRREGYE, (ONIER) DR I ABLERE OIE
FRIZBWT, A =Y —LOENAB IO (7203 ROFOFMEL L OLeEE iR L
72 MED-77-02-074 382 CiX, A b=V — LiERAOFIRNE S, A e =Y — LEEDRN
555 OITERFNGRAOFASD AL v FRIEEITo 7, 2 BEOEIRNE G &L LT, i
FaE (RO 1 RN 13.6 mg/kg/h, & D% 1.4 mg/kg/h THHEEN) 3 X ORMIXR AT E

(7.5mgkg/h Z 1 H41[E) NHY, MXRAFHETIE, AfHEE LT 15 mgke & 1 B
G352 bboTo, A hmr=FY—/LEEE, 250mg £721L500mg % 1 H 3[EIE/=IT 1 H 4[]
BeH LTz, A hr =&Y — L OFARN S CTOIREERIT 95.5% (132 fFilH 126 FlOIE®IZHES <,
95% (5 HEXH : 90.3%~97.9%) THV, A bu=XF Y — )LEEROHKEG TOERBEIT 88.5% (26 1
23 BIOIERIZHES <, 95%IETEX : 69.7%~96.2%) T -o7= (2.73.3.2.1.3H) ,

1.8.2.3.1.3.2.2.2. EINERERHFZE

[El PN C RS AN RHEEEe M YR B (FE N, BRIERE, FEfMEsR, FEEMA

ko, BREENEREE 70 E) Zxtg & UERRMIIE (BRIRIFSE 1-1) (ST 2 1L - HElE, 2
b= — LIEHA 500 mg 2 1 H 2 [BIAEEFETH Y, AR GEH+EZ)) X2 T 81.3%
(39/48 B) , BEENEE D% I3HELT-RET94.7% (18/19 ) TH Y, AMHAREL L THO7R%)

RANBLN TS (2732211 3)  ABRIFRICEIT 5 A b =s Y — LR A0 - 5
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

%, AE, TELTWAHIHE - &LV S, | BRGEL LTUIERHAETH L2, AMENR
b TWod,

F£7-, EWNTC. difficile R BFE 2315 & UT-BRIRIFZE (BRIRAFZE 1-2) (2810 DL - H&EIX T
ELTWHHE - HELFEREDO A bn =4V — )LiEHAI 500mg % 1 H 3 [mEEN L, KD
ik, E361, Ah4pl, ®meh1 4], RBA2HITHY, ARHER L TERZAEIENISE LN
TW5 (273221271

1.8.2.3.1.3.2.2.3. S EER 22

SNERFRIFZED 5 B, AFl, TELTWAHE - HETH D 1500mg 2 1 H3E (E721L1H4
[\ sUEERE] ERLC, £720F, FUIGEWHE - HETA ba=¥ Y — V&2 & 5 UTRRIFE
6 B (BFIRATZE 1-3, 1-4, 1-6, 1-12, 1-15, 1-16) IZBWT, A ha=F Y — )L OFLHMHENR
DHNTND, £70, VAT T o T efate LTo 33k (BRI 1-13, 1-17 B XD
1-18) IZBWTH, [500mg4 1 H3E (F721X1 B 40) SFEEHE] ERLC, £720%, FhiC
WA - HEIZEBWT, A he= Y — A @ERFIOAIERGEO i Tnb, LLNICHEZMED
FERAE T,

AR RIUE FR S 25 RIS, A b =&Y — LRI 500 mg % 8 BER] 2 & S SRR LT
RIFZE (BRIRAFZE 1-3) 128V T, ERRIE (ISBFOEIE) XA ha =4 — LB IERE
T2024 i, A hr=F—LEMAFIONFHBEIERET 2026 Bl THY, mOEIMEELZR L
(2.73222.1 1) ,

FEFENICIAE BE 2 R RICA b =F Y — L N T I~ VOB L, 7V v F~A v
ENT T~ A v ORGSO ARNEE el U7 BERAFZE (FRIRAFSE 1-4) TiE, A hr=F Y —
JVTESRA 500 mg % 8 IRffE] & &I i EE Lo, BRIRZNVAR (%) (good) DFIG] 1%, A br=
RS =+ T T~A U BHEE (83%) &, 7V~ + T T<A 58 (74%)
TR TH- 7= (2.7.3.22221H) ,

FIE O RYE R (VR AREIE, JREQEYYIE, RRE - SGIRERRIEYE, MR NIRGYE, Ml sE,
PEI NBHMEIURYYIE) 2RI A B RXRLEHE LA hn =K — L7 4 2 X%V MO HES
DAENMEF L O A ol U2 RAFTE (BRIRAFSE 1-6) TlX, A br=%>Y"—/L 500 mg % 1
H3E, R—72%5 ($15%) F£721220~30 00T CTHREEERHE L=, AR (Al +&ED
L) 1, A o= — L+ T 3 XX LA ER L AR AR SR TREECTH -T2
(2732224 1H) ,

BEEMERIC L D MRS L O OB EEBERFIC, A hr=4Y—/L 250~500 mg % 6~8 IffH]
TR OB G U ERRETSE (BRIRAIFZE 1-12) TUX, 169 5 0, 2505 5], THMAGE 3 il Th -
7= (273222101 .

FIEDOMEMENEIERBE 2 RIS, A hu=F Y — L P2 OG22 ) o2~
Ao E~A v DIFRBE OIS L O e & bl U7ZBREFZE (BRERAFZE 1-15)
T, A br=FY =T 500mg & 8 FFf & & ICERIRNE G- L7z, BRZIE (R + o gl
) E, Ahu=E Y=+ oA B GRE (944%) LUV EwA AT A A
UBERE (95.7%) TREETH -2 (2.7.3.222.13 H)

JRFE MR LIS BB AR RIC, Nra~vA VUV ERIFA =Y — LR OEE Lo s &
DA L O a2 RHE L2 BRRIT7E (BRIRDTIE 1-16) TIX, A bn =4 —/L{3 250 mg
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

F721L500mg 2 1 H 3 [\, 12 BREEOESG Uz, FOSMHEBEMEIRE RICH LT, A ha=Fy—
JWF N o< A v L RIERIC ﬁﬁf&ot(zmzzu4@)o

VESHIYYIEI S R DU 2652 L b a AT 7 ¢ TSR U BRI 9E (BRERAFZE 1-13)
IZBWT, OLELBESNEPEREDE, 7ovs )y /AR 2N 15g% 1 B 4AEE
LA MBR=FY—L500mg & 1 A 3EEGOHHFIETHY, RIZZP-T-OITEZ R T F
Vi lgZx 1 H2EELE LA Na=4Y—)L500mg % 1 A 3 BIESOHHEETH -2, BiE/
EHVED B. fragilis JYE, T 72 HIEIENEY, B PIRRYL I X OWE RIS 2 e | -
L7EABEREIZBNWTA fr= &/~w®1El@&ﬁ&@ﬁ@%@f®%%w%%Van~
7T 4 T\ U BRI ZE (BRRAFZE 1-17) IZRBF 2 A he= Y — Lo Hik - AH&ElE, A b
n=4 )1 gk 24 I &I %WW&ﬁﬁgu A b =% —/L500mg % 6~8 I = &
ICERIRNE G- 7213 & G5 CTh o7z, F£7-, Ef®Cdﬂhk%%Zﬂ?5%FDw&/—w
RN 5O R %2 L b u 20 T ¢ 7IE LIZEERMFSE (BRERMFZE 1-18) 12815 A hr=
X —)VOME - A&, A bhr= &/wﬂdwmg%153ﬁﬁmmﬁﬁf&otofbm:
Z—VDOHRE L ha AT T ¢ TICEHE L7z 2D RO Wy, A hr=
)= VERBIOFINERTED 5T D (2.7.322.2.111H, 2.7.3.2.22.15 HEB L 102.7.3.22.2.16
H) .

1.8.2.3.1.3.2.3. 7 A —/SiRENT R 5 BRERAF 4%
ENEERFZE R X OSNERRIRITZEIZBW T, 7 A — SRR KT 2 8RR D 5TV 5,

1.8.2.3.1.3.2.3.1. EINERRIZE

[ PN B PR IR 2 (%ﬁﬂnznj:mm~m%$ﬁ,7%~Nﬁm%%%ﬁu¢%ﬁﬂaéﬁ®
a7 A= NFESH DUMNEIT A — ERFIRE, 72018, TOMBIZRE L AARNEE) X510z

i U=, ARBEEBFZEICRIT D A b a =&Y — VIEFHFIo fi%E - A&, th%&/—w&%%
% 500~2000 mg/ H OH&ET 3 A6 4 BEAHEFETH Y, 4B, PELTWDLHIE - HE
NEENTNWD, A ba=FY—LOREFENRZ, BT A— SEBRETHER S 26%) , o
8Bl (42%) , FELE 661 (32%) TH Y, 7T A— MEFFIRGESE TIX, 18461 (67%) , &2
Bl (33%) , BT A= NEE T A —WEFIEE & & HICRO B T, &%2W(M%),%
T 16 (33%) THY, 7T A= SFRREICKT2HMERRD LN TS (2.7.3.23.1.1 1H) |

1.8.2.3.1.3.2.3.2. S EER B2

AR, PELTWLHE - HETHD 1500mg 2 1 B 30 (F721% 1 B 41[8) SEEHE] ERC
ik - AE&ETA bu=FY— L &2&5 ULIANERRDIE BERPFE 2-2) I2BWT, A hr=4
IV OFIERRBD LN TS, T A= WEFRBEREZRE LT, A hr=FY — LD
RN $¢5- & dehydroemetine O 5 AN % 5-T D H 2N i.‘i‘oi()\ﬁ M % b U 72 SMERFIRIF ST (BRIR
98 2-2) TlE, A b=y —)L 1500 mg/H % 3 [BIZ431FC, 7 HEAGmERE L7, A b=
ﬁf—w®ﬁ%@m,ﬂ%%kﬁ%uif%ézkﬁ%éhtCm&zmjﬁ)o

1.8.2.3.1.3.2.4. EEMEDORER M ORM Lz, BE - BAROBOHDOE L B

A ARG N IEYE B 3 L OVPID B ISk LT A e =&Y — Ly 500 mg % 1 H 3 [B1F
72131 B 4[R5 L2 ENE 3 MHRBR (A6831005 #BR) (28T, REMEPNEYYE T 100%, PID
T 90.0%DERRZNE: (BZF) MRS, MBEVENRYYER L OVPID TW L d 100%0HH 1)
xﬁ%(m%ﬁe@ DRENTZZ &b, EWNIZEHT 2 IERENERYYE S X O et A Sl g i guiE (PID)
g DA ba =Y — VERAIORE - HEZLZ 1500mg 2 1 B 308 (F72131 A 41[0) Sk
H &322 omuMEN RIS, £, FHARRCSRIYYIE 2 bk < £ O OB UM B RGYE 35
LT A= "FRHNZEBNTH, [500mg 2 1 H3[E (72131 B 4R) AEHE CRLC, £
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A N B =F Y =)L g R
1.82 ZhaE- AR (%) , Hik-HE ()

IFZIUSEVHE-HETA ha =Y — L2 85 U EWNA ORERAFSE 12 7508k (B F7E 1-2
1-3, 1-4, 1-6, 1-12, 1-13, 1-15, 1-16, 1-17, 1-18, 2-1, 2-2) 2BV T, A hr=F Y —/LD
BHERRDHENTNDLZ END S, ZOME - HENSKRI SN LB 25, TR RIEKYYE
Xt LT BRRASE (BEERAFZE 1-19) D A ba =XV — VO RE- HEX 1.5 g 24)E#& 5 L,
DBEIZ1g1 A 1ERE ) CARHERNREINL T D0, [500mg 2 1 H 3[E (72031
H4R) SFEEE Lo bBEOHETHLZ 005, 1500mg 2 1 H3E (F72131 H 418]) A
%#&in+ﬂﬁﬁ%$ﬁ%%m5&%xé

1.8.2.3.1.3.3. &4t

HARNBERERR A Z x5 & L7258 1 fHRER (A6831006:it%ﬁ) EZ!—U\H’EH CNIYYE B S LUV PID
BE RS E U8 3 B (A6831005 FABR) ICB W T HARANZRIT ALt XL ORAEMIC
DN THERR L7z, A6831005 kR Cld, A hmr= 57 Y —/L 500 mg Z Hi[E#E GBI H 4[], 5
ARG O/ - A&, A6831005 RBRTIX, A=Y —/1500mg% 1 B3, £/-Z1H
48], 3~14 HIEE (BBRE ORRBIZ LV KE 21 BRETH) oML - HETHREL, A kR
=H =DM LORBFMECOWTHER LR, 8 EoRE MBI 5T
2y (2.741H)

F7z, EWNEERMZE, SMERRRER R X OSEERFEN S, AFOLEMES L ORI
BlifThot= (273212, 273213, 27322 B L 02.73.23H) .

uLﬁE,EWK%H%%%D:EYw»E%ﬁ@%E ML, NEE, RAKEA he=4
Y=L LT 1 H 1500 mg (Jiff)) % 3 B2 T 20 % uhﬁw‘f RBFET 2, 7236, #HRME

SOTESEYYEIIERIS T, 1A 2000mg () Z 4Ny CTRETE S, | &T5
NP = S = b el
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A RNB = — L SRR
183 M EoEE () RERML

1.83. A EOEE () RERAL
1.83.1. A EOEER () BLTGZORERI

A EoTER (58 13, R 94 4 H 25 AAHEEFEEE 606 IR A8 K85 R i@ TR =5 i
AT SCE ORI OV T, [ AATEEIER 607 5 JE A% 58 R Raman [R5 =5 5 oo i
FOREERLHEFEICOWT (TR L, AFIOENS OFRKRERRR, ENTREZESNTND A
fr =&Y — ik nHl (77 V— A WNREE 250mg) WA SCGER X OEE O 7 7 A Y —HLRA T
FEBEBIIRE LIz, I, KERMNXEB IO =R 7 VTR XE LR EZ L L, 2k,
B 2572 7 — 2 B L OMFHICOWTIE, MM Lomg o) ([CRed L, EE 4 X
LYETH D,
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A RNB = — L SRR
183 M EoEE () RERML

T A b ou TR 500mg

fEH EoEE (%)

REARML

[ﬂ?E
FIN /D

(KDOBHIZITHEG Lan L) ]
LAFN DA %6 UIBBUE DBEERE D & % B

2.0, FHICRENKBOH 2 8E WIRGOBE 2R [H
WARRERIEIR DN B b D Z DD D, ]

3R 3 AUINOIm A (BtEA itz el % &l st
LIREBOGEFRS) [ s, e, RIWE~ORLE ] O
HZ M

1: BEEICAR ORI Tx T 5l
BOEZKZ L7RBER, BS
(2 &0 B2 EUE A 2 R
NReH5ZEnG, SMEGA ST
& GEE) bW T T Y=
WIREE 250mg WS 3CEAE © LI
RE LT,

2: A bhu=FY—LROFNCE
W, ENAORIVEH &I
Sx, 79 V— L "NAREE 250mg
T SCEICRELTND Z
b, FEHAITHRRICRE LT,

3: RFNIREEBIM 2 @i 35 2
LD, 75 U— LV NIREE
250mg I CEZ S LITRIE L
77

(R - HEICRES DM EoEE]

LAFIOHERZ o7 - T, WHERE OFEBE 2P <720, Al
& U TR 2 1ERR L, PRIR DI HR b 27 i/ MR O IR D42
Hice s &,

2AFNIBSME R (6 U TS 2 AT 5, LI~ T, 4F
KMEB L2 GTIRAEY LW S5 E, LRGN 5
bIDEEE, WERER 20 L TaRZ1To 2 L,

3AFNIMALFENTIC KV BRES N DT, MEFET 25 T

5HEBRF NG T DAL, BrkickET52 L, ( [EyHE)
el DOESMR)

1 PLEEO R EEFH L
LT, 77 V— L HNREE 250mg
WASCEE S S ITRE LT,

20 A bhu=FY— i, sk
EIZxF LT, PLEistEEfH S22
W2, IFRMERE OB S A D
NHGEITIE, HRMEEICHE
EHEEZ AT 5 e hrF 3% Of
42 X0 IEE Lz,

3 AFNLMEBENTIZ L 0 FRE X
NHEDHRENH D20, HE
WA SCE (GFE) of#Eich b
HTHRE LT,

[ FoorEE]
EHERE ROBEIIIEEREICERGTHZ2 L)

(1) MEHRBOH 5 BE (AR, FhEkED»H 5bh
HZENBHD, ]

(2) MIBED BE [FHRMRIERAH b Z ERnH D, ]
(3) IFHEREREED & 2 B [P EREN EF L, 1ERANEEHRS

(1): BB, o R ERECD O %
BUZHERE L TARKZ 5T 50
BNHDH LG, 750—1°
WARSE 250mg WSl SCE DL &
H EITRIE LT,

(): MO BE IG5
AL, HAHRRIE R O F BT
HE U CARRZ 59 5 080
oz lng, 75— L Nk
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A RNB = — L SRR
183 M EoEE () RERML

A EoEE (%)

A EARL

LRENDHD ( THEYHER) O0BHSHR) ) ]

4) AFNZIX, ABBEENEEND 2D, ROBEHFITITIEE
BTk,

1) (O, TEBRES RIEREFEE O & 5 B H BRI R A4 07
T e BRI EE 2T, ERNE T BN R DD, ]

2) BEEDH HHBE Ky, kT bY T AOEER 5
D9 <, SERPNEALTABENLLD D, ]

FE 250mg I SCEORLHEAE b &
\ZRRE LT,

(3) : MFHERERREE D & 5 FBE %)
LCAAZRET 5 & X1, M
A R =&Y — LN 5
THAREMERH D Z End, Fb
ERMACE GEE) Oft#Eiz b
CITRE LT,

@) : FEBEANGEND 2D,
— R 7 AR B A K B 5-RE I B
THEEFHL L THRE L.

H SR AR

(1) FXMREEENS HONDZENRHDHDOT, BEDIRESE
TR L, MRS, MM OTER DR BUEE
T5HZ &,

(2) W pRRRRESE, RIMREEESORIERNS b 2 &
NHDHDOT, ¥Fi2 10 HEZB 2 TAAZ&EGT5551%, BIE
AORBICSEFEETHZ &,

() BMERED, FFERBLO RS SbNDZENHLDT, E
MM 2 Eli 4 578 L, BEOIRELE 512 BRd 5
N

@) AAENCEDvavy, TH7 4 7% —0OREEZHIICT
HTEXDHFENLRNDOT, ROEBELEDHZ &,

1) FRNZBEEREICOWTHO R 2T 2 &, 2B,
WS L AT VL =TI THERT 5 2 &,

2) BEHICEE LT, £79va v 7B IRT2RENED L
LA L TR T L,

3) \EIENLREGE THRE T, BELLFHFORBITRZE,
TORBIEEATO T L, BRI, BEFRERITEERS BT
5Tk,

(1): HARXPREEEN S bbb
ZERBHDHDT, 77— NL"N
RFE 250mg USfT CEDOFLHE Z b
LIZRE LT,

(2): 7T P— L "HNAREE 250mg
W LEOTMESBITREL
77

(3): EWNE 1 FH7ER (A6831006)
DFERB LT T 0— L NIk
BE 250mg IR CEOFTH A b &
WA E LTz,

(4): @A T RS HosAEY R
B o MEHEoEE] ok
IOV T) Rk 16 9 A
29 Af) 2SS X, BE MO
AL BUH A~ TR T S
HELT, 7FH747F%0—IC
BT 2FEEZ®RE L,

FHAAEH]
OFHER (PPHICEET S 2 L)

A% BRAER - FEE Tk

Ta—, U hFengail
#I (NAR) © 7 v — )L & A H
EOFHT Az Eicky, YR
T 4 T MRS DME Z D AT
DHHTD, 75—V "WNiREE
250mg IR CFEDOFLHAE & LI
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Toa—/ | EEONE, TR, TR | EF A PERHEEL L CRELE, £,
M-, SR, WAL S D U M e EaRA (WHK)
bhHZEenHn Y, TrZ ) —nEEALTEY,

T v a—VEERIZ, ARFEOFH

UKFEL | PANVT 4T LK URFEAEEWA || +3-L1ck )AL T 45 A

EREMA (N | ISEEZTBEnN (NI 1Z—=% BERERE - 3BENRH AT

) »H5, SNEEHTLO || o, EHEEE LTRE L,

TAANC L 2L

T4 T MERIS R || YAVT 4T A BT K

ZTBENLLED D, D AR CEE SR EE SR AE
THRREERH LD, 77

DANT 4| FERER BEELE) 2 | BT AR D — VONIREE 250mg TR SCE

7 L HobNDLZEND DOFLHEE S EIOFHIEREE LT
%, RE LT,

INT7 7 INTZ 7 rohtgE | AFNEUAT U | U7 e U R EIC LY,

DAV MAEAZEEmR L, Hifl | OREZEEL, £ || yLr77 U > OfERA A KT 5
FRbbbhbsZ L | OmhiRELZ RS || TREERS H120, 7T V-1
Wi H 7, w5, WARSE 250mg W SCEDOFLH %

_ i i HEWOFHERE LTEEL

7 AV TANT 7 YO | ABNET AVT 7 g

Ty NHERINAZ LN | OmPEELY ER S
05 oD, L LERnH D, TANT 7o JEREEIC LY,

T 2T 7 DI EE N E5

UF oL UF o LOIMFHRRE | #FARH L, BRLEMERZED ST &
AEFL, VT UL SEWENRDHD LD, B
HRHLbNS 2L BLLTHRELE,

WP,
VFoa: FHEGICED VT

S-7nAw | STNFRTT IOV | RFNES-TVA R |y i g g - AR B D

A% OEEMABEIRSND | 7VVOMTRESR || -0, 75 O— L WNAREE 250mg
HIREMEDS 8 2 7, EREED DD || FcEoREE b & ICHRE

Do BLLCRELE,

vruaAR | vruaARYCOE | AFNTY 7 v AR 5-7vFnu 7o JERES

U AP ENL 6 | VoromPiREZE || 2k, 5-FU ofdiEEs F5
HRH2 1, AEEDLENDH L, 5-FU OFEPESREHR S 5 A

2o REMEN 8D = Lind, SMEVRAH
= (PEE RO Z
Zx /v | RRIOERBEEE T | 7=/ v EZ—L %ggff%;gﬁi%&cﬁ
B X —L HAREMEA B B Y, | IIARRIO R & ) ’
FHEL, TOMTR || v ra2RY v HHEEIC L
EZETSEDLZE || v, v 7 axRY oMy
N5, NEHL, ¥ Z7aARY OfE
HNEER IS FIREMED B D 2
Enn, AMERMSCE (GEE)
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DFt#E b EICHFHEEL LT
RE LT,

7 x ) Ve — b EREE
(R ARFNOIER ARG 2 W]
MRS D Z s, SERAS
SGE (RE) oit#EE b SR
HAEFEEE L TEEL,

Rl 7EH

ENEERRBRIC BT, et aHsxr25] 38 Fld, EIEHO
FRHUEFNL, 146 (36.8%) Tho7-, TOELRELDIL, TH
(23.7%) , . (5.3%) HTHoT-,

ENEERARR (A6831005) Dk
i AT

HRARIEH (BHEEARH)

1) PARERRERE T © RE, O, ERRRETE, WERERETE, $&L,
KR, NHKHED PR ENH 5O D Z LD DD
T, BREDPHEOONTLAICITHKEG 2RI L, WU LEZT
2z &, [ MEEES) RO THEAREAWER] OESH]

2) AR  RIgMREENDH LD Z ENHDH DT,
B2 34TV, MR D LY, B RS DSZE80 b SE
WZIEEGERIEL, EURREETY 2, [ THERER
PR OHESHE]

3) MEREMVEREIEISE - SEEAEE, FEEL, R, O - RS D0
LRI S 21 O MR DN D b s ZENH DD
T, ZOLDRIERYEH b GailcidEbG 2RIk L, #Y)
IRAEEATH Z &,

4) THEEVER R EESERENIFIE (Toxic Epidermal Necrolysis:TEN)
F KRR AE B (Stevens-Johnson SEWERE) @ FRFEMESR 2 EIE
FRIE, FRERIRIREGEREN H Db D 2 BB H DT, BE
AT, REMNEO NG E IR SERIEL, #Y)
IRREZRIT O T &,

5) MR  QERER D H HOND ZENHDH DT, I,
HEE, LG - MR, MmiEY X T —BIEO RSO R DGR
LN EIITRELTIE L, WURLEZTTH Z L,

6) HIMERGAD, AF BRI - BIERED, e B D
P ZeNHLOT, BENPBO ONIHAICITRGEPIE
L, BYRNELZTY Z &, [ MEEERG) RO THEERIER
HIER ] DEZM]

7 P — NV INREE 250mg FRAT
SCGEOERREIWER B LW, 4+
[ (FEE) A scEoRIVE AR
Il ENTWAHESLD ) HE
KEBDOLNLDHDIZHOWTRtH
L7,
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Z DAL D &EIEH

LIF D &5 EWER SR80 bNIZBEE, BEIDSTE, &b
IEFEDHEO)RLEZ1T 5 2 &,

BEEERR X, ENEEERER
(A6831005) #ERZFLH L7,

BEEEARBICIE, 7T U— N
AREE 250mg Fsft SCER L OWE

10%LL | 10%AH | BEEARI WRAESCE (GEE) ORIERMIC
t LTI TVEESE L LI
B fE e 2 ~ e e ﬁbf:o
P T O, B89, =, B,
Mg - M, AWk, &
%, DNEEE, H
5 D IIE
—i% - BEfE HET)IE, BN
EB LU
ERAL DR e
JEYYER L O H o HEEOH
A E B, &E
JFREIE R P AST (GOT) | vV e |k
i, ALT | 5., Al-P |5, LDH
(GPT) #§ | F&., A
m, y—GTP
B
MR e B, T
R X i A I
OVE A Ak b
JHIRICESHRON M/ NRMEE, 1
U R EE HiediRess
R s, HRER R ik
B L OthmkE
NS DI,
TRPESE R
TR R MR R | BE, WUR, FE)
P E Y, JEE)EL
T, A
B ORI EOR
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P

K L)

Rt Lo BARIBOR

FEE

&S LU WE, K& | 392, =2, m

TR A R Tz 5 EVENE

PRI Y=Uvia .~
IV ANA < —
it

) BIEHWA E 7 I3SNE T O O 7 B AR,

il ~ DG

— RIS A TITAEHEBESNME T LWL o T, HEILKREGT
5T &,

R Tl R A PR RE M
TLTWATD, 75—
AR$E 250mg IsfF SCEE S & IZRL
# LT,

(1) BBIRITKIT DL BMEITHENL L TV R WD T, FREPEN G
P& B2 LB SN DRBOHE ZIRE, FrZER3 » AL
WG L2 &, UM Zwis L TRIE~BITT 5 2
ENHESN TS, ( HEYERE] OHSHR) |

Q) BAF O NG T DAL EHIESEDH 2 &
[REFLFA~BATT 2 2 A SN T 5, ( [EEYEER] O
HEM) ]

AFNIMEAEBIM 2 @45 =

&, FREEAT~BITTLIL
N, 7T 0— L PAREE 250mg
WAEL S SIZFEH LT,

INREEA~DES- AN D N TR % AR ABR
. F—gFienizw, 77 V="

(AR, BrEl, AR, DIRIINRITHS 2 LR | R 250me HRASTEZ b L IC

FESL STV, [BEHRBRD 20, ] LR L7z,

A EOEE HEIRMCE =270 7)

(1) FEREEE - AFNL, SfEFFEHORE LTHEHATS Z L,

(2) #5HT : AFNTHAREOMHE N Y BAITHH7-0, FHiK
IEH LRV &y

() BEZEA  BLAER LA 3 IEEMED & % D THL O HKFH| &
DIREZBET D 2 &, AR UBRIT I L Thien, ]

DFL#EAE S &1, AFUE R
MBEEEEFHE LTHREL
776
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Z DD E

~ U AR ARG LGS, MBS, 727 v b TR
NRIEISE DFEAENRE SILTWVD D, ND AKX —DAJERGHBR
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7 F V— VO NAREE 250mg Hft
XEE S EICEOMDOEEFE
& LT L7,
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1.8.4. 2% 3k

1.8.4. 2E 3R

DOR® R, TR OBUE, #K R HB. Metronidazole (Flagyl) OBFRMER %I S HIE RIS
DU YT, Chemotherapy 1971;19(2):111-4.

Campbell JI, Lam TM, Huynh TL, et al. Microbiologic characterization and antimicrobial susceptibility of
Clostridium tetani isolated from wounds of patients with clinically diagnosed tetanus. Am J Trop Med Hyg
2009;80(5):827-31.

PORE EA BAOTET U ANLLI R A B =8 — L OYRIEBRUE 5 47 1
P B ARSEHERYYIE P MRS 2012;9(6):681-90.

Quaglio G, Anguera I, Miro JM, et al: Prevotella oralis homograft-valve endocarditis complicated by
aortic-root abscess, intracardiac fistula, and complete heart block. Clin Infect Dis 1999(3);28:685-6.

> Mousa HA. Aerobic, anaerobic and fungal burn wound infections. J Hosp Infect 1997;37(4):317-23.

Bowler PG, Davies BJ. The microbiology of infected and noninfected leg ulcers. Int ] Dermatol.
1999;38(8):573-8.

TR AR YSE . In: Elmh%fﬁﬁﬁi H ARG R EIF IR 2, B, AR B RYME 2207 - 7R
WA KT A 2007. &5 1 h5. 52-60.
S PUESKBE FHE - BB, Inn B A L EEEE H AU B S EF TE 2, . S T e e

JE W - 15T A h74/ 2007. % 1K 1869

O PR RCR R YL (I, AR TR, AEREOMIEE, M MEREIE L) | In: A A LHIRIESS
A SNE B I YIEFSE 2, n’*ﬁ R YE W - TRIR AT A R A > 2007. 55 1 ). 64-72.

AT EA, K 3R, HEE Bk, . RWEREE JEIH S5 IBD ERIRZK O =Y (5 9 \) T
A — NHRFHER]. IBD Research 2011;5(1): 58-62.

U S AR B B SR AR AT e T ABER « 24 BT B D R RIa R &
AN il 72 VRIS L B RIS OMESLIZ B9 20758 BE (BEFR - ZVETIRSEnoesr) . &
A HUESRMIIGE O F5] £ -2010-.2010:7-10.

2OMIR A FURRER R A — N, X VAT 4T 2012;58(8):237-45.

B *”2@ PR O MENED B RAGREK - I/ SO B EE TR S EEIC oW T BIE
%2 0m l:fﬁi@z%ﬁ@mb\ﬂ@%u% WSRO BEAEE TR SNT-ELEZD & No ll-244
A rho=Fy—)L B

Gomi H, Solomkin JS, Takada T, et al. TG13 antimicrobial therapy for acute cholangitis and cholecystitis.
J Hepatobiliary Pancreat Sci 2013;20(1):60-70.

Stevens DL, Bisno AL, Chambers HF, et al. Practice guidelines for the diagnosis and management of skin
and soft-tissue infections. Clinical Infectious Diseases. 2005;41:1373-406.

Centers for Disease Control and Prevention: Sexually transmitted diseases treatment guidelines.
2010.MMWR Recomm Rep 2010;59(RR-12):1-110.
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Solomkin JS, Mazuski JE, Bradley JS, et al: Diagnosis and management of complicated intra-abdominal
infection in adults and children: guidelines by the Surgical Infection Society and the Infectious Diseases
Society of America. Clin Infect Dis 2010;50(2):133-64.

Cohen SH, Gerding DN, Johnson S, et al. Clinical practice guidelines for Clostridium difficile infection in
adults: 2010 update by the society for healthcare epidemiology of America (SHEA) and the infectious
diseases society of America (IDSA). Infect Control Hosp Epidemiol 2010;31:431-55.
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1.9 —RMIAFRICIR D SCE

1 —RRRIBFRTER 5 30H
L1 JAN

AFRKNT B AREIR G — 4T — # ~— R (Japanese Accepted Names for Pharmaceuticals : JAN,
http://jpdb.nihs.go.jp/jan/ : FHTH 20134F4H22H) ICLL FOAFRTAR SN TN D,
— RN A PR

(HARA) A bhp=FYy—)L

(& 44) Metronidazole

1.2. INN

A Tr-INN & L CWHO Chronicle, Vol. 19, No. 4, 5 and 6, 1965 (List 5) (ZIX# ST 5,
— XA TR -

(£  44) metronidazole
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1.10 - BEREOIFEFAEROE LD

1. BX - BIREOBEFERH/OEL D

L4 - hil

2-(2-Methyl-5-nitro-1H-imidazol-1-yl)ethanol (5|4 A hr=4%>V"—)L)

IS

S
pussiyg
o
g‘t
A

1B UM A S e

< i 1 >

AKFNCEED X A NV hay B RgE, N7 TFuATAE, FLRTIE, N
NT4aEF AR, 7INITI LR, JaA NI TPULAR, 22— T VDTN
&

<SHEE >

- BRIME

o RTEM: R R R e

< SME « BVE K VAR AISE 0 " R IE Y

- BHRER

- Wige, BRI, RN

BRI SE MR

- JEREESR, REEN RS

- JREE, JHIRE

- AR RN S

)=

2 JEYLVERS 2%

< i~ A >
AFNEED 7 o A NPT A T 4T 4 U
<SH IEE >

JRVERG R ((AREITER G R & &)

3.7 A — PR

WH, RAIZIEA he=F>Y— L& L1 H1500mg (i) % 3 ENZ551F T 20

L - HE | 20 BT CREFEET 2, 723, EHEME SOOI EERYYEIIERIS T T, 1TH
2000 mg (Jiffi) % 4 [0 TEETE 5,

BIFEEE DR E

TR KDY | iR : A he=FY—1

LEJL R

BUH TR AN v SR EHERS00 mg (1234 7VH AR A e =4>"—/1500 mg)

kR

D PR B 5 LDl (meke)
bk <% ?? BARE B
g o 3500
5y k O; EH RPN 1
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1.10 - BEREOIFEFAEROE LD

| | S | &N | >5000
A G-k
BrE | &5 a2 h&E T F2RPT
][] R (mg/kg) | (mgkg/H)
0. 60 300 mg/kg :
7y b AR EIRPY |50 300 300 62 AR O
’ LR oTe
120 mg/kg/ H LA L= -
Frigtrt) 72 @
. - 0, 60, 240 mg/kg/H :
% 5
Fov | 2B 20040 | 0| prampmo b s o
ZAE D ANEET LRV L
OVE AN D i
EING 3 R
RITERORBHE  14/38=368% B R Al 3 e Bl 2/38 =5.3%
BIVEH ofEH 45 % B R AR AL B 5 O R AR 45 %
TR 9 237 | ALTHEMN 1 2.6
EIH/IE)EH %,L\ 2 53 ASTi%jJH 1 2.6
SRPEAER 1 2.6 y-GTPi%jJI] 1 2.6
(A 1 2.6
th
a TRBREE & ORRBIR A B TE WA AE O R AT AT 2 FE RS
= ft 7 7 A PRt
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A hO=EY—LRERER 112 HMEEH-K

A B (%] D E F G H I
BEFORN i85
| wewnes RENES F4 4 BRI BT N ar | wms FES
, 38 BRCET3XE
3 (328 JRI
- Metronidazole Intravenous Infusion - Pfizer (Perth) Pty Limited, o 5 ) =5
[ e _ S B LR e I
5 [3.2.p |
- Metronidazole Intravenous Infusion SRR Pfizer (Perth) Pty Limited, 5 ) =
6 32p 3.2.P Drug Product _ Z(IQIIH AR F—ATYT AHE FEAEER Pl
7 |32.A Zofh
32A _ ?;tx)nAidazole. Imravenous Infusion _ _ ShE AN =4l
8 .2.A Appendices
9 [32.R KMo BRI
32R - I}\Azet;o]r;idgzole lnn:avenolus Infusion _ _ P gk P
10 .2.R Regional Information
L [Eem BB
12 4.2.1 SEFRABR
13 ]4.2.1.1 2071 % AT B kR
. e Clin Microbiol
YORRE! PD-1 :‘?jtérgibi(;::rzfifz;ts with Bacteroides fragilis determined by viable counts g;l;:zzrgiﬁt:M’ s s S Ilr;f:;;(])'gz X Bz
14 28 ’ Gudmundsson S. R
Antimicrob
Agents
42.1.1.2 PD-2 Drug Susceptibility Testing of Anaerobic Protozoa. J.A. Upcroft, P. Upcroft | — — S Chemother. Bk
2001:45(6):1810-
15 4
. . . . . . . . Parasitol Res.
42113 PD-3 Antlamoebllc properties of the actinomycete metabolites echinomycin A and |A. Espinosa, A.M. Socha, | s SE 2012:111(6):2473{ 5%
16 tirandamycin A. E. Ryke, et al. 7
17 [42.1.2 EIRESETN
s [ EETTD | | | [ [ |
19 [4.2.13 ek B AR
20 I [ seka L I I I [ [ I
21(42.14 H AR B E R
22 I [ seka L I I I [ [ I
23 [4.2.2 B ERER
24 (4.2.2.1 STk
Arch Int
L Pharmacodyn
G.F. Placidi, D. M: ka, .
422.1.1 ADME-1 Distribution and Metabolism of "“C-Metronidazole in Mice. A Alcz:falz let al asuoka, | — ShE Ther. e
: >etal 1970;188(1):168-
25 79.
Arch Int
Pharmacokinetics and Metabolic Disposition of '*C-Metronidazole-Derived |H.S. Buttar, . Pharmacodyn
4.22.1.2 ADME-2 S — — 5k
Radioactivity in Rat after Intravenous and Intravaginal Administration. W.H. Siddiqui s Ther. B4
26 1980;245(1):4-19.
Pharmacokinetic Studies of ['“C]-Metronidazole in the Rhesus Monkey: Searle Laboratories, > [#
42213 MRC-742-0039 A Comparison of Intravenous Administration by Single Injection and by - F ]'ﬁilﬂ (Bl Pfizer Worldwide Research & [#}[E FEPE R 5%
27 Infusion. ’ Development)
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A AR

A B C D E F G H I
D:
| weesee REREH F4bn *% RBSHHN RIS HERORH| ams |FEBS
28 [4.2.22 UL
Arch Int
42921 ADME-2 Pharmacokinetics and Metabolic Disposition of '*C-Metronidazole-Derived |H.S. Buttar, _ _ SE Pharmacodyn P
e (4.2.2.1.2L[F%R) Radioactivity in Rat after Intravenous and Intravaginal Administration. W.H. Siddiqui Ther. 7
29 1980;245(1):4-19
MRC-742-0039 Pharmacokinetic Studies of ['“C]-Metronidazole in the Rhesus Monkey: Searle Laboratories, K[%]
4.2.222 (4221 3L A Comparison of Intravenous Administration by Single Injection and by o F 1'@. A (31 Pfizer Worldwide Research & |4}[H FEPE R 2%
o 2.2.1. Infusion. . Development)
31 (4223 Sy Aii
Arch Int
L Pharmacodyn
ADME-1 G.F. Placidi, D. Masuoka, .
4.223.1 @2.2.11 Lk Distribution and Metabolism of '“C-Metronidazole in Mice. A Alcadr:z let al asuoka, | — SR Ther. B
e . ? . 1970;188(1):168-
32 79.
33 (4224 R
Arch Int
42241 ADME-2 Pharmacokinetics and Metabolic Disposition of '*C-Metronidazole-Derived |H.S. Buttar, _ _ SE Pharmacodyn P
e (4.2.2.1.2L[FFR) Radioactivity in Rat after Intravenous and Intravaginal Administration. W.H. Siddiqui Ther. 7
a4 1980;245(1):4-19.
MRC-742-0039 Pharmacokinetic Studies of ['“C]-Metronidazole in the Rhesus Monkey: Searle Laboratories, > [E
42242 422135 E) A Comparison of Intravenous Administration by Single Injection and by - F I'QII A (31 Pfizer Worldwide Research & |#}[E R zeR 5%
e Infusion. ’ Development)
35
36 [4.2.2.5 Pt
Arch Int
42951 ADME-2 Pharmacokinetics and Metabolic Disposition of '*C-Metronidazole-Derived |H.S. Buttar, _ _ SE Pharmacodyn P
e (4.2.2.1.2L[F%R) Radioactivity in Rat after Intravenous and Intravaginal Administration. W.H. Siddiqui Ther. 7
27 1980;245(1):4-19
MRC-742-0039 Pharmacokinetic Studies of ['4C]-Metronidazole in the Rhesus Monkey: Searle Laboratories, K [#
42252 4221 3L k) A Comparison of Intravenous Administration by Single Injection and by - F ]'ﬁilﬂ (3 Pfizer Worldwide Research & |4}[H RN R B
. 2.2.1.3&[H]H Infusion. : Development)
39 [4.2.2.6 Y BREFR R AR GRERR)
40 LM ER A L [
41 (4227 Z DO I B RERA R
42 MR L |
43423 AR
44 (42.3.1 Hi[R| B G- E R
Excerpta Medica,
Proceedings of
the International
4.2.3.1.1 TOX-1 Metronidazole: Toxicology and Teratology. R.G. Bost — — S Metronidazole  |Z%
Conference.
Montreal,1976;11
2-118.
45 8
46 [423.2 S B b R
Searle Laboratories, > [
42321 BB0-000-0973 SC-10295 HCI: Four week intravenous toxicity study in the rat. - 15.@. A (1 Pfizer Worldwide Research & |4}4[% *ERE R B
47 : Development)
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A B C D E F G H I
BEFORN Wit %
1 BETRFIES BENES 24 b *E B S A T BB S BT ERAAE) HRE o8|
-000- _ . . : i : ~ -] E5| K45 4] E
48 42322 BB0-000-0971 SC-10295 HCI: Two-week intravenous toxicity study in monkeys. _ - I'Q'FJ I'WH _ . L KE SE R =
49 (4233 JER AR BR
50 |4.2.3.3.1 In Vitro #5%
51 I [BRGka L [ [ [ I I [
52 4.2.33.2 In Vivo iR
53 I [k L [ [ [ I I [
54 (4.2.3.4 P AR
55 [4.2.3.4.1 RIA AR MERRBR
56 [k L [ [ [ I I [
57 |4.23.4.2 S S0 P % A SR B
58 [BRGka L [ [ [ I I [
59 |4.23.4.3 Z DDA
60 I [BRGka L [ [ [ I I [
61[4.2.3.5 AR A AR
62 [4.23.5.1 ZIRHE R O K £ TOYIIRTE £SR3 2 B
23500 BB000.0702 Toxicological Evaluation of SC-10295 (Flagyl): Evaluation of Reproductive 'L L S?‘gepzizfﬁ;zgzzi (ﬁ eseamh « b — e
Performance.
63 Development)
64 (4.23.5.2 IR - R YRR AT BT 2 3R
423.52.1 BB0-000-0703 Toxicological Evaluation of SC-10295 (FlagyD: Evaluation of Embryotoxic 1~ S?:E?Eiif?&iﬁi&i llisearch & |4t TR B
and Teratogenic Potential in the Rat.
65 Development)
. . . . o Searle Laboratories, > [
423522 BB0-000-0966 fﬁ);i?z” An evaluation of embryotoxic and teratogenic potential in the 1 (31 Pfizer Worldwide Research & |44 AT B
66 Development)
67 (4.23.53 AR A & OV A 1% O 38 AR QNS BHAR OB RE 12 B 5 2 3R
Toxicological evaluation of SC-10295 (Flagyl): A study on the pregnant and Searle Laboratories, K [#
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