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ZITHROMAX®

(azithromycin for injection)
For 1V infusion only

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

DESCRIPTION

ZITHROMAX (azithromycin for injection) contains the active ingredient azithromycin, an
azalide, a subclass of macrolide antibiotics, for intravenous injection. Azithromycin has the
chemical name (2R, 3S,4R,5R,8R, 10R, 1 IR, 128,138, 14R)-13-[(2,6-dideoxy-3-C-methyl-3-O
-methyl-o-L-ribo-hexopyranosylJoxy]-2-ethyl-3,4,10-trihydroxy-3,5,6,8,10,12,14-hepta-
methyl-11-[[3,4,6-trideoxy-3-(dimethylamino)-B-D-xylo-hexopyranosyl Joxy]-1-oxa-
6-azacyclopentadecan-15-one. Azithromycin is derived from erythromycin; however, it differs
chemically from erythromycin in that a methyl-substituted nitrogen atom is incorporated into the
lactone ring. Its molecular formula is C3gH7,N>012, and its molecular weight is 749.00.
Azithromycin has the following structural formula:

H s

Cl
S
R
s

Azithromycin, as the dihydrate, is a white crystalline powder with a molecular formula of
C33H72N2012' 2H,0 and a molecular weight of 785.0.



ZITHROMAX (azithromycin for injection) consists of azithromycin dihydrate and the following
inactive ingredients: citric acid and sodium hydroxide. ZITHROMAX (azithromycin for
injection) is supplied in lyophilized form in a 10-mL vial equivalent to 500 mg of azithromycin
for intravenous administration. Reconstitution, according to label directions, results in
approximately 5 mL of ZITHROMAX for intravenous injection with each mL containing
azithromycin dihydrate equivalent to 100 mg of azithromycin.

CLINICAL PHARMACOLOGY

Pharmacokinetics

In patients hospitalized with community-acquired pneumonia receiving single daily one-hour
intravenous infusions for 2 to 5 days of 500-mg azithromycin at a concentration of 2 mg/mL, the
mean Cpax = S.D. achieved was 3.63 = 1.60 ng/mL, while the 24-hour trough level was 0.20 +

0.15 pg/mL, and the AUCy4 was 9.60 + 4.80 pg-h/mL.

The mean Cyax, 24-hour trough and AUC4 values were 1.14 + 0.14 pg/mL, 0.18 +0.02 ug/mL,
and 8.03 £0.86 pg- h/mL, respectively, in normal volunteers receiving a 3-hour intravenous
infusion of 500 mg azithromycin at a concentration of 1 mg/mL. Similar pharmacokinetic values
were obtained in patients hospitalized with community-acquired pneumonia who received the
same 3-hour dosage regimen for 2-5 days.

Plasma concentrations (ug/mL + S.D.) after the last daily intravenous infusion of 500 mg azithromycin

Infusion Concentration, Time after starting the infusion (hr)
Duration :

0.5 1 2 3 4 6 8 12 24
2 mg/mL, 1 hr® 2.98 363 060 040 033 026 027 020 020

+1.12 173 =031 =023 =+0.16 +0.14 +0.15 =+0.12 =+0.15

1 mg/mL, 3 hr 0.91 1.02 114 113 032 028 027 022 0.18
+0.13 £0.11 =+0.13 +0.16 +0.05 +0.04 +0.03 =+0.02 =+0.02

a= 500 mg (2 mg/mL) for 2-5 days in community-acquired pneumonia patients.
b =500 mg (1 mg/mL) for 5 days in healthy subjects.

The average CLtand V4 values were 10.18 mL/min/kg and 33.3 L/kg, respectively, in 18 normal
volunteers receiving 1000 to 4000-mg doses given as 1 mg/mL over 2 hours.

Comparison of the plasma pharmacokinetic parameters following the 1st and 5th daily doses of
500 mg intravenous azithromycin showed only an 8% increase in Cpax but a 61% increase in
AUCy4 reflecting a threefold rise in Cy4 trough levels.



Following single oral doses of 500-mg azithromycin (two 250-mg capsules) to 12 healthy
volunteers, Crax, trough level, and AUC,4 were reported to be 0.41 pg/mL, 0.05 ng/mL, and 2.6
ug-h/mL, respectively. These oral values are approximately 38%, 83%, and 52% of the values
observed following a single 500-mg L V. 3-hour infusion (Cyax: 1.08 pg/mL, trough: 0.06 pg/mL,
and AUCa4: 5.0 ug-h/mL). Thus, plasma concentrations are higher following the intravenous
regimen throughout the 24-hour interval. The pharmacokinetic parameters on day 5 of
azithromycin 250-mg capsules following a 500-mg oral loading dose to healthy young adults
(age 18-40 years old) were as follows: Cpax: 0.24 pg/mL, AUCy4: 2.1 pg-h/mL. Azithromycin
250-mg capsules are no longer commercially available. Azithromycin 250-mg tablets are
bioequivalent to 250-mg capsules in the fasting state.

Median azithromycin exposure (AUCy.288) in mononuclear (MN) and polymorphonuclear (PMN)
leukocytes following 1,500 mg of oral azithromycin, administered in single daily doses over
either 5 days (two 250-mg tablets on day 1, followed by one 250-mg tablet on days 2-5) or 3 days
(500 mg per day for days 1-3) to 12 healthy volunteers, was more than a 1000-fold and 800-fold
greater than in serum, respectively.

Distribution
The serum protein binding of azithromycin is variable in the concentration range approximating -
human exposure, decreasing from 51% at 0.02 pg/mL to 7% at 2 pg/mL.

Tissue concentrations have not been obtained following intravenous infusions of azithromycin.
Selected tissue (or fluid) concentration and tissue (or fluid) to plasma/serum concentration ratios
following oral administration of azithromycin are shown in the following table:

AZITHROMYCIN CONCENTRATIONS FOLLOWING
A 500-mg DOSE (TWO0-250 mg CAPSULES) IN ADULTS

TISSUEORFLUID | TIME AFTER |TISSUEORFLUID | CORRESPONDING | TISSUE (FLUID)
DOSE (h) CONCENTRATION |PLASMA OR SERUM | PLASMA (SERUM)
(ng/g or pg/mL)’ LEVEL (pg/mL) RATIO!
SKIN 72-96 0.4 0.012 35
LUNG 72-96 4.0 0.012 >100
SPUTUM#* 24 1.0 0.64 2
SPUTUM** 10-12 2.9 0.1 30
TONSIL**# 9-18 45 0.03 >100
TONSIL*** 180 0.9 0.006 >100
CERVIX###* 19 28 0.04 70

"High tissue concentrations should not be interpreted to be quantitatively related to clinical
efficacy. The antimicrobial activity of azithromycin is pH related and appears to be reduced with



decreasing pH. However, the extensive distribution of drug to tissues may be relevant to clinical
activity.

*  Sample was obtained 2-4 hours after the first dose.
**  Sample was obtained 10-12 hours after the first dose.
***  Dosing regimen of 2 doses of 250 mg each, separated by 12 hours.
*exx Sample was obtained 19 hours after a single 500-mg dose.

Tissue levels were determined following a single oral dose of 500-mg azithromycin in 7
gynecological patients. Approximately 17 hours after dosing, azithromycin concentrations were
2.7 ug/g in ovarian tissue, 3.5 ug/g in uterine tissue, and 3.3 pg/g in salpinx. Following a
regimen of 500 mg on the first day followed by 250 mg daily for 4 days, concentrations in the
cerebrospinal fluid were less than 0.01 ug/mL in the presence of non-inflamed meninges.

Metabolism
In vitro and in vivo studies to assess the metabolism of azithromycin have not been performed.

Elimination

Plasma concentrations of azithromycin following single 500-mg oral and i.v. doses declined in a
polyphasic pattern with a mean apparent plasma clearance of 630 mL/min and terminal
elimination half-life of 68 hours. The prolonged terminal half-life is thought to be due to
extensive uptake and subsequent release of drug from tissues.

In a multiple-dose study in 12 normal volunteers utilizing a 500-mg (1 mg/mL) one-hour
intravenous-dosage regimen for five days, the amount of administered azithromycin dose
excreted in urine in 24 hours was about 11% after the 1st dose and 14% after the 5th dose. These
values are greater than the reported 6% excreted unchanged in urine after oral administration of
azithromycin. Biliary excretion is a major route of elimination for unchanged drug, following
oral administration.

Special Populations

Renal Insufficiency

Azithromycin pharmacokinetics were investigated in 42 adults (21 to 85 years of age) with
varying degrees of renal impairment. Following the oral administration of a single 1,000-mg dose
of azithromycin, mean Cpax and AUCo.120 increased by 5.1% and 4.2%, respectively in subjects
with mild to moderate renal impairment (GFR 10 to 80 mL/min) compared to subjects with
normal renal function (GFR >80 mL/min). The mean Cpax and AUCy.15 increased 61% and 35%,
respectively in subjects with severe renal impairment (GFR <10 mL/min) compared to subjects
with normal renal function (GFR >80 mL/min). (See DOSAGE AND ADMINISTRATION.)

Hepatic Insufficiency
The pharmacokinetics of azithromycin in subjects with hepatic impairment has not been
established.



Gender
There are no significant differences in the disposition of azithromycin between male and female
subjects. No dosage adjustment is recommended based on gender.

Geriatric Patients

Pharmacokinetic studies with intravenous azithromycin have not been performed in older
volunteers. Pharmacokinetics of azithromycin following oral administration in older volunteers
(65-85 years old) were similar to those in younger volunteers (18-40 years old) for the 5-day
therapeutic regimen.

Pediatric Patients
Pharmacokinetic studies with intravenous azithromycin have not been performed in children.

Drug-Drug Interactions

Drug interaction studies were performed with oral azithromycin and other drugs likely to be co-
administered. The effects of co-administration of azithromycin on the pharmacokinetics of other
drugs are shown in Table 1 and the effects of other drugs on the pharmacokinetics of
azithromycin are shown in Table 2.

Co-administration of azithromycin at therapeutic doses had a modest effect on the
pharmacokinetics of the drugs listed in Table 1. No dosage adjustment of drugs listed in Table 1
1s recommended when co-administered with azithromycin.

Co-administration of azithromycin with efavirenz or fluconazole had a modest effect on the
pharmacokinetics of azithromycin. Nelfinavir significantly increased the Cpax and AUC of
azithromycin. No dosage adjustment of azithromycin is recommended when administered with
drugs listed in Table 2. (See PRECAUTIONS - Drug Interactions.)



Table 1. Drug Interactions: Pharmacokinetic Parameters for Co-administered Drugs in the
Presence of Azithromycin

Co-administered Dose of Co- Dose of n Ratio (with/without azithromycin) of
Drug administered Drug Azithromycin Co-administered Drug Pharmacokinetic
Parameters (90% CI); No Effect = 1.00
Mean Cp.x Mean AUC
Atorvastatin 10 mg/day x 8 500 mg/day PO on 12 0.83 1.01
days days 6-8 (0.63 to 1.08) (0.81to0 1.25)
Carbamazepine 200 mg/day x 2 500 mg/day PO for 7 0.97 0.96
days, then 200 mg | days 16-18 (0.88 to 1.06) (0.88 10 1.06)
BID x 18 days
Cetirizine 20 mg/day x 11 500 mg PO on day 14 1.03 1.02
days 7, then 250 mg/day 0.93t01.14) (0.92t0 1.13)
on days 8-11
Didanosine 200 mg PO BID 1,200 mg/day PO 6 1.44 1.14
x 21 days on days 8-21 (0.85 t0 2.43) (0.83 to 1.57)
Efavirenz 400 mg/day x 7 600 mg PO on day 14 1.04* 0.95%
days 7
Fluconazole 200 mg PO single | 1,200 mg PO 18 1.04 1.01
dose single dose (0.98t0 1.11) (0.97 to 1.05)
Indinavir 800 mg TID x 5 1,200 mg PO on 18 0.96 0.90
days day 5 (0.86 to 1.08) (0.81 to 1.00)
Midazolam 15mgPOonday | 500 mg/day PO x 3 12 1.27 126
3 days (0.89 to 1.81) (1.01 to 1.56)
Nelfinavir 750 mg TID x 11 | 1,200 mg PO on 14 0.90 0.85
days day 9 (0.81 to 1.01) (0.78 t0 0.93)
Rifabutin 300 mg/day x 10 | 500 mg PO on day 6 See footnote NA
days 1, then 250 mg/day below
on days 2-10
Sildenafil 100 mgondays1 | 500 mg/day PO x 3 12 1.16 0.92
and 4 days (0.86 to 1.57) (0.75to 1.12)
Theophylline 4 mg/kg IV on 500 mg PO on day 10 1.19 1.02
days 1, 11, 25 7, 250 mg/day on (1.02 to 1.40) (0.86 t0 1.22)
days 8-11
Theophylline 300 mg PO BID x | 500 mg PO on day 8 1.09 1.08
15 days 6, then 250 mg/day (0.92 t0 1.29) (0.89to 1.31)
on days 7-10
Triazolam 0.125 mg onday 2 | 500 mg PO on day 12 1.06* 1.02%
1, then 250 mg/day
on day 2
Trimethoprim/ 160 mg/800 1,200 mg PO on 12 0.85 0.87
Sulfamethoxazole | mg/day PO x 7 day 7 (0.75 10 0.97)/ (0.80 t0 0.95/
days 0.90 0.96
(0.78 to 1.03) (0.88 t0 1.03)
Zidovudine 500 mg/day PO x | 600 mg/day PO x 5 1.12 0.94
21 days 14 days (0.42 t0 3.02) (0.52 to 1.70)
Zidovudine 500 mg/day PO x | 1,200 mg/day PO x 4 1.31 1.30
21 days 14 days (0.43 10 3.97) (0.69 to 2.43)

NA - Not Available

* - 90% Confidence interval not reported




Mean rifabutin concentrations one-half day after the last dose of rifabutin were 60 ng/mL when co-administered with
azithromycin and 71 ng/mL when co-administered with placebo.

Table 2. Drug Interactions: Pharmacokinetic Parameters for Azithromycin in the Presence
of Co-administered Drugs (See PRECAUTIONS - Drug Interactions.)

Co-administered Dose of Co- Dose of n Ratio (with/without co-administered
Drug administered Drug Azithromycin drug) of Azithromycin Pharmacokinetic
Parameters (90% CI); No Effect = 1.00
Mean Cpux Mean AUC
Efavirenz 400 mg/day x 7 600 mg PO on day 14 1.22 0.92%
days 7 (1.04 to 1.42)
Fluconazole 200 mg PO single | 1,200 mg PO 18 0.82 1.07
dose single dose (0.66 t0 1.02) (0.94t0 1.22)
Nelfinavir 750 mg TID x 11 | 1,200 mg PO on 14 2.36 2.12
days day 9 (1.77 to 3.15) (1.80 to 2.50)
Rifabutin 300 mg/day x 10 | 500 mg PO on day 6 See footnote NA
days 1, then 250 below
mg/day on days 2-
10

NA - Not available

* - 90% Confidence interval not reported

Mean azithromycin concentrations one day after the last dose were 53 ng/mL when co-administered with 300 mg
daily rifabutin and 49 ng/mL when co-administered with placebo.

Microbiology: Azithromycin acts by binding to the 50S ribosomal subunit of susceptible
microorganisms and, thus, interfering with microbial protein synthesis. Nucleic acid synthesis is
not affected.

Azithromycin concentrates in phagocytes and fibroblasts as demonstrated by iz vitro incubation
techniques. Using such methodology, the ratio of intracellular to extra-cellular concentration was
>30 after one hour incubation. /n vivo studies suggest that concentration in phagocytes may
contribute to drug distribution to inflamed tissues.

Azithromycin has been shown to be active against most isolates of the following
microorganisms, both in vitro and in clinical infections as described in the INDICATIONS
AND USAGE section of the package insert for ZITHROMAX (azithromycin for injection).

Aerobic and facultative gram-positive microorganisms
Staphylococcus aureus
Streptococcus pneumoniae

NOTE: Azithromycin demonstrates cross-resistance with erythromycin-resistant gram-positive
strains. Most strains of Enterococcus faecalis and methicillin-resistant staphylococci are resistant
to azithromycin.



Aerobic and facultative gram-negative microorganisms
Haemophilus influenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

“Other” microorganisms
Chlamydia pneumoniae
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma hominis
Mycoplasma preumoniae

Beta-lactamase production should have no effect on azithromycin activity.

Azithromycin has been shown to be active against most strains of the following microorganisms,
both in vifro and in clinical infections as described in the INDICATIONS AND USAGE section
of the package insert for ZITHROMAX (azithromycin tablets) and ZITHROMAX (azithromycin
for oral suspension).

Aerobic and facultative gram-positive microorganisms
Staphylococcus aureus

Streptococcus agalactiae

Streptococcus pneumoniae

Streptococcus pyogenes

Aerobic and facultative gram-negative microorganisms
Haemophilus ducreyi

Haemophilus influenzae

Moraxella catarrhalis

Neisseria gonorrhoeae

“Other” microorganisms
Chlamydia pneumoniae
Chlamydia trachomatis
Mycoplasma pneumoniae

Beta-lactamase production should have no effect on azithromycin activity.

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

At least 90% of the following microorganisms exhibit an in vitro minimum inhibitory
concentration (MIC) less than or equal to the susceptible breakpoints for azithromycin.



However, the safety and effectiveness of azithromycin in treating clinical infections due to these
microorganisms have not been established in adequate and well-controlled clinical trials.

Aerobic and facultative gram-positive microorganisms
Streptococci (Groups C, F, G)
Viridans group streptococci

Aerobic and facultative gram-negative microorganisms
Bordetella pertussis

Anaerobic microorganisms
Peptostreptococcus species
Prevotella bivia

“Other” microorganisms
Ureaplasma urealyticum

Beta-lactamase production should have no effect on azithromycin activity.

Susceptibility Testing Methods

When available, the results of in vitro susceptibility test results for antimicrobial drugs used in
resident hospitals should be provided to the physician as periodic reports which describe the
susceptibility profile of nosocomial and community-acquired pathogens. These reports may differ
from susceptibility data obtained from outpatient use, but could aid the physician in selecting the
most effective antimicrobial.

Dilution techniques

Quantitative methods are used to determine antimicrobial minimum inhibitory concentrations
(MICs). These MICs provide estimates of the susceptibility of bacteria to antimicrobial
compounds. The MICs should be determined using a standardized procedure. Standardized
procedures are based on a dilution method (broth or agar) or equivalent with standardized
inoculum concentrations and standardized concentrations of azithromycin powder. The MIC
values should be interpreted according to criteria provided in Table 3.



Diffusion techniques:
Quantitative methods that require measurement of zone diameters also provide reproducible

estimates of the susceptibility of bacteria to antimicrobial compounds. One such standardized
procedure® requires the use of standardized inoculum concentrations. This procedure uses paper
disks impregnated with 15-pg azithromycin to test the susceptibility of microorganisms to
azithromycin. The disk diffusion interpretive criteria are provided in Table 3.

Table 3. Susceptibility Interpretive Criteria for Azithromycin
Susceptibility Test Result Interpretive Criteria

‘Minimum Inhibitory Disk Diffusion
Concentrations (ug/mL) (zone diameters in mm)
Pathogen
S I R* I R*
Haemophilus spp. <4 - - >12 - -
Staphylococcus aureus <2 4 >8 >18 14-17 <13
Streptococci including
S. pneumoniae® <05 1 >2 >18 1417 <13

“The current absence of data on resistant strains precludes defining any category other than
“susceptible”. If strains yield MIC results other than susceptible, they should be submitted to a
reference laboratory for further testing.

bSusceptibility of streptococci including, S. pneumoniae to azithromycin and other macrolides
can be predicted by testing erythromycin.

No interpretive criteria have been established for testing Neisseria gonorrhoeae. This species is
not usually tested.

A report of “susceptible” indicates that the pathogen is likely to be inhibited if the antimicrobial
compound 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 reaches the concentrations usually achievable; other therapy should
be selected.

10



Quality Control

Standardized susceptibility test procedures require the use of quality control microorganisms to
control the technical aspects of the test procedures. Standard azithromycin powder should
provide the following range of values noted in Table 4. Quality control microorganisms are
specific strains of organisms with intrinsic biological properties. QC strains are very stable
strains which will give a standard and repeatable susceptibility pattern. The specific strains used
for microbiological quality control are not clinically significant.

Table 4. Acceptable Quality Control Ranges for Azithromycin

QC Strain Minimum Inhibitery Disk Diffusion
Concentrations (ug/mL) (zone diameters in mm)

Haemophilus influenzae

ATCC 49247 1.0-4.0 13-21
Staphylococcus aureus

ATCC 29213 0.5-2.0
Staphylococcus aureus

ATCC 25923 21-26
Streptococcus pneumoniae

ATCC 49619 0.06-0.25 19-25

INDICATIONS AND USAGE

ZITHROMAX (azithromycin for injection) is indicated for the treatment of patients with
infections caused by susceptible strains of the designated microorganisms in the conditions listed
below. Asrecommended dosages, durations of therapy, and applicable patient populations vary
among these infections, please see DOSAGE AND ADMINISTRATION for dosing
recommendations.

Community-acquired pneumonia due to Chlamydia pneumoniae, Haemophilus influenzae,
Legionella pneumophila, Moraxella catarrhalis, Mycoplasma preumoniae, Staphylococcus
aureus, or Streptococcus pneumoniae in patients who require initial intravenous therapy.

Pelvic inflammatory disease due to Chlamydia trachomatis, Neisseria gonorrhoeae, or
Mycoplasma hominis in patients who require initial intravenous therapy. If anaerobic
microorganisms are suspected of contributing to the infection, an antimicrobial agent with
anaerobic activity should be administered in combination with ZITHROMAX.

ZITHROMAX (azithromycin for injection) should be followed by ZITHROMAX by the oral
route as required. (See DOSAGE AND ADMINISTRATION.)
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Appropriate culture and susceptibility tests should be performed before treatment to determine
the causative microorganism and its susceptibility to azithromycin. Therapy with ZITHROMAX
may be initiated before results of these tests are known; once the results become available,
antimicrobial therapy should be adjusted accordingly.

To reduce the development of drug-resistant bacteria and maintain the effectiveness of
ZITHROMAX (azithromycin) and other antibacterial drugs, ZITHROMAX (azithromycin)
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

ZITHROMAX is contraindicated in patients with known hypersensitivity to azithromycin,
erythromycin, any macrolide or ketolide antibiotic. Zithromax is contraindicated in patients with
a history of cholestatic jaundice/hepatic dysfunction associated with prior use of azithromycin.

WARNINGS

Hypersensitivity
Serious allergic reactions, including angioedema, anaphylaxis, and dermatologic reactions,
including Stevens-Johnson Syndrome and toxic epidermal necrolysis, have been reported rarely
in patients on azithromycin therapy. Although rare, fatalities have been reported. (See
CONTRAINDICATIONS.) Despite initially successful symptomatic treatment of the allergic
symptoms, when symptomatic therapy was discontinued, the allergic symptoms recurred soon
thereafter in some patients without further azithromycin exposure. These patients required
prolonged periods of observation and symptomatic treatment. The relationship of these episodes

to the long tissue half-life of azithromycin and subsequent prolonged exposure to antigen is
~ unknown at present.

If an allergic reaction occurs, the drug should be discontinued and appropriate therapy should be
instituted. Physicians should be aware that reappearance of the allergic symptoms may occur
when symptomatic therapy is discontinued.

Hepatotoxicity

Abnormal liver function, hepatitis, cholestatic jaundice, hepatic necrosis, and hepatic failure have
been reported, some of which have resulted in death. Discontinue azithromycin immediately if
signs and symptoms of hepatitis occur.

Clostridium Difficile-associated diarrhea

Clostridium difficile associated diarrhea (CDAD) has been reported with use of nearly all
antibacterial agents, including ZITHROMAX (azithromycin for injection), and may range in
severity from mild diarrhea to fatal colitis. Treatment with antibacterial agents alters the normal
flora of the colon leading to overgrowth of C. difficile.
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C. difficile produces toxins A and B which contribute to the development of CDAD. Hypertoxin
producing strains of C. difficile cause increased morbidity and mortality, as these infections can
be refractory to antimicrobial therapy and may require colectomy. CDAD must be considered in
all patients who present with diarrhea following antibiotic use. Careful medical history is
necessary since CDAD has been reported to occur over two months after the administration of
antibacterial agents.

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

PRECAUTIONS

General: Because azithromycin is principally eliminated via the liver, caution should be
exercised when azithromycin is administered to patients with impaired hepatic function. Due to
the limited data in subjects with GFR <10 mL/min, caution should be exercised when prescribing
azithromycin in these patients. (See CLINICAL PHARMACOLOGY - Special Populations -

Renal Insufficiency.)

ZITHROMAX (azithromycin for injection) should be reconstituted and diluted as directed and
administered as an intravenous infusion over not less than 60 minutes. (See DOSAGE AND
ADMINISTRATION))

Local LV. site reactions have been reported with the intravenous administration of azithromycin.
The incidence and severity of these reactions were the same when 500 mg azithromycin was
given over 1 hour (2 mg/mL as 250 mL infusion) or over 3 hours (1 mg/mL as 500 mL infusion).
(See ADVERSE REACTIONS.) All volunteers who received infusate concentrations above
2.0 mg/mL experienced local L V. site reactions and, therefore, higher concentrations should be
avoided.

Prolonged cardiac repolarization and QT interval, imparting a risk of developing cardiac
arrhythmia and torsades de pointes, have been seen in treatment with other macrolides. A similar
effect with azithromycin cannot be completely ruled out in patients at increased risk for
prolonged cardiac repolarization.

Exacerbation of symptoms of myasthenia gravis and new onset of myasthenic syndrorhe have
been reported in patients receiving azithromycin therapy.

Prescribing ZITHROMAX (azithromycin) in the absence of a proven or strongly suspected

bacterial infection or a prophylactic indication is unlikely to provide benefit to the patient and
increases the risk of the development of drug-resistant bacteria.
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Information for Patients:

Patients should be directed to discontinue azithromycin and contact a physician if any signs of
an allergic reaction occur.

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

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

Drug Interactions: Co-administration of nelfinavir at steady-state with a single oral dose of
azithromycin resulted in increased azithromycin serum concentrations. Although a dose
adjustment of azithromycin is not recommended when administered in combination with
nelfinavir, close monitoring for known side effects of azithromycin, such as liver enzyme
abnormalities and hearing impairment, is warranted. (See ADVERSE REACTIONS.)

Although, in a study of 22 healthy men, a 5-day course of azithromycin did not affect the
prothrombin time from a subsequently administered dose of warfarin, spontaneous post-
marketing reports suggest that concomitant administration of azithromycin may potentiate the
effects of oral anticoagulants. Prothrombin times should be carefully monitored while patients
are receiving azithromycin and oral anticoagulants concomitantly.

Drug interaction studies were performed with azithromycin and other drugs likely to be co-
administered. (See CLINICAL PHARMACOLOGY-Drug-Drug Interactions.) When used in
therapeutic doses, azithromycin had a modest effect on the pharmacokinetics of atorvastatin,
carbamazepine, cetirizine, didanosine, efavirenz, fluconazole, indinavir, midazolam, rifabutin,
sildenafil, theophylline (intravenous and oral), triazolam, trimethoprim/sulfamethoxazole or
zidovudine. Co-administration with efavirenz or fluconazole had a modest effect on the
pharmacokinetics of azithromycin. No dosage adjustment of either drug is recommended when
azithromycin is co-administered with any of these agents.

Interactions with the drugs listed below have not been reported in clinical trials with

azithromycin; however, no specific drug interaction studies have been performed to evaluate
potential drug-drug interaction. Nonetheless, they have been observed with macrolide products.
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Until further data are developed regarding drug interactions when azithromycin and these drugs
are used concomitantly, careful monitoring of patients is advised:

Digoxin - elevated digoxin concentrations.

Ergotamine or dihydroergotamine - acute ergot toxicity characterized by severe peripheral
vasospasm and dysesthesia.

Terfenadine, cyclosporine, hexobarbital and phenytoin - elevated concentrations.

Laboratory Test Interactions: There are no reported laboratory test interactions.

Carcinogenesis, Mutagenesis, Impairment of Fertility: Long-term studies in animals have not
been performed to evaluate carcinogenic potential. Azithromycin has shown no mutagenic
potential in standard laboratory tests: mouse lymphoma assay, human lymphocyte clastogenic
assay, and mouse bone marrow clastogenic assay. No evidence of impaired fertility due to
azithromycin was found.

Pregnancy: Teratogenic Effects. Pregnancy Category B: Reproduction studies have been
performed in rats and mice at doses up to moderately maternally toxic dose concentrations (i.e.,
200 mg/kg/day by the oral route). These doses, based on a mg/m? basis, are estimated to be 4 and
2 times, respectively, the human daily dose of 500 mg by the oral route. In the animal studies, no
evidence of harm to the fetus due to azithromycin was found. There are, however, no adequate
and well-controlled studies in pregnant women. Because animal reproduction studies are not
always predictive of human response, azithromycin should be used during pregnancy only if
clearly needed.

Nursing Mothers: It is not known whether azithromycin is excreted in human milk. Because
many drugs are excreted in human milk, caution should be exercised when azithromycin is
administered to a nursing woman.

Pediatric Use: Safety and effectiveness of azithromycin for injection in children or adolescents
under 16 years have not been established. In controlled clinical studies, azithromycin has been
administered to pediatric patients (age 6 months to 16 years) by the oral route. For information
regarding the use of ZITHROMAX (azithromycin for oral suspension) in the treatment of
pediatric patients, refer to the INDICATIONS AND USAGE and DOSAGE AND
ADMINISTRATION sections of the prescribing information for ZITHROMAX (azithromycin
for oral suspension) 100 mg/S mL and 200 mg/5 mL bottles.

Geriatric Use: Pharmacokinetic studies with intravenous azithromycin have not been performed
in older volunteers. Pharmacokinetics of azithromycin following oral administration in older
volunteers (65-85 years old) were similar to those in younger volunteers (18-40 years old) for the
5-day therapeutic regimen.

In multiple-dose clinical trials of intravenous azithromycin in the treatment of community-
acquired pneumonia, 45% of patients (188/414) were at least 65 years of age and 22% of patients
(91/414) were at least 75 years of age. No overall differences in safety were observed between
these subjects and younger subjects in terms of adverse events, laboratory abnormalities, and
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discontinuations. Similar decreases in clinical response were noted in azithromycin- and
comparator-treated patients with increasing age.

ZITHROMAX (azithromycin for injection) contains 114 mg (4.96 mEq) of sodium per vial. At
the usual recommended doses, patients would receive 114 mg (4.96 mEq) of sodium. The
geriatric population may respond with a blunted natriuresis to salt loading. The total sodium
content from dietary and non-dietary sources may be clinically important with regard to such
diseases as congestive heart failure. :

ADVERSE REACTIONS

In clinical trials of intravenous azithromycin for community-acquired pneumonia, in which 2-5
LV. doses were given, most of the reported side effects were mild to moderate in severity and
were reversible upon discontinuation of the drug. The majority of patients in these trials had one
or more co-morbid diseases and were receiving concomitant medications. Approximately 1.2%
of the patients discontinued intravenous ZITHROMAX therapy, and a total of 2.4%
discontinued azithromycin therapy by either the intravenous or oral route because of clinical or
laboratory side effects.

In clinical trials conducted in patients with pelvic inflammatory disease, in which 1-2 LV. doses
were given, 2% of women who received monotherapy with azithromycin and 4% who received
azithromycin plus metronidazole discontinued therapy due to clinical side effects.

Clinical side effects leading to discontinuations from these studies were most commonly
gastrointestinal (abdominal pain, nausea, vomiting, diarrhea), and rashes; laboratory side effects
leading to discontinuation were increases in transaminase levels and/or alkaline phosphatase
levels.

Clinical

Overall, the most common side effects associated with treatment in adult patients who received
LV./P.O. ZITHROMAX in studies of community-acquired pneumonia were related to the
gastrointestinal system with diarrhea/loose stools (4.3%), nausea (3.9%), abdominal pain (2.7%),
and vomiting (1.4%) being the most frequently reported. Approximately 12% of patients
experienced a side effect related to the intravenous infusion; most common were pain at the
injection site (6.5%) and local inflammation (3.1%).

The most common side effects associated with treatment in adult women who received LV./P.O.
ZITHROMAX in studies of pelvic inflammatory disease were related to the gastrointestinal
system. Diarrhea (8.5%) and nausea (6.6%) were most commonly reported, followed by vaginitis
(2.8%), abdominal pain (1.9%), anorexia (1.9%), rash and pruritus (1.9%). When azithromycin
was co-administered with metronidazole in these studies, a higher proportion of women
experienced side effects of nausea (10.3%), abdominal pain (3.7%), vomiting (2.8%), application
site reaction, stomatitis, dizziness, or dyspnea (all at 1.9%).
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No other side effects occurred in patients on the multiple dose I.V./P.O. regimen of
ZITHROMAX in these studies with a frequency greater than 1%.

Side effects that occurred with a frequency of 1% or less included the following:

Gastrointestinal: dyspepsia, flatulence, mucositis, oral moniliasis, and gastritis.
Nervous System: headache, somnolence.

Allergic: bronchospasm.

Special Senses: taste perversion.

Post-Marketing Experience:

Adverse events reported with azithromycin during the post-marketing period in adult and/or
pediatric patients for which a causal relationship may not be established include:

Allergic: Arthralgia, edema, urticaria and angioedema.

Cardiovascular: Arrhythmias including ventricular tachycardia and hypotension. There have
been rare reports of QT prolongation and torsades de pointes.

Gastrointestinal: Anorexia, constipation, dyspepsia, flatulence, vomiting/diarrhea rarely
resulting in dehydration, pseudomembranous colitis, pancreatitis, oral candidiasis, pyloric
stenosis, and rare reports of tongue discoloration.

General: Asthenia, paresthesia, fatigue, malaise and anaphylaxis (rarely fatal).
Genitourinary: Interstitial nephritis and acute renal failure and vaginitis.
Hematopoietic: Thrombocytopenia.

Liver/Biliary: Adverse reactions related to hepatic dysfunction have been reported in
postmarketing experience with azithromycin. (See WARNINGS, Hepatotoxicity.)
Nervous System: Convulsions, dizziness/vertigo, headache, somnolence, hyperactivity,
nervousness, agitation and syncope.

Psychiatric: Aggressive reaction and anxiety.

Skin/Appendages: Pruritus, rarely serious skin reactions including, erythema multiforme,
Stevens-Johnson syndrome and toxic epidermal necrolysis.

Special Senses: Hearing disturbances including hearing loss, deafness and/or tinnitus and
reports of taste/smell perversion and/or loss.

Laboratory Abnormalities

Significant abnormalities (irrespective of drug relationship) occurring during the clinical trials
were reported as follows:

with an incidence of 4-6%, elevated ALT (SGPT), AST (SGOT), creatinine

with an incidence of 1-3%, elevated LDH, bilirubin

with an incidence of less than 1%, leukopenia, neutropenia, decreased platelet count, and
elevated serum alkaline phosphatase

When follow-up was provided, changes in laboratory tests appeared to be reversible.
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In multiple-dose clinical trials involving more than 750 patients treated with ZITHROMAX
(ILV./P.O.), less than 2% of patients discontinued azithromycin therapy because of
treatment-related liver enzyme abnormalities.

DOSAGE AND ADMINISTRATION
(See INDICATIONS AND USAGE and CLINICAL PHARMACOLOGY.)

The recommended dose of ZITHROMAX (azithromycin for injection) for the treatment of adult
patients with community-acquired pneumonia due to the indicated organisms is: 500 mg as a
single daily dose by the intravenous route for at least two days. Intravenous therapy should be
followed by azithromycin by the oral route at a single, daily dose of 500 mg, administered as two
250-mg tablets to complete a 7- to 10-day course of therapy. The timing of the switch to oral
therapy should be done at the discretion of the physician and in accordance with clinical
response.

The recommended dose of ZITHROMAX (azithromycin for injection) for the treatment of adult
patients with pelvic inflammatory disease due to the indicated organisms is: 500 mg as a single
daily dose by the intravenous route for one or two days. Intravenous therapy should be followed
by azithromycin by the oral route at a single, daily dose of 250 mg to complete a 7-day course of
therapy. The timing of the switch to oral therapy should be done at the discretion of the
physician and in accordance with clinical response. If anaerobic microorganisms are suspected
of contributing to the infection, an antimicrobial agent with anaerobic activity should be
administered in combination with ZITHROMAX.

Renal Insufficiency

No dosage adjustment is recommended for subjects with renal impairment (GFR <80 mL/min).
The mean AUCy.120 was similar in subjects with GFR 10-80 mL/min compared to subjects with
normal renal function, whereas it increased 35% in subjects with GFR <10 mL/min compared to
subjects with normal renal function. Caution should be exercised when azithromycin is
administered to subjects with severe renal impairment. (See CLINICAL PHARMACOLOGY,
Special Populations, Renal Insufficiency.)

Hepatic Insufficiency

The pharmacokinetics of azithromycin in subjects with hepatic impairment have not been
established. No dose adjustment recommendations can be made in patients with impaired
hepatic function (See CLINICAL PHARMACOLOGY, Special Populations, Hepatic

Insufficiency.)

No dosage adjustment is recommended based on age or gender. (See CLINICAL
PHARMACOLOGY, Special Populations.)
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The infusate concentration and rate of infusion for ZITHROMAX (azithromycin for
injection) should be either 1 mg/mL over 3 hours or 2 mg/mL over 1 hour. ZITHROMAX
(azithromycin for injection) should not be given as a bolus or as an intramuscular injection.

Preparation of the solution for intravenous administration is as follows:
Reconstitution

Prepare the initial solution of ZITHROMAX (azithromycin for injection) by adding 4.8 mL of
Sterile Water For Injection to the 500 mg vial and shaking the vial until all of the drug is
dissolved. Since ZITHROMAX (azithromycin for injection) is supplied under vacuum, it is
recommended that a standard 5 mL (non-automated) syringe be used to ensure that the exact
amount of 4.8 mL of Sterile Water is dispensed. Each mL of reconstituted solution contains 100
mg azithromycin. Reconstituted solution is stable for 24 hours when stored below 30°C (86°F).

Parenteral drug products should be inspected visually for particulate matter prior to
administration. If particulate matter is evident in reconstituted fluids, the drug solution should be
discarded.

Dilute this solution further prior to administration as instructed below.

Dilution
To provide azithromycin over a concentration range of 1.0-2.0 mg/mL, transfer 5 mL of the 100
mg/mL azithromycin solution into the appropriate amount of any of the diluents listed below:

Normal Saline (0.9% sodium chloride)

1/2 Normal Saline (0.45% sodium chloride)

5% Dextrose in Water

Lactated Ringer’s Solution

5% Dextrose in 1/2 Normal Saline (0.45% sodium chloride) with 20 mEq KCl
5% Dextrose in Lactated Ringer’s Solution

5% Dextrose in 1/3 Normal Saline (0.3% sodium chloride)

5% Dextrose in 1/2 Normal Saline (0.45% sodium chloride)

Normosol®-M in 5% Dextrose

Normosol®-R in 5% Dextrose

When used with the Vial-Mate® drug reconstitution device, please reference the Vial-Mate®
instructions for assembly and reconstitution.

Final Infusion Solution Concentration (mg/mlL) Amount of Diluent (mL)
1.0 mg/mL 500 mL
2.0 mg/mL 250 mL

It is recommended that a 500-mg dose of ZITHROMAX (azithromycin for injection), diluted as
above, be infused over a period of not less than 60 minutes.
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ZITHROMAX (azithromycin for injection) should not be given as a bolus or as an
intramuscular injection.

Other intravenous substances, additives, or medications should not be added to ZITHROMAX
(azithromycin for injection), or infused simultaneously through the same intravenous line.

Storage

When diluted according to the instructions (1.0 mg/mL to 2.0 mg/mL), ZITHROMAX
(azithromycin for injection) is stable for 24 hours at or below room temperature 30°C (86°F), or
for 7 days if stored under refrigeration 5°C (41°F).

HOW SUPPLIED

ZITHROMAX (azithromycin for injection) is supplied in lyophilized form under a vacuum in a
10-mL vial equivalent to 500 mg of azithromycin for intravenous administration. Each vial also
contains sodium hydroxide and 413.6 mg citric acid.

These are packaged as follows:

10 vials of 500 mg NDC 0069-3150-83
10 vials of 500 mg with 1 Vial-Mate® Adaptor each NDC 0069-3150-14

CLINICAL STUDIES

Community-Acquired Pneumonia

In a controlled study of community-acquired pneumonia performed in the U.S., azithromycin
(500 mg as a single daily dose by the intravenous route for 2-5 days, followed by 500 mg/day by
the oral route to complete 7-10 days therapy) was compared to cefuroxime (2250 mg/day in three
divided doses by the intravenous route for 2-5 days followed by 1000 mg/day in two divided
doses by the oral route to complete 7-10 days therapy), with or without erythromycin. For the 291
patients who were evaluable for clinical efficacy, the clinical outcome rates, i.e., cure, improved,
and success (cure + improved) among the 277 patients seen at 10-14 days post-therapy were as
follows:

Clinical Outcome Azithromycin Comparator
Cure 46% 44%
Improved 32% 30%
Success (Cure + Improved) 78% 74%

In a separate, uncontrolled clinical and microbiological trial performed in the U.S., 94 patients
with community-acquired pneumonia who received azithromycin in the same regimen were
evaluable for clinical efficacy. The clinical outcome rates, i.e., cure, improved, and success (cure
+ improved) among the 84 patients seen at 10-14 days post-therapy were as follows:
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Clinical Outcome Azithromycin

Cure 60%
Improved 29%
Success (Cure + Improved) 89%

Microbiological determinations in both trials were made at the pre-treatment visit and, where
applicable, were reassessed at later visits. Serological testing was done on baseline and final visit
specimens. The following combined presumptive bacteriological eradication rates were obtained
from the evaluable groups:

Combined Bacteriological Eradication Rates for Azithromycin:

(at last completed visit) Azithromycin
S. pneumoniae 64/67 (96%)"
H. influenzae 41/43 (95%)
M. catarrhalis 9/10

S. aureus 9/10

* Nineteen of twenty-four patients (79%) with positive blood cultures for . pneumoniae were
cured (intent-to-treat analysis) with eradication of the pathogen.

The presumed bacteriological outcomes at 10-14 days post-therapy for patients treated with
azithromycin with evidence (serology and/or culture) of atypical pathogens for both trials were as
follows:

Evidence of Infection Total Cure Improved Cure + Improved

Mpycoplasma pneumoniae 18 11 (61%) 5(28%) 16 (89%)

Chlamydia pneumoniae 34 15 (44%) 13 (38%) : 28 (82%)

Legionella pneumophila 16 531%) 8 (50%) 13 (81%)
ANIMAL TOXICOLOGY

- Phospholipidosis (intracellular phospholipid accumulation) has been observed in some tissues of
mice, rats, and dogs given multiple doses of azithromycin. It has been demonstrated in numerous
organ systems (e.g., eye, dorsal root ganglia, liver, gallbladder, kidney, spleen, and pancreas) in
dogs treated with azithromycin at doses which, expressed on the basis of mg/m?, are
approximately equal to the recommended adult human dose, and in rats treated at doses
approximately one-sixth of the recommended adult human dose. This effect has been shown to
be reversible after cessation of azithromycin treatment. Phospholipidosis has been observed to a
similar extent in the tissues of neonatal rats and dogs given daily doses of azithromycin ranging
from 10 days to 30 days. Based on the pharmacokinetic data, phospholipidosis has been seen in
the rat (30 mg/kg dose) at observed Cpax value of 1.3 ug/mL (six times greater than the observed
Crax of 0.216 ng/mL at the pediatric dose of 10 mg/kg). Similarly, it has been shown in the dog
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(10 mg/kg dose) at observed Cpax value of 1.5 ng/mL (seven times greater than the observed
same Cpmax and drug dose in the studied pediatric population). On a mg/m? basis, 30 mg/kg dose
in the neonatal rat (135 mg/m?) and 10 mg/kg dose in the neonatal dog (79 mg/m?) are
approximately 0.45 and 0.3 times, respectively, the recommended dose in the pediatric patients
with an average body weight of 25 kg. Phospholipidosis, similar to that seen in the adult animals,
is reversible after cessation of azithromycin treatment. The significance of these findings for
animals and for humans is unknown.
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BREOTVAawA 2 500 mg SEEEROMETIEE (ue/mL+S.D.)

BEHORE L # 5 B G BAGT OREERE (ho)
0.5 1 2 3 4 6 8 12 24
2 mg/mL, 1 hr* 298 363 060 040 033 026 027 020 020

+1.12  #1.73 031 +023 £0.16 +0.14 +0.15 +0.12 +0.15

1 mg/mL, 3 hr® 091 102 114 113 032 028 027 022 018
4013 #011  #0.13 016 005 004 0.03 0.02 +0.02
a=TH R BEFEICEITS 500mg 2mg/ml) @ 2~5 HEHKE
b =fEEERBRF 123517 B 500 mg (1 mg/mL) @ 5 BEHE

18 B DOFEREHEERFIZ 1 mg/mL T 1000~4000 mg % 2 BRI CHRE L7z & E D CLB L O
VBIZENZH 10.18 mL/4y/kg 38 L UV 333 Likg THo 7z,

TYARA 500 mg AIEEHEOR) AR GR & 5 E B RGO Mg Ry EIEE NS A —F &L
BEUTRER, Cox X 8% UM ER L o7=dIZxt LT, AUC,, 1T 61%HE LT-, = i,
Cou NI 7EBENIEICEF LI AR L TS,

12 GIOBEHRE BT 7 PR <A 500 mg (250 mg B 7 2% 2 5 7)) BEEREN
BEBRD Cpae M7 7IRER LT AUCL MBI, 11 0.41 pg/mL, 0.05 pg/mL 36 £ T8 2.6 pg-h/mL
Thol, ZNHORAFRGREEOHEMIT, 500 mg O 3 FFEEEHEFEL OBIEME (Cpx: 1.08
ug/ml, R T 7IEEE :0.06 pg/mL I LT AUC,, : 5.0 pg-WmL) DO ZFIFIH 38%, 83%F LT 52%
ThoTz, LEN-T, REEIEE 24 B £ COMBHREEITIFHIRNEEDFRE NPT, HE
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REFHAEFE (18~40 %) ZHEEEE 500 mg DRABERIZT VA<, 250mg 7
TENERELILLEORE S B BOEPENE/XT A — 1, Coax 28 0.24 pg/mL, AUC,, 25 2.1 pg-
hmL Thotz, TVARTA T 250 mg BB /VITRGENTIEEN TS, EERFEREICRIT
BT VARTA T 250mg $EE 250 mg B TSI AEMFRICRETH D,

12 BIOEBEFEBREICBIT AT VAn~wA 2 1500 mg BAFRSEHROEE (MN) B L OSHE

(PMN) BIERFOT V21 v OBREE (AUCj) OFRMEIE, 1 B 1ED S5 RS (1
HEIZ250 mg $% 2 888} 5 L, 2~5 H BIZ 250 mg 884 1 85 5) & 3 BREI®BSE (1I~3 REIC
500 mg/H 2 5) TIHEFREEDZFNEN 1000 fFB L 800 FTh 7=,

pagiil
t MRRE L IZIERZTORBENBONIBERFHICBNT, TYVAOYAS Y OMESF 37
FEEERNEHL, 51% (0.02ug/mLl) 75 7% (2pgmL) FTETF LZ,

79xnv4yy@ﬁﬁ%&?@ﬁ%ﬁ%ﬁ@%ﬁénfw@wo792mv4yy®ﬁu&5
B OREZOZLHBAN (FHIEET) BEBIOENSOMEE - MiEFEEICT B FEIZ
N I

AR5 500 mg #51% Q50mg B ENLE2 AT BL) OTFT VAT A VL EE

FRfR TR B E %R FERRPN E 7 SS9 % MmYE HAfE (KR /
(h) B E 7003 i (Mig) !
(pele Efzix M35 R E
pg/mL) ! (ug/mL)
] 72-96 0.4 0.012 35
i 72-96 4.0 0.012 >100
B 2-4 1.0 0.64 2
W 10-12 29 0.1 30
R 9-18 4.5 0.03 >100
= 180 0.9 0.006 >100
FEHH 19 2.8 0.04 70

VBRI E L BRI L I BRRBRITR VW EIRTABENDH D, TR L OREENE
pH LBIE LTk Y, pH DETIHWEEBETTS b0 L Bbha, Lirl, BE~OEGFHREDSHHE
REHR & BHE L TV B AT D B,

* EIR 5% 2~4 BRI D = 3B

wx FEIEE % 10~12 RS E b 2k

*x% 250 mg ¥ 12 BERfEIC 2 EHR A

wEx% 500 mg BEHRGH 19 RERICAE D 7o s0BH
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THIOFAFRBEERNGE LT, TVAR~A 2 500 mg O E[ERR O# 54 OFMRPIEE 2 RIE
L7c. REB VTR O T VA0 <A 0 OINBRABRNIBEL2.7 ng/e, TEHMBAIEEIZ3.5 ngle,
PRENIREIZ 33 nglg ThHhotz, 1 BEHIZ500mg 2851, K T250mg/H % 4 HREHRE L&
&0, BERIZIIEDRWIFBER T OIREETT 0.01 pg/mL K Th o 7z, :

R i
T AR A T OREE T B 7DD invitro B X W invivo RERIZITOILT U 20,

Bl

500 mg HER OB I OBRABRGHROMTEHR T 2 a~w A U BET, SHEOWMEERL, &
DT DMEEZ VT T R LR OERLREBOFHMIT, ThFh 630mL/4y L 68 Bl Th -
7o BVERERHENL, REAMEB~OMRY AR L FNICH A O OEYDOBRIZL D LD
EEZOND,

12 BIDRERHEERE I 500 mg (1 mg/mL) 1 RERAEEARMIRG-% 5 AT -> e RIER SRR TIX, 7
VAR A L0 24 FERTEEEBOREBICH T B BT, HIERERITN 1%, 5EERE
BTIX 14%Tholz, TNHOEEIL, TVRavA T OROBES%OREED R PHE=
ELTHRESNE 6%L 0 bED o7z, MARELOREMETEICHEAT ICHE SRS,

BERBEEH

BHET 2

Ba RBREOBBRERELHTHHA Q1~855K) 2 FEMRICT VAu~A L ORYEREL
Bat Ui, BENOHEEDOEHEEEE (GFR 10~80mL/4y) 2 FT5RFICRBITLTV2n~
A 21000 mg BERREOH 55DV Cpp BE N AUC) 190 18, BEHEBEIEH #ERZ% (GFR>80mL/
7)) LHELTENRTN 5.1%E 42% L5 Lz, BEEOBEEREE (GFR<10mL/%) 2HT 54
BREICBIT DFY Corax BEWNAUC 10 1, BHEEBEEF B (GFR>80mL/%y) L EER L TER
Fh61%E 35% 5 Lz (A AROEEZE]R),

frigeere
FRElE S 25 D HBREICRIT 27 VA a v A ¥ OEYEREIIRIES N TV,

il
BMGEERTE & LMERE TT VAT <A VU DIERNERBIZERD H H2EITFRD SN TR, M
AMIZ X D HEREIZARETH D,

mEE
EEREERNRE LETVRAav A U OEIRNBEEIL L 2 EYBRERRITIERS L TR, T

PFIZER CONFIDENTIAL
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vAiawA kS BERORE L X0RWENREIL, SEE (65~85m) LEAEH (18~40
) CHELLL T,

/NREE
INRERG L LIZT VAR A ¥ OFARNREIC L5 EMBIRERBILER S Cni2u,

Ky EER

BOT VAR A T AT20WC, RSN Z WREHOBRWES & ORDHEEEARRAERIN
TW5, BFAEFOEDHEICRIET T VARV OEBYR 11, TUVATA LD
WETEIC RIET IR ER OREE R 2 IR L,

ERHABEOT PAn~ A YA LEL 25, £ IR LEERORDEE~DOFEIIRE T
bolee TVARTA VU RHATELE, RUCRENEEAOAEBEREIFE TS 5,

TVAARA VT 7 BV ERRTIAIFT A ERALLEE, TVRRYA L UO
EYHRBIIRIETHBIIBE THoT, ANV T LT ELEORRAIIREY, 7P23A 2D Chu
BLCAUCITER,OH 2 EARBD N, R2ITRENERE L OfATIET P Ra~v A Vv
DHERBIRETHD ERLOER-KYHREEROELZ SR,
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FLAORA 8T,/ 250mg

16.2 AXEHMAXE

F1: EKWREER: TVRuA Y L LR ORY BRI/ 5 A —F

BEREOEMERE T A
—Z D (TP Ra<w A
e N = FoATTAL D v | & BRR/E R E)
B FZER SAEKIORE g HilEx (OO%EHER )
B2 1=1.00
T Ce |38 AUC
. . 6HE»S8HRAET 0.83 1.01
T RS ASTF 2 |10mg/H 8 B 500 mg/ FI % O3 5 2 063108 |081-125)
ooy, [200mg/R 2 ARELHE, (16 HE2L 18 HEET 0.97 0.96
AR mg % 1 B 2 118 B I|500 me/ HE Q&5 7 |088-106) |(0.88-1.06)
7 HBIZ500mg BO#E, 103 Loo
EFY D 20mg/B 11 AR SHEM»BLIIBEBET |14 6%1m 6%13
250 mg/ F & O % 5 (0.93-1.14) 1(0.92-1.13)
S 200mg % 1 B 2[E SHEMSL21HAET 6 144 1.14
21 AR O®RE 1200 mg/ AR O S (0.85-2.43) |(0.83-1.57)
T77EL Y |[400mg/B 7 B 7HBI 600mg BOHE (14 [1.04" 0.95"
o s N 1.04 1.01
ZaaFy—n ROOmg BEROKES 1200 mg HEIRE O #5 18 ©098-111) |(0.97-105)
e 0.96 0.90
T z 7
AP FEN [800mg % 1 A 385 AfE {5 B BIZ 1200 mg £ O#%5(18 0.86-1.08) |(0.81-1.00)
o e . . . 127 126
IHF T A 3HBIC 1SmgBOF’S {S00mg/A 3 AR OERS (12 0.89-181) |(1.01-1.56)
\ . . . 0.90 0.85
FIT 47BN [750mg & 1 B 3@ 11 HREY B BIZ 1200 mg RO 514 081-101) |(0.78-0.93)
1 B B 500 mg BO#5,
Rl v avg 300mg/H 10 B 2HEMALI0ABET |6 MEZR [NA
250 mg/ BRI B 5
SAFFT 40 |1, 4 BRIZ 100 mg s00mg/H 3 BEIEORE 12 |L1° 0.92
’ (0.86-1.57) 1(0.75-1.12)
7 B BIZ 500 mg B o5,
- 1, 11, 25 BRI 1.19 1.02
TAT4U v o SEHE»BL1IABEET |10
4 mg/kg ERARPIE S 250 mg/ L& 185 (1.02-140) |(0.86-122)
z5 i , :
rrqyy [omezinam  LERUINmEECRTL o s
15 B o#®s 250 mg/ F #0145 (0.92-129) [(0.89-1.31)
1 B EIZ 500 mg RO 5,
FNUTYT A 2 HEIZ 0.125mg 2 HRIZ 250 mg/ AR O#(12  [1.067 1.02°
=3
RUARFY A RYA RS Y 5160 mg A 00-8755097/ 0(-)8;0095/
ANTyARNFINT 7 A REHY — A7 BEIZ 1200 mg O E]12 é%") &{')
B 800 mg/H 7 BRI AHRE (0.78-103) |0.88-1.03)
s perase . ; 1.12 0.94
RIS 500mg/H 21 B OE 5600 mg/H 14 BEE O & E|5 042302 |0.52-1.70)
o5 pep a3 . 1200mg/H 14 HFEEAH 1.31 1.30
CRTV swmgamﬁﬁﬁm&5§> 4 043397 |(0.69-2.43)
NA : #4721

*: Q%EEREIORE R L
FTIOARuwA VAR E T REARIIBT R Y 7y T FURKREND 15 BROY 77 T F R
L, FhEh 60 ng/ml L7 ngmlL Thoiz,
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%2 RMHER  ME LB L X 0T URu A S ENBIEST A (EELOR
& - Y ERROERBR)

ToRawA L DOEYENFERT A
TRAu<wf I Of —FZ O (#Fl & oFH/EREE)

B PRIAORIR | g | (oomtammn), s L=100
T Crrax g AUC
77 LY [400mg/H 7 HE[7 HBIZ 600mg O {14 (1i.2§4-1.42) 0.927
ThaFS ﬁm%jﬁjﬁummgéﬁﬁu 18 $é¢M) 3;42)
N7 AT EN ;gﬁ%%la39aauungﬁm 14 ggaw) Egaw)
Y7y I 300mg/H 10 A ; S S;:);ml)(;né;é;f 6 |HEBR NA

™ 250 mg/ H

NA : 472 L

*: W0%ERRXOMER L

UY777F2300mgl A 1EPFARE 7Z7 2 ROBRARICENT, BEEE1 BBOT P Aa <1 L R BE
ILEFNFI 53 ng/ml B LU 49 ng/ml Th o7z,

AT TR, VIATRZHED 508 URY —LIZEES L, MEOX T ARERE
TAHZEICL VBRI ET D, BBARICITEELE 2 2\,

TVABA PR L REFRICRRE TIRVIAEND Z LN in vitro FEBRIEIZL Y E
AES NIz, ZOHIEIC K D 1 BFFEEARE OMIRSME B3 5 MARPIBE O LIZ 30 8 Th o T,
In vivo BERIZIRBW T, BHIRICERE TRV IAEND Z L BARIEMB~OEDHMICTETE 2
EBTRENTVD,

TYAu<wA L lE, ZITHROMAX (Fozr~<A U ERA) UM TEOBSES X UMER
EORIZEEH INTWD L 51T, invitro BREBRE L OWKRER T, WRIZEIT 5 MEOKERSS DO Ekk
WXL TERHTHIZ EPRENTWVD,

BUEFRMES 7 LBMHE

Staphylococcus aureus

Streptococcus pneumoniae

HE:TVARTA VUL, T YA~ U UMHES T ABHEREICH LT EMEE T,
Enterococcus faecalis B8 X A F U UiHET FUBRBE ORI D&KL, 7TVRAavA ik
L T2z,

B RMES T SRR
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Haemophilus influenzae
Moraxella catarrhalis

Neisseria gonorrhoeae

DO
Chlamydia pneumoniae
Chlamydia trachomatis
Legionella pneumophila
Mycoplasma hominis

Mycoplasma pneumoniae
TR A T OFEERL, B-T 7 A~ —BEADEELZIT R,

TYARwA VX, ZITHROMAX (7 PR m~vA 3888 & U 0SB R BERED) 0%
A 30E OBRMER K CERBEOTICRH SN TN D £ 512, invitro WRB L CEBRRR T, KIC
T DMEDOKIGOERIIH L THENTH D Z LAVREN TN B,

BHEFREES T A BEE
Staphylococcus aureus
Streptococcus agalactiaoe
Streptococcus preumoniae

Streptococcus pyogenes

BEFRHES T AREE
Haemophilus ducreyi
Haemophilus influenzae
Moraxella catarrhalis

Neisseria gonorrhoeae

£ OMDE
Chlamydia pneumoniae
Chiamydia trachomatis

Mycoplasma prneumoniae
TR A Vo DREERE, B-7 7 v —BEEOEEEZ TR,

ROEIEIZKT D invitro DT —ZBHLNTWDE0, ZORKBMERITHTHS,

PFIZER CONFIDENTIAL
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FToARwA T roa/NEERIERE MIC) 1%, LTFOMEH DL &b 90%DERRIZR LT,
BT VA IRA L FUATFTHD, LL, ThOERBICLARIELISETAEOY VAR
A DEEMER LOFEGMIE, B+ EE S N BERRER TIEB SN TR,

BHEGRMES 7 2BHEE
Streptococci (Groups C, F, G)

Viridans group streptococci

i LY N

Bordetella pertussis

BEKMEE
Peptostreptococcus J&

Prevotella bivia

xa2lifok

Ureaplasma urealyticum

TUAawA v OREEEE, B-T 7 X~ —EEADEELZIT R,

B PEHER

FRETHIT, TRIFHE THEA SN TV DHEEE AV invitro BEEHBOEREZ, AR X
ORI BT A REERE DRSS 1 7 7 A VAR L EEE L U CEMICERMET2 - L,
TNOOREL, ARTOEATRONEZESZET —F LIIRRIBE DD, EMNELA
PRI A BINT DD DFEHRE R VES,

TR
VEEOR/NEEHEILEE MIC) 2HETA-DICERBELZFER TS, MIC 12XV, HEEIC
R DME DR DPHEE TE 2, MIC ITFEELSNEFIETRIET S, EEEKIL, EDHbhi
EREERBI VT VR u~A LV OREEZRAVERRE ¥ BEEITER) CEHitT 5, MIC
EOFMAAEE K 3 IR Lz,

PBGE -

BEIEFMEEZHET 2 ERECH VT, FIERICHT 2 M ORI B HEM THE T
B, ZOEEEY TR, EDLNEEREEEZAVDS, TOFETIE, TYRaYA UK
BHEOBEZMERET 57 15pg DT VARVA o 2B LBROT 4 227 25, 7
4 AT W DOFBELEL K 3 1IT77T,
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R3: TR ¥ VBRERBRREREE DT ORZ AN

B/ FEE LI R 74 A7 P
(ng/mL) (RELI: A2 mm)
EifE
S 1 RrR? S 1 RrR?
Haemophilus spp. < - - >12 — -
Staphylococcus aureus <2 4 >8 >18 14-17 <13
S. pneumoniae % & ¢e Streptococei® <05 1 >2 >18 14-17 <13

U BEMMRRICBE T 5 7 — 2 23 e, TREME] DA OSE IR S &35, Bk
b [ PO MIC [ERE LNTEHAE, BIRRRO - D BEEM IR~ =T 52 &,

®: S pneumonice H E L Y HRBE DT SRR A L BLIUOEOMDOY I v T4 RAFEER I
TEHREEZMIT, =Y Anvf R AVERRICED TEETH 3,

Neisseria gonorrhoeae. DFHMEEYEIL, FESL STV, 85, AERBITRBHS L ShTuh i,

(R DBEIT, TEES BRI EE R ETRERBE T, SYERCY LT R
TEEEWT S, THEEMME] OBEIL, BROHBBEAEN 2D EEZ BN, FOBRBIIx
L CERARMERI FTRE R ARBE N WG A1, BRBREERT I L, T, ZZIXoBESN %A
PRENLICEIRERITT 256, DL IEEHAEEACX2BACBRBEATE 2NN H
B, ZOFEYEDT, B TERVBMARENNERIC L > THRICKERTRBEL S Z L2
BEEBE LTRITON TV, Tl OBATEL, BREEMICEETE 2 RYBEICBNTHLH
BRI IC T U TR A R T AIBESE RN - &2 D, ZOMODIEEIEL BIRTRETh B,

BB .

B MRBROBEENTIETIE, RROBINELEET 2720, DETHAEKEZER T LER
hon, BRIEMT27 VA~ A VU TRBEEEAEKICH L TR 4 IR LEROEHEE L 5
HLOTRITNER b2V, REEBEAREKIT, ORISR SAYZENRNEET 28 ED0E
HThd, MEEHEARRIIBO TRELTNDID, EHEL R DOFERMDH D RZ M/ ¥
—r BB oND, REEFEICAOCONIREERICERAERITR,
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RKa:TVARA VKT 5 mETEAERKRORZ T AGE

RREBESR BUNSETLERE (ug/mL) 74 274
(PRI B2 mm)

Haemophilus influenzae

ATCC 49247 1.04.0 1321
Staphylococcus aureus

ATCC 29213 0.522.0
Staphylococcus aureus

ATCC 25923 21-26

Streptococcus preumoniae

ATCC 49619 0.06-0.25 19-25

BRVER L CERE

ZITHROMAX (7T VA a<A VU EHHFD 13, TR TRECHRESNZEZHEICERT 5
JRYUEBFE OIRRICEIN SN, HEAE, RSB IOEERNEELAEEFIRLES
CBELRLED, RRERBICOWTIAE - BAEDWEASETAZ L,

Chlamydia pneumoniae, Haemophilus influenzae, Legionella pneumophila, Moraxella catarrhalis,

Mycoplasma pneumoniae, Staphylococcus aureus F 7213 Streptococcus prneumoniae (2 X 5 T HF#R D
TEORHR E U TEERIEZ LE L T2 BEOIFRICELEND,

Chlamydia trachomatis, Neisseria gonorrhoeae E T-1% Mycoplasma hominis (2 X 5 BBENKEMEER R
DI DFEER E U CTHERIEEZ LE L T2 BFOIRRICHEIG SN S, B MEESBRORKNE
L LTERONDGERE, TMKHEEERZAE T SER L ZITHROMAX L35 2 &,

ZITHROMAX DO# O 5 %17 5 HE R H D581, ZITHROMAX (TVRrua~A v ERAD) ©
BERBIIROBRERZITS> 2 (A ARBDOHEEZSM),

TEREBMBANIIEY) 2 HEERER L ORZMRBRE2ERE L, BEREOREEL T VALY
IR DR AR TRETH D, 2N O OREBRFERMNHAT 2801 ZITHROMAX 12 & A 15
ERBLTH IV, BEPAFTEERAT, TN HERERET BRI X TH D,

AR O HERZFE, ZITHROMAX (T2 A ) BXOMMOBEEOH M % #i
THEDI, MEETHDZ EPHRINTE (BEWIIHRL b)) BRLEOHEEE IZTE
IZD#, ZITHROMAX (TFyAm~vAv) REMATLHIE, EEREERB L ORZHRRO
RN/ ONZHEE, MERREOBRBIVOEFR2EZEB T L, ZNOORBTHERENE
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BNTWRWGEIE, FHIRIIBT DEFRESD L VIIERRZNE NS - 2 BB ILHERE
RRHICERT D &,

#E
ZITHROMAX (I 7 vAn<A v, TYRAavA Vo ERiFMo~s a4 RRBEOY F 54

R RPUESHE IR UIBBUENR 5 BEIZIIEESTH S, ZITHROMAX 27 VR u~vA v o b ks
T AHRNCAEH 5 - EMHERE, FFEREEZOMERENRD 5 BF IR TH 2,

&

EBUE

MEEE, 774 FF—ROWNIAT 4 —T VRT3 v EFERB L O E R R
FRAE 2 BT BB /2 ¥ DBIEART LAX—RIER, TVARA v REBETENICRE S
NTW5B, ENTEHEHR, BELHALBESN TS BROEELSR), L7, 7 LAX—ER
~DOFERERRD LD, SHEREOFLESRE bR, TORRVA VU RFECREL TR
WIZS 20D o T VX ERBER LI BERMBAIZONE, 0L 2EETIE, B
BRORERE MM ZIER T 5 NER b o7, ThBOFEFIL, TYAT~A ¥ OGN
BERREWC &, TOREHR~ORBHMMERE TS L L REEL TV B01EMNE, FED
EIARHATH S,

T VAR —ROEHFER LG EE, AROREEZBILL, BORERETI 2L, EMIE, SE
PRt FIE LT L EICT VX —ERPBERET D AREENH D Z L ICERT DI 2L,

Rtk
JPEERE. IR, BT D o IFMEE, FFEE, HARERRE s TR, HANERICE-S L
EFLHESEN TV D, FROBEDERDPABD SNIEREIE, ELCARFIOEREHETS
NN

Clostridium difficile B8 T HIE

ZITHROMAX (T ¥ Am <A LU ERAD) 2ELIFIET X TOHREROMEAICE, Clostridium
difficile B# THIE (CDAD) RB|EINTRY, TOEEETREO TR O EGHRRIBE
TLikx ThHD, MIEEERICLY, BBOEEMEENENL, C dificile BFIHEFEST 5,

C. difficile 1%, CDAD OREFRKNTHHIBERABLOB2EATS, “hbOBRYENTIEIEE
RIS T, JBEIC K> UIEBURBLEL e b 7w, C dificile DiaBEREAEKITIRRR
BIORCRZ EFREEHRRE 225, FIEEMARCITHAEZREILEZE2TOREEICBNT,
CDAD #Z R L2 id2 572\, CDAD I3HIEERGH 2 » AERB L THORET &N

PFIZER CONFIDENTIAL
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ESINTNE®, FELEECHERT 2 LEXH D,

CDAD &N DDy, i, FERINTGE, Clostridium difficile |Zx%t L TIHE SN TWRWEL
BEEZEA L TOIBEITIEM T ONEEL PIETILERD 5, BRMIZLERGEEITIT,
BRI S OVEREDER, ¥ IO, Clostridium difficile DRUEIEIRE, B X U4
B £+ 52 &,

FERAEDER

—REER : TUAU YA VR ITEE N LCHR S NS T, FFREERE A T 5 BEIC
ORISR GS 5 2 Lo GFR 2 10 mLIRIBOHBH BT 27— 2 BROEA T B 70, Z0
LS RBEICT VARTA VR BRETHRAIRRT 52 L (RKRKE - HERAEER - B
BRERR2OHEBH).,

ZITHROMAX (7Y Rua<A Y UEFAD 12X, fEREBVICER - FREITY, 60 LU ENT T
EREgEE LCRETAZ L (B AROEAER),

TYAawA v OFNRMNR S TEREM BTGB HRE SN TS, TYARvA T 500 mg
% 1 BFE2NT TRE L7 & & (2 mg/mL T 250 mL R ERE) & 3 RFEINT CIRE L 72 & & (1 mg/mL
T500mL RE#E) & T, ZTNODOSDORBERLTBERIIFR L Tho7z BUERDEEXZ2HE),
2.0 mgmL ZHB 2 B BEDOREROBE %251 I S BRE (NN BTG AERO b izl-o,
BIREOBREITHET D Z &,

RERB LRIV —F F K7 UDFERY R 7 2058 5BH0BEER L QT HfREER2S,
o< aT A4 FRIAEEORERICHEDON TS, BORIEED Y 27 BNHER L TWBEE
WZBWT, TVRARYA VAL DREREELZZRIIENT D LI TERNY,

EEGENEDCERDIEEL L OMRGENVEERNT VAn~A L ORER2Z T - BEITH
EEhTW5A,

BRI HER SN T W (2R b T W) H B W TR & LT ZITHROMAX
(ToARTA YY) BRELTYH, BHEICARXT7 0y ML AERL, MHEEHEOY 27
PR EH D,

BAEMITHER :

T UAX RIS OEBENBENESREIE, TR~ r0ffsHiE L, EFOEREZT5
LOHEETDHZ L,
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ZITHROMAX (7 ¥2u<A ) ZEUhERITHEBRLEONERE LTOARAT L L HEE
THIL UANABE(EE R E)DIDITRA L2 & ME RGO IRR D 7 % ZITHROMAX
(TR L) BRGTIHET, REVEICKOVBRIT L 25 2 L3 BRMZ O, 15
REBVICIERIZIRATALENRHDLZ L EE2DHI L, BEESNLHEACRELZET TER
WiEETL, (1) BENRRICBIT2HDMREIL, 72 (2) MHEESE LS AIREMSHERL, &
3%, ZITHROMAX (T ¥Rru<A ) HDHWEZDOMOER TOIBENREE L 72 5 FTREMEA
b5,

EERIBEBSRE, BEIIKEECLE (BB IORBLZEIFRESLHEDLRVEESLH D)
HEETZ2ZLR1HY, FIBERORKREEZITTNO 2 » AU MBIIRBETAIZ 3 2bh 5,
DX D RERPELEBE, BEITELICEMOZEEZZ 2T IUI R 520,

THIIFAERICE VB ERBISND T LDOZWHET, FEEEDETIEET S, & X285
%

EYWHEER : X7 4 TEAREBROEFREBIIRBNT, TVRRAS VU2 BERSE L
X, TVARYA VO DMEFBERER Lz, XNV T 4 FELEHATELEDT V20 wA
VODHBRBEIAETH LD, HEBEREFOMREBER ST VA<, v OBMOBEIERIZ
DNWTEERE=F Y I BRUETHS EHEADOEESR),

22 GIOMEEEM 2SR & LEZRRICBWNT, 7VRavA 005 BRREIL, Z0%OTLT
7YV REIZED T ba o B URRICEES BT S o e, HIREOBRERS LY TY
ZavwA OB RAOTTEEROIER Z RS & REMRH D Z BRI N, TYVX
Bef VU EROTBEEEZA L COEEBETIE, Yo by VB2 EERSE=FY v
7EHT L,

TIOARTA Y EHASNDFRENDOSH 2 FA L ORWHEERRBREZER L (BREH -
REYHBEEROCEEZZR), IBRAETCHEALERE, 7 MMAREZFL, Il EBEy, BF
Vo, VEIVY, Ty LY, T b =, A UFTEL, IESTAN, YTFS
Fo, YVTFFT 4N, TAT 4V (BIRNBIOROKS), NITYIA, FPURARTY A
SANT 7 A RFY = VERREY RV ORYEBRRICH LT, TR wA 20 DR
EThotz, =77 LY YEREF TN T =L ERALIEE X, TORaA T OEYE)
RBICXTT 2 BREIRECTho7z, EROERIE T VAn~A 0 L 2HATIHAIE, W
DIEANG HEFEIIFAETH D,

TYARYA Y DBERABRICENT, RIRTEA L ORWHEEEMIRESNTREL T, ¥
WHEEERARBRIIER SR TORY, =27 n54 FREFTIRINS0OEYMEERNRE SR
TRY, 7TVRuA L L OEYHEERRICBE L THRERT -2 PBONDETIE, Zhbo
FRN BT AT, BEAEREICT =X Y LI TH D L AHIET S
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VAR Ly VAXVOREO LS

INIZ I FRIZVE R dy Iy EEORMMEEREE L CRRRELHEE TR
Y& A= ’

FNT2F Py, YIRARYY, AFIAAAEE—NLBIRT o= A VBEED ER

RAREICKIT 2HEER : BABREICST 2MAEEMITRES N TH2RNY,

DAFYE, BEZE ZHEE : PAREEZTMT 2 ZREWEAVZEAESHBIIER SN T
W, w2 Y B E AW BEFREAERRER, b MY UNERE AW R AR RS
FERRB L O~ U 2AFRMRE A ERAFREERBRTIIT VAo, VO OBBEEEITHED b
TR, £, TYVRuYA VIATZREICEEL RIS S 2 olr,

IR : ERMER, RS B AERRIL, T v MBI~ YA THEMWIC TEEDFMEN
HoNHHAE 200mgke/A, BO#KE) FTEMLEZ, NHDOAEIL, mgm’ BT, v D
1 BROES500mg DFNEFN 45 L 2 5ICHYTD, BPERICBWT, TVARRYA Y UCE
HIRA~OEEERTIA LN 2T, L, EFREXNSGE LEED» O +SICEB SN E
REBIT M STy, B OATERBROBERES LT L e MUAMETE 2 H O TRV
B, TYARYA VU DEIR~OBREIE, ALNINEL SNAHFEOHRANDT L,

BHR : TUVRawA B MHPIEBITTA0ENIAHTH D, £ OEXNE PO,
HRICHREEN A DT, BMAR~DT VAT A L OFEITEEIZITY 2 &,

INRA~DIRE 1 16 BARBO/NRIZBIT BT VA n~ A 2 U EHFI O RN L BT Sh T
W2, SRIBRAR T, TVARBwA YO/ (6 5 AlR~16 ) ~ORABEIMToh
TWo, 7TYRavA Y OPNEREE~OREIZET 2HFHIT, ZITHROMAX (7 VRrwA ¥
> 1 R ER A LAY 100 mg/5 mL 35 X OF 200 mg/5 mL HEBH DAL ITER O BERVER X UME 1k &
R - AROEEZZROZ L,

BEE~DORE : BEELNSRE LT VRu A V0 OBIRNIREIC & 5 KB e 1T 5
ENTWARN, TYVARYA %25 AMRARE Lz L EOEYERIL, &g (65~85 %)
LEFE (18~405m) THEL T\,

BRI T BT VR a~v A VBRI S ORERSHRERAR T, 65 %Y LoBEDE S
1X 45% (188/414), 75 melh EiX 22% (91/414) Thotz, mElE L BEEZHCRNT, AEES,
BARREMERE RS L O EEN LI L EREMICSFENRETRO LN TR, TYVRa<
AV ERBEORERZITTEBEOBRDIRELB LIS 25, EHOBINICHEVFRE DR
FHRERD LN,
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ZITHROMAX (T YA m~vA T UERHD 1%, 154 7LHIZ 114 mg (4.96 mEq) OF RV 7.4
EEET 5, BEOHIEHET 114mg (496 mEq) OF MY UARBRESND, EBHETIE, &
BAMICHT DT MY U AN THZ 8B 5, 5 oMELALR EDRABICE LTI,
BREBIUORFLUANOEBRIRICEENIBT MY U LAERBERIICER L 225,
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BYEH

TR L TT VR A % 2~5 FEERNR G L 72 R Tk, #E SNZBIER O
BREEL, BEALBBRENOGDPEETHY, BEEZPIETIEERE L, 205 0ORBROKE
SOBEFEICIT 1 2L EOGHERHY, SFAEORSEZIT TV, BEOKH 12%758,
ZITHROMAX D#RNIRGZ I L, 24%BEIER DD, TVAv~vA Vo OBRNBE -
TRATREGEDONT R FIELE,

BBRAKEMEREEBE 2SR E LTI 2EHRNEE 21T o -BEERRR TIX, 7YVAr< ALY
BHMBEEZZ T EO2%B LT VRAa~vA o A bva=g Y — LV REEE ST =tk
DA%V EITER O - i5E 2 i L,

IR ORBETIET S ES AR, WEBROMER (5%, Bl B, TH) BX
UBBBRbEN o1, RROPIECE > BRREMC BT BT, P70 A7 I8
IS £ O E T A U RA T 7 54— E M Th o1z,

ERORPABR :
TR Z RS & U CZITHROMAX D E RN,/ R OB 5 2Z - ABE TR L L R

6%t@¢%i,ﬁm%%w%%fhw,Tr/%ﬁ(tmm,wueym,ﬁr(xm)ki
VIEH: (1.4%) OWENED >, BFEOR2%ICERNEAMEET 2BIEANRAL, T
ERALENE (6.5%) BIORFTERE (B.1%) MBEL<BHLNT,

ERARIEMERBE R E LR T ZITHROMAX O#ERAN,/ R OHBELZ T A B

R OHE<BOONTZENWEMIL, HILBERDELTHoT, TH B.5%) BIOEDL (6.6%) O
WMENRBELL, ROTESL (2.8%), IE (1.9%), BERIE (1.9%), EZE L O0Z 5 EE (1.9%)
BEP-Tz, ZTNHORBRICBNCT VAR, LA b —VORRESZITEL
HEE CHRFEBENE - ERIERIE, BL (103%), BB 3.7%), Rt (2.8%), BERELK
i, ARNEK, BEMEDEVWBIOMREEZE (b 1.9%) Thot,

FOMIZ, T HDORERIZIVT, ZITHROMAX OFNRN,/ B O RERE A2 1T - BEITREE
ERN 1% %2812 58WERAIIZO bR T,

FIBEEN 1%L FORERZ U TICRT
FE® : WL RR, 35, RER, OET=Y 7E, B
B, IR

T UAR—  RESRE
TR | RAEESE
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TIRBHRE :
FIRBIZT VAR A VU REESNTERABLOY, T/ NREBF B EINT-EFEES S,
TR LED, ZAGICIRREBEREPELIIN TV RNEDLEENTWVWS

T UNX— iR, #E, FHRE, LERE

DB  DEMERE S LAREIREELE, S QTERE L M —F F R7 U RNHE
SNhTWa,

LT  RECRIR, (B8, MEAR, 285, TR - TH (FRUCHAKIZED), BEERER,
PR, AL PFE, WS, EERE (EhiHiE)

2f  BE, SRR, EY, BER, 7T 74 5F— (FhICBFENTH D)
WWRATES : MEMHER, HErE, BR

Mg = Y /% /MR E

BF» BB : ISR EE LZEIRAR T VA n <A UV OFIREOBRBR THRE STy
5 (B - FFEEoHEBHR),

FAE -, FEMED TV - FEREO EV, BE, HIE, EEHTLE, R, i, L
B MBS, RE

KE - KEFTBER . T O EE, FNCEBAH, AT 1 —7 v R-Vg ) U ERERB L OH
Ttk B SRR 72 ¥ OB B RS

BRI, A5B L0 (D) B COMEEE, ThICHRE Sh5REEE,
IR EISEI L OVE I3k E L, REEE

BRARREERE

HRERICBWTROONTEE®ROH 5 RE AL ORREBRICHID LRV ZKROEEBY
Thb:

FBBEE 4~6% : ALT (IfyE GPT) H800, AST (fif GOT) #8m, 7 L7 F= 48N

FIRAEE 1~3% : LDH #5n, E U e 4800

REBEE 1% « B BRFE, FHRBE, /MKERDBLOLET VI YRR T 7 Z—
FiEin

BYFREORE, HREREEREIITHNThH-oT,

750 BILA ED 8T ZITHROMAX % BFARMY £ 73R 1 B 5 U e ER G ERRABRICI W T, JFEE
HRECLDT VARV A B ERIERT 2%KETh -7,
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ik - A&
CERER & MERER X CHRREEOE 22 R)

HISHETEIC X 2 TR OIERIZEIT 5 ZITHROMAX (T VAu~w A VU ERAD) O A DL
FEIL, 500mg 1 B 1 EERNEEE2 2 ALLETS 2 & THD, HIRNBERIC, 7VAn<A
T 500mg 1 H 1 EOROBEEIT Q50 mg §E% 2 888 5), REGHIMN 7~10 HRE 25
L5 5, MAB/RE~DUIY B2 ORI, EMBERSIRICESEZHMTLZ &,

WISETEIC L 2 B BARERREBEOIEHRIZEBIT 5 ZITHROMAX (7 YAa<wA ¥ U ERF) Ok
ANOHELEAEL, 500mg 1 B 1 [EFHRNRS 21 BRI 2HMT Y 2L TH5, HIRNRER
W2, TVAr=A 250 mg 1 B 1 EOROBEEITV (250mg §8), 2B SHIMA 7 AME 2
DEDITHET 5. BRARE~DOEI D EZ ORI, ERMPERSRICESXHMTL L, B
SHEESEROFREE L L TRONLHAT, HBKHEEASE T 258K % ZITHROMAX &
ATz L,

B2

FREREEE (GFR<80mL) 2 H T 5BFICXT 2 AEFHEIIRETH S, B AUC 51T, GFR
25 10~80 mL/%y D BFE & BB T CRIBRE CTh o745, GFR A3 10 mL/2y Kt D BE Tix
BHEREIER R L LR LT 35%BIN L7z, EEREEETRE ~OT VAuv A v OREx
BEIZITI 2 & (RREE - BRBELER - BERBETRE2DIELSH),

FrggReT &
FEELZETLIEZFILRBIT LT VAR, v OEREBIIHER SN TR, FrlkEEELE
TORECHNTORERBIAETH L (RRRE - BREREEER - FFgERL0ELSH),

FERELIMIIC LD AERBITETH2 (BREE - BERBAEROEESM),

ZITHROMAX (7 VA n<wA ¥V ERF) ORABROBRER X OCEAFEX, 1 mg/mL O 3 B
ST EAIT 2 mgmL O 1 BEEAESEOV TR LT 5, ZITHROMAX (FYVRu<wA &
VIEHFD X, R REFEERHRNERE LTRELRN L,

BIRAREROARFERUTOLEBYI THS -
R

ZITHROMAX (7 YA r <A ¥ EHA) OBRAOTERIL, 500 mg /A 7 I IRETESR 7K 4.8 mL
EZMZ, FBBERUCHEMHET HETA TAERE L CHET S, ZITHROMAX (7P Ra<vA
VUERAD IEZEUECHEIN S, EME (4.8 mL) ORBEENAKPHECHRT
X545, EENRS mL (AFHIRSITEEA4T70) Y PR ERTHZERHERENS,
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R LT SIE ImL Rz 7 VA=A v 100mg #E5HT5, B L7-5EIE 30°C (86°F) BL
FT24HEEETHS,

JERR O AN, BRERNCHFRDEPREA L TORWS X HIBAICRER L2 T T 5 720,
WP ICRI IR E DR SN BE8T, FOERIIEEL2ITIE b0,

UTOBRRIZE A TCIOBRZELIZARL THLBEIZRETAZ L

AR
UTIORTHERADONTNOOBEINEE LV, TVRAa<wA T 100 mg/mL K 5 mL 20z,
TAawA VL DRES 1.0~2.0mg/mL &1 5,

AEEEK (0.9%ELT FY v A)

12 ABAEK (0.45%HET YU L)

5%7 FUBEKEIR

LBV TN

20mEq DEALA Y UL EET 5%T KOS 12 ABEEK (0.45%%E(LT Y 7 A)
5%7 R OUREMALEE Y > T K

5% R OUREMN 13 £BAREK (03%HE/lF FY 7 A)

5%7 RUBEM 12 ABEEEK (0.45%%E/LT MY 7 4)

Normosol®-M % &% 5% R 7 BEEH

Normosol®-R Z&Tp 5% K 7 FEHIE

Vial-Mate SRS E 2 AT 5 581T, Y & BRED FIEIC-OWT Vial-Mate® O fif S E %
BRTHZ L, '

BEESIROBE (mg/mL) ERHOE (L)
1.0 mg/mL 500 mL
2.0 mg/mL 250 ml

FREROFETHE L ZITHROMAX (7 VA a4 U ERHF) 500 mg OFEFREKIL, 60 45LL
ENT CTEBHET D EPHER IS,

ZITHROMAX (7Y Ru<wA VU ERAFD) 13, R—SRAEHNFERISRANERE LTHRELRN
T, '

F DMOFEIRENT], TN F 133K % ZITHROMAX (FPrAa~vA U EHFD ZBmLE
D, FUEIRT A o0 bRIBRCRE LD Lo L,
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R
BRI > THR L2454 (1.0 mg/mL~2.0 mg/mL), ZITHROMAX (7 VA1~ A ¥ L HEHH)

ﬁﬁmwc(%T)HTTQ4ﬁ%iT,%ébi@ﬁSC(MT)%TTi7H%iT§ET&
50

‘DIERR
ZITHROMAX (72 a=A VU EHFHAD &, 7TPRAn<A 3 500 mg ORI 5 0 o1
AL LTI0 mL AA TUZEZEREINTHBEN D, 1 A TIRICKEREFT RY ALY
T2 413.6 mg HLETe,

BAEVRIZLUTOLBY TH S

500 mg AV NA TV 10 AR NDC 0069-3150-83

B T T Vial-Mate®* 7 47 % —1 A% EE LE

500mg A XA T 10 & NDC 0069-3150-14
ERPRRABR

ksl S

KECTHFMABELZNRE UCERLEABERBR T, 7232 (500mgl B 1H
BRI 5% 2~5 BT > 72%, 500 mg/B OROBEEITV, 2F5HMS 7~10 BRI E 25
ia_ﬁﬁ)%ﬁ7u%/A(mwmgH@3\%%%W&5%2~5E%ﬁot%,mmmga

2 HBROBEET, EREHMMN 7~10 HME 25 X ) IThkE) 2V A< Lo Dft
%iki%ﬁ%f%@bko%f%ﬁ%@@ﬂﬁT*%mnm®5% #514% 10~14 A BICHHE
BT 277 BHCB W THERZE B, WEBIOVRRRY (BR+UE)) PEL LN BE
DEGELLTICRT

EAZSHIES FOARTA S K
HR (6H) 46% 44%
HE 32% 30%
BERT) (BR+%E) 78% 74%

KETEME L-BIOIENRIBERMAEDZHNRRTIE, RUREFETTVRAav, v oRkEs
1T 72 94 BT TR EF & BERAEIMEOFMxI G & Lz, &E5% 10~14 H B30
7o 84 BUZBWCERARSIE 5H, BEBIOMHERY (BE+E)) BDRELLNZEEOES
ZLUTFICRT
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YFSHIES FToRRTA
B (8%) : 60%
s 29%
AR (1B -+ o) 89%

MBI BT 2MAEMRIRHEIL, BRERDEBERHIIITY, $ERA% ORI, BHEEIMM LT
olz, MIEFAREIIERGRTE BARBERHCERI L2l E: AVCER L, A L3l Tes
M & 0 HEE LM FRIRE R 2 LT ICRT

DHEBEHALET VAR A VI L BB FRE R
(R T &2 1T o 72 KB RE) ToARTA Ty

S. preumoniae 64/67 (96%)*

H. influenzae 41/43 (95%)

M. catarrhalis 9/10

S. aureus 9/10

* 1 8. pneumoniae 7S MIERGHETH 72 24 FIH 196 (79%) 23, FREOKRECLVIBELE
(intent to treat FZAT) .

MARICB W OGEERRRE O (MEFAIRER L O/ 0358R E) BBDOh B
ZBWT, TVArTA L DOFG5H% 10~14 B BICHE SN EMEZRADREZ U TIORT

RS DFEHL Bit % (aE) B B+ WE

Mycoplasma pneumoniae 18 11 (61%) 5 (28%) 16 (89%)

Chlamydia pneumoniae 34 15 (44%) 13 (38%) 28 (82%)

Legionella pneumophila 16 531%) 8 (50%) 13 (81%)
Bk o8t

TR A VU EREBERELEYTA, Ty MBEUS XO—EHERRIC Y VISEE (RN~
DY VEEDOER) BPRBHLNTNWE, ZOFTAI, mg/m’ BETHRAL MEBRARLIZITEL
WHEBOT7 VA A V0 BRELIEAXEH 16 ABREELEZT v MTBWT, £< sk

(AR, &ARTRIRED, AFH&E A03E, B, Mg BEEL L) CRoObhik, ZOFRIET YR
A REPEBIZEIR Lz, TPAa~vA Y oOEBREL 10 B2 5 30 BEO&ETT v
M A XOFAFIEREGLIZEZA, U UIBFEESMEBNCRBREOCHE THRD b=, EKiyEh
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BT =S IES< L, Co ¥ 13 pg/mL UMV 10 mg/kg DB HED Cra 0.216 pg/mL 0 6 1)
D7 v b (30mgkg) TYVIREENBD SN TS, AT, Cuu?® 15 pg/mL (REHZ /)
REFIZBWTHIEEHRE LD Cpp @ 71%) DA X (10mgkg) Th U VEEENTED B
T2, AEE mgm’ TBET DL, 7y MIAFOAE 0 mgkg (135 mg/m’) & A XFEFO
FAE 10 mg/kg (79 mg/m®) 12, FHHAE 25 kg O/NRBE~OHIRFABDZN 2N 04522 03
ETholk, VUVIEEEL, HABYTROONERLRRIC, 7ToRnvA VBRI
CEE L, ZOFRROBME L0 MIxHT 22N ERIIRETH S,

BEIM -
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SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

ZITROMAX 500 mg powder for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each vial contains:

Active principle:

Azithromycin dihydrate 524.1 mg
equal to azithromycin base 500 mg

For a full list of excipients see section 6.1.

3. PHARMACEUTICAL FORM

Powder for solution for infusion.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

ZITROMAX powder for solution for infusion is indicated for the treatment of community acquired
pneumonia caused by susceptible organism, including Legionella Prneumophila, in patients who
require initial intravenous therapy.

ZITROMAX powder for solution for infusion is indicated for the treatment of pelvic inflammatory
disease caused by susceptible organism, in patients who require initial intravenous therapy.

42 Posology and method of administration

The recommended dose of ZITROMAX powder for solution for infusion for the treatment of adult
patients with community acquired pneumonia due to the indicated organisms is 500 mg as a single
daily dose by the intravenous route for at least two days. Intravenous therapy should be followed by
azithromycin by the oral route as a single daily dose of 500 mg to complete a 7 to 10 day course of
therapy. The timing of the conversion to oral therapy should be done at the discretion of the physician
and in accordance with clinical response.

The recommended dose of ZITROMAX powder for solution for infusion for the treatment of adult
patients with pelvic inflammatory disease due to the indicated organisms is 500 mg as a single daily
dose by the intravenous route for one or two days. Intravenous therapy should be followed by
azithromycin by the oral route as a single daily dose of 250 mg to complete a 7 day course of therapy.
The timing of the conversion to oral therapy should be done at the discretion of the physician and in
accordance with clinical response.



Use in the Elderly
The same dosage as in adults patients is used in the elderly.

Use in Children

Safety and effectiveness of azithromycin powder for solution for infusion for the treatment of
infections in children or adolescents under 16 years have not been established. In controlled clinical
studies, azithromicyn has been administered to pediatric patients (age 6 months to 16 years) by the
oral route. For information regarding the use of azithromicyn in the treatment of pediatric patients,
refer to the Summary of Product Characteristics of the oral forms of azithromicyn.

In Patients with Renal Impairment

No dose adjustment is necessary in patients with mild to moderate (GFR 10 - 80 ml/min), while
caution should be applied in patients with severe (GFR < 10 ml/min) renal impairment (see sections
4.4 and 5.2).

In Patients with Hepatic Impairment
The same dosage as in patients with normal hepatic function may be used in patients with mild to
moderate hepatic impairment (see sections 4.4 and 5.2).

Administration
ZITROMAX powder for solution for infusion after reconstitution and dilution is for administration by
intravenous infusion. ZITROMAX powder for solution for infusion should not be given as a bolus or

as intramuscular injection. (see sections 4.4 and 6.6).

The infusate concentration and rate of infusion for azithromycin powder for solution for infusion
should be either 1 mg/ml over 3 hours or 2 mg/ml over 1 hour.

Preparation of the solution for intravenous administration is as follows:

Reconstitution

Prepare the initial solution of azithromycin powder for solution for infusion by adding 4.8 ml of
sterilised Water for Injections to the 500 mg vial and shaking the vial until all of the drug is dissolved.
It is recommended that a standard 5 ml (non-automated) syringe be used to ensure that the exact
amount of 4.8 ml of sterilised Water for Injections is dispensed. Each ml of reconstituted solution
contains 100 mg azithromycin.

Parenteral drug products should be inspected visually for particulate matter prior to administration. If
particulate matter is evident in reconstituted fluids, the drug solution should be discarded.

Dilute this solution further prior to administration as instructed below.
Dilution

To provide azithromycin over a concentration range of 1.0-2.0 mg/ml, transfer 5 ml of the 100 mg/ml
azithromycin solution into the appropriate amount of any of the diluents listed in section 6.6.



Final Infusion Solution Concentration (mg/ml Amount of diluent (ml)

1.0 mg/ml 500 ml
2.0 mg/ml 250 ml

It is recommended that a 500 mg dose of ZITROMAX powder for solution for infusion, diluted as
above, be infused over a period of not less than 60 minutes.

4.3 Contraindications

The use of this product is contraindicated in patients with hypersensitivity toazithromycin,
erythromycin, any macrolide or ketolide antibiotic, or to any excipients listed in Section 6.1 (List of
excipients).

4.4 Special warnings and precautions for use

As with erythromycin and other macrolides, rare serious allergic reactions, including angioedema and
anaphylaxis (rarely fatal) have been reported. Some of these reactions with azithromycin have
resulted in recurrent symptoms and required a longer period of observation and treatment.

Since liver is the principal route of elimination for azithromycin, the use of azithromycin should be
undertaken with caution in patients with significant hepatic disease. Cases of fulminant hepatitis
potentially leading to life-threatening liver failure have been reported with azithromycin (see Section
4.8) Liver function tests/investigations should be performed in cases where signs and symptoms of
liver dysfunction occur such as rapid developing asthenia associated with jaundice, dark urine,
bleeding tendency or hepatic encephalopathy.

In patients receiving ergot derivatives, ergotism has been precipitated by co-administration of some
macrolide antibiotics. There are no data concerning the possibility of an interaction between ergot and
azithromycin. However, because of the theoretical possibility of ergotism,azithromycin and ergot
derivatives should not be co-administered.

As with any antibiotic preparation, observation for signs of superinfection with non-susceptible
organisms, including fungi, is recommended.

Clostridium difficile associated diarrthea (CDAD) has been reported with use of nearly all antibacterial
agents, including azithromycin, and may range in severity from mild diarrhea to fatal colitis. Treatment
with antibacterial agents alters the normal flora of the colon leading to overgrowth of C difficile.

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

In patients with severe renal impairment (GFR <10 ml/min) a 33% increase in systemic exposure to
azithromycin was observed (see Section 5.2 Pharmacokinetic propertics).

Prolonged cardiac repolarization and QT interval, imparting a risk of developing cardiac arrhythmia and
torsades de pointes, have been seen in treatment with other macrolides. A similar effect with
azithromycin cannot be completely ruled out in patients at increased risk for prolonged cardiac
repolarization (see section 4.8 Undesirable effects), therefore caution is required when treating patients:



+  With congenital or documented QT prolongation

»  Currently receiving treatment with other active substances known to prolong QT interval such
as antiarthythmics of classes IA and III, cisapride and terfenadine

+  With electrolyte disturbance, particularly in cases of hypokalacmia and hypomagnesemia

*  With clinically relevant bradycardia, cardiac arrhythmia or severe cardiac insufficiency

Exacerbations of the symptoms of myasthenia gravis and new onset of myasthenia syndrome have
been reported in patients receiving azithromycin therapy (See Section 4.8).

The safety and efficacy of intravenous azithromycin for the treatment of infections in children has not
been established.

ZITROMAX powder for solution for infusion should be reconstituted and diluted as directed and
administered as an intravenous infusion over not less than 60 minutes. Do not administer as an
intravenous bolus or an intramuscular injection (see sections 4.2 Posology and method of
administration and 6.6 Instructions for use and handling, and disposal).

4.5 Interactions with other medicinal products and other forms of interaction
The following information on drug interactions refers to oral azithromicyn.

Antacids

In a pharmacokinetic study investigating the effects of simultaneous administration of oral antacid
with azithromycin, no effect of overall bioavailability of azithromycin was seen although peak serum
concentrations were reduced byapproximately 25%. Therefore, in patients receiving both
azithromycin and aluminium and magnesium containing antacids, the drugs should not be taken
simultancously. Administration of oral antacids is not expected to affect the disposition of
azithromycin given intravenously.

Cetirizine
In healthy volunteers, coadministration of a 5-day regimen of azithromycin with cetirizine 20 mg at
steady-state resulted in no pharmacokinetic interaction and no significant changes in the QT interval.

Didanosine

Coadministration of daily doses of 1200 mg/day azithromycin with 400 mg/daydidanosine in 6 HIV-
positive subjects did not appear to affect the steady-state pharmacokinetics of didanosine as compared
with placebo.

Digoxin
Some of the macrolide antibiotics have been reported to impair the microbial metabolism in the gut in
some patients. In patients receiving concomitant azithromycin, a related azalide antibiotic, and

digoxin the possibility of raised digoxin levels should be born in mind.

Zidovudine

Single 1000 mg doses and multiple 1200 mg or 600 mg doses of azithromycin had little effect on the
plasma pharmacokinetics or urinary excretion of zidovudine or its glucuronide metabolite. However,
administration of azithromycin increased the concentrations of phosphorylated zidovudine, the
clinically active metabolite, in peripheral blood mononuclear cells. The clinical significance of this
finding is unclear, but it may be of benefit to patients.



Azithromycin does not interact significantly with the hepatic cytochrome P450 system. It is not
believed to undergo the pharmacokinetic drug interactions as seen with erythromycin and other
macrolides. Hepatic cytochrome P450 induction or inactivation via cytochrome-metabolite complex
does not occur with -azithromycin.

Ergotamine
Due to the theoretical possibility of ergotism, the concurrent use of azithromycin with ergot

derivatives is not recommended (see section 4.4).

Pharmacokinetic studies have been conducted between azithromycin and the following drugs known
to undergo significant cytochrome P450 mediated metabolism.

Atorvastatin
Coadministration of atorvastatin (10 mg daily) and azithromycin (500 mg daily) did not alter the
plasma concentrations of atorvastatin (based on a HMG CoA-reductase inhibition assay).

Carbamazepine
In a pharmacokinetic interaction study in healthy volunteers, no significant effect was observed in the

plasma levels of carbamazepine or its active metabolite in patients receiving concomitant
azithromyecin.

Cimetidine

In a phammacokinetic study investigating the effects of a single dose of cimetidine, given 2 hours
before azithromycin, on the pharmacokinetics of azithromycin, no alteration of azithromycin
pharmacokinetics was seen.

Cyclosporin
In a pharmacokinetic study with healthy volunteers that were administered a 500 mg/day oral dose of

azithromycin for 3 days and were then administered a single 10 mg/kg oral dose of cyclosporin, the
resulting cyclosporin Cp.x and AUC,.s were found to be significantly elevated. Consequently, caution
should be exercised before considering concurrent administration of these drugs. If coadministration
of these drugs is necessary, cyclosporin levels should be monitored and the dose adjusted accordingly.

Efavirenz

Co-administration of a 600 mg single dose of azithromycin and 400 mg efavirenz daily for 7 days did
not result in any clinically significant pharmacokinetic interactions.

Fluconazole

Co-administration with a single dose of 1200 mg azithromycin did not alter the pharmacokinetics of a
single dose of 800 mg fluconazole. Total exposure and half-life of azithromycin were unchanged by
the co-administration of fluconazole, but a clinically insignificant decrease in Cn.; (18%) of
azithromycin was observed.

Indinavir

Co-administration of a single dose of 1200 mg azithromycin had no statistically significant effect on
the pharmacokinetics of indinavir 800 mg three times daily for 5 days.

Methvlprednisolone

In a pharmacokinetic interaction study in healthy volunteers, azithromycin had no significant effect on
the pharmacokinetics of methylprednisolone.



Midazolam
In healthy volunteers, coadministration of azithromycin 500 mg/day for 3 days did not cause clinically
significant changes in the pharmacokinetics and pharmacodynamics of a single 15 mg dose of
midazolam.

Nelfinavir

Coadministration of azithromycin (1200 mg) and nelfinavir at steady state (750 mg three times daily)
resulted in increased azithromycin concentrations. No clinically significant adverse effects were
observed and no dose adjustment is required.

Rifabutin

Coadministration of azithromycin did not affect the serum concentrations of either drug.

Neutropenia was observed in subjects receiving concomitant treatment with azithromycin and
rifabutin. Although neutropenia has been associated with use of rifabutin, a causal relationship to
combination with azithromycin has not been established (see section 4.8 Undesirable effects).

Sildenafil

In normal healthy male volunteers, there was no evidence of an effect of azithromycin (500mg daily
for 3 days) on the AUC and C,, of sildenafil or its major circulating metabolite.

Theophylline

There is no evidence of a clinically significant pharmacokinetic interaction when azithromycin and
theophylline are coadministered to healthy volunteers.

TerfenadinePharmacokinetic studies have reported no evidence of an interaction between
azithromycin and terfenadine. There have been rare cases reported where the possibility of such an
mteraction could not be entirely excluded; however there was no specific evidence that such an
interaction had occurred.

Triazolam

In 14 healthy volunteers, coadministration of azithromycin 500 mg on Day 1 and 250 mg on Day 2
with 0.125 mg triazolam on Day 2 had no significant effect on any of the pharmacokinetic variables
for triazolam compared to triazolam and placebo.

Trimethoprim/sulfamethoxazole
Co-administration of trimethoprim/sulfamethoxazole (160 mg/800 mg) for 7 days with azithromycin

1200 mg on the Day 7 had no significant effect on peak concentrations, total exposure or urinary
excretion of either trimethoprim or sulfamethoxazole. Azithromycin serum concentrations were
similar to those seen in other studies.

Coumarin-Type Oral Anticoagulants

In a pharmacokinetic interaction study, azithromycin did not alter the anticoagulant effect of a single
15 mg dose of warfarin administered to healthy volunteers. There have been reports received in the
post-marketing period of potentiated anticoagulation subsequent to coadministration of azithromycin
and coumarin-type oral anticoagulants. Although a causal relationship has not been established,
consideration should be given to the frequency of monitoring prothrombin time, when the drug is used
in patients receiving coumarin-type anticoagulants.

4.6 Pregnancy and lactation
Animal reproduction studies have been performed at doses up to moderately maternally toxic dose

concentrations. In these studies, no evidence of harm to the foetus due to azithromycin was found.
There are, however, no adequate and well-controlled studies in pregnant women. Because animal



reproduction studies are not always predictive of human response, azithromycin should be used
during pregnancy only if clearly needed.

There are no data on secretion in breast milk. As many drugs are excreted in human milk,
azithromycin should not be used in the treatment of a lactating woman unless te physician feels that
the potential benefits justify the potential risks to the infant.

4.7 Effects on ability to drive and use machines

There 1s no evidence to suggest that azithromycin may have an effect on a patient’s ability to drive or
operate machinery.

4.8 Undesiderable effects

The table below lists the adverse reactions identified through clinical trial experience and post-
marketing surveillance by system organ class and frequency. Adverse reactions identified from post-
marketing experience are included in italics. The frequency grouping is defined using the following
convention: Very common (=1/10); Common (= 1/100 to <1/10); Uncommon (=1/1,000 to <1/100);
Rare (> 1/10,000 to <1/1,000); Very Rare (< 1/10,000); and Not known (cannot be estimated from the
available data). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

Adverse reactions possibly or probably related to azithromycin based on clinical trial experience
and post-marketing surveillance:

System Organ Class Adverse reaction Frequency
Infections and Infestations Candidiasis, oral candidiasis, vaginal infection | Uncommon
Pseudomembranous colitis (see section 4.4) Not known
Blood and Lymphatic System Leukopenia, neutropenia Uncommon
Disorders Thrombocytopenia, haemolytic anaemia Not known
Immune System Disorders Angioedema, hypersensitivity Uncommon
Anaphylactic reaction (see section 4.4) Not known
Metabolism and Nutrition Anorexia Common
Disorders ’
Psychiatric Disorders Nervousness Uncommon
Agitation Rare
Aggression, anxiety Not known
Nervous System Disorders Dizziness, headache, paraesthesia, dysgeusia Common
Hypoaesthesia, somnolence, insomnia Uncommon
Syncope, convulsion, psychomotor Not known

hyperactivity, anosmia, ageusia, parosmia
Myasthenia gravis (see Section 4.4)

Eye Disorders Visual impairment Common

Ear and Labyrinth Disorders Deafness Common
Hearing impaired, tinnitus Uncommon
Vertigo Rare

Cardiac Disorders Palpitations Uncommon
Torsades de pointes (see section 4.4), Not known

arrhythmia (see section 4.4) including
ventricular tachycardia

Vascular Disorders Hypotension Not known

Gastrointestinal Disorders Diarrhea, abdominal pain, nausea, flatulence Very common
Vomiting, dyspepsia Common
Gastritis, constipation Uncommon




Pancreatitis, tongue discolouration Not known

Hepatobiliary Disorders Hepatitis Uncommon

Hepatic function abnormal Rare

Hepatic failure (see section 4.4)** hepatitis Not known
Julminant, hepatic necrosis, jaundice

cholestatic
Skin and Subcutaneous Tissue Rash, pruritus Common
Disorders Stevens-Johnson syndrome, photosensitivity Uncommon
reaction, urticaria
Toxic epidermal necrolysis, erythema Not known
multiforme
Musculoskeletal and Connective | Arthralgia Common
Tissue Disorders
Renal and Urinary Disorders Renal failure acute, nephritis interstitial Not known
General Disorders and Injection site pain,* injection site Common
Administration Site Conditions inflammation,* fatigne
Chest pain, oedema, malaise, asthenia Uncommon
Investigations Lymphocyte count decreased, eosinophil count | Common

increased, blood bicarbonate decreased

Aspartate aminotransferase increased, alanine | Uncommon
aminotransferase increased, blood bilirubin
increased, blood urea increased, blood
creatinine increased, blood potassium
abnormal

Electrocardiogram QT prolonged (see section | Not known
4.4)

* for powder for solution for infusion only
**which has rarely resulted in death

49 Overdose

Adverse events experienced in higher than recommended doses were similar to those seen at normal
doses. In the event of overdosage, general symptomatic and supportive measures are indicated as
required.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antibacterial agent: macrolide ATC code: JOIFA10
Azithromycin is the first of a subclass of macrolide antibiotic, known as azalides, and is chemically
different from erythromycin. Chemically it is derived by insertion of a nitrogen atom into the lactone
ring of erythromycin A. The chemical name of azithromcyin is 9-deoxy-9a-aza-methyl-9a-

homoerythromycin A. The molecular weight is 749.0.

The mode of action of azithromycin is inhibition of protein synthesis in bacteria by binding to the 50s
ribosomal subunit and preventing translocation of peptides.

Azithromycin demonstrates activity in vitro against a wide range of microorganisms including:




Gram-positive aerobic bacteria: Staphylococcus aureus, Streptococcus pyogenes (group A beta-
haemolytic streptococci), Streptococcus pneumoniae, alpha-haemolytic streptococci (viridans group)
and other streptococci, and Corynebacterium diphteriae. Azithromycin demonstrates cross resistance
with erythromcyin resistant Gram-positive strains, including Streptococcus faecalis (enterococcus)
and most strains of methicillin-resistant Staphylococci.

Gram-negative aerobic bacteria: Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella
catarrhalis, Acinetobacter species, Yersinia species, Legionella pneumophila, Bordetella pertussis,
Bordetella parapertussis, Shigella species, Pasteurella species, Vibrio cholera and parahaemolyticus,
Pleisiomonas shigelloides.

Activity against Escherichia coli, Salmonella enteritidis, Salmonella typhi, Enterobacter species,
Aeromonas hydrophila and Klebsiella species is variable and susceptibility tests should be performed
in case of infections due to these bacteria. Profeus species, Serratia species, Morganella species, and
Pseudomonas aeruginosa are usually resistant.

Anaerobic _bacteria: Bacteroides fragilis and Bacteroides species, Clostridium perfringens,
Peptococcus  species and Peptostreptococcus — species, Fusobacterium necrophorum and
Propionibacterium acnes. :

Organisms of sexually transmitted diseases: Chlamydia trachomatis, Treponema pallidum, Nesisseria
gonorrhoeae and Haemophilus ducreyi.

Other organisms: Borrelia burgdorferi (Lyme disease agent), Chlamydia pneumoniae, Mycoplasma

pneumoniae, Mycoplasma hominis, Ureaplasma urealyticum, Campylobacter species and Listeria
monocytogenes.

Opportunistic Pathogens Associated with HIV Infections: Mycobacterium-intracellulare complex,

Pneumocystis carinii and Toxoplasma gondii.

Clinical pharmacological data

Treatment of Community Acquired Pneumonia

In an open, non-comparative study, patients were given azithromycin by I.V. infusion (for 2 to 5 days)
followed by azithromycin orally (to complete a total of 7 to 10 days therapy) for the treatment of
community acquired pneumonia. The clinical success rates (cure plus improvement) at 10-14 days
post therapy was 88% (74/84) and at 4-6 weeks was 86% (73/85) among evaluable patients.

In an open, randomized comparative trial of azithromycin (IV followed by oral therapy) versus
cefuroxime (IV followed by oral therapy, with erythromycin as required) for the treatment of
community acquired pneumonia, no statistical differences between these therapies were observed.

These two studies indicated an overall cure rate for patients serologically positive for Legionella
prneumophila of 84% (16/19). Additionally, in an open, non-comparative study patients diagnosed as
positive for Legionella pneumophila (serogroup 1) using a specific urinary antigen test were treated
with azithromycin IV followed by oral azithromycin. At 10-14 days, 16 out of 17 evaluable patients
were clinically cured and at 4-6 weeks, 20 out of 20 evaluable patients were clinically cured.

Treatment of Pelvic Inflammatory Disease



The results of an open study indicate that three treatment regimens (azithromycin versus
azithromycin/metronidazole versus doxycycline, metronidazole, cefoxitin and probenecid) were
comparable in terms of efficacy and safety in subjects with acute pelvic inflammatory disease. In
another open, comparative study in patients with acute pelvic inflammatory discase, patients were
treated with azithromycin IV/oral versus azithromycin IV plus metronidazole IV/oral versus oral
doxycycline plus co-amoxiclav IV/oral. These treatment regimens were also comparable in terms of
efficacy and safety. The data from these studies showed an overall clinical success rate (cured plus
improved) of > 97% in all treatments groups at the end of treatment, with > 96% of pathogens
eradicated. At follow-up, 290 % of pathogens were eradicated.

52 Pharmacokinetic properties

Absormption/Distribution

Following oral administration in humans, azithromicyn is widely distributed throughout the body,
biovailability is approximately 37%. The time taken to peak plasma levels is 2-3 hours.

In patients hospitalized with community acquired pneumonia receiving single daily one-hour
intravenous infusions for 2 to 5 days of 500 mg azithromycin at a concentration of 2 mg/ml, the mean
Crax achieved was 3.63 £ 1.60 pg/ml, while the 24-hour trough level was 0.20 + 0.15 pg/ml, and the
AUCy, was 9.60 = 4.80 pg h/ml.

The mean Cy,, 24-hour trough and AUC,4 values were 1.14 £ 0.14 pg/ml, 0.18 £ 0.02 pg/ml, and
8.03 & 0.86 ug h/ml, respectively, in normal volunteers receiving a 3-hour intravenous infusion of 500
mg azithromycin at a concentration of 1 mg/ml.

In animal studies, high azithromycin concentration have been observed in phagocytes. In experimental
models, higher concentrations of azithromycin are released during active phagocytosis than from non-
stimulated phagocytes. In animal models this results in high concentrations of azithromycin being
delivered to the site of infections.

Pharmacokinetic studies in humans have shown markedly higher azithromycin levels in tissue than in
plasma (up to 50 times the maximum observed concentration in plasma), indicating that the drug is
heavily tissue bound. Concentrations in target tissues, such as lung, tonsil and prostate exceed the
MICq, for likely pathogens after a single dose of 500 mg. High concentrations of azithromycin were
found in gynaecological tissue 96 hours after a single 500 mg oral dose of azithromycin.

Metabolism/Elimination

Plasma terminal elimination half-life closely reflects the tissue depletion half-life of 2 to 4 days. In a
multiple-dose study in 12 normal volunteers utilizing a 500 mg (1 mg/ml) one-hour intravenous-
dosage regimen for five days, the amount of administered azithromycin dose excreted in urine in 24
hours was about 11% after the 1st dose and 14% after the 5th dose. These values are greater than the
reported 6% excreted unchanged in urine after oral administration of azithromycin. Biliary excretion
is a major route of elimination for unchanged drug, following oral administration. Very high
concentrations of unchanged drug have been found in human bile, together with 10 metabolites,
formed by N- and O-demethylation, by hydroxylation of the desosamine and aglycone rings, and by
cleavage of the cladinose conjugate. Comparison with HPLC and microbial assays in tissues suggests
that metabolites play no part in the microbiological activity of Azithromycin powder for solution for
infusion.

Pharmacokinetics in Special Patient Groups
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Elderly
During a study conducted on healthy volunteers (> 65 years), slightly higher AUC values were seen

after a 5 day regimen than in young volunteers (< 40 years), but these are not considered clinically
significant, and hence no dose adjustment is recommended.

Renal Impairment

Following a single dose of azithromycin 1 gram orally, the pharmacokinetics in subjects with mild to
moderate renal impairment (GFR 10 - 80 ml/min) were not affected. Statistically significant
differences in AUC .120 (8.8 pg-hr/ml vs. 11.7 pg-hr/ml), Cpax (1.0 pg/ml vs. 1.6 pg/ml) and CLr (2.3
ml/min/kg vs. 0.2 ml/min/kg) were observed between the group with severe renal impairment (GFR <
10 ml/min) and the group with normal renal function.

Hepatic Impairment
In patients with mild (Class A) to moderate (Class B) hepatic impairment, there is no evidence of a

marked change in serum pharmacokinetics of azithromycin compared to those with normal hepatic
function. In these patients urinary clearance of azithromycin appears to increase, perhaps to
compensate for reduced hepatic clearance.

5.3 Preclinical safety data

In high-dose animal studies, giving drug concentrations 40-fold higher than those expected in clinical
practice, azithromycin has been noted to cause reversible phospholipidosis, generally without

discernible toxicological consequences. The effect has been shown to be reversible after cessation of
azithromycin treatment. The significance of the finding for animals and for humans is unknown.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Citric Acid, Anhydrous - Sodium Hydroxide.

6.2 Incompatibilities

The reconstituted solution for infusion may be diluted using the instructions and compatible infusion
solutions provided in Section 6.6.

6.3 Shelf life

3 years.

The reconstituted concentrated solution (in accordance with directions) is chemically and physically
stable for 24 hours when stored below 30 °C.

However, from a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsability of the user and
would normally be no longer than 24 hours at 2 to 8 °C, unless reconstitution/dilution has taken place
in controlled and validated aseptic conditions.

6.4 Special precautions for storage

This medicinal product requires no special precautions for storage..
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6.5 Nature and contents of container

One 10 ml type I flint glass vial and closed with a grey butyl rubber stopper and aluminium over-seal,
containing 500 mg of active principle.

6.6 Instructions for use and handling, and disposal

Azithromycin powder for solution for infusion is supplied in single use vials. The vial contents are
reconstituted with 4.8 ml of Sterilised Water For Injections (azithromycin 100 mg/ml). For
administration, the required volume of reconstituted solution is added to a compatible infusion
solution to produce a final azithromycin solution of 1.0 mg to 2.0 mg/ml.

Parenteral drug products should be inspected visually for particulate matter prior to administration. If
particulate matter is evident in reconstituted fluids, the drug solution should be discarded.

Chemical and physical in-use stability of the reconstituted product has been demonstrated for 24
hours at 30 °C. When diluted according to the instructions the diluted solution is chemically and
physically stable for 24 hours at or below 30 °C or for 7 days if stored under refrigeration (5°C).
However, from a microbiological point of view, the product should be used immediately. If not used
immediately, the in-use storage times and conditions are the responsibility of the user and would
normally not be longer than 24 hours at 2 to 8 °C, unless reconstitution and dilution has taken place in
controlled and validated aseptic conditions.

The reconstituted solution can be diluted with:

Normal Saline (0.9 % sodium chloride)

1/2 Normal Saline (0.45 % sodium chloride)

5 % Dextrose in Water

Lactated Ringer’s Solution

5 % Dextrose in 1/2 Normal Saline (0.45 % sodium chloride) with 20 mEq KClI
5 % Dextrose in Lactated Ringer’s Solution

5% Dextrose in 1/3 Normal Saline (0.3% sodium chloride)

5% Dextrose in 1/2 Normal Saline (0.45% sodium chloride)

It is recommended that a 500mg dose of ZITHROMAX powder for solution for infusion, diluted as
described above, should be infused over a period of not less than 60 minutes.

ZITROMAX powder for solution for infusion should not be given as a bolus or as an intramuscular
injection.

Any unused product or waste material should be disposed in accordance with local requirements.
7. MARKETING AUTHORIZATION HOLDER

Pfizer Italia Srl.
Via Isonzo, 71 — 04100 Latina

8. MARKETING AUTHORIZATION NUMBER AND FIRST MARKETING DATE
MA number: 027860156

9. DATE OF FIRST AUTHORIZATION/RENEWAL OF AUTHORIZATION
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27 October 2009
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WMESINTEY, ZOEEEITIRE FH»OBIEORBRICE S, MEREEICL Y KRBOE
EHEZENREIL, C dificile 3ETET 5,

C. difficile /X, CDAD RIEDFK &L 72 5%%R A BI VB 28EAT 3, Clostridium difficile D&

PEAERRIC LD RHYE R, MIERBEEICEFMERTI N0, BEUBERSLEL R84
HHD, MEBEBIUORCELBEINIED, HEEOEATTRAER LT RTOEHIZS
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WT CDAD #& B LT hiEAe 6780, CDAD IZHIE R E# 2 » A TRENREI N TS
7%.&) EE@%EW&@EEW ﬁ’%‘gf&)éo

BEEOBMEERERE (GFR<I0 mL/4y) TiX, TR VU OLFBRBEEN 3% LA LT
(152 Ly EREERRE) 28ROz L),

FERB L AV —F F BT UOREY 27 23T HOBBER L O QT HBEE, m@
v /a4 FRRIEEOBRSEFIZRD LN TWD, FOMEIED Y 27 BHERKL TS BEIC
WT, T2, Yl L 2RBREEY RN TH D &if%&m(M8%iL<&w
BRI 22Roz k), LEX-T, ROL D REBE~OREIEEIITOSLERDH D,

R QT ER* AT HRETHIIQTER LW EN T BE

77 AIABIC U OFARERE, V7 U R, TA7eFTrel, QrEREERSES

ZERDPo TN D ZEDMDIEMNE DR EEZIT TWHEE

BffERE, RS Y v AMEB L ME~ RV Y AMESH T H8RHE

BB EERGRIR, FEREZIIEEOLAREE2HET D HBE

BIEHRIVEDIER OIS L CNBHENERRER T VR 271 ¥ ORI E T T B
HENTWD U8 EBROZL),

INRBVEIRFRICRIT 57 VAR < A 2 v ORI 5 OREN L AT N TRy,

ZITROMAX SimEFER (SRS 1%, BREBVICEME - FIRL, 60 55LL E) CalEE:
BELTRETAZI L, R—FABEREIFZEIFHEANEFE L TRE L2 (142 BEBLW
BEFHE] BEIO 66 AL, B ERBIUEELORER] 23RO L),

45 T OMOESRE L OHEERAR IV OMOHEIER
TVARYA T RHANC S B EER OF®RE LT IORT,

finl) S

TIOARnTA T EROTREORRRE DEEL K L EMHERR TIL, 7VArvA( v
YORANATTRA T EY T 4 ~OFBITRD LN o728, B g PRI 25%ETF L
o EDWD, TOVAQTA TV ETAI=ZYLABION 72U LAEFHIBELHARETS
BEAN, BEEEPTLTULERD S, 7UATYA 2 OBIRNEE18 054 125 5 ik
BOBEOEEINEEZDNE,

TFY Dy

EEWRBREIZ S AR F OT7 VR a<wA o2 F Y 0 20 mg BEBROEFTREICIVTHEH
BE L&, BYHEEAS QT BBOEREZREIITRD NI -1,
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)
HIV BB E 6 L1 1200mg/ B DT VA <A &40 mg/ A DO F )2 LR G L&
X, TTRARBLUERLT, VE /U UCOERREROEYERE~DOEEIIFRD N1,

vaxyr
—EDvIa T4 FRAEENR D IF VU ORBICHEBELZ RITTRREEOH A - ERMESNT
W2, Z0EH, TVARSTA eV dX v aHRARETIEAIL, I BEN RS
THAEMEZETOISLENRNDD,

CEITV

TYAawA ¥ 1000 mg FERERSE L N1200mg /7713 600 mg #FERE L-L X, DR
DUERIZEDT NI v BRSO MU P I EREC IR FHE A~ DR EITIZ & A LR b
motz, LnL, 7TVAavA v rOREIZLY, KMMEZERIZEWT, BRUICTE 2R
MTHDY VBN TV OREN ER L, ZOFTROBRBERIITATH D3, BEIZ
XEHThDEEZLND,

TVARYA VUL, BT b B — A PASOREBRODH DHAEEMAEZRS 2, =Y Anv (¥
YEIMOw I BT A FRAERKICALND & 5 2EMHEEERANEZ 2 Li3ZE Lok,
TIARTA AL DT b r— A PASO OFE E IS REHAGITRE Z B2V,

T IH I
FERSAIZIXEATENRE D ARENRS D720, TR Yo VI ZI U F3EHAS
EEROFAREIZHESI N G4E2BROZLE),

FhI7a—LPOICLDEROHORHMEZIT D LBMOENTWHUTOEA L, 7oV~
A v E ORYEEARE EE LT,

T MR RBZF
T hAREZF L (1B 10mg) ET7VARYA 2 (1 H500mg) OFFRAIKRETIE, 7 LR
2 F o OMFEFEEITE Lo (HMG CoA EEEREETMEICESL),

TN
B 2R L LR TIX, 7Yo2avA v B E LEEAIT, AP ELE
X OEMRBEY O MIEFREEICEROH 5 EIIRD b izdoTz,

VAFTU
ToARTAVRED 2 BEENCEEIRESNEVAF O DOTVRav A T OEYENREIC
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ST ABELRIT ARMERERR T, TR0, Y OEPEEICEBNIIZD LN
7o

YIaARY v

EHENRERRICB W TREHRAIZ 500 mg/ADT7T VAu~wA & 3 BRRO®REL, i T
10 mghkg D7 aARY U EARBROKRELZLE, VIR RARY O Co BE TN AUC s IZE
WDdHd EFBIBOLONE, LEX-T, ZNLOEAEHARSTIHAIEELZETS, =
NOOEFNOMAMENLERBEIL, /AR VEERZE=XY LV L CHERG T4
EXdHD,

77 E LY
TYARYA T 600 mg HERES LT 7LV 1 H400 mg 7 HRIBRGEBALE L &,
RENTERD H 2 YR EEFITRO bRRdoT-,

JaF =)

TYAuTA T 1200 mg BERG AP Lz L &, 713> —)1 800 mg B[EH-5 0 EyEhfE

(CHBITRD ORI ol TYVARYA VO ORBBER LOMREBHIX 7L 2 — Lk

ORI X VBN L2272, TVRABYA T 2D Copy (CHEAIZE L X2 52 WET
(18%) »EEshT,

AN
TYARTA T 1200 mg BEIZRGEEZHH LEREIE, AP EA800mg D1 H 3 [H5 BER
R DY BRBICHECE BERFEIRO Do Tz,

AFNLTL RF=
BEWBRE 2R E LEEYMAEERRRTIE, 720, rDAF AL Ry o rni
MENRBIZ T D ERD H D EEIIRD bh i oT-,

NN
EFEHBREIC T VAR A T 500mg/B % 3 AMOARE LI &, 34T 0 15mg BHEKE
BRrORMENES L O RICERANCE RO H A ELITRD bR o7,

RNT LT EN

TYARwA Yy (1200mg) ZFRNALT 47N (750mg 1 H 3 [H) BE5EBOEBREICIBVTH
ARG LELE, 7VRAu~A VU ORERER L, BERMIICEROLBIERITERD N T
Wi, AERFIIAETH D,

V77 TF
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TVOARRA VY Ty TFoEHALELE, WTNOER O MIEPIREC L EEIT R o
7o

TVAARA VY Ty TF L OBRIBREZ T L RBRE S, FPRMENBIR SN,
GFHRBRBER Y 77 7T OFERICEEM T bR TE D, TYRAR~YA VB & OFREE
PRI OWTITFEX STV (148 ZE L RWEA) 28Rz L),

VIVT T 40

EFEBMEHRE CIL, 7V RavA Y (500mg & 3 HRE) O AT I 7 4 VERITFEO R
WD AUC BE D Copx ICXTT BEEIIR O D20 T,

TAT4 IV

TOARARA Y ETAT 4 ) R REFEBEICHARE L L &, BROICERD H B 3EyE
HERIZFED DT,

TNT =2 F TV
HBRERBRIZBWT, TVARRSA LT T 2 F P OMEERIC OO TOEET 2,
FHEEROTREMZ ZRITITHRTE L WHIN IR E SN TNDY, Z0 X 5 RHEERN
BE D LR TREENRD BT RER0,

FUT 5 A

TEFRRERE 14 412, 1 HEIZ500mg, 2 HEWX 250mg D7 PRa<wA L%, 2HED N 7
TA50125mg EHFABRELELE, NITYILBIOS S BRBERLERLT, NITYS
L DOEYBREFTAMMEE OWVTNICHBRDOH HHENIRD S oTz,

RURARNFYMLALT 7 A BFH S —L

FURANTYL/ANLT 7 A MFH— (160 mg/800 mg) 7 HMIEHALTTr PR~y
1200 mg %2 7 RIS L&, RUANTVALEALT 7 A RFT S —LOWFROKSINL
HHIRE, RBEREEZIIRPHEREICDL, BROHIBEIRO bW o7, MEFT 2
A Y RER, MORRICBITAMEPEELRBETH- T,

7 <Y U RBOBUERFEE

BEEREZ G E LR EEARRTIE, 72209230077 U v 15 mg HER
SOFBEERICEELRITERD o, TUATTA T I+ VR IENPURE RO HE
BRICHBESER ST 2 Z L2, MRBHIMICRE SN T D, KEBBITHI STV
WS, TR A YR URTBEROBREEZ T T BREICHERTIERL, S u
b CURHOE=F Y VT RERBRTILERD D,

4.6 FHIRE LU
AFEEMRRIL, PHEEORGEENEDONIRGEI THEL CERESNE, ZhbDHRER
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T, 7PVRavA Y EDRE~OFEERAIIA DN oz, L L, EREREE LE
BE O+ ICE B IN T GRRBRIIER Sh T, BoATEEMRROBENSLT LD
E MAMETE D2 HDTIERWED, TUVARYS U OHE~OFEEL, ALNIKLEL SR
DGEDHRAND L,

B AOZWIZET 27 — FIIFEELRY, B PP IIBITTAERINIZ =D, "R T 4 v
FBRBIR~DOEERNR Y A Y % L2 & EESHE LIS 2B, FLEOEERICBOTIA
REBEE LN L,

47 EOEES L CHROBEOEN~OEE
T UARYA Y DHOEERS L OB ORIEDRE ) ~OBER b B L\ D FHAUIIEE L2V,

4.8 HE L R2WEA

AR ER S O IR IHE CRRO DNZEIER %2, 3FEBIRSE D L ICHEE LT FRICTT,
TAREBEARE L L THRESNEEERIZA Z U v 768 TR LT, ROEER AW CHEE 5
L7t EDDTEY (10%ELE), 20 (1~10%K5), D72 (0.1~1%KHE), £ (0.01~0.1%
K, EOOTEN (0.01%HK0) FIIRE (AFEF—F 0 5LITHETEE), SFRBEEENT,
HEEORWIEICEWER 2R L,
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BEARRBIUMRERE TR LN, TVAuwL b TBELHZL LAV 1T T2
SEEHY ) LFMmSNIBIEA

HBEHRGTE BlfER BE
BUVER & FAERE H o DHE, OFEh DX, R A
RBIEHEABR Q45BROIL) THH
mEs LY VR RREE BRI E, S RERAIE RS
M/MRIDIE, BEALER f A~
S REER M EE, BEE AR
TFI7 4 FF RIS QAEBROI L) T
R L ORRESR BEAIR EAN
ErEE PRRBE Dy
VB h
BB T REA
HRRER DIV, R, RE, RERE £\
RS, EIR, RIRE DI

Kf, FERE FEIEBITLE, ERHE, WHEK R | RH
R EEGEIE A4S ROZ L)

IR HAEE £\

EB X UKKES s £\
FRREREE, Hi DI
EERtE D F =i

Lo i D

PP —F R KT A4L4BBRO L), A& | F*#A
(LEMFIREST) A4EBRDZ L)

i B REE idiiges A~
Rk AL W, B, B S
@ik, ETRE EAR
BR, DR
BER, FEE B
[FFREE SRR E fF% D72
i 3L e Eh
FFRE (44 #BRO L) EEFF#, FFEF, | 7
ABIt 5 o S MEEE
BRB L OR TR ®E, T OHEE EAA
: AT A —T VR« T a Y SEERE, SANEBEME | v
KIS, SRS
R R P BEFEBIEIE, 2 TARLBE Gl
BEERRE LU ARGREE Ba iR %\
BRBIUREEE BIHEETE FEMEER T
2H5EERL L URSRETRE RIS, TR EMIRIE,* E2
JajeE, {FIE, REUER, % D iz
BRIRE U BRI, SRR, M BRI | £

&
TANRGEBT I/ NI A7 27 —B8M, | Shan
To=y T NIRRT =T,
B UM, MAPREEMN, by LT F=
M, MR Y U LR

DENQTHR 4 %52BRDZ L) N

RREEM (RS OBERBRLT D,
BENICHFERTH D,

49 BERE
HRARL Y EVARICOVTRIA L EEERITL, EXARTRELAEEES LELL T
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7. BERGOHET, LEIEL T ~ONERIER LUXFRESEIRSh S,

5. FEPZHGHE
5.1 EHERREE
EOH PIER .~/ 2 T4 FRHEEE ATC =—F : JOIFAL0

TRARA TV NE, THIARELTHLN TSI T RERABEROHDOY 7 7 5 AT
b, TURATTAL L LIHEIICRR D, (LI, T ATTA VL ADT S P LB
ZRFETVPEAINEFTERTHS, TR A T DEL1T 9-deoxy-9a-aza-methyl-9a-
homoerythromycin A ThH 5, & TFEiX 749.0 TH 3,

?5:kﬁﬁ%®&VN&gém%m%¢5:&f&éo

TIUARTA T, invitro IZBWTC, LT OSERMASICT L CHEEEE R LT,

7 T LB KR : Staphylococcus aureus, Streptococcus pyogenes (group A beta-haemolytic

streptococci), Streptococcus pneumoniae, alpha-haemolytic streptococci (viridans group) 33 L OVE D

L DEEBRE 72 & N Corynebacterium diphteriae, 7 ¥ A v~ A 3/ (X, Streptococcus faecalis

(enterococcus) EHFLeT U A A L UMMES T AGHERB L NEE A EDAF Y Uit~
R OEKBEEICKR U CREMmMMEEZ R LT,

77 LEMIT KB « Haemophilus influenzae, Haemophilus parainfluenzae, Moraxella catarrhalis,

Acinetobacter J&, Yersinia J&, Legionella pneumophila, Bordetella pertussis, Bordetella parapertussis,

Shigella J&, Pasteurella J&, Vibrio cholera 3 XU parahaemolyticus, Pleisiomonas shigelloides,

Escherichia coli, Salmonella enteritidis, Salmonella typhi, Enterobacter J&, Aeromonas hydrophila 3
L O Klebsiella JBIZXT 4 BIEMICIXT O DE R b D720, T b OMEIC X 5 IBRYE DER % 5
& LTS MRBR 2 3 5 LR B B, Proteus J&, Serratia J&, Morganella J&3 & () Pseudomonas
aeruginosa X8 & THE % R~ 7,

BRRAMEEE : Bacteroides fragilis 3 & O\ Bacteroides J&, Clostridium perfringens, Peptococcus J&3 & O

Peptostreptococcus J&, Fusobacterium necrophorum 74 5 NZ Propionibacterium acnes,

M RRYE DR R © Chlamydia trachomatis, 1reponema pallidum, Nesisseria gonorrhoeae 3 X %

Haemophilus ducreyi

T DM DAY - Borrelia burgdorferi (5 A LAREDOIRRE), Chlamydia pneumoniae, Mycoplasma
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pneumoniae , Mycoplasma hominis, Ureaplasma urealyticum, Campylobacter J& ¥ L OV Listeria

monocytogenes

HIV Bt 5 B 1 RIRERIK - Mycobacterium-intracellulare 81K, Preumocystis carinii 3 X O}

loxoplasma gondii

BRI T — &

T AR DIEE

HEEM - FEHLBRBRIZBNT, THRHREETOIERE LTT VAn~v A Vo OBRNKRYS 2~5
HAE) ZHiTTTrorn~vs v roRoks (2R58M% 7~10 A& T5) 21T7o7-, b
AIREGIIZ 31T DIAEREIE (BB +IE) 13, &E5% 10~14 AET 88% (74/84 #5]) ThHV, 4
~6 1 H TiX 86% (73/85#1) TH-oT-, '

ToARwA Yy FEIRIRSHRICRORE) tErvoxi s (BRNBERICEROKRE, SE
WHEL T 2n~v A, V20 H) Z2HPHAOEEEL LTk LI ESH - BIEAL - SR
HERTIL, 2 XM CHRELREIRD bR o T,

T B 2RBRIT K Y, MIE Legionella pneumophila FUR M BE T3 1T B 2RO IERRIT 84% (16/19
Bl) ThHHZEWRENTE, THIC, BREOEWRPHURRE C Legionella pneumophila 5k &
Bhran iz (iR 1) 28 LEFEER - ERBRBRICBWT, TYVRuwA L0
AR ERIZT VA<, Lo OROREEIT o7, FHMERTEERIC T B ARG RIZ, 10~
14 BEET17 619 16 4, 4~6HE T 20 %I+ 20 FlITH -7z,

BN RIEVER B DG

3 MEOBERE (ToRARSA Ly, TPAUTA LA oy — L OfEEHE Ry
YA 7Yy, Aha=FY—, cefoxitin BL O m_XRY FOFEH) ZEE L ZIESHREBO
FERPD, BMEBANREMRBICIT 2 N ORBREOFESE E ZeIREThs Z &
RENT, AMEBANRENEBEEEZNRL LENOFSHREBEBRTIL, BEFT YR
AV HIRNBARE, TR, VUOBIRNRE L A ha =8 Y — VRN B O RSO
PERERIIRF YA 27V U RBOBRE L co-amoxiclav ERN,/ B OBEOHHADO TN EIT-
o ZNODERELHIELZEMIIBWTREThH o, TNHORBROF—20b, 85
ETRHCR T 2 2GR CORERDE (BEWE) 1297% U ETHY, BEEE D 96%LL s
BRE SN AR ESRE, BUEEROREREOBRERIL 0% L Th o7,

52 RYMEBFEARE

RIR /53747

B MZBWT, TYVRRYA VB ARSRICEFITEIIHL, N ATRLTEYT 41
KI3T%TH D, MR PREIERRII 23 HETH S,
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MR OZDABEL, 2mgmLEEDT VAR, 500mg 1 B 1/E, 1 ERAEEEE
2~5 AT T BE TR 2 3 Crp 133.63 1 1.60 pg/mL THh ¥, 24 BERE M5 7 EEEIT0.20+0.15
ug/mL, AUCy i 9.60+=4.80 pg-h/mL Th -7,

lmgmLIBEDT VAvvA 500 mg O 38R AR 22T T WHERE 21T 2 Y Cpps,
24 Bef R T 7 BEB L ONAUC,, 81, £ F 1.14£0.14 pg/mL, 0.18+0.02 pg/mL 35 L 11 8.03
+0.86 ug-h/mL THo7z,

BYRBRIZEBNT, 7VRuavA YU ARMRET COBEREN- ERED LN, EREFL
T, EEREBEATCHRBENET VA<, Lo OBER, EEOBMIRTOEREL S
hole, BMETNERNELEZA, ZOFBRE L CRRENMNICHEBEDT VAR A L itk
EIN, ‘

b MEXG L LY EERBR T, AP _THBTOT7T P2 n v, LU BERERICE
Dol b (EEMEFIRED 50 #ETERLE), ABIOBRBEEHREN LREH
7oo 500mg HEREHZ DM, Rk, BIZIRZR EOEMBBRTOBEIL, HBREL RV ESHEEIC
9% MICy & EE o7z, 7 VAT <A 22 500 mg O HERERO#54% 96 BN AT, 72
T A i ARHERE P IS mIRE THRE L,

e

M 4% IR EE O RA DOTEIERHNE, MRS ORI TH S 2~4 A LIFF—F LT, 12 4
DOREFHERE ZXHRE L T500 mg (1 mg/ml) @ 1 BEERAREEE 5 HRYT- = REHRSRERIC
BWT, 7V2RA VD 24 REERFHHMEOR 5 EICAT 2R 1T, MIEREZITH0 11%T
HY, 5 EIHRGHTIE 4% Thotz, TR OHEIRE, TIoAu~A v DRABREHORE
{LEDRPHRER & L THRE SN 6% & 0 bR o 7o, B OB GREO ZEHEMR I BT Phitt ¢
b5, & METPICBWTREMKIIERE CHRt SN, ZhEHIZN-BIRO-BRAFAE, F
VHIVRET VYV alrBOKBILB LS TV —ABEEORENC LV AR E N 10 FBE
DRBEIHBRE STz, HPLC LABBOMAEM FRBREDRREL R LIz 25, RSz Tr
AnwA Ty RHEEN BRZERMR) OMAEDFINEEIZEE L2V AR ENT,

gk 2 BE L DIEY EHHE

RFERHRE (>65m) ZXRE UTERLERBRICBWT, HbliRE (<405) LHELTS
HEMLFEIZ L 5% E5H%D AUCHEBZ DT INIE D - T, BEEMICERD H 5 75 & 11 Sz
o7le, HERGIIRETH D,

B RE R
RENLHPEEOBBIEBESRE (GFR 10~80 mL/4y) TiX, 7VAuvA 2 1 g BERRNE
BRrOEYEREIZKT 2 BHEBEEOREIIRD ONh oz, EEOBHERSERE (GFR<10
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mL/5y) & BHEREIE TR AUCq.15 (8.8 pg-hr/mL %f 11.7 pg-hr/mL), Cpax (1.0 pg/mL 5 1.6 pg/mL)
BELOCLr (23 mL/45y/kg X 02 mL/5v/ke) 12, HEFHICHERBREDEEShZ,

B

BE (VTR A) »OoHEE (/72 B) OFESERERE TIT, MEREEEELHBLT, 7
VARwA T OMEFRYERRIZEROSH BT D LN TV, ZRODBREFIIBNT
L, W7 V75 ADETERET DL, TVAaA L ORT 7 YT 50 ARt 2

AIREMED B B,

53 RIRREZ LT —%

BREA TTRISNDIRED 40 fFICHY T EYBEICET I L) EHELRE LB
RTIE, TR A U BRAHHEO Y VIREIES S EH - Lz 2 EBRO bE, B bk
BHEFIEEBILZ LA ERD LN o7, TVRAuTA L OBERIKIET A LY VISEEI
EIEMEEZRTZ BB IN TN D, ZOFROEHE LUt Moxtd 3B F2NERITIRE T
H5,

6. BFNZEET B 1ER
6.1 B
AT = R, KERLT FU DA

62 BEER
VIR L 7o B 5L, 6.6 \ZFEHE L2 d8RIThEyy, FIEICR LB E T LRl - S 2 Bk 5
WTHRTHZENTE S,

6.3 AR
3

R L 7= BiRE ORIRIE (BRI > THRE L72854), 30°CLLT DR TR (L2280 -
BEICRZETH DN, WEDFHBRINE, FENTERPHHEATEINETHS, TIHEAL
ROGEIIT, EARE TORERMB L ORITFRIIMFERAZEOBTLL D, K EES
NAY F— b SN BERE ST CHIE,/ FIRBPIToNRORY, BE2~8CTURRZB L7220
ZEETB,

6.4 REFICETHHEEEIE
AEFEDBICONTIE, REFECET2RHINREZEEEITLR,

6.5 BEBOMEB LUHE
TV—DTFAITLEERKL, TIVIZTADL— = — L TEE L 10 mL BEDO XA 71
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DT T ABNSA TV 1 23 TOLRICERS 500 mg 2210,

6.6 AL, BEWVWEBLIVREELORR

TVAnYA U REHER (TR X, EOBR TS TATH]ESNS., A TLON
B EIREER K 4.8 mL THEMETS (FPRa<A 22 100 mg/mL), B LZBKRON/LER
%, AR (LA IR WEHERIRICINA T, 1.0~20 mgmL D7 VR4 ¥ ORKIRKY
T3,

IR D EFNL, BERNCARFREEPBEAL THARNT & 2 WIRAICRER L s e b 22w,
VRIRIR PICRL IR E DR SN B A1, FOEKIZEE L2 SR 5720,

VIR % O RIF OFE RO - ERZ EMT 30°CT 24 H#F'a'ﬂfa?;é EPRFEIEINTND,
BRI THER LGS, FRUEBEIZ0CUTT24BEET, H503AE 5C) H#7F
TiX7 A E TEFH - MEMICRETH B,

L, BERDFRERRND, KFNTHERLHIZERATIRETH S, TIEH LRVEEITIT,
o B T*@f%ﬁﬁfff'aﬁiaotw%ﬁé‘kmiﬁﬁﬁ%‘wﬁﬁ LY, FEHBICEBRIRAYTF—hE
NI EBESM T CWR/ FRBITONRVERY, @E 2~8CT24BMEBLRN L LT 5,

B LR, UTOBEBKTHERT 2N TES

AR (0.9%E/LT MY L)

12 AFEBHEK (045%H/LT FY 7 A)

5%7 R U BEKEEIR

Y oIk

20mEq DEALT Y U LEET 5% T BN 12 £BAHAK (045%5ET B Y 7 0)
5%7 FUBEMALEEY 57K

5%7 ROUBEM 13 ABERHK (03%E/1LT bY 7o)

5%7 RUEM 12 ABRHEK (045%HE/LT MY L)

EROFETHE Lz ZITROMAX AEEEH (BBTERS) 500 mg OFAREKIL, 60 4L EH
JTCEEBET D R ENS,

ZITROMAX S EER EREEZRI) L, R—F AEREIIHANTER E LTHRE LN L,
REAORFNFEIITEEDT, HIBORBIELICIE > TS T 52 &,

7. REARIEE
Pfizer Italia S.r.l.
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Via Isonzo, 71 — 04100 Latina

8. RFEAME TR IR DIEA
MA 45 : 027860156

9. #IEIARFEAF B/ARFEARES B
2001 %11 A 14 H 7200744 B 30 H

10. ZXDHETH
2009410 B 27 A
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