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CYP2D6 * CYP2C9 ~ CYP2C19k CYP1A2 * i& % Fmoxifloxacin 1 € 2 8 48 oy 13
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16% ° Bpie # & B M4 bk oy 8 & 1 B > moxifloxacinfe § M & 4tk B8
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CiEAT— 18 8,4 1845 F 5 B M R ok Bk 8 A 4002 & moxifloxacin Fo 35 3 4 ) /1
Loyt o REHARP (MEFEFRRMEFF4MN) BT 0 AUCKCra it 2 H
BHRmAE o FPARABRRN R RERZRAER T2 -
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B A 5§ & & 48 A Emoxifloxacindé ik & ik ey B dh $) J FAam - — R 2 AR4002
%1% 0 P CmaxB4.1 pg/mL > AUC254T pgeh/mL > Herk ¥ R4 & 140
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R PR RE XK BRI R LT € BRK ¥ moxifloxacin B $) £ 5 &
B R Gem & 0 88 F 2 LR BT (HD)F I X & 4 8B E A7 (CAPD)#) 7%
A AR SARARRE -
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mL/min)#95% & > H-F3moxifloxacini & i B (Cmax) 2 5] AL T 21% % 28% > fi&
m B o FIHAUCRIE I T13% - FHERREHTHiEAEGHB & Hsulfatesd &
H(M1)EF3AUCHE e T 1.74% (F A Z212.84%) > MglucuronidesE 445 (M2)# F35
AUCE Cmax > B13%/m 72.845 (FKZ214.84%) R144% (RKE2.54%)-
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4002 4445 B — 4L R B B2 E 4k © HDAwCAPD % Hmoxifloxacin#y AUC
&R AR A KiEH 4R 0 HDAwCAPD# & M moxifloxacin®) Cmax{i
B 551 T HE4945%4033% o & %% & Ysulfatet &4 (M1)FEAUCHE A T 1.45]1.54 ©
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M 3k 0 EHDMCAPDH B 8 B H R M m AR L EXHAHR -
HD & CAPD & % % — & 7 AR4002 #% moxifloxacini® 4 £ X » Hmoxifloxacin#yF
3 AUCssJE B 23 F 694800 - HDs% B HL A8 T Ak 18 84 Cax fl 1o 4 B 2 3 401K
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1845 4k B4 ] 489 78% B 102% > T34 5k & TR JE Cmax & 3 1 48.8979% & 84% °
MR P E R A > Emoxifloxacin®gsulfate 4 &4 (M1)E-F3HAUCH %13 A T 3.9
1& (FKEFI5.942) 5.74 (FRKEI8.042) > mdm@MIE-F3YCnadifdE i T 4934
(& X 214.7423.94% ) - Moxifloxacin#j glucuronide 4 &4 (M2) £ -F 39 AUCH 4 #R 3%
Ao T1.54 (FAE2.54)  M2#3FHCmax A A3 T 1.6&1.3% (RXE2.74
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BZRE")

KA BT et
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BH R P > WAERF g moxifloxacinA7T B /FMEDIE & A B8 ¥ 7 Rl A =M E A -
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MoxifloxacinE8itraconazole, theophylline, warfarin, digoxin, probenecid, morphine, oral
contraceptives, ranitidine, glyburide fcalcium B E £ 95 B 1B LR EEHE
ABWEF( o B Ak _Emoxifloxacin fitraconazole, theophylline, warfarin, digoxin, oral
contraceptives, glyburidef8) /7 81t BRI & e Itraconazole, theophylline, warfarin,
digoxin, probenecid, morphine, ranitidine 5% calcium it SR S8 Emoxifloxacin 155 B
T1E8 o BN BR IS BRI BIHE R A% R » moxifloxacin 4 K o BE HE R Hh A B4R

RGEEEH T RIIR LR T REYREFHELBREHNE  BERNT
MECERGEMEERS ~ BB EF - AL EF 36 TR - IAERES - AT SRS
> alkaline phosphatase J&/l] ~ SGOT/AST_EH ~ SGPT/ALT L H ~ BEAT SN ~ FR3%
1800 ~ ALEFEEIEA ~ BUNEF o

B (L {ERY R 2 54 G a0 2 1 B R AT S e AR AT

BYESE

BEYEENERNER - BRERE 1 —REEAE120024 0 REFETTE
600 RAHRIENER » 19/ K 2R A IR T RNE - EREBENIEH + BHRKE
ABhr ERIAR AR T E Y Z 1R ©

7£ 1 BRmoxifloxacin#é » 7B ETHEFEE 1% » ©] % 3 FAPh iE& fmoxifloxacin ©
EEBHEFIRAAEE 1+ i MR REEIEEES (4920%) 2B 1AW » Bk =57k
B AERFERE A RE R

RERE (A 5EPR hBSATEE )
H# B ORA) .
Moxifloxacin®y 2 # & & & — K400 & °

BRI R AR FA R YR ERE RE R o AT R — KGR LEFRE
BT oR i R G e iR R

Bl X AERGEHBL-5K -

AR K - ARER LK CEHRMERETIR) HAREBTEI4R -
BHAFR-TX -

RGP o ki BB RAZBTR -

BS Ak b o T — Bk R HIREE o 3 EBOR 2 IREERE K -
FEERRBR T 0 $iE Avelox G148 F Bl 14 R 66 % -
i

Eﬁﬁzﬁﬁﬁw%&@mﬁﬁo
KT £ I AR B ORI — FIE -

EZTBT o FAEREARZIALL, 1:14210:169 bl iR & T RAEE 0% 67k 124
NBF 0 TR EAR -
4 & (Water for Injections)
0.9 % ® A4 E % (Sodium Chloride 0.9 %)
VIEHF f4bsiE & (Sodium Chloride 1 molar)
5 %W RAEERZ (Glucose 5 %)
10 %# H#%%& (Glucose 10 %)
40 %# # #E75#% (Glucose 40 %)
20 % A HEEE (Xylit 20%)
#A& K& (Ringer Solution)
FUBE kA& K& (Lactated Ringer Solution)
Aminofusin 10 % (% # Bi: Pharmacia & Upjohn)
Jonosteril D5 (% i& Fi: Fresenius Kabi)

AHBERRAMELGR  LAFMLT o GER'BREER")
AT B R -

ZA
BRAAEATEZALKE -

Pt 3
MoxifloxacinZE b4 FIADNZEREERETHF IS (R BRAZER")

REoh i % R0 A
HARHRLRABA > T HEEAEEE - (HChild-Pugh CRANAE > L
"EEREEFAR) -

Bk 2R mA
HMEFTARZE B 2R AA (ESIEMEFERF R % 530ml/min/1.73m*) Ak
HFEM R A > plde e R EA Al B KBS REAT - AR FALHE -

HAEE
A~ BAA - BARLERMTRAMAER - 2BR LERREYH )&
LHERER AR FREAMTERALKE -

=3 3]
ﬁﬂ{ﬁ%,@«
FrHEREASRTAE
10 % £.At485#% (Sodium Chloride 10 %)
20 % fAtshiE % (Sodium Chloride 20 %)
4.2 %5 B8 {4975 % (Sodium Hydrogen Carbonate 4.2 %)
8.4 %% BE B 445 #& (Sodium Hydrogen Carbonate 8.4 %)
RTABEIAR - LAGHRERCEEET -
Fr A ST R R L TR 0 AR TR T BB o B SRR THE A ST
EABT - B
ERLAEAREREBRLIR °

12k
250X AL IR BIF AR -

itk :
Bk
T
EONE

Bayer HealthCare AG & B # 5 B

D-51368 Leverkusen, Germany

&BIFT R A R E

& Jb 715 K% B TIRSAHE

& 3% :(02)81011000

49 3k www.bayer-pharma.com.tw

AVELOX Infusion Solution 400mg/250ml/ OE05_US0604 / TW03 / 092004

01402507/TW/03



>w

1 single sterile unit polyolefine-bag of 250 ml infusion solution contains 436 mg moxifloxacin
hydrochloride equivalent to 400 mg moxifloxacin.

1 vial of 250 ml infusion solution contains 436 mg moxifloxacin hydrochloride equivalent to
400 mg moxifloxacin.

PROPERTIES

Moxifloxacin is a fluoroquinolone antibacterial with a broad spectrum of activity and
bactericidal action. Moxifloxacin has in vitro activity against a wide range of Gram-
positive and Gram-negative organisms, anaerobes, acid-fast bacteria, and atypicals eg.
Mycoplasma spp., Chlamydia spp. and Legionella spp.

Moxifloxacin is effective against B-lactam and macrolide resistant bacteria. Studies in
animal models of infection have demonstrated the high in vivo activity.

Moxifloxacin has been shown to be active against most strains of the following
microorganisms, both in vitro and in clinical infections:

Gram-positive microorganisms
Staphylococcus aureus (including methicillin-sensitive strains)
Streptococcus pneumoniae (including penicillin and macrolide resistant strains)
Streptococcus pyogenes (group A)

Gram-negative microorganisms
Haemophilus influenzae (including B-lactamase negative and positive strains)
Haemophilus parainfluenzae
Klebsiella pneumoniae
Moraxella catarrhalis (including B-lactamase negative and positive strains)
Escherichia coli
Enterobacter cloacae

Atypicals
Chlamydia pneumoniae
Mycoplasma pneumoniae
Legionella pneumophila

According to in vitro studies, the following organisms are sensitive to moxifloxacin, however,
the safety and effectiveness of moxifloxacin in treating clinical infections due to these
microorganisms has not been established in adequate and well-controlled clinical trials.

Gram-positive microorganisms
Streptococcus milleri
Streptococcus mitior
Streptococcus agalactiae

Staphylococcus haemolyticus
Staphylococcus hominis
Staphylococcus saprophyticus
Streptococcus dysgalactiae Staphylococcus simulans
Staphylococcus cohnii Corynebacterium diphtheriae
Staphylococcus epidermidis (including methicillin sensitive strains)

Gram-negative microorganisms
Bordetella pertussis
Klebsiella oxytoca
Enterobacter aerogenes
Enterobacter agglomerans
Enterobacter intermedius
Enterobacter sakazaki

Proteus mirabilis
Proteus vulgaris
Morganella morganii
Providencia rettgeri
Providencia stuartii

Anaerobes
Bacteroides distasonis
Bacteroides eggerthii
Bacteroides fragilis
Bacteroides ovatus
Bacteroides thetaiotaomicron
Bacteroides uniformis
Fusobacterium spp
Porphyromonas spp

Porphyromonas anaerobius
Porphyromonas asaccharolyticus
Porphyromonas magnus
Prevotella spp

Propionibacterium spp
Clostridium perfringens
Clostridium ramosum

Atypicals
Coxiella burnettii

The bactericidal action results from the interference with topoisomerase Il and IV.
Topoisomerases are essential enzymes which control DNA topology and assist in DNA
replication, repair and transcription.

Moxifloxacin exhibits concentration dependent bactericidal killing. Minimum bactericidal
concentrations are generally similar to minimum inhibitory concentrations.

Resistance mechanisms which inactivate penicillins, cephalosporins, aminoglycosides,
macrolides and tetracyclines do not interfere with the antibacterial activity of moxifloxacin.
There is no cross-resistance between moxifloxacin and these agents. Plasmid-mediated
resistance has not been observed to date. A very low overall frequency of resistance
was demonstrated (107 - 10-19). In vitro studies have demonstrated that resistance to
moxifloxacin develops slowly by multiple step mutations.

Serial exposure of organisms to sub-MIC concentrations of moxifloxacin showed only a
small increase in MIC values. Cross-resistance among quinolones has been observed.
However, some Gram-positive and anaerobic organisms resistant to other quinolones are
susceptible to moxifloxacin.
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COMPOSITION

As with all other quinolones, iron and antacids significantly reduced bioavailability of
moxifloxacin.

Itraconazole: In a study involving 11 healthy volunteers, there was no significant effect
of itraconazole (200 mg once daily for 9 days), a potent inhibitor of cytochrome P4503A4,
on the pharmacokinetics of moxifloxacin (a single 400 mg dose given on the 7" day of
itraconazole dosing). In addition, moxifloxacin was shown not to affect the pharmacokinetics
of itraconazole.

Theophylline: No significant effect of moxifloxacin (200 mg every twelve hours for 3 days) on
the pharmacokinetics of theophylline (400 mg every twelve hours for 3 days) was detected
in a study involving 12 healthy volunteers. In addition, theophylline was not shown to affect
the pharmacokinetics of moxifloxacin. The effect of co-administration of a 400 mg dose of
moxifloxacin with theophylline has not been studied, but it is not expected to be clinically
significant based on in vitro metabolic data showing that moxifloxacin does not inhibit the
CYP1A2 isoenzyme.

Warfarin: No significant effect of moxifloxacin (400 mg once daily for eight days) on the
pharmacokinetics of R- and S-warfarin (25 mg single dose of warfarin sodium on the fifth
day) was detected in a study involving 24 healthy volunteers. No significant change in
prothrombin time was observed. Quinolones, including moxifloxacin, have been reported to
enhance the anticoagulant effects of warfarin or its derivatives in the patient population. In
addition, infectious disease and its accompanying inflammatory process, age, and general
status of the patient are risk factors for increased anticoagulant activity. Therefore the
prothrombin time, International Normalized Ratio (INR), or other suitable anticoagulation
tests should be closely monitored if a quinolone is administered concomitantly with warfarin
or its derivatives.

Digoxin: No significant effect of moxifloxacin (400 mg once daily for two days) on digoxin
(0.6 mg as a single dose) AUC was detected in a study involving 12 healthy volunteers.
The mean digoxin Cp,, increased by about 50% during the distribution phase of digoxin.
This transient increase in digoxin Ci,,y is Not viewed to be clinically significant. Moxifloxacin
pharmacokinetics were similar in the presence or absence of digoxin. No dosage adjustment
for moxifloxacin or digoxin is required when these drugs are administered concomitantly.

Morphine: No significant effect of morphine sulfate (a single 10 mg intramuscular dose) on
the mean AUC and C,,,, of moxifloxacin (400 mg single dose) was observed in a study of
20 healthy male and female volunteers.

Oral Contraceptives: A placebo-controlled study in 29 healthy female subjects showed
that moxifloxacin 400 mg daily for 7 days did not interfere with the hormonal suppression
of oral contraception with 0.15 mg levonorgestrel/0.03 mg ethinylestradiol (as measured
by serum progesterone, FSH, estradiol, and LH), or with the pharmacokinetics of the
administered contraceptive agents.

Probenecid: Probenecid (500 mg twice daily for two days) did not alter the renal clearance
and total amount of moxifloxacin (400 mg single dose) excreted renally in a study of 12
healthy volunteers.

Ranitidine: No significant effect of ranitidine (150 mg twice daily for three days as
pretreatment) on the pharmacokinetics of moxifloxacin (400 mg single dose) was detected
in a study involving 10 healthy volunteers.

Antidiabetic agents: In diabetics, glyburide (2.5 mg once daily for two weeks pretreatment
and for five days concurrently) mean AUC and C,,,, Were 12% and 21% lower, respectively,
when taken with moxifloxacin (400 mg once daily for five days) in comparison to placebo.
Nonetheless, blood glucose levels were decreased slightly in patients taking glyburide and
moxifloxacin in comparison to those taking glyburide alone, suggesting no interference
by moxifloxacin on the activity of glyburide. These interaction results are not viewed as
clinically significant.

Calcium: Twelve healthy volunteers were administered concomitant moxifloxacin (single
400 mg dose) and calcium (single dose of 500 mg Ca++ dietary supplement) followed by an
additional two doses of calcium 12 and 24 hours after moxifloxacin administration. Calcium
had no significant effect on the mean AUC of moxifloxacin. The mean C,, was slightly
reduced and the time to maximum plasma concentration was prolonged when moxifloxacin
was given with calcium compared to when moxifloxacin was given alone (2.5 hours versus
0.9 hours). These differences are not considered to be clinically significant.

Electrocardiogram: Prolongation of the QT interval in the ECG has been observed in some
patients receiving moxifloxacin. Following oral dosing with 400 mg of moxifloxacin the mean (+
SD) change in QTc from the pre-dose value at the time of maximum drug concentration was 6
msec (+ 26) (n = 787). Following a course of daily intravenous dosing (400 mg; 1 hour infusion
each day) the mean change in QTc from the Day 1 pre-dose value was 9 msec (+ 24) on Day
1 (n = 69) and 3 msec (z 29) on Day 3 (n = 290).

There is limited information available on the potential for a pharmacodynamic interaction
in humans between moxifloxacin and other drugs that prolong the QTc interval of the
electrocardiogram. Sotalol, a Class Ill antiarrhythmic, has been shown to further increase
the QTc interval when combined with high doses of intravenous (1.V.) moxifloxacin in dogs.
Therefore, moxifloxacin should be avoided with Class IA and Class Ill antiarrhythmics. (See
SPECIAL WARNINGS AND SPECIAL PRECAUTIONS FOR USE.)

INDICATION
Avelox is indicated for the treatment of adults (> 18 years of age) with upper and lower
respiratory tract infections such as:




Absorption

Moxifloxacin, given as an oral tablet, is well absorbed from the gastrointestinal tract. The
absolute bioavailability of moxifloxacin is approximately 90 percent. Co-administration with
a high fat meal (i.e., 500 calories from fat) does not affect the absorption of moxifloxacin.
Consumption of 1 cup of yogurt with moxifloxacin does not significantly affect the extent or
rate of systemic absorption (AUC).

The mean (+ SD) C,, and AUC values following single and multiple doses of 400 mg
moxifloxacin given orally are summarized below.

G AUC Half-life
(mg/L) (mg-h/L) (hr)

Single Dose Oral

Healthy (n=372) 35110, 36.1 £9.1 11.5- 15.6*
Multiple Dose Oral

Healthy young male/female (n = 15) 45+05 48.0+2.7 121744119

Healthy elderly male (n = 8) 3.8+ 0.3 5.8 6.7

Healthy elderly female (n = 8) 4.6 £0.6 54.6 6.7

Healthy young male (n = 8) 3.6:£0.5 48.2+9.0

Healthy young female (n = 9) 42+05 49.3+9.5

* Range of means from different studies

The mean (+ SD) C,, and AUC values following single and multiple doses of 400 mg
moxifloxacin given by 1 hour I.V. infusion are summarized below.

Chrax AUC Half-life
(mg/L) (mg-h/L) (hr)
Single Dose I.V.
Healthy young male/female (n = 56) 39+ 09 39.3+8.6 8.2-15.4*
Patients (n = 118)
Male (n = 64) 4.4+37
Female (n = 54) 45+20
< 65 years (n = 58) 46+4.2
> 65 years (n = 60) 43+13
Multiple Dose I.V.
Healthy young male (n = 8) 42+08 38.0+4.7 148+2.2
Healthy elderly (n-=12; 8 male, 4 female) 6.1 % 1.3 48.2+0.9 10:3:+:1.6;
Patients** (n = 107)
Male (n = 58) 42+26
Female (n = 49) 46+1.5
< 65 years (n = 52) 41+14
> 65 years (n = 55) 47+27

* Range of means from different studies
** Expected G, (concentration obtained around the time of the end of the infusion)
Plasma concentrations increase proportionately with dose up to the highest dose tested

(1200 mg single oral dose). The mean (+ SD) elimination half-life from plasma is 12 + 1.3
hours; steady-state is achieved after at least three days with a 400 mg once daily regimen.

Mean Steady-State Plasma Concentrations of Moxifloxacin Obtained With
Once Daily Dosing of 400 mg Either Orally (n=10) or by L.V. Infusion (n=12)
7
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Distribution

Moxifloxacin is approximately 50% bound to serum proteins, independent of drug
concentration. The volume of distribution of moxifloxacin ranges from 1.7 to 2.7 L/kg.
Moxifloxacin is widely distributed throughout the body, with tissue concentrations often
exceeding plasma concentrations. Moxifloxacin has been detected in the saliva, nasal and
bronchial secretions, mucosa of the sinuses, skin blister fluid, and subcutaneous tissue,
and skeletal muscle following oral or intravenous administration of 400 mg. Concentrations
measured at 3 hours post-dose are summarized in the following table. The rates of
elimination of moxifloxacin from tissues generally parallel the elimination from plasma.

Moxifloxacin Concentrations (mean + SD) After Oral Dosing in Plasma and Tissues
Measured 3 Hours After Dosing with 400 mgs

Plasma Tissue or Fluid Tissue

Concentration | Concentration Plasma
Tissue or Fluid N (mg/mL) (mg/mL or mg/g) Ratio:
Respiratory
Alveolar Macrophages 5 Chieiasl 017/ 61.8 £ 27.3 21.2+10.0
Bronchial Mucosa 8 3.3 L0 551,83 1.7+0.3
Epithelial Lining Fluid 5 3.8 0.7 24.4 +14.7 8.7 £6.1
Sinus
Maxillary Sinus Mucosa 4 Eiesial 7617 2.0+£03
Anterior Ethmoid Mucosa 3 S 7+ 1 8.8+43 22+0.6
Nasal Polyps 4 87 1.1 9.8+45 2.6+0.6

§ all moxifloxacin concentrations were measured after a single 400 mg dose, except the
sinus concentrations which were measured after 5 days of dosing.
T N=5

Metabolism

Approximately 52% of an oral or intravenous dose of moxifloxacin is metabolized via
glucuronide and sulfate conjugation. The cytochrome P450 system is not involved in
moxifloxacin metabolism, and is not affected by moxifloxacin. The sulfate conjugate
(M1) accounts for approximately 38% of the dose, and is eliminated primarily in the
feces. Approximately 14% of an oral or intravenous dose is converted to a glucuronide
conjugate (M2), which is excreted exclusively in the urine. Peak plasma concentrations of
M2 are approximately 40% those of the parent drug, while plasma concentrations of M1 are
generally less than 10% those of moxifloxacin.

In vitro studies with cytochrome (CYP) P450 enzymes indicate that moxifloxacin does not
inhibit CYP3A4, CYP2D6, CYP2C9, CYP2C19, or CYP1A2, suggesting that moxifloxacin is
unlikely to alter the pharmacokinetics of drugs metabolized by these enzymes.

— Lommunity acquirea pneumonia
and skin and soft tissue infections.

CONTRA-INDICATIONS

Known hypersensitivity to any component of the infusion solution or other quinolones.
Avelox infusion solution is contraindicated in children, growing adolescents and pregnant
women. Quinolones are known to distribute well into breast milk of lactating women.
Preclinical evidence indicates that small amounts of moxifloxacin may be secreted in
human milk. There is no data available in lactating or nursing women. Therefore, the use
of moxifloxacin in pregnancy and nursing mothers is contra-indicated.

TIONS EOR USE

Seizures may occur with quinolone therapy. Moxifloxacin should be used with caution in

patients with known or suspected CNS disorders which may predispose to seizures or lower
the seizure threshold.

Due to limited clinical data the use of moxifloxacin is not recommended in patients with
severe hepatic impairment (Child Pugh C).

Moxifloxacin, as with some other quinolones and macrolides, has been shown to prolong
the QT interval of the electrocardiogram in some patients. The drug should be avoided in
patients with known prolongation of the QT interval, patients with uncorrected hypokalemia
and patients receiving class IA (e.g. quinidine, procainamide) or class Ill (e.g. amiodarone,
sotalol) antiarrhythmic agents, due to the lack of clinical experience with the drug in these
patient populations.

An additive effect of moxifloxacin and drugs that prolong the QT interval such as cisapride,
erythromycin, antipsychotics, and tricyclic antidepressants cannot be excluded. Therefore,
moxifloxacin should be used with caution when given concurrently with these drugs.
Moxifloxacin should be used with caution in patients with ongoing proarrhythmic conditions,
such as clinically significant bradycardia or acute myocardial ischemia.

The magnitude of QT prolongation may increase with increasing concentrations of the drug.
Therefore, the recommended dose and infusion rate of 400mg within 60 minutes should
not be exceeded. QT prolongation may lead to an increased risk for ventricular arrhythmias
including torsade des pointes. No cardiovascular morbidity or mortality attributable to
QTc prolongation occurred with moxifloxacin treatment in over 8000 patients (oral and
parenteral administration), however, certain predisposing conditions may increase the risk
for ventricular arrhythmias.

Tendon inflammation and rupture may occur with quinolone therapy including moxifloxacin,
particularly in elderly patients and in those treated concurrently with corticosteroids. At
the first sign of pain or inflammation, patients should discontinue treatment and rest the
affected limb(s).

Pseudomembranous colitis has been reported with the use of broad-spectrum antibiotics
including moxifloxacin; therefore it is important to consider this diagnosis in patients who
develop serious diarrhoea in association with the use of moxifloxacin. In this clinical
situation adequate therapeutic measures should be initiated immediately.

Photosensitivity: Phototoxicity has been reported with other quinolones. However, a
study in human volunteers concluded that moxifloxacin has no measurable phototoxic
potential. Nevertheless patients should be advised to avoid extensive exposure to either
UV irradiation or sunlight.

In some instances, the hypersensitivity and allergic reactions already occurred after the first
administration and the doctor should be informed immediately.

Anaphylactic reactions in very rare instances can progress to a life threatening shock,
in some instances after the first administration. In these cases moxifloxacin has to be
discontinued, medical treatment (e.g. treatment for shock) is required.

UNDESIRABLE EFFECTS

In moxifloxacin clinical trials the majority of adverse drug reactions (ADRs) were described
as mild to moderate (approximately 90%). The discontinuation rate of moxifloxacin-treated
patients due to ADRs was 3.6% in studies with oral treatment and 5.7% in studies with
sequential (intravenous followed by oral) treatment. The most common adverse drug
reactions (relationship defined as probable, possible or not assessable) based on all clinical
studies with moxifloxacin are listed below:

Incidence of frequency > 1% < 10%

Body as a whole: abdominal pain, headache, injection site reaction (e.g. edema/
hypersensitivity/inflammation/pain)

QT prolongation in patients with concomitant hypokalemia
nausea, diarrhea, vomiting, dyspepsia, abnormal liver function test
taste perversion

dizziness

Cardiovascular system:
Digestive system:
Special senses:
Nervous system:

Incidence of frequency = 0.1% < 1%

Body as a whole: asthenia, moniliasis, pain, malaise, chest pain

Cardiovascular system:  tachycardia, hypertension, palpitation, QT prolongation, phlebitis
(at infusion site)

dry mouth, nausea and vomiting, flatulence, constipation, oral
moniliasis, anorexia, stomatitis, gastrointestinal disorder, glossitis,
YGT increase

Digestive system:

Hemic and lymphatic
system: leukopenia, prothrombin decrease / International Normalized
Ratio (INR) increase, eosinophilia, thrombocytemia

amylase increased

arthralgia, myalgia

insomnia, vertigo, nervousness, somnolence, anxiety, tremor,
paresthesia

dyspnea

rash, pruritus, sweating

vaginal moniliasis, vaginitis

Metabolic and nutritional:
Musculoskeletal system:
Nervous system:

Respiratory system:
Skin and appendages:
Urogenital system:

Incidence of frequency > 0.01% < 0.1%

Body as a whole: pelvic pain, face edema, back pain, lab test abnormal, allergic
reaction, leg pain

hypotension, vasodilatation, peripheral edema

gastritis, tongue discoloration, dysphagia, jaundice (predominantly
cholestatic), diarrhea (clostridium difficile)

Cardiovascular system:
Digestive system:

Hemic and lymphatic
system: thromboplastin decrease, prothrombin increase / International
Normalized Ratio (INR) decrease, thrombopenia, anemia
hyperglycemia, hyperlipemia, hyperuricemia, LDH increased (in
connection with abnormal liver function tests)

arthritis, tendon disorder

hallucinations, depersonalization, hypertonia, incoordination,
agitation, amnesia, aphasia, emotional lability, sleep disorders,
speech disorders, thinking abnormal, hypesthesia, abnormal
dreams, convulsion, confusion, depression

asthma

rash (maculapapular, purpuric, pustular), urticaria

tinnitus, abnormal vision, taste loss, parosmia (including smell
perversion, decreased smell and loss of smell), amblyopia
kidney function abnormal (increase in creatinin or urea)

Metabolic and nutritional:

Musculoskeletal:
Nervous system:

Respiratory system:
Skin and appendages:
Special senses:

Urogenital system:

Adverse reactions based on post marketing reports:

Incidence of frequency > 0.01 % < 0.4 %
Cardiovascular: Syncope

Incidence of frequency < 0.01%

Hypersensitivity: anaphylactic reaction, shock (anaphylactic, possibly life
threatening), angioedema (including laryngeal edema;
potentially life-threatening)

Pseudomembranous colitis (in very rare cases associated
with life threatenina combplicatione) henatitie (nredominantly

Digestive system:



Excretion

Approximately 45% of an oral or intravenous dose of moxifloxacin is excreted as unchanged
drug (~20% in urine and ~25% in feces). A total of 96% * 4% of an oral dose is excreted
as either unchanged drug or known metabolites. The mean (+ SD) apparent total body
clearance and renat clearance are 12 +2:0 i/hrand 2.6 + 0.5 L/hr, respectively. ?

Special Populations

Geriatric

Following oral administration of 400 mg moxifloxacin for 10 days in 16 elderly (8 male;
8 female) and 17 young (8 male; 9 female) healthy volunteers, there were no age-related
changes in moxifloxacin pharmacokinetics. In 16 healthy male volunteers (8 young;
8 elderly) given a single 200 mg dose of oral moxifloxacin, the extent of systemic exposure
(AUC and Cp,,) was not statistically different between young and elderly males and
elimination half-life was unchanged. No dosage adjustment is necessary based on age.
In large phase Ill studies, the concentrations around the time of the end of the infusion in
elderly patients following intravenous infusion of 400 mg were similar to those observed in
young patients.

Pediatric
The pharmacokinetics of moxifloxacin in pediatric subjects have not been studied.

Gender

Following oral administration of 400 mg moxifloxacin daily for 10 days to 23 healthy males
(19-75 years) and 24 healthy females (19-70 years), the mean AUC and C,, were 8%
and 16% higher, respectively, in females compared to males. There are no significant
differences in moxifloxacin pharmacokinetics between male and female subjects when
differences in body weight are taken into consideration.

A 400 mg single dose study was conducted in 18 young males and females. The
comparison of moxifloxacin pharmacokinetics in this study (9 young females and 9 young
males) showed no differences in AUC or G, due to gender. Dosage adjustments based
on gender are not necessary.

Race

Steady-state moxifloxacin pharmacokinetics in male Japanese subjects were similar to
those determined in Caucasians, with a mean C,, of 4.1 mg/mL, an AUC,, of 47 mg-h/mL,
and an elimination half-life of 14 hours, following 400 mg p.o. daily.

Renal Insufficiency

The pharmacokinetic parameters of moxifloxacin are not significantly altered in mild,
moderate, severe, or end-stage renal disease. No dosage adjustment is necessary in
patients with renal impairment, including those patients requiring hemodialysis (HD) or
continuous ambulatory peritoneal dialysis (CAPD).

In a single oral dose study of 24 patients with varying degrees of renal function from normal
to severely impaired, the mean peak concentrations (Cpy) of moxifloxacin were reduced by
21% and 28% in the patients with moderate (CLcg ® 30 and £ 60 mL/min) and severe (Clcg
< 30 mL/min) renal impairment, respectively. The mean systemic exposure (AUC) in these
patients was increased by 13%. In the moderate and severe renally impaired patients, the
mean AUC for the sulfate conjugate (M1) increased by 1.7-fold (ranging up to 2.8-fold) and
mean AUC and C,,,, for the glucuronide conjugate (M2) increased by 2.8-fold (ranging up to
4.8-fold) and 1.4-fold (ranging up to 2.5-fold), respectively.

The pharmacokinetics of single dose and multiple dose moxifloxacin were studied in
patients with CLgg < 20 mL/min on either hemodialysis or continuous ambulatory peritoneal
dialysis (8 HD, 8 CAPD). Following a single 400 mg oral dose, the AUC of moxifloxacin in
these HD and CAPD patients did not vary significantly from the AUC generally found in
healthy volunteers. C,, values of moxifloxacin were reduced by about 45% and 33% in
HD and CAPD patients, respectively, compared to healthy, historical controls. The exposure
(AUC) to the sulfate conjugate (M1) increased by 1.4- to 1.5-fold in these patients. The
mean AUC of the glucuronide conjugate (M2) increased by a factor of 7.5, whereas the
mean Cp. values of the glucuronide conjugate (M2) increased by a factor of 2.5 to 3,
compared to healthy subjects. The sulfate and the glucuronide conjugates of moxifloxacin
are not microbiologically active, and the clinical implication of increased exposure to these
metabolites in patients with renal disease including those undergoing HD and CAPD has
not been studied.

Oral administration of 400 mg QD moxifloxacin for 7 days to patients on HD or CAPD
produced mean systemic exposure (AUCs) to moxifloxacin similar to that generally seen in
healthy volunteers. Steady-state Ci., values were about 22% lower in HD patients but were
comparable between CAPD patients and healthy volunteers. Both HD and CAPD removed
only small amounts of moxifloxacin from the body (approximately 9% by HD, and 3% by
CAPD). HD and CAPD also removed about 4% and 2% of the glucuronide metabolite (M2),
respectively.

Hepatic Insufficiency

In 400 mg single oral dose studies in 6 patients with mild (Child Pugh Class A), and 10
patients with moderate (Child Pugh Class B), hepatic insufficiency, moxifloxacin mean
systemic exposure (AUC) was 78% and 102%, respectively, of 18 healthy controls and
mean peak concentration (Cp.y) Was 79% and 84% of controls.

The mean AUC of the sulfate conjugate of moxifloxacin (M1) increased by 3.9-fold
(ranging up to 5.9-fold) and 5.7-fold (ranging up to 8.0-fold) in the mild and moderate
groups, respectively. The mean C,, of M1 increased by approximately 3-fold in both
groups (ranging up to 4.7- and 3.9-fold). The mean AUC of the glucuronide conjugate of
moxifloxacin (M2) increased by 1.5-fold (ranging up to 2.5-fold) in both groups. The mean
Crax Of M2 increased by 1.6- and 1.3-fold (ranging up to 2.7- and 2.1-fold), respectively. The
clinical significance of increased exposure to the sulfate and glucuronide conjugates has
not been studied. No dosage adjustment is recommended for mild or moderate hepatic
insufficiency (Child Pugh Classes A and B). The pharmacokinetics of moxifloxacin in severe
hepatic insufficiency (Child Pugh Class C) have not been studied. (See POSOLOGY AND
METHOD OF ADMINISTRATION.)

Photosensitivity Potential

A study of the skin response to ultraviolet (UVA and UVB) and visible radiation conducted
in 32 healthy volunteers (8 per group) demonstrated that moxifloxacin does not show
phototoxicity in comparison to placebo. The minimum erythematous dose (MED)
was measured before and after treatment with moxifloxacin (200 mg or 400 mg once
daily), lomefloxacin (400 mg once daily), or placebo. In this study, the MED measured
for both doses of moxifloxacin were not significantly different from placebo, while
lomefloxacin significantly lowered the MED. (See SPECIAL WARNINGS AND SPECIAL
PRECAUTIONS FOR USE.)

Drug-drug Interactions

The potential for pharmacokinetic drug interactions between moxifloxacin and itraconazole,
theophylline, warfarin, digoxin, probenecid, morphine, oral contraceptives, ranitidine,
glyburide, and calcium has been evaluated. There was no clinically significant effect
of moxifloxacin on itraconazole, theophylline, warfarin, digoxin, oral contraceptives, or
glyburide kinetics. Itraconazole, theophylline, warfarin, digoxin, probenecid, morphine,
ranitidine, and calcium did not significantly affect the pharmacokinetics of moxifloxacin.
These results and the data from in vitro studies suggest that moxifloxacin is unlikely to
significantly alter the metabolic clearance of drugs metabolized by CYP3A4, CYP2D6,
CYP2C9, CYP2C19, or CYP1A2 enzymes.

cholestatic)

Musculo-skeletal system: Tendon rupture

Skin and appendages:  Stevens-Johnson Syndrome

Nervous system: Psychotic reactions

Cardiovaseutar: Ventricular tachyarrhythmias-inctuding torsade de pointes and
cardiac arrest have been reported in very rare cases especially
in patients with severe underlying proarrhythmic conditions (see
also special warnings and precautions for use).

The most common changes in laboratory parameters without regard to drug relationship
and which are not listed above as ADRs were:

increased and decreased haematocrit, increased WBC, increased and decreased RBC,
decreased blood glucose, decreased haemoglobin, increased alkaline phosphatase,
increased SGOT/AST, increased SGPT/ALT, increased bilirubin, increased urea, increased
creatinine, increased BUN.

It is not known whether these abnormalities were caused by the drug or the underlying
condition being treated.

OVERDOSE

Only limited data on overdose are available. Single doses of up to 1200 mg and multiple
doses of 600 mg over 10 days were administered to healthy subjects without any significant
undesirable effects. In the event of overdosage it is recommended that appropriate
supportive care should be instituted as dictated by the patient's clinical status.

The use of charcoal early during absorption after oral administration may be useful to
prevent excessive increase of systemic exposure to moxifloxacin. After intravenous drug
administration charcoal only slightly reduces systemic exposure (approx. 20%) and is of
limited use in case of intravenous overdosing.

POSOLOGY AND METHOD OF ADMINISTRATION
Range of dose (adults)

The recommended dose for moxifloxacin is 400 mg once-daily.

Duration of treatment

The duration of treatment should be determined by the severity of the indication or clinical
response. The following general recommendations for the treatment of upper and lower
respiratory tract infections are made:

Acute exacerbation of chronic bronchitis: 5 days

Community acquired pneumonia: The recommended total treatment duration for sequential
administration (intravenous followed by oral) is 7 - 14 days

Acute sinusitis: 7 days

The recommended duration of treatment in skin and soft tissue infections is 7 days.
Therapy may be initial intravenous administration, followed by oral tablet administration
when clinically indicated.

Avelox infusion solution has been studied in clinical trials for up to 14 days treatment.

Method of administration

The infusion solution should be infused intravenously over 60 minutes.

It can be administered directly or together with compatible infusion solutions.

The following coinfusions were found to form stable mixtures over a period of 24 hours at
room temperature with moxifloxacin infusion solution, and can therefore be considered as
compatible:

Water for Injections

Sodium Chloride 0.9%

Sodium Chloride 1 molar

Glucose 5%

Glucose 10%

Glucose 40%

Xylit 20%

Ringer Solution

Lactated Ringer Solution

Aminofusin 10% (manufacturer: Pharmacia & Upjohn)
Jonosteril D5 (manufacturer: Fresenius Kabi)

If moxifloxacin infusion solution is to be given with another drug, each drug should be given
separately (see also Incompatibilities).
Only clear solutions are to be used.

Elderly
No adjustment of dosage is required in the elderly.

Children
The use of moxifloxacin in children and adolescents in the growth phase is contraindicated.

No dosage adjustment is required in patients with impaired liver function (see also special
warnings and special precautions for use in Child Pugh C patients).

Renal impairment

No dose adjustment is required in patients with any degree of renal impairment (including
creatinine clearance < 30 ml/min/1.73m2) and in patients on chronic dialysis i. e. hemodialysis
and continuous ambulatory peritoneal dialysis.

Interethnic differences

Possible interethnic differences were examined in Caucasians, Japanese, Black and other
ethnic groups. No clinically relevant interethnic differences in pharmacokinetics could be
detected. Therefore, no adjustment of dosage is required in ethnic groups.

NOTES

Incompatibilities
The following coinfusions were found to be incompatible with moxifloxacin infusion solution:
Sodium Chloride 10%
Sodium Chloride 20%
Sodium Hydrogen Carbonate 4.2%
Sodium Hydrogen Carbonate 8.4%

INSTRUCTIONS FOR USE/HANDLING

Do not refrigerate or freeze. Store in the original container.

At cool storage temperatures precipitation may occur, which will re-dissolve at room
temperature. It is therefore recommended not to store the infusion solution in a refrigerator.

KEEP ALL MEDICINES OUT OF THE REACH OF CHILDREN.

PRESENTATION
250 ml per flexibag/vial
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AVELOX Infusion Solution 400mg/250ml / OE05_US0604 / TWO03 / 092004

01402507/0E/05



