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T-3262 ( ) ( )
T-3262
T-3262 (
TFLX ( )
T-3262 10% (free base)
T-3262
10% 10
15% 15%
(INN/JAN )
¢
T-3262 i Tosufloxacin Tosilate Hydrate HQN@N j/;; - -
N A :
F COH
0
F
I 0 5
TFLX N | Tosufloxacin N
N N )\l N
1 T-3262
F
7-(3-acetylamino-1-pyrrolidinyl)-1-
i (2,4-difluorophenyl)-6-fluoro-1,4- 9 F
T-3262A dihydro-4-oxo-1,8-naphthyridine-3- Hac)kN/C\N AN
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0
F
1-(2,4-difluorophenyl)-6-fluoro-1,4-
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T-32628B 4-o0x0-1,8-naphthyridine-3-carboxylic HOCN N AN
aCId F X COH
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ABPC ampicillin

ASP aspirin

AMPC amoxicillin

AZM azithromycin
BPAA biphenylacetic acid
CAM clarithromycin
CDDP cis-diamminedichloridoplatinum
CDTR cefditoren
CDTR-PI cefditoren pivoxil
CFDN cefdinir

CFPN cefcapene
CFPN-PI cefcapene pivoxil
CPFX ciprofloxacin
CVA/AMPC clavulanic acid / amoxicillin
EM erythromycin
ENX enoxacin

FBF fenbufen

FRPM faropenem

GFLX gatifloxacin

IDM indomethacin
IPM imipenem

LVFX levofloxacin
MFLX moxifloxacin
MINO minocycline
MPIPC oxacillin

NA nalidixic acid
NFLX norfloxacin
OFLX ofloxacin

PCG penicillin G

RFP rifampicin

TC tetracycline

TEL telithromycin




() ()
BLNAR B-lactama_se-n_egatlve ampicillin-resistant B-
Haemophilus influenzae
BLNAS B-lactama_se-n_egatlve ampicillin-susceptible B-
Haemophilus influenzae
BLPACR B-la.ctamase-posmv_e a@0x1c1111n/clavulanlc acid B- /
-resistant Haemophilus influenzae
BLPAR B-lactama_se-p_osmve ampicillin-resistant B-
Haemophilus influenzae
BLP beta-lactamase-producing Haemophilus influenzae B-
CNS coagulase negative Staphylococcus
MRSA methicillin-resistant Staphylococcus aureus
MRSE methicillin-resistant Staphylococcus epidermidis
MSSA methicillin-susceptible Staphylococcus aureus
MSSE methicillin-susceptible Staphylococcus epidermidis
cillin.i . r
PISP pf\r;;cr;olr?i;reltermedlate Streptococcus [ PCG MIC 0.12 1pg/mL (CLSI )]
P ( PCG MIC 0.125 1 ug/mL)
PRSP icillin-resistant Streptococcus pneumoniae
peniciflin-resistant SIrep P [ PCG MIC 2ug/mL  (CLSI )]
PSSP penicillin-susceptible Streptococcus pneumoniae [ PCG MIC 0.06 pg/mL (CLSI )]
( PCG MIC 0.0625 pg/mL )
B. fragilis Bacteroides fragilis B. anthracis Bacillus anthracis
E. coli Escherichia coli C. pneumoniae Chlamydophila pneumoniae
H. influenzae Haemophilus influenzae C. trachomatis Chlamydia trachomatis
K. pneumoniae Klebsiella pneumoniae M. pneumoniae Mycoplasma pneumoniae
L. bozemanii Legionella bozemanii S. aureus Staphylococcus aureus
L. dumoffii Legionella dumoffii S. epidermidis Staphylococcus epidermidis
L. jordanis Legionella jordanis S. agalactiae Streptococcus agalactiae
L. longheachae Legionella longbeachae S. pneumoniae Streptococcus pneumoniae
L. micdadei Legionella micdadei S. pyogenes Streptococcus pyogenes
L. pneumophila Legionella pneumophila
M. (B) catarrhalis Moraxellf?\ (Branhamella)
catarrhalis
P. aeruginosa Pseudomonas aeruginosa
V. cholerae Vibrio cholerae




S. pneumoniae
PCG

ABPC
CFDN

(

(CLSI: M100-S17:2007 )

2 ug/mL  CVA/AMPC (1:14) 4 ng/mL (intermediate- resistant),
CFDN 2 pg/mL,

H. influenzae ( )
2 pg/mL (intermediate- resistant) CVA/AMPC (1:2) 4/8 ng/mL,

2 pg/mL (nonsusceptible)

(CLSI: M100-S17:2007

S. pneumoniae (CLSI: M100-S18:2008 )
LVFX 4 ug/mL  CDTR 0.25 pg/mL  CVA/AMPC (1:2) CVA/AMPC (1:14) 4 ug/mL
AZM 1 pg/mL
H. influenzae (CLSI: M100-S18:2008 )
LVFX 4 pg/mL CDTR 0.25 pg/mL  CVA/AMPC (1:2) CVA/AMPC (1:14) AZM 8 ng/mL
() ()
CAP community-acquired pneumonia
SLE systemic lupus eryhtematosus
RA rheumatoid Arthritis
() ()
AUC area under the concentration-time curve
AUC,, area under the concentration-time curve from time 0t
zero to t hr
area under the concentration-time curve from zero
AUC_ins .
hr to infinity
Cmax maximum observed concentration
maximum steady-state drug concentration in the
Css,max . .
plasma during a dosage interval
.. . 2
Chin minimum observe concentration
minimum steady-state drug concentration in the
Css,min . .
plasma during a dosage interval
CL/F clearance/fraction of absorption
CL, renal clearance
LC/MS/MS liquid chromatography/mass spectrometry/mass /
spectrometry
MRT mean residence time
t1n elimination half life
tmax time at maximum observed concentration
UR urinary recovery
Vd/F volume of distribution/fraction of absorption




() ()
A/G albumin globulin ratio /
Al-P alkaline phosphatase
ALT alanine aminotransferase  (=S-GPT)
AST aspartate aminotransferase (=S-GOT)
BUN blood urea nitrogen
Cl chlorine
CRE creatinine
CRP C-reactive protein C
Bil bilirubin
D-Bil direct bilirubin
ESR erythrocyte sedimentation rate
y-GTP y-glutamyl transpeptidase Y-
K potassium
LDH lactate dehydrogenase
Na sodium
PR PR interval P R
QRS QRS interval
QT QT interval QRS T
QTc QT correction QT
S-GOT serum glutamic oxaloacetic transaminase
S-GPT serum glutamic pyruvic transaminase
MMP-3 matrix metallo protease-3 -3
() ()
FAS full analysis set
FAUC/MIC f.ree fraction 9f .area uflde.r t.he plasma conc.entration- AUC/MIC
time curve/minimum inhibitory concentration
FAUC/MPC f.ree fraction of are.a under the Plasma concentfation- AUC/MPC
time curve/ mutation prevention concentration
fC,.. /MPC free frgction of méximum obserYed concentration/ C.o IMPC
mutation prevention concentration
free ﬁee fraction 9f .area ut.lde‘r t.he plasma congentratlon— AUC/MIC
AUC/MIC time curve/minimum inhibitory concentration
free ﬁee fraction of are‘a under the Plasma concentratlon— AUC/MPC
AUC/MPC time curve/ mutation prevention concentration
free free fraction of maximum observed concentration/
. . . Cnax/MPC
Crax/MPC mutation prevention concentration
PK pharmacokinetics
PK/PD pharmacokinetics / pharmacodynamics /
PPS per protocol set
PPK population pharmacokinetics
SD standard deviation




() ()

ATCC american type culture collection

BHIB brain heart infusion broth

CAMHB cation adjusted mueller-hinton broth

CFU colony forming unit

CLSI Clinical and Laboratory Standards Institute

CSF cerebrospinal fluid

CTZ chemoreceptor trigger zone

DMSO dimethylsulfoxide

DNA deoxyribonucleic acid

EDjs, effective dose for 50% of subject 50%

EC enterochromaffin

GABA y-aminobutyric acid v-

GCP Good Clinical Practice

GLP good laboratory practice

hERG human ether-a-go-go related gene ether-a-go-go

HLGT high level group term

HTM Haemophilus test medium

HPC hydroxypropylcellulose

HPC-L hydroxypropylcellulose

HT hydroxytryptamine

1Cso 50% inhibitory concentration 50%
international conference on harmonisation of

ICH technical requirements for registration of EU
pharmaceuticals for human use

IFU infection forming unit

IgE immunoglobulin E E

IVPM in vitro pharmacokinetic model In vitro

JAN japan accepted names

LD lethal dose

LDs, lethal dose in 50% of animals 50%

MedDRA Medical Dictionary for Regulatory Activities

MedDRA/J Medical Dictionary for Regulatory Activities /
Japan

MHA Mueller-Hinton agar

MHB Mueller-Hinton broth

MIC minimum inhibitory concentration

MICs min.imum i.nhipi.tory concentration in which 50% of 50%
strains are inhibited

MICy min.imum i.nhipi.tory concentration in which 90% of 90%
strains are inhibited

MPC mutant prevention concentration

MRI Magnetic Resonance Imaging

N.D. not determined

N.T. not tested ( )

NSAID nonsteroidal anti-inflammatory drug

OECD Organisation for Economic Co-operation and
Development

PBP penicillin binding protein

PK pharmacokinetics

PD pharmacodynamics

PT preferred term

RH Relative humidity




(

)

(

)

SOC

system organ class

X-P

X-ray Photograph

MedDRA/J (version 10.0)
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]
( ) 2
( )
B+ 2+ + £ - 5 ) 1/100
MIC
2
2
2
(
D *  MIC
MIC 1/4 4
2) 2 PFGE
2
)
1} 2
2) 2
MIC Y MIC
1/8 8
3) 2
PFGE
1)
2) 2
( 2

TFLX LVFX NFLX CDTR-PI CFPN-PI clavulanic acid/amoxicillin (CVA/AMPC=1 2 )
clavulanic acid/amoxicillin (CVA/AMPC=1 14 ) AZM

13




[ ]
CF 64 4
PA 320 4
IgG ELISA ID 3.00 ID 1.35
IgA ELISA 1D 3.00 ID 1.00
PA Particle Agglutination
[ J
[ ]
( )
tC ) C )
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AST ALT ALP y-GTP LDH - 120%
5 200%
BUN ?)
I 10%
. 10%
(
( )
2.
I 80%
- 80%
a) N
N 80%
- 4000 /mm’
. 4000 /mm°>
( - 4000 /mm°>
80% )
a)
3.
Na K Cl Na 135 mEq/L 145 mEq/L
K 3.5mEq/L 5.5 mEq/L
Cl 100 mEq/L 110 mEg/L
( )
I 10 /mm’ 70 /mm’
- 10 /mm? 70 /mm’
( - 10 /mm’
80% 70  /mm?®
120% )
4.
2 (= )
-2 +.2
)Y
a) (
() 0 4 /HPF
(&) 5 9 /HPF
() 10 29 /HPF
(2 ) 30 /HPF /HPF)
3

)

(100 /HPF )
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C )
1 2 3
(mg/dL)| 1.6 3.0 3.0 10 10
GOT GPT (U) 1.25%<N 2.5%<N 2.5%N 12><N 12><N
50 100 100 500 500
Al-P 1.25<N 2.5%<N 2.5%N 5N 5N
y-GTP 1.5%<N — —
LDH 1.5<N — —
PT — — 40%
_ ( )
6
N
C )
1 2 3
BUN (mg/dL) 1><N 25 25 40 40
(mg/dL) 1=<N 2 2 4 4
1+ 2+ 3+ 3+
500 mL/24 hr 100 mL/24 hr
- 2
(mEq/L) — 5.0 5.5 5.5
(
)
S e (
)
N
a)
C )
1 2 3
350 300 300 250 250
(g/dl) | 11 9.5 9.5 8 8
4000 3000 3000 2000 2000
2000 1500 1500 1000 1000
100000 75000 75000 50000 50000
( ) ( )Y ( )”
S __ ( )
a) _—
b) —_

17




( )
1 2 3
120 200 201 300 301
(mg/dL)
120 140 141 200
160 200 201 300
69 60 59 51 50
7.35 7.20 7.20 7.15 7.15
pH
- T (Kussmaul )
7.46 7.50 7.50 7.60 7.60
pH
10.6 12.1 12.1 15.0 15.0
(mg/dL) 8.5 8.0 8.0 6.5 6.5
¥ 150 5.5 5.5 6.0 6.0
(mEq/L) 3.5 3.1 3.1 2.5 2.5
150 155 155 160 160
- - (
(mEq/L) )
135 125 125 115 115
a)
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