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BEMABF 28 B %R, pazufloxacin(PZFX) DERKRE I HRERE 1T - 7, ZofgRE B A%
53 BT, 20mg X ) BAZAEL 50, 100, 200, 400mg ¥ THROES L7 BEOEEIZOVT
1, F—#Ek#E T 200mg B A% 5 ABRCTHRET L7z, Efik 5 XE T3, 1 [ 300mgl g 3 [,
7 EBICH7 ) EH 19 BIREREOHES Lz Sh 6 0REN 5 T ORE L E7,

Eitx 5RO 1FIC, 7 HEMERS L OKBREAEIICEES A SN, Z DEFIOERE
REMBIZRFRIAONT, BERIZXSGETH LB THEEL L, JOERLSN, BHERR,
BEFTR, LEN, BRREEL SICRERALNL D5 7,

PZFX100, 200, 400mg Zefg i B [ 4% 5 3KER O I FPif FE (3 B BARTE B9\ HERE L, Tmax i 0.58
~0.94 BFf, T..132.01~2.48 Bff, CmaxiZ#FhFh, 0.944, 298, 4.51ug/ml T - 77,
Cmax B L WWAUC L FHEMICIZBIBFES A SN, REPHRERICIZASICLAEIZIEZILA
E, B&EZARMETIC8L2~858% kit sz, EBOEEORTABRTIE, AERKS
? Cmax 2.02pg/ml (3Z2fERF D Cmax 2.98ug/ml |ZH B L&A 572, LA L, Tmax it 1.21
el (Z2BERE 0.576 By ) LIER L 72, Tio 13 188 BFM & ZEfERED 2.28 B¥RI & ) 275, AUC
ZIRIZRLCTH o7, 1LH3ME, 7HHERZKSAERT MFHEEOHERIIIBBELY S
F—IEL, RPHEEER2 S L ERMIIED SN2 o 72,

DEOS#&L Y, PIFX IREISERT 5 L EZX 0N HEE2BIERIIROONT, FHE
RBIUOREAREICHTAMENEZE LS L, PZFX BBERFMA T ICETLILDEEL S

na,
Key words : PZFX, fEPR% I M B, (ANEHHE

Pazufloxacin(PZFX) I3 E It Z T M THE SN2 K
DR ANVKYBRINEE"TH 5, AFNIHEEL, Y
N1, 2, 3-defll, 4§ XYV FFH T VBN 106212 1- 7
I/ u7uVERETAH LVWHETH B,

RENE 7 5 LR EE B & U Pseudomonas aeruginosa %
BT 7 LABHEIS LT, LR#ERIEANY PV E
AL, ZLALDHEMEIZB T ofloxacin(OFLX) £ v 24
WHIEES 2R L7, 8512, 79 ARMEICH L TId%
C DEHET ciprofloxacin(CPFX) & Gl A, 2RV HE
NERLEZYY,

FRIBBENRRS L U EEREBER DO 1
ROE) FUANVKyBRRINEE L BBV Lets
BYAIENHEEENT, 22 CHADORBRABTF*
MBIAFIOBEN L ANBREOKRST Y BEYE L, BE
BIMKBRYERL720T, 2ORELrHEET S, AR
RITFH 2410 A 1 B & ) HifT S h-[EEROBK
ABROEMICRIT 5% IH L, TR 3ES ALS
TRIESA I TOMMICEREAFTASLLFRET

EHiL 7z,
I. & 8 5 &

1. #WERE
FIMEABROBN, REBAE, AHOFM, EEEH
BLUFESINLEIER, RKBOZTHBIHEBEDNS
HELILLAZLFUIETA TS REHEBAEZT 200D
Ih, BESHO/KRE, WEREL L CHEETH S LN
SNTEUMLFITHEROB FHE 28 %145 & L7,
WERENODRBROFBEIIXLEIIL VB, BEEDE
W, HKELXERBOZAT v 7EIZ Table 1 2R L7,

2. %58, H5HE

)13 20mg 4% (Lot. TJO21F), 50mg 4% (Lot. TJO52F),
100mg £g (Lot. TI102F) 8 X 1F 200mg 4% (Lot. TJ202F)
TRV, HERIEICFETERTHEEL 72,
ABRIT Table 1 (Z7RL7-&9 12, HAEKSHRED 20
mg ZERRRR S L DB L, DAEMEMIEL 275, 50,
100, 200(100mg £ % 2 $) B £ 0¥ 400mg(100mg §x % 4
§8) T C#IRIEE L 72 AH % Kk 150ml L 3L 2R L,

*T431-31 REATHAHEAT 3600
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B5 2BEMI%ICH 7K 150ml 2 8kK L7z, 20 B £ U'50
mg HFEREBIZOVWTIE, M2y PRERLLT24T,
FOMOKEBRII TN 6 8 TITo72, %8, 200mg K
BTk, REOREYE—HEBRET 7T HMOKEHH%Z
BUTKRE L7z, BEBEORARFIE, T—u XY (2E) N
& —(8g), L ¥ ¥ 2—2 (150ml), 4%, (150ml), ®T
BRQLME) &L, &% 305 ICAHERA L7z, 72, 400
mg ZEREE AR5 RERIZE B, PZFX ORPHEHRE A
B 2 D EEROBASTFRENI DT, REERD
DOERKBWRERE ML 7 SROKITIRA 1 REE], AR
AR, ARA LESRI#E B X O 2 BERIE O ET 4 [M& 150ml
L7, FD®BE—#ERE T 400mg 228 HO#k 5 8%
ERM L7,

Eik 5Bk, A#) 1 [ 300mg(200mg g& K U 100
mg$E& 14832 ), 1 B 3ME, 7HMIChZ)E 19 EE
B5 2 1iTo 72, XS5 HOMMENL, K 150ml & F£IZhR
L, 280K 150ml 8k L7z. F0%IZIRA
RFD A 150ml ghok U7z, #EBRE X, HAEXFALE 1 BRMaT &
DFEL DEFOIRE, BIURBRAIBELY 7 Va—,

Table 1. List of healthy volunteers in the phase I study
of pazufloxacin

Test Volunteer
N Dose
o. No. Age (yr) | BW (kg)
1 20mg x 1 P-1-1 50 61
(fasting) P-1-2 37 59
2 50mg x 1 P-2-1 34 62
(fasting) P-2-2 43 61
S-1-1 42 68
S-1-2 47 55
S-1-3 40 61
3 100 mg x 1 S-14 43 75
(fasting) S-1-5 47 61
S-1-6 49 62
S-2-1 46 69
200 mg x 1 S-2-2 39 61
4 (fasting) S-2-3 44 69
5 (non-fasting) S-2-4 38 70
S-2-5 42 57
S-2-6 41 64
S$-3-1 42 68
400 mg x 1 S-3-2 47 55
6 | (fasting, water load) | S-3-3 40 60
7 | (fasting, non-water | S-3-4 43 75
load) S-3-5 48 62
S-3-6 41 59
R-1-1 37 57
R-1-2 36 80
8 300 mg x 3/day R-1-3 38 68
for 7 days R-1-4 35 60
R-1-5 36 58
R-1-6 44 66
Mean *+ SD 41.8+4.45/63.7+6.29

H7 x4 VEOBREELEL,

3. REBAF a—NV

HERE, BERRE, FABRORSEZELE DS
A BRI a—VidFig 1,2 1558 L7ze 2B, HEBEI,
AFBESHE L VEMOBEETICBE, &5 24 K%
DHERERT R, BHEER BREREZECREOR
Wk REZIOL, BREESE,
HEARSRBOKSEIY, KEFHERER —KEER
BB IVEUEOHKHARYSEICLEZYL, FHOK
%, RERBOREL D LICBKAES 200mg L#E
L, BAMES5E? 20mg, BEEESGEY 400mg LREL
720 EHERESREBOREEIY, HEHRSABRRELER
L 1[E 300mg, 1 H3m7BMEEREL

4. WwEHEE
AREBOMKAEB id Table 2 (275% L, Fig 1, Fig 242
FLEZALAT S 2a—VTEKRLT, ELBEZRR
1, 400mg RKEFRERDOIZ G AT, 2 BFHEDOET 2 b,
B UEFKRSRBRO%ESRL 1HE, 4HH, 7THE
DEEG%2KEEOF 4B 2, ELBRE (T =<
SG-1) # HWTEMm Lz, KL, EFRFKSHRBROKS
AL, 5 BHOWMEXS % 2 REOE 2 EICERE L7,
e NAG, B- 370z u7" »i 200, 400mg O HEH#
S5RBECERESARTER L 72, BERPREIL 200
mg MO RS RERTHIE L, EPIREI 400me £k
KEHRBRTHRE®IBHOEYBRIML TRHE L. K
o PZFX ESDFEIL, /514 0y FRER% B 2K
HOKRSHRBRIIBVTHRSGH% 2HEE S HE T &K
BERBRICBWC1HE, 4 BEOZHRSHII 2ERE
AREIT FREZORBLIUERIEBEKENK
%, 1, 500rpm 10 5 RE.L B4 L, FEMSET CHEL
720

5. HHMBRERIES L U7 — ¥ BT

MiEB & OCRFPIBEDHIE X HPLC 22 & o TV,
BB L UEFBEOAE I TLORLELT- 2%,
ZNENMEDB L ORFBERIE & [ U HPLC £ Tl
EL7z BIIIA Y TS5 V74 V% — (0454 THEBH
HPLC CTHllE L7z, #EIZ#? 0.5g (2 IN NaOH 2ml %70
RTHREYF A XL HKE LT 5 SHKEL, &
4> (12,000rpm, 10 4+) L 7> Ei# 1.5ml | 0.8N HC1 0.6ml
RIMAHEEL, &L (3 500rpm, 1043) L7z Lig% AV
7777 4)V%—(0.454) Ti:@% HPLC THIE L 72
R BR AU MG Tid 0.01ug/ml, R T 0.054g/ml, HEH
T3 0.01pg/ml, #Tid 0.5ug/g Th o 72 ZLRBRICBIT
A&, R, EEB L OCEEIRNEED ICHEL, &
BERITE E T — 40T LUF THISIRA L 72, HEBY /M
12, T rRi&RE % v/ 2-compartment model( € ¥ 7
ANTE, TV sy RE) TiFo Tz, 72, FHEM
BIZEADEBREFAMEH WV, 28, BRENEIE
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HftF T EWEZEFATIC BV TITo 72,
oI & 8% # B

1. #%EE

WERE 28 ZDFIHERIT 41.7 &% (34~50 %),
{KE 63.7kg(55~80kg) T o 7 (Table 1),

2. HEEK MERR

BRSO 1] (R-1-6) ICREBEVRO b7, KREF
i, IR 7 BBO#, WM LEk&kURERIPENIZREE DR
DHNTA, ERPEDP O THREEZRS (19HE ) %
ol THE T TO, M, METIIEEIIMATE
hhrolz, BEREZEGRTEALOERL, H5HTHE
1AMICIEHEE L,

EEUSA, AFNCEERT L EEbhLBRERRIIZD
Lol

3. EFHIETR

g, ME, B R O LER, ELOBEAR
BIURKIS, AENIERETHILEEDNLIEFIIFZEDSH
nhhot,

4. ERIRIRE

MERE, BRACERE, RBRECAFICERT 5
EERDONLEFEIIAD LN LA o7 (Table 3-1~3-8),
F 7, EHRZRG TREREORD O/ HEE (R-1-6) DR
FRIREMES & O PZFX (Zx43 5 1) v /SERGFE LU % 7
72D, BEIEIFEOLNL o7,

5. fRAE)E

1) ZEPgRFE OS5 HER

N4y PRAERE LT, PZFX %2 20 B X 1 50mg %
BO%RS L7z, & 2H0H5 %O ESMFIERED,

Table 2. Laboratory test items

1. Symptoms

2. Blood pressure, body temperature, pulse rate, ECG, equilibrium test, EEG

3. Laboratory test

1) Hematology: RBC, WBC, platelet, differential WBC, Hb, Ht

2) Blood chemistry: A/G, total protein, GOT, GPT, ALP, LDH, 4-GTP, ZTT, TTT, LAP, T-bilirubin, D-bilirubin,
BUN, creatinine, Total-cho., HDL-cho., triglyceride, amylase, ChE, glucose, Na*, K+, CI~

3) Urinalysis: pH, specific gravity, colour, protein, glucose, urobilinogen, sediment

4) Others: CRP, Coombs test, Ccr, 8,-microglobulin, urinary NAG

4. Serum concentration, urinary concentration, fecal concentration, salivary concentration, crystalluria, fecal bacterial flora

Time (9:00) (12:00) (15:00) (17:00) (19:00) (21:00)
-1 0 1 2 3 4 6 7 8 10 12 24 h

ftem | N I N - N I N N N N N S—
Drug administration | ° 1 : : : : : : :
Meal o 0 z o
Water (150 ml) ©)® O ©O©F O : : : :
Symptoms : : : : : : :
Blood pressure : ; ; . . ; :
Pulse rate © : C) O O O © O : O
Body temperature : :
Laboratory test : : : : : :
ECG o : °
Equilibrium test® : O: f o
Blood sampling 0000 O O © ©) Q ©) ©)
Urine collection O¢ - , - X : : s
Crystals in urine : : : o : o ) O :
Feces sampling® E o— ' : P—O0 (72h)
Saliva sampling® 0: 006 O O © o Q O] :

a: Performed only on the 200 mg administration (non-fasting)
b: Performed only on the 400 mg administration (water load)
¢: Performed only on the 200 mg (fasting)

Fig. 1.

Schedule of a single oral dose study.
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ZN £ 0364, 0864ug/ml %R L, e MFEERE
BEfEIE, 5 2R E TTaH o7 (Table 4, Fig 3), ¥
7z, RFBEIIHRGH% 4B ETICE— 2 %/RL (Table
6, Fig. 3), BRI IZ 24 B¥RIT 93.1%, 89.1% %R L
2o TOFELY, PZFX 13, BN - HEASE L, A0
BPRBWI b holz, TOEREL LI, KRE%
K26 B TIT o7,

PZFX # 100, 200, 400mg O 5% OFHREMF
EEFIZFNFN 0970, 291, 4.5%g/ml AR L7, &S

I A R R ERFRT IE TP L TS5 0.5~ 1 RE& THo
7285, BAENDH Y 0.5~6 M DB & A7 o 72 (Table
4, Fig. 4), #%&5 12 B OMFIREIZZNEh 0.026,
0.060, 0.164ug/ml %7 L7z, 24 ERfE# T 200, 400
mg T 0.011, 0.031xg/ml #;RL, 100mg TIIRHRR
LI (<0.010ug/ml) T o 72, EEBNSIFBIBETIZEL Y,

S PR (Cmax) (3 100, 200, 400mg TEFh#Fh
0.944, 2.98, 4.51ug/ml & 720, MAEEEFEEA (T..) i3
2.01~2.48 B % ;5 L 7= (Talbe 6), Cmax & ¥ AUC |z

Time (8:00) (10:00) (12:00) (14:00) (16:00) (18:00) (20:00) (22:00)
Item -0.5 0 2 4 6 8 10 12 14 24 h
T L 1 1 L 1 L
Drug administration 1 1 : : T : :
(1st) (2nd) Qrd)
Meal O oo o : : o :
Water (150 ml) o 1 0 o E : o : .
Symptoms 0 0 © o o o o
Blood pressure o o o : o : o
Pulse rate : : : : : :
Body temperature Lol -
ECG ©: @ © © ©
Day 1 Laboratory test O
Day4  IEpG o . .
Equilibrium test o* O : : : : : :
Blood sampling 0: 00 © o} Q O* O O O* O* 0]
Urine collection —— . X . x X——x
Crystals in urine S0 O
* Performed only on Day 1
Symptoms
Blood pressure
Pulse rate
gg;’ g Body temperature :
Day 5 EEG O*
Day 6 Blood sampling O: :
Urine collection N
* Performed only on Day 5
Symptoms (@) O o O o : O
Blood pressure - f E
Pulse rate O O : : O
Body temperature : :
ECG © © 0 : : ©
Day 7 : : :
Laboratory test Lo : :
Equilibrium test S0
Blood sampling 0: 00 © o} o) o o o)
Urine collection ¢ % V; *——X

Fig. 2. Schedule of multiple oral dose study.
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Table 3-1. Pazufloxacin clinical laboratory findings (20 mg single: fasting)
P-1-1 P-1-2 Mean
Item Normal range
Before After Before After Before After
RBC x 10*/mm?® 354 ~574 383 395 513 501 448 448
WBC /mm?3 3,500~ 8,300 | 6,500 6,400 5,300 5,100 5,900 5,800
Platelet x10*/mm® | 12.0~40.0 25.0 25.0 23.6 23.3 24.3 24.2
Stab. % 0~19 16 8 2 3 9 6
Seg. % 28~68 47 45 64 51 56 48
Hematology | WBC fraction Eos. % 0~10 2 1 2
() Baso. % 0~5 1 1 3 1
Lymp. % 17~57 29 41 30 35 30 38
Mono. % 0~10 5 2 2 4 4 3
Hb g/dl 12.0~18.0 13.2 13.5 15.9 15.7 14.6 14.6
Ht % 38.0~51.0 394 40.5 46.0 44.8 42.7 42.7
A/G 1.0~25 1.5 1.5 1.7 1.8 1.6 1.7
Total protein g/dl 6.0~8.0 7.0 7.1 7.1 7.0 7.1 7.1
GOT KU 5~40 14 13 14 15 14 14
GPT KU 4~35 8 7 12 13 10 10
ALP KAU 2.5~11.5 5.0 5.3 74 7.3 6.2 6.3
LDH WU 170 ~ 450 234 230 232 223 233 227
v-GTP 101 0~50 28 28 45 44 37 36
ZTT KuU 1.0~12.0 6.9 7.1 5.8 5.8 6.4 6.5
TTT KuU 0.1~4.0 0.9 0.8 1.4 1.3 1.2 1.1
LAP GRU 110~172 133 131 194 183 164 157
Blood o Total mg/dl 0.3~1.2 0.9 0.6 1.0 0.7 1.0 0.7
chemistry Bilirubin Direct | mg/dl 0.1~0.6 0.4 0.3 0.4 0.3 0.4 0.3
BUN mg/dl 8~20 16.7 14.7 14.5 18.0 15.6 16.4
Creatinine mg/dl 0.6~1.3 1.3 1.2 1.2 1.1 1.3 1.2
Total cho. mg/dl 120~230 194 201 183 193 189 197
HDL-cho. mg/dl 30~75 54 59 43 46 49 53
Triglyceride mg/dl 40~170 156 127 144 104 150 116
Amylase SU/dl 70~210 112 118 86 94 99 106
ChE APH 0.6~1.3 0.91 0.92 0.92 1.02 0.92 0.97
Glucose mg/dl 70~110 99 96 95 96 97 96
Na* mEq/l 134 ~145 141 140 141 139 141 140
K+ mEq/I 3.4~5.0 4.9 4.5 3.8 4.2 4.4 4.4
Cl- mEq/l 98~110 105 104 105 104 105 104
pH 4.8~7.5 5.6 5.4 6.4 6.4 6.0 5.9
Specific gravity 1.003~1.032 | 1.028 1.015 1.021 1.020 1.025 1.018
Colour Y PY Y PY
Protein - - - - -
Urinalysis | Glucose - - - - -
Urobilinogen + + * + +
RBC 1~2/11 0~1/S | 0~1/S | 0~1/S | 0~1/S
se(‘}"s’;}‘jm WBC 1210 | 0~1/S | 0~1/S | 0~1/S | 1~2/S
Epithelium 1~3/11 0~1/S | 0~1/S | 0~1/S | 0~1/S

Y: yellow PY: pale yellow
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Table 3-2. Pazufloxacin clinical laboratory findings (50 mg single: fasting)

P-2-1 P-2-2 Mean
Item Normal range Before | After | Before | After | Before | After
RBC x 104/mm3 354 ~574 490 486 470 459 480 473
WBC /mm?® 3,500~ 8,300 | 5,600 5,700 6,300 6,600 6,000 | 6,200
Platelet x104mm® | 12.0~40.0 29.0 26.7 24.3 23.1 26.7 249
Stab. % 0~19 6 5 8 4 7 5
Seg. % 28 ~68 46 51 47 51 47 51
Hematology | WBC fraction | Eos- % 0~10 3 ) 1 ! 2 1
(%) Baso. % 0~5 2 1 1 1 2 1
Lymp. % 17~57 39 33 39 38 39 36
Mono. % 0~10 4 9 4 5 4 7
Hb g/dl 12.0~18.0 15.6 15.1 14.4 14.1 15.0 14.6
Ht % 38.0~51.0 45.6 45.4 42.4 41.6 44.0 43.5
A/G 1.0~2.5 1.8 1.7 1.6 1.6 1.7 1.7
Total protein g/dl 6.0~8.0 6.8 6.8 74 6.9 7.1 6.9
GOT KU 5~40 21 18 15 14 18 16
GPT KU 4~35 20 20 17 16 19 18
ALP KAU 2.5~11.5 5.7 54 5.8 5.7 5.8 5.6
LDH wu 170 ~450 286 263 244 250 265 257
v-GTP 1/ 0~50 53 51 23 22 38 37
ZTT KuU 1.0~12.0 4.5 4.2 7.6 8.3 6.1 6.3
TTT KuU 0.1~4.0 1.4 1.2 1.5 3.2 1.5 2.2
LAP GRU 110~172 216 198 149 135 183 167
Blood o Total mg/dl 0.3~1.2 1.7 1.4 0.8 0.7 1.3 1.1
chemistry Bilirubin Direct | mg/dl 0.1~0.6 0.8 0.7 0.4 0.4 0.6 0.6
BUN mg/dl 8~20 13.1 15.9 16.3 19.6 14.7 17.8
Creatinine mg/dl 0.6~1.3 1.1 1.1 1.0 1.0 1.1 1.1
Total cho. mg/dl 120~230 190 201 191 186 191 194
HDL-cho. mg/dl 30~75 86 91 37 33 62 62
Triglyceride mg/dl 40~170 143 128 176 309 160 219
Amylase Su/dl 70~210 130 153 123 167 127 160
ChE APH 0.6~1.3 0.96 0.95 1.02 0.97 0.99 0.96
Glucose mg/dl 70~110 110 114 103 113 107 114
Na* mEq/1 134 ~145 141 140 141 140 141 140
K+ mEq/l 3.4~5.0 4.3 5.1 4.3 4.3 4.3 4.7
Cl- mEq/l 98 ~110 105 104 104 104 105 104
pH 4.8~7.5 5.6 6.6 5.6 6.0 5.6 6.3
Specific gravity 1.003~1.032 | 1.025 1.020 1.034 1.034 1.030 1.027
Colour Y PY Y PY
Protein - - - - —
Urinalysis | Glucose - - - - —
Urobilinogen + + + + +
. RBC 1~2/11 1~2/S | 0~1/S | 1~2/S | 0~1/S
Seamnt [ wBC 1~2/14 | 1~2/S | 0~1/S | 1~2/S | 0~1/S
Epithelium 1~3/11 0~1/S | 0~1/S | 0~1/S | 0~1/S

Y: yellow PY: pale yellow
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Table 3-3. Pazufloxacin clinical laboratory findings (100 mg single: fasting)
S-1-1 S-1-2 $-1-3 S-1-4 $-1-5 S-1-6 Mean + SD
Item Normal range
Before| After [Before| After [Before| After [Before| After [Before| After [Before| After Before After
RBC x10¥mm® | 354 ~574 507 | 497 | 455 | 452 | 441 | 440 | 512| 518 | 391 | 395| 494 | 471 | 467+47 | 462%44
WBC /mm® | 3,500~8,300 |5,100 (4,600 5,700 (5,900 |5,000 [4,700 |8,900 | 8,700 {6,900 | 6,600 |4,100 | 3,800 6,000 + 1,700/5,700 + 1,800
Platelet x10%mm3 | 12.0~40.0 |26.7 |24.2 [16.2 [15.5|19.1 | 18.7 [ 21.4 | 22.1 | 27.8 | 28.1 | 26.3 | 25.6 | 22.9%4.7 |22.4%4.6
Stab. % 0~19 3 9 |12 |21 7|1 8 5 5 9 7 5 7+3 10+6
Seg. % 28~ 68 55 | 52 | 48 | 41 | 43 | 35 | 46 | 50 | 53 | 54 | 43 | 28 48+5 43+10
Hematology | WBC fraction Eos. % 0~10 7 4 2 7 1 1|2 | 22 6 4 1 1 67 748
(%) Baso. % 0~5 1 of o] of of 2| of 1| 2] 0] of o0 1+1 1+1
Lymp. % 17~57 29 | 33 | 34 | 22 | 47 | 48 | 21 | 19 | 29 | 22 | 43 | 51 34+10 33+14
Mono. % 0~10 5 2 4 9 2 3 5 3 5 | 11 6 | 15 5+1 7+5
Hb g/dl 12.0~18.0 |15.0 | 14.8 [14.3 | 14.0 | 14.0 | 14.0 | 16.1 | 16.2 | 12.8 [ 13.2 | 15.7 | 15.0 | 14.7%1.2 | 14.5%1.0
Ht % 38.0~51.0 |44.7 |44.0 | 42.0 | 41.9 | 40.9 | 40.8 | 46.2 | 46.4 | 38.3 | 39.0 | 45.5 | 43.5 | 42.9+3.1 |42.6+26
AIG 1.0~2.5 1.7 16| 19| 1.8| 19| 1.8| 1.7| 16| 1.7| 1.6| 16| 1.7| 18201 | 1.7%0.1
Total protein g/dl 6.0~8.0 64| 64| 64| 63| 66| 64| 68| 68| 6.1| 64| 74| 75| 66+04 | 6.6%0.5
GOT KU 5~40 13 |12 |11 |12 |14 |12 |15 |15 |17 |16 |19 | 17 15+3 14+2
GPT KU 4~35 15 | 13 7 7|14 |11 |23 |2 | 24|23 15|15 16+6 15+6
ALP KAU 25~115 | 6.7 | 64 |59 |60 |93 |93|53 |54 |59 |61 |44 ]|45| 63£1.7 | 63+1.6
LDH WU 170~450 | 266 | 240 | 255 | 226 | 287 | 260 | 338 | 262 | 317 | 289 | 303 | 250 | 294+31 255+22
y-GTP 1/ 0~50 15| 15| 11| 11| 20| 20| 28 | 25 | 40| 40| 26 | 24 | 2310 23+10
ZTT KuU 1.0~12.0 | 47 | 47 | 54 | 54 |50 |51 |69 |69 (5353|5051 54+08 | 54+0.8
TTT KuU 0.1~4.0 02|02 |06 |06][07]|07|25(23[09]10]08]|08]| 1.0£t08 | 0.9+0.7
LAP GRU 110~172 | 119 | 122 | 132 | 141 | 184 | 188 | 160 | 168 | 142 | 152 | 145 | 162 | 147+23 156 +23
Blood | g o Total mg/dl 0.3~1.2 06| 06| 08| 06| 09| 09| 07| 07| 05| 05| 09| 1.0| 0702 | 0.7%0.2
chemistry Direct mg/dl 0.1~0.6 03| 03| 04| 03| 04| 04| 03| 03| 02| 02| 04| 05| 03+0.1 0.3+0.1
BUN mg/dl 8~20 14.9 | 155 |21.1 [22.2|17.2 [ 17.0 [ 18.7 | 18.4 | 9.6 |11.1 |18.3 | 18.6 | 16.624.0 |17.123.7
Creatinine mg/dl 0.6~1.3 1.2 12| 10| 11| 10| 1.0 1.1| 11| 1.0| 1.1| 1.1| 1.1| 1101 | 1.1%0.1
Total cho. mg/dl 120~230 | 163 | 161 | 116 | 114 | 165 | 169 | 235 | 237 | 147 | 156 | 208 | 203 | 172+43 173 +42
HDL-cho. mg/dl 30~75 47 | 45| 47| 46| 40| 41| 33| 32| 45| 46| 73| 72| 4814 47+13
Triglyceride mg/di 40~170 69 | 66| 8 | 92| 67| 77 | 251 | 263 | 57 | 67 | 99 | 111 | 105+73 113+76
Amylase Suzdl 70~210 | 125 | 132 | 97 | 109 | 121 | 133 | 117 | 121 | 138 | 202 | 86 | 93 | 114%19 132+38
ChE APH 0.6~1.3 |0.90|0.90 | 0.93 [ 0.90 | 1.01 | 0.99 | 1.00 | 0.99 | 0.60 | 0.60 | 1.26 | 1.24 | 0.95+0.21 | 0.94%0.21
Glucose mg/dl 70~ 110 91| 93| 97 | 104 | 8 | 93| 101 | 98 | 97 [ 107 | 121 | 117 | 99+12 102+9
Na* mEq/l 134~145 | 141 | 141 | 143 | 142 | 141 | 140 | 139 | 139 | 143 | 142 | 141 | 141 | 1412 1411
K+ mEq/l 3.4~5.0 44 | 43 |45 |45 |43 |44 |44 |43 |43 |47 |40 |38 | 43202 | 43+03
cl- mEq/l 98~110 | 105 | 105 | 108 | 107 | 106 | 106 | 105 | 104 | 109 | 108 | 105 | 106 | 1062 106 1
pH 48~7.5 54 |58 |52 |54 |58](56|54|56]|52]54]|50]|54]| 53£03 | 55%0.2
Specific gravity 1.003~1.032 |1.031[1.025[1.033|1.032(1.025|1.025 |1.029 [1.022 |1.014 |1.026 |1.031 |1.033 [1.027 +0.007(1.027 + 0.004
Colour Y | Y |YB| Y |PY|Y | Y |Y|PY|Y | VY|Y
Protein - - - - - - - - -
Urinalysis | Glucose - - - - - - - - - - - -
Urobilinogen + + + + + + + + + + + + +
RBC 1~2/14  |0~1/8{0~1/5]0~1/S[1~2/S|0~1/S[0~1/S|1~2/S[0~1/S|0~ 1/S|0~ 1/S|1 ~2/S |1~ 2/S
Segis"l‘f)“‘ WBC 1~2/14  [1~2/8|0~1/5]0~1/S[0~1/5|0~1/S|0~1/S[0~1/5|0~1/S|0~1/S|0~1/5|0~ 1/S|0~1/S
Epithelium 1~3/14  |0~1/8|0~1/S|1~2/5[0~1/8|0~1/S|0~1/S|0~1/S|0~1/S|0~1/S|0~ 1/S|1~2/S|1~2/S

Y: yellow  YB: yellow brown

PY: pale yellow
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Table 3-4. Pazufloxacin clinical laboratory findings (200 mg single: fasting)

521 | 522 523 | S-24 525 S-2-6 Mean+SD
ltem Normal range Before| After IBefore After [Before| After IBefore After [Before| After [Before| After Before After
RBC x104mm3 | 354~574 | 470 | 473 | 486 | 476 | 450 | 471| 452 | 468 | 430 | 440 | 471 | 480 | 46020 | 46814
WBC /mm® | 3,500~8,300 |4,5004,800|5,000|5,300]5,800|4,900 {6,600 |6,800 {7,400 9,400 | 5,500 | 6,500 5,800 +1,100/6,300 1,700
Platelet x10Ymm® | 12.0~40.0 | 28.0 | 28.5 | 23.8 | 23.2 | 24.2 | 22.9 | 26.2 | 25.6 | 21.6 | 23.0 | 30.4 | 31.5 | 25.7£3.2 | 25.8%35
Stab. % 0~19 7] 4| 2| 6| 9|10 ]| 8| 7| 3| 5| 5| 5 6+3 62
Seg. % 2868 43 | 45 [ 51 | 43 | 49 | 47 | 26 | 46 | 45 | 52 | 46 | 58 | 43%9 4916
Hematology | WBC fraction | E%S % 0~10 8| 5| 3| 2| 1| 2| 4| 7| 4| 4| 6| 5 42 42
(%) Baso. % 0~5 1] o] o] o] of of of of 2| 2| o 0 1%1 0+1
Lymp. % 17~57 35 | 42 [ 30 | 46 | 34 | 33 | 53 | 34 | 43 | 34 [ 37 [ 25 | 40%7 367
Morno. % 0~10 6| 4| 5| 3| 7| 8| 9| 6| 3| 3| 6] 7 6+2 542
Hb g/di 12.0~18.0 |15.2 |15.4 [15.2 | 14.9|13.9 |14.4 | 13.8 | 14.4 [ 14.4 [ 14.6 [ 14.3 [ 14.7 | 14.5%0.6 | 14.7£04
Ht % 38.0~51.0 |45.0 |45.3 |45.1 |44.3 (40.7 [42.4 [41.2 | 42.6 | 41.3 | 42.3 | 41.8 | 42.6 | 42.5%2.0 |43.3%12
AIG 1.0~25 15| 15| 14| 13] 15| 14| 16| 15| 1.9 1.8 15[ 1.5| 1.6£0.2 | 1.5%0.2
Total protein gdl 6.0~8.0 69| 67| 70| 70| 68| 70| 67| 71| 63| 65 74| 75| 6.9%04 | 7.0%03
GOT KU 5~40 1314 |14 1417 |17 |15]|16]15]|13]| 15|17 | 15%1 15+2
GPT KU 4~35 12 (13|17 |16 |28 |21 |12|12]15]| 13|26 |29 | 18%6 17£7
ALP KAU 25~115 | 89| 86| 63| 59| 42| 43| 93| 94| 82| 87| 70| 72| 7319 | 74%20
LDH WU 170~450 | 211 | 222 | 222 | 218 | 264 | 260 | 249 | 254 | 273 | 261 | 238 | 233 | 24324 | 24119
v-GTP N 0~50 23| 25| 20| 20| 14| 15| 14| 16| 42| 42| 43| 45| 26+13 27413
ITT KuU 10~120 | 51| 54| 62| 61| 72| 75| 53| 55| 26| 27| 67| 7.2| 55%1.6 | 57+17
TTT KuU 0.1~4.0 03| 04| 14| 13| 12| 15| 06| 08| 04| 06| 04| 05| 0.7+05 | 0.9+05
LAP GRU 110~172 | 160 | 166 | 147 | 140 | 145 | 150 | 157 | 166 | 176 | 184 | 198 | 203 | 164+20 | 168+23
Blood | g Total mg/dl 0.3~1.2 07| 08| 10| 11| 06| 06| 06| 07| 08| 08| 08| 09| 08+0.2 | 0802
chemistry Direct | mg/dl 0.1~0.6 03| 04| 05| 05| 03| 03| 03| 03| 04| 04| 04| 04| 04201 | 04%0.1
BUN mg/dl 8~20 14.7 [ 13.8 [ 16.9 | 18.2 | 19.7 [ 14.2 [ 16.5 [ 13.9 | 14.7 | 17.9 | 11.9 | 12.3 | 15.7+2.6 | 15.1+2.4
Creatinine mg/dl 0.6~1.3 11] 12| 11| 10| 12| 12f 11| 11| 1.2]| 11| 1.0] 1.0| 1101 | 1101
Total cho. mg/dl 120~230 | 182 | 177 | 153 | 145 | 189 | 201 | 166 | 178 | 160 | 168 | 179 | 189 | 172+14 | 17619
HDL-cho. mg/dl 30~75 45| 48| 40| 38| 38| 37| 46| 48| 40| 40| 39| 39| 41%3 4215
Triglyceride mg/dl 40~170 94| 92 (102 | 75| 105|139 | 155 [ 115 | 91 | 86 | 125 | 84 | 112+24 9924
Amylase SU/dl 70~210 81| 77 (105 | 94 | 109 | 118 | 93 [ 104 [ 93 | 95 | 101 | 100 [ 9710 98+13
ChE APH 0.6~1.3 |0.89 | 0.88 |0.70 | 0.68 | 0.80 [ 0.86 | 0.94 | 0.97 | 0.61 | 0.88 | 0.79 | 1.01 | 0.79£0.12 | 0.88+0.11
Glucose mg/dl 70~110 95| 91| 93| 94| 98| 99| 95| 94 | 92| 96| 91| 93 | 94%3 95+3
Na* mEq/l 134~145 | 141 | 141 | 142 | 142 | 142 | 141 | 142 | 141 | 143 | 143 | 141 | 141 | 142%1 1421
K* mEq/l 34~50 |46 |48 4.0 |41 |41 |44 |43 |47 |43 |44 | 45|46 | 43202 | 45203
- mEq/l 98~110 | 105 | 105 | 106 | 107 | 106 | 105 | 107 | 105 | 108 | 108 | 106 | 106 | 106+1 106+1
pH 48~75 |58 |58 (62|64 |58 |58[58[56|56|58]|62]|56]| 59+02 | 5803
Specific gravity 1.003~1.032 |1.015{1.023 |1.025|1.022 |1.027 [1.018 1.022 {1.016 | 1.015 | 1.024 | 1.026 | 1.026 [1.022 = 0.005(1.022 +0.004
Colour PY| Y |Y | Y | Y |[Y |[Y|PP|Y|Y|[Y]|Y
Protein - - - - - - - - - -
Glucose - - - - - - - - - - _
Urinalysis | Urobilinogen + + + + + + + + + + + + +
RBC 1-2/11  |0~18|0~1/S|1~2/S|0~1/S|0~1/S|0~1/S|0~1/S|0~1/S[1~2/S|0~1/S|0~1/S|0~1/S
Se(c;isr?'_ﬁnt WBC 1~2/11  [0~1/5|0~1/S|0~1/S]0~1/S|0~1/S|0~1/S[0~1/5|0~1/S|0~1/S]0~1/S|0~1/5{0~1/S
Epithelium 1~3/11  (0~1/5/0~1/5]0~1/S|0~1/S|0~1/S|0~1/5|0~1/S|0~1/S[0~1/S|0~1/S|0~1/S[0~1/S
B,-microglobulin g/l =230 57 | 110 | 190 | 120 | 670 | 170 | 76 | 50 | 58 | 100 | 97 | 85 | 191240 | 10640
NAG u =7.0 20 (28160 |34 |36 |27|21|14(21]52]31]23]| 32+15 | 3.0%13

Y: yellow PY: pale yellow
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Table 3-5. Pazufloxacin clinical laboratory findings (200 mg single: non-fasting)
S-2-1 S22 S-2-3 S-24 S-2-5 S-26 Mean + SD
Item Normal range
[Before| After [Before| After [Before| After [Before| After Before| After [Before| After Before After
RBC x10mm3 | 354~574 | 457 | 472 | 468 | 461 | 470 | 458 | 441 | 433 | 431 | 429 | 463 | 470 | 455+16 | 454%18
WBC /mm® | 3,500~8,300 |5,300|4,600|4,500 4,900 (8,700 6,700 5,900 6,400 | 7,500 |8,300|5,300 (5,100 6,200 + 1,600/6,000 % 1,400
Platelet x10Y/mmd | 12.0~40.0 |[30.8|29.4 |23.3|23.0|24.3 (253|252 (24.7 (189 |19.8(32.9(30.9|259+51 |255+4.1
Satb. % 0-19 8| 6| 6| 5| 9|1w]| 8| 5| 2| 5| 6| 5 7+3 6+2
Seg. % 28~68 37 | 45 | 35 | 51 | 57 | 52 | 48 | 45 | 44 | 55 | 48 | 53 | 45%8 504
Hematology | WBC fraction | E%3 % 0~10 2| 3| 5| 4| 1 1| 4|10] 8| 9| 9| s 5+3 5%4
() Baso. % 0~5 o ol of 1| ofof 3[ o of of 2|1 1%1 0%1
Lymp. % 17~57 46 | 42 | 49 | 36 | 24 | 33 | 20 | 33 | 42 | 28 |31 | 29| 3710 34+5
Mono. % 0~10 71 4| s | 3| of 4| 8| 7| 4| 3| 4] 7 6+2 5+2
Hb g/dl 12.0~18.0 |14.7 |15.1 | 14.5 | 14.3 | 14.1 [ 14.1 [ 13.3 [ 13.3 [ 14.0 [ 13.9 [ 13.8 | 14.2 | 14.120.5 | 14.2206
Ht % 38.0~51.0 |43.9 [45.1 [43.7 | 42.8 | 42.1 | 40.8 | 40.4 | 39.7 | 41.1 | 40.9 | 40.8 | 41.6 | 42.021.5 |41.8+1.9
AIG 1.0~25 16| 1.7 16| 16| 1.7| 16| 1.8| 1.7| 1.8| 1.7| 1.5| 1.5| 1.7#0.1 | 1.6+0.1
Total protein g/di 6.0~8.0 64| 65| 64| 65| 67| 68| 64| 67| 64| 63| 73| 76| 66204 | 6.7+05
GOT KU 5~40 14 [ 13|16 | 15 | 16 | 17 | 13 | 13 | 12 | 11 | 16 | 16 | 15%2 142
GPT KU 4-~35 12 | 13 | 16 | 16 | 25 | 25 | 11 | 10 | 12 | 10 | 28 | 29 | 1727 17+8
ALP KAU 25~115 | 82| 84| 57| 59| 42| 43| 94| 90| 77| 77| 69| 67| 7.0219 | 7.0+17
LDH wu 170~450 | 247 | 237 | 242 | 246 | 272 | 266 | 259 | 255 | 285 | 265 | 249 | 239 | 259%17 | 251*13
+-GTP n 0~50 27| 29| 20| 21| 14| 16| 16| 17| 46| 44 | 48| 49| 29%15 29+14
ZTT KuU 1.0~120 | 53| 52| 58| 57| 72| 70| 51| 53| 25| 26| 68| 71| 55+1.7 | 5516
TTT KuU 0.1~4.0 04| 04| 13| 11| 13| 1.1| 05| 06| 04| 05| 05| 06| 07204 | 07203
LAP GRU 110~172 | 150 | 163 | 127 | 125 | 121 | 125 | 149 | 144 | 172 | 161 | 180 | 195 | 150+23 | 15227
Blood [ gy Total mg/dl 0.3~1.2 08| 08| 11| 1.1| 07| 08| 07| 06| 1.0| 08| 1.0| 08| 0902 | 0802
chemistry Direct | mg/dl 01~06 | 04| 04| 05| 05| 03| 04| 03| 03| 04| 04| 05| 04| 04201 | 0.4%0.1
BUN mg/dl 8~20 17.8 [ 17.0 | 13.0 [ 14.2 | 19.8 [ 15.7 | 12.3 [ 13.7 | 13.8 [ 17.5 | 11.1 [ 12.8 | 14.6+3.4 |152%1.9
Creatinine mg/dl 0.6~1.3 11 12| 10| 10| 13| 12| 1.1 11| 12| 11| 11| 1.0] 1.1%01 | 1.1%0.1
Total cho. mg/dl 120~230 | 171 | 177 | 141 | 142 | 177 | 186 | 178 | 179 | 163 | 169 | 178 | 179 | 16814 | 172%16
HDL-cho. mg/dl 30~75 46| 48| 40| 40| 40| 42| 46| 50 | 43| 44 | 39| 40 | 423 44+4
Triglyceride mg/dl 40~170 94| 92| 8| 75121 |116| 90| 96| 65| 72| 81| 8 | 90x18 89+16
Amylase surdl 70~210 68| 70 | 103 [ 110 [ 105 | 99 | 89| 96| 87 | 8 | 8 | 96 | 9013 93+13
ChE APH 0.6~1.3 [0.87 [ 0.87 | 0.60 | 0.65 [ 0.81 | 0.81 | 0.91 | 0.90 | 0.86 | 0.84 | 1.00 | 0.99 | 0.84+0.13 | 0.84+0.11
Glucose mg/dl 70~ 110 87 | 94| 92| 93| 94| 99| 98| 94| 91| 95| o1 | 95| 92+4 95+2
Na* mEq/l 13¢~145 | 141 | 141 | 143 | 143 | 141 | 141 | 141 | 141 | 143 | 143 | 141 | 141 | 142%1 1421
K+ mEq/l 3.4~50 |49 |46 |39 (39|42 |42 |44 |46 39|44 |46 |44 | 43204 | 44203
- mEq/l 98~110 | 105 | 105 | 107 | 107 | 105 | 105 | 106 | 106 | 109 | 109 | 105 | 105 | 106+2 106 £2
pH 48~75 54 | 52|54 |58 |56|54|58|54|58)|58)|56]|56]| 56+02 | 55+0.2
Specific gravity 1.003~1.032 [1.029{1.021[1.022|1.011{1.029|1.023|1.016|1.015|1.015|1.019|1.024 |1.027 [1.023 % 0.006[1.019 + 0.006
Colour Yy | Y| Y [Py | Y | Y |[PY| VY |PY|[PY | VY |Y
Protein - - - - - - - - - -
Glucose - - - - - - - - - -
Urinalysis | Urobilinogen + + + + + + + + + + + + +
RBC 1~211  |0~1/50~1/50~1/S[0~1/S[0~1/S[0~1/S[0~1/S|0~1/S|0~ 1/S|0~ 1/S |0~ 1/S|0~ 1/S
segis"ge)"‘ WBC 1-211  [1~2/8[0~1/5[0~1/5[0~1/S[0~ 1/S|1~2/S|0~1/S|0~ 1/S|1~2/S|1~2/S|0~ 1/S|0~ 1/S
Epithelium 1~314  |0~1/5[0~1/5[0~1/S[0~1/5[0~ 1/S[0~1/S|0~1/S|0~1/S|0~1/S|0~1/5|0~1/S|0~1/S
B,-microglobulin pg/ =230 39| 11150 | 90 [ 210 [ 330 | 58| 35| 8 | 110 | 53| 93| 99+67 | 112+114
NAG un 7.0 44 | 28|49 39|38 |61 |13 |11 |43[29|19]30] 34+1.5 | 33+16
Y: yellow  PY: pale yellow
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Table 3-6. Pazufloxacin clinical laboratory findings (400 mg single: fasting, water load)
| ss1 532 533 534 535 536 MeanSD
ftem Normal range b T Atter [Before] After [Before] After Before] After [Before] After [Before| After |  Before | After
RBC x10Vmm® | 354~574 | 501| 488 | 481 | 465| 440 | 438 | 504 | 493| 391 | 304 | 471! 455| 46543 | 456%36
WBC /mm® | 3,500~8,300 |5,300]4,800 5,900 6,600 4,700 4,100 ]9,300|8,800]6,400 |7,100 4,200 4,200 6,000 1,800/5,900 1,90
Platelet x10mm? | 12.0~40.0 |27.1 | 259 | 17.5 | 161 | 19.1 | 19.1 | 22.6 | 22.0 | 32.3 [ 31.6 | 205 | 21.5 [ 23.2%5.6 | 22.7+54
Stab. % 0~19 4| 3|20 |3 | 5| 5] 9| 5| of 6| 2| 38| 10%10 9%1]
Seg. % 28-68 | 52 | 56 | 31 | 47 | 40 | 42 | 57 | 46 | 44 | 53 | 44 | 46 | 45%9 485
Hematology | WBC fraction Eos. % 0~10 1 3 4 2 4 6 15 19 3 1 8 8 6%5 7%7
%) |Baso. % 0~5 o ofl 1] 1l ol of of v ] 1| 1] 2]1 1£1 1%1
Lymp. | % 17-57 | 36 | 36 | 27 | 16 | 44 | 43 | 17 | 20 | 41 [ 33 [ 36 | 35 | 34*10 | 31%10
Mono. | % 0~10 7| 2] 8| 4| 7] 4| 2] of 2| 6] 8| 8| 623 5%2
Hb g/dl 12.0~18.0 | 14.9 | 145 | 15.0 | 14.6 | 13.9 | 13.8 | 15.8 [ 15.3 [ 12.0 | 13.0 [ 14.7 | 14.0 | 14.5£1.0 | 1422038
Ht % 38.0~51.0 |43.9 | 43.1 | 44.4 | 43.1 | 41.0 | 40.5 |45.3 [ 44.538.7 [39.0 | 44.0 [ 42.7 | 42.922.5 |42.22.0
AIG 10-25° | 16| 16] 16| 1.7] 15| 15| 1.6] 16| 1.6] 1.6 | 1.5 15| 1.6x01 | 16x01
Total protein gidl 60-80 | 67| 66| 71| 70| 72| 70| 6.7| 66| 64| 69| 69| 67| 68+03 | 68%02
GOT KU 5-40 |11 |10 | 10| 9|15 |13 |13 |12 1416 14|14 1322 1243
GPT KU 43 |12 | 10| 7| 6|13 |1 |19 |17 [17] 18] 15|14 1424 13£5
ALP KAU 25-11.5 | 65| 63| 66| 68| 92| 88| 52| 49| 6.0] 60] 53| 50| 65+15 | 63+14
LDH wu 170~450 | 323 | 230 | 283 | 233 | 287 | 253 | 292 | 253 | 278 | 307 | 284 | 245 | 291%16 | 25428
+-GTP 1w 0~50 6| 15| 12| 12| 17| 17| 25| 23| 32| 33| 18| 17| 2027 208
21T KuU 10-120 | 47| 45| 53| 50| 47| 45| 68| 65| 54| 53] 48| 46| 5708 | 5108
TTT KuU 01~40 | 01] 01| 06| 05] 06| 0.5] 21| 1.9] 1.3] 11| 04| 05] 09x07 | 08206
LAP GRU 110~172 | 115 | 124 | 136 | 142 | 183 | 182 | 148 | 150 | 141 | 148 | 149 | 148 | 145222 | 149219
Bood | gy |19 | med 03~12 | 08] 07| 07| 06| 09| 07| 10| 08] 07| 05| 12| 09| 09%02 | 07201
chemistry Direct | mg/dl 01~06 | 03] 03| 03] 03] 04| 03] 04| 03] 04| 03| 05] 04| 04x01 | 03x00
BUN me/dl 8-20 139|124 |18.4 163 [19.4|17.9 159 |14.4 |12.7 [ 12.0 | 14.9 | 131 | 15926 |14.4223
Creatinine me/di 06~13 | 11| 1] 11| 11| 11| 11| 12| 12| r2| w1 13| 13] 12201 | 12201
Total cho. mg/dl | 120~230 | 150 | 151 | 120 | 116 | 155 | 162 | 222 | 226 | 165 | 178 | 178 | 175 | 165+34 | 168+36
HDL-cho. mg/dl 30~75 45 45 50 46 44 43 50 46 50 52 48 51 48+3 47+4
Triglyceride me/di 40~170 | 60| 56| 87| 71| 55| 50 | 189 | 205 | 86 | 72 | 68 | 8 | 91250 | 8958
Amylase SU/dl 70~210 | 123 | 136 | 99 | 112 | 138 | 139 | 117 | 112 | 133 | 178 | 126 | 128 | 123+14 | 134%24
ChE APH 0.6~1.3 |0.89|0.91]0.95(0.95]0.95]0.99|0.95 | 0.94 | 0.63 | 0.66 | 0.84 | 0.84 | 0.87+0.12 | 0.880.12
Glucose mg/di 70~110 | 89| 95| 99 107 | 90| 95| 94 [ 101 | 104 | 98| 95| 101 | 95+6 | 100%5
Na* mEq/l | 134~145 | 141 | 141 | 142 | 142 | 141 | 141 | 140 | 140 | 141 | 142 | 141 | 142 | 14121 | 14121
K* mEq/l 34~50 |44 |44 |46 |48 |44 | 42|43 42|46 |45 | 41| 44 | 44202 | 44202
ar- mEq/ 98~110 | 105 | 105 | 105 | 105 | 106 | 106 | 105 | 106 | 107 | 107 | 106 | 107 | 10621 | 106%1
pH 48-75 |52 |58 52|58 |56|56)|54|56)|56)|54]56]| 54| 54802 | 56202
Specific gravity 1.003~1.032 [1.035(1.029[1.030(1.027[1.026|1.022 1.0261.023{1.017[1.020 [1.021 [1.026 [1.026 = 0.006[1.025 + 0.003
Colour y |y [y [y ][y [y |y [y [pl|p]|vy ]|y
Protein - - - - - - - -
Glucose - - - - - - -
Urinalysis | Urobilinogen + * * + + + + * + + + + +
RBC 1~214  [o~15[0~1s[o~ 1[0~ 1s[o~ sfo~1s|o~ /5o~ 1s|o~1sso- 1sfo- vsfo-1/s
Sedarnt Jwec 1~211  [0~1/5]0~15[1~2/5|0~1/5]0~ 151~ 215 [0~ 150~ 1s|o~ 1so~ s |1~ 251~ 275
Epithelium 1~3/14  [0~15[0~1/5}0~1/5[0~1/s[0~1s[o~1s[o~1so~1/s|0~1/5[0~ /5|0~ s|o~1/5
B,-microglobulin gl =230 | 140 | 190 | 240 | 460 | 170 [ 160 [ 100 | 85 | 62 | 63 | 62 | 94 | 120%69 | 175%148
NAG un s70 |48 (55|56 (47 {102[108]118] 87]28 |38 |58 60/ 6.8+34 | 6.6+26

Y: yellow

PY: pale yellow
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Table 3-7. Pazufloxacin clinical laboratory findings (400 mg single: fasting, non-water load)
S-3-1 $-3-2 $-33 S-34 $-3-5 S-3-6 Mean +SD
Item Normal range
Before| After [Before| After [Before| After Before| After [Before| After [Before| After Before After
RBC x10Ymm? | 354~574 | 470 | 492 | 478 | 466 | 451 | 456 | 498 | 495| 400 | 400 | 457 | 470 | 45933 | 463+34
WBC /mm?® | 3,500~8,300 |5,000[4,600|5,900 5,300 [4,800 |4,600 (9,400 |9,4006,100|7,200 |3,700 |3,900 |5,800 + 2,000[5,800 + 2,100
Platelet x10Ymm? | 12.0~40.0 |26.7 | 27.6 |16.6 |16.1 [ 19.1 | 18.2 | 20.9 [ 21.9 | 29.6 | 28.5 | 21.8 | 20.6 | 22.5+4.8 | 22.2+5.0
Stab. % 0~19 3| 4|15 |12 4| 9| 7| 6| 7| 6] 5| 4 7+4 7+3
Seg. % 28~ 68 44 | 52 | 41 | 45 | 41 | 40 | 55 | 55 | 40 | 54 | 40 | 55 | 44%6 50+6
Hematology | WBC fraction | E%% % 0~10 4| 3| 5| 5| 4| 4]13|13]| 3 1 8| 9 6+4 64
(%) Baso. % 0~5 ol of 1| of 1| of of 2] of of of o 0+1 01
Lymp. % 17~57 43 | 37 | 32 |33 | 44 | 45 | 22 | 22 | 42 | 36 | 38 | 26 | 37%8 33+8
Mono. % 0~10 6| 4| 6| 5| 6| 2| 3| 2 8| 3| 9| 6 612 422
Hb g/dl 12.0~18.0 |13.8 | 14.7 |14.7 | 14.3 | 14.4 | 14.6 | 15.6 | 15.7 [ 13.1 | 13.2 | 14.2 | 14.7 | 14.3£0.8 | 14.5+0.8
Ht % 38.0~51.0 [41.7 |43.6 | 44.3 [43.1 |42.4 |42.8 [ 453 45.0 [39.7 [39.8 |43.0 | 44.2 [ 42.7£2.0 [43.1+1.8
A/G 1.0~25 18| 17| 19| 19| 16| 1.6| 16| 16| 1.6| 1.7| 15| 1.6| 1.7+02 | 1.7+0.1
Total protein g/dl 6.0~8.0 62| 67| 64| 66| 67| 68| 6.7| 7.0| 6.4| 65| 66| 69| 65+02 | 6.8+0.2
GOT KU 5~40 13 [ 12 |11 |11 |2 |17 |17 | 23 | 18 | 16 | 14 | 15 | 16%3 16+4
GPT KU 4~35 13 13| 9| 9|3 |26 |3 |36 |2 | 22|13 14| 20£10 20+10
ALP KAU 25~11.5 | 61| 68| 58| 58| 93| 94| 49| 54| 57| 57| 54| 56| 62%1.6 | 6.5+1.5
LDH wu 170~450 | 288 | 298 | 223 | 226 | 286 | 284 | 275 | 299 | 276 | 267 | 259 | 250 | 268+24 | 271+29
v-GTP /1 0~50 14| 13| 14| 11 36| 30| 26| 27| 38| 38| 15| 12| 24+11 22411
ZTT KuU 1.0~12.0 | 42| 44| 53| 53| 49| 51| 67| 67| 51| 52| 49| 51| 52+08 | 53%08
TTT KuU 0.1~4.0 01| 01| 06| 05| 07| 08| 22| 22| 1.1| 1.0| 06| 07| 09207 | 09+0.7
LAP GRU 110~172 | 116 | 124 | 141 | 133 | 189 | 190 | 158 | 163 | 144 | 145 | 141 | 146 | 148+24 | 150+24
Bood | g Total mg/dl 0.3~1.2 06| 06| 09| 09| 08| 09| 07| 09| 07| 06| 09| 1.2| 08%0.1 | 0.9%0.2
chemistry Direct mg/dl 0.1~0.6 02| 03| 04| 04| 04| 04| 03| 04| 03| 03| 04| 05| 03+0.1 0.4+0.1
BUN mg/dl 8~20 8.8(10.7 [23.5]19.5 [ 15.5|16.3 | 17.2 [ 15.7 | 11.0 [ 12.2 | 12.5 | 12.6 | 14.8+5.2 | 14.5+3.3
Creatinine mg/dl 0.6~1.3 1.1 12| 10| 11| 11| 11| 11| 12| 12| 12| 13| 13| 1.1%0.1 | 1.2%0.1
Total cho. mg/dl 120~230 | 143 | 160 | 123 | 121 | 192 | 204 | 242 | 250 | 155 | 164 | 164 | 177 | 170+42 | 179+44
HDL-cho. mg/dl 30~75 50 | 50| 47| 47| 49| 46| 33| 32| 51| 51| 70| 71| 5012 50+13
Triglyceride mg/dl 40~170 60 | 56 | 82 | 62| 72| 79 [201 |171 | 73| 66| 63| 69 | 92:54 84143
Amylase SU/dI 70~210 | 130 [ 138 | 88 | 92 | 123 [ 121 | 124 | 121 | 94 | 114 | 128 | 137 | 115+18 | 121*17
ChE APH 0.6~1.3 |0.87|0.98 | 1.00 | 0.97 | 1.03 | 1.07 | 0.91 | 1.00 | 0.64 | 0.65 | 0.88 | 0.89 | 0.89+0.14 | 0.93%0.15
Glucose mg/dl 70~110 93| 96| 96| 101 | 89 | 96| 99| 97 | 98 | 103 | 100 | 100 | 96*4 99+3
Na* mEq/l 134~145 | 141 | 140 | 143 | 140 | 140 | 139 | 140 | 138 | 142 | 141 | 141 | 140 | 1411 140+1
K+ mEq/l 3.4~5.0 43|44 |46 |46 |42 |41 |43 |44 |43 |45|42 |44 | 43201 | 44+02
Cl- mEq/l 98~110 | 105 | 104 | 108 | 105 | 105 | 104 | 106 | 104 | 107 | 106 | 106 | 105 | 106+1 1051
pH 4.8~7.5 58 | 56 |54 |52 |58 |54 |52|52[58|52]|56]|58]| 5603 | 54+0.3
Specific gravity 1.003~1.032 |1.024 [1.026 |1.032|1.028 {1.031|1.026 [1.030 |1.027|1.020 [1.026 | 1.022 |1.021 [1.027 0.005[1.026 + 0.002
Colour PY| Y| Y| Y |Y|Y|Y]|Y|Y]|Y]|Y]|Y
Protein - - - - - - - - - - - - -
Glucose - - - - - - - - - - -
Urinalysis | Urobilinogen + + + + + + + + + + + + +
RBC 1~211  |0~1/5{0~1/5[0~1/5|0~1/5|0~1/S|1~2/S|0~1/S|0~1/S|1~2/5|0~1/S|0~ 1/S|0~1/S
Segg}‘,ﬁ“‘ WBC 1~2/11  |1~2/8{1~2/5[1~2/5|0~1/S|1~2/S|0~1/5|0~1/S]0~1/S|0~1/5|0~1/S|0~1/S|0~1/S
Epithelium 1~3/11  |0~1/5{0~1/5/0~1/5/0~1/S|0~1/S|0~1/S|0~1/S[0~1/S|0~1/S|0~1/S|0~1/S|0~1/S
B,-microglobulin pg/! =230 150 | 160 | 140 | 81 | 260 | 130 | 49 | 45| 76 | 53 | 87 | 93 | 127+76 94 +45
NAG un =7.0 35 (32 (61|36 (12467 |11.8|11.1|39 |50 |43 |33 | 7.0x4.1 | 55+3.1

Y: yellow  PY: pale yellow
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Table 3-8. Pazufloxacin clinical laboratory findings (300 mg x 3/day x 7 days)
R11 \ R12 R13 R14 R15 | R-16 Mean+SD
fiem ol range Before| Day 4| Atter [Before|Day 4| After [Before|Day 4| After [Before|Day 4| After [Before| Day 4| After Before|Day 4 | After |  Before Day 4 After
RBC x10Ymm3| 354~574 | 404 | 380 | 399 | 502 | 498 | 490 | 549| 537| 544 472 | 466 | 469 | 454 | 441| 436 | 478 | 477 | 468 | 47748 | 467253 | 46849
WBC /mm®  [3,500~8,300 | 5600 | 4600 | 4200 | 3900 | 4000 | 3700 [10500| 8700 {10500 | 4800 | 3600 | 5900 | 3500 | 3100 | 4200 | 5000 | 4200 | 5000 | 56002500 | 4700£2000 | 5600:+2500
Platelet x10Ymm?| 12.0~40.0 | 23.2 | 24.3 [ 24.4 | 13.4 | 125 [ 13.1 | 24.0 [ 235 | 251 | 27.7 [ 25.8 | 258 | 20.7 [ 19.5 [ 17.5 [24.9 | 23.3 | 22.0 | 22.3%4.9 | 21.5249 | 21.3250
Stab. | % 0-19 | 5| 5| 8| 3| 2| 3|n| 6| 6|3 6| 9|15 |W|f1| 4] 7|3 7% 714 743
Seg. | @ 2868 | 48 | 34 | 52 | 43 [ 54 | 51 |55 47 | 69 |46 |46 | 57 | 45 | 44 | 53 | 52 | 45 | 55 | 48%5 4546 5%+7
wo o |WBC |Eos. | % 0-10 | 6] 9| 6 |n | 8| 2| 1| 3f 1| 3] 1| 1|4 s|1|5] 83| 53 613 242
fraction
@) |Baso.| % 0~5 o ool rfof 2| o)l ofof o] o|2fo]1]of2]1]|0] I 0%1 11
Lymp.| % 17-57 | 35 |48 {30 |38 |32 [ 37 |28 |41 |22 |35 |42 |24 |28 |30 |31 |20 |3 ]3| 32x4 3747 2915
Mono.| % 0-10 | 6| 4| 4| 4| 4| 5| s |3 2|B| 5| 7|8]| 6| 48| 8| 8| 723 512 542
Hb gldl | 12.0~18.0 [13.5|12.6 [ 132 | 154 {153 (151 | 16.8 [ 166 | 16.5 | 14.8 [ 14.6 | 14.7 | 13.3 [ 129 | 12.6 | 14.4 | 14.4 [ 142 | 147213 | 144515 | 144214
Ht % | 38.0~51.0 |40.2 |37.6 [39.2 |45 |44.7 | 43.8 | 49.0 [48.0 |48.3 | 43.7 | 43.0 [43.0[39.0 | 38.0 [37.4 |43.6 |43.7 [425 | 43436 | 425240 |42438
AIG 10-25 | 14| 14| 14| 14| 15| 16| 18| 18] 19 15| 16| 16| 15| 15| 16| 13| 1.4 | 14| 15202 | 15202 | 16202
Totalprotein | gidl | 6.0-~80 | 73| 71| 76| 70| 65| 69| 66| 65| 6.7| 74| 72| 73| 70| 71| 68| 74| 73| 72| 71203 | 70204 | 7103
GOT KU 5<40 |20 |19 |17 [ 16 [ 14 |13 | 14 |13 |14 [ 15|14 |14 |11 | 13|13 |15 | 14|15 | 15¢3 15£2 142
GPT KU 4~35 |32 |27 |20 |15 |14 |14 |15 |15 |16 [15| 14 |16 |20 |10 |1 | 5] 5| 7| 1529 1447 1544
ALP KAU | 25~115 | 74| 71| 79| 62| 59| 60| 52| 50| 52| 42| 39| 46| 61| 57| 57| 55| 52| 53| 58+L1 | 5511 | 5811
LDH WU | 170~450 | 266 | 228 | 211 | 348 | 259 | 235 | 355 | 302 | 205 | 324 | 263 | 234 | 287 | 265 | 257 | 249 | 209 | 197 | 305+44 | 254%32 | 23835
+GTP un 0-50 | 27| 24| 24| 20| 20| 2| 3| 27| 24| 45| 42| 41| 8| 9| 9| 19| 19| 19| 2513 | 24x11 | 23210
T KeU | 1.0-120 | 67| 67| 68| 56| 56| 55| 46| 46| 47| 61| 57| 58| 61| 62| 64| 78| 76| 74| 6211 | 61%10 | 61210
TIT KaU | 01-40 [ 03] 02] 02| 05| 04| 04| 1.1} 09| 11| 04| 03| 04| 11| 12| 11| 04| 03| 03| 06204 | 06+04 | 06204
LAP GRU | 110~172 | 172 | 162 | 164 | 160 | 165 | 159 | 154 | 137 | 130 | 157 | 142 | 143 | 124 | 121 | 106 | 122 | 122 | 110 | 148420 | 142%19 | 13524
Bood [ Total | mg/dl | 03~12 | 10| 16| 14| 10| 11| 08] 09| 12] 07| 08| 10| 10| 11| 09| 11| 07| 08| 11| 09201 | 11x03 | 10%02
chemistry Direct| mg/dl | 0.1~06 | 05| 0.7| 06| 05| 05| 04| 04| 05| 03| 04| 04| 05| 05| 04| 05| 03| 04| 05| 04£0.1 | 05%0.1 | 05%01
BUN mg/di 8-20 [12.1(12.9[13.816.8 (203 [18.1|13.1 [154 | 14.6 186 [19.8|21.3 [20.4 182|180 |15.1 [ 188 187 | 160432 | 176229 | 174228
Creatinine mg/dl | 06-13 | L1| 10| 10| 13| 12| 12| 10] 09| 10| 12| 11| 11| 12| L1 11| 11| 10| 10| 12£01 | L1x0l | L1z0l
Total cho. mg/dl | 120~230 | 204 | 194 | 203 | 206 | 199 | 191 | 221 [ 207 | 205 | 153 | 149 | 145 | 127 | 139 | 147 | 155 | 150 | 142 | 178438 | 173+30 | 172£31
HDL-cho. mgd | 30-75 | 77| 71| 71| 46| 39| 41| 36| 33| 32| 46| 43| 42| 37| 35| 38| 51| 48| 48| 49+15 | 4514 | 454
Triglyceride | mgfdl | 40~170 | 62 | 52 | 55| 107 (102 | 90 [ 197 | 185 {201 | 64 | 50 | S0 | 63| 99| 50 | 56| 52| 40| 92455 | 9052 | 8126l
Amylase S | 70~210 | 196 | 195 | 190 [ 203 | 223 [ 231 | 136 | 137 [ 134 | 116 | 123 | 125 | 96 | 98 | 92 | 146 | 115 | 109 | 149443 | 149+49 | 14753
ChE APH | 06-~13 |1.06 [1.01|1.08|0.93 | 087 |0.87 |091|0.83|0.86 |0.91|0.81 [0.79 | 0.89 |0.86 |0.88 [0.80 | 0.74 | 0.76 | 0.92£0.08 | 0.85£0.09 | 0.87+0.11
Glucose mg/dl | 70-110 | 92| 91| 9 | 99| 99 | 102 (102 {101 | 106 | 85 | 85| 87| 97 | 104 [102| % | 91| 89| 9546 957 9748
Na* mEq) | 134~145 | 142 | 142 | 143 | 140 | 141 | 141 | 140 | 142 | 141 | 140 | 139 | 140 | 140 | 140 | 142 | 140 | 141 | 141 | 14021 | 141#1 | 1411
K+ mEq/l | 34~50 |43 |42 |42 42 |41 |41 |40 |38 |38 |40 40|38 |41 (3943 |a8| 42|40/ 42:03 | 40202 | 40202
a- mEqn | 98~110 | 106 | 107 | 107 | 106 | 106 | 106 | 106 | 107 | 106 | 105 | 104 | 105 | 105 | 106 | 107 { 105 | 105 | 106 | 106+1 | 106%1 | 106%1
pH 48~75 |52 |58 (58|58 |58 (58|60 |56|60 (505454 |54[56|56|52]54](56]| 54204 | 56£02 | 5702
Specific gravity 1.003~1.032 [ 1.025|1.022 | 1.033 | 1.028 | 1.023 | 1.028 | 1.019 | 1.024 | 1.023 [ 1.029 | 1.027 |1.032 | 1.031 | 1.024 | 1.024 | 1.020 | 1.028 | 1.028 [1.025 +0.0051.025 +0.002 (1.028 + 0.004
Colour Yy [y |y |y [y e |y |y |[vY|[Yy |y |wm|[y|y|v[vy]yY
Protein
Glucose
Urinalysis | Urobilinogen s * * + * hq + * * * + t + + + + k4 + *
' RBC 1211 =10~ 1/8]1 ~2/50~ 1/SP~ 1150~ 1/S - 1S~ IS0~ 1S~ IS0 ~ ISP~ 1180~ /S0~ 1150~ IS0~ 1S~ /S0 ~ 11§
5“(‘3'5";"‘ WBC 1=21 1[0~ 1/Sp0-ISp~1/Sp-1ISp~ 5P~ 115 ~115 - 180~ 115}t ~ 2150~ 118~ 11 - ISl ~21Sp~ 11500~ 1150~ 115~ 115
Epithelom | 1~3/1 4 0~1/SP~ 18P~ 1/Sp~ 11500~ 1150~ 115}~ 150~ 11500~ 1/5l0~ 1150~ 1/5}o~ 118k~ 11510~ 115 - 118~ 115 - 1S~ 178
B,-microglobulin | ug/l| =230 | 77| 83| 85| 96[110| 90120 | 85| 79| 84 | 75 | 78 |20 | 92 | 83 | 75 | 98 | 110 | 110452 | 91x12 | 8812
NAG UN| =70 |21|22|44(3.0/2.5(4.1(4655(53|40 32|48 |57 2028453366 40£1.3 | 31£13 | 47¢13
Y: yellow  YB: yellow brown PY: pale yellow
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RERFUDAONT, &5 24 B E TORFHRlER
i3 100, 200, 400mg TZhFhFH 858, 855, 81.2%
% BRAPIBEIHRS 0~2 %
L ik 2~4 BRIcE—2 %2R0, ZhEh 338, 420,

%ix L7z (Table 5, Fig. 4),

9094ug/ml %R L7z BB,

iR I3 400mg #5502, 2164g/ml T > 72,

18 4 DRIEEDH The R

2)
AH| 200mg 4% 514 O & & M P iR
DWZERRRS L DK,

ﬁ?@ﬂ’&ﬂﬂ

FERERSDIE)
A% T 2 BpfR 1.76pg/ml, 22

RSB 0.5 BERI# 2.91ug/ml %% L 7= (Table 4, Fig. 5),
RBNFHMITLY, EEHEST O Cmax 3 2.024g/ml
L ZERERED 2.98ug/ml & ) IKBEE L 72 1), Tmax i3 1.21

Table 4. Serum levels after a single oral administration of pazufloxacin

D Volunteer Time after administration (h) (ug/ml)
ose
No. 0.25 | 0.5 1 1.5 2 3 4 6 8 12 24
P-1-1 0.014| 0.017 0.446 0.136
20 mg P-1-2 0.102 0.260 0.281 0.093
(fasting)
Mean 0.058| 0.139 0.364 0.115
P-2-1 1.13 | 0.718] 0.492 | 0.380 0.156| 0.060| 0.034
(f50t{ng) P-2-2 0.598| 0.647| 0.485 | 0.428 0.170| 0.073| 0.039
1N,
astng Mean 0.864| 0.683] 0.489 | 0.404 0.163] 0.067] 0.037
S-1-1 0.046| 0.809| 0.793 0.804| 0.677| 0.497| 0.225 0.116] 0.036/<0.010
$-1-2  |<0.010| 0.011| 0.030 0.248| 1.16 | 0.849| 0.282| 0.129| 0.037|<0.010
$1-3 1.25 | 2.43 | 1.30 0.682| 0.469| 0.302| 0.123| 0.067|<0.010{<0.010
100 mg S14  |<0.010/<0.010| 0.027 0.591| 0.935| 0.584| 0.224| 0.114| 0.039|<0.010
(fasting) S-1-5  |<0.010| 0.120] 1.83 0.877| 0.586| 0.358| 0.156| 0.078| 0.027|<0.010
S1-6 236 | 2.45| 1.42 0.720| 0.405| 0.213| 0.097| 0.039| 0.015/<0.010
Mean 0.609| 0.970| 0.900 0.654| 0.705| 0.467| 0.185 0.091| 0.026/<0.010
+SD  [+0.991|+1.17 [+0.752 +0.222|+0.290| % 0.230{+ 0.071| £ 0.035|+ 0.015
S-2-1 0.465| 4.20 | 2.16 1.18 | 0.718| 0.477| 0.234] 0.111] 0.034/<0.010
S-2-2 2.01 | 4.92| 2.38 1.24 | 0.663| 0.430| 0.181| 0.073| 0.024/<0.010
S-2-3  |<0.010| 0.016| 0.041 0.097| 0.234| 0.768| 1.10 | 0.485| 0.126| 0.014
, S-2-4 0.105| 2.92 | 2.54 1.82 | 1.23 | 0.923| 0.408| 0.201| 0.060| 0.012
(fasting) | 525 0.046| 2.42 | 3.18 2.03 | 1.34 | 0.924| 0.416| 0.200| 0.065 0.012
S-2-6 0.051| 2.98 | 3.54 1.83 | 1.06 | 0.723| 0.331| 0.153| 0.049/<0.010
Mean 0.446| 2.91 | 2.31 1.37 | 0.874| 0.708] 0.445( 0.204| 0.060] 0.011
200 +SD  |+0.785/+1.69 |+1.22 +0.71 |+£0.414|+0.213|+0.334| +0.147|+0.036| + 0.002
me S-2-1 0.050| 5.70 | 2.42 1.20 | 0.845 0.535] 0.265| 0.114| 0.023(<0.010
S22 |<0.010[ 0.340| 2.18 1.95 | 1.09 | 0.677| 0.243] 0.090| 0.021|<0.010
S-2-3  |<0.010| 0.031] 0.762 1.70 | 1.41 | 0.937| 0.402| 0.197| 0.055/<0.010
| S24  |<0.010{<0.010| 0.716 2.15 | 1.99 | 1.17 | 0.566| 0.262| 0.072|<0.010
(non-fasting) | S.2.5  |<0.010| 0.096| 1.27 1.66 | 2.15| 1.26 | 0.608| 0.278| 0.077| 0.011
S-2-6 0.032| 2.22 | 3.08 1.89 | 1.17 | 0.705| 0.397| 0.176| 0.052|<0.010
Mean 0.014| 1.40 | 1.74 1.76 | 1.44 | 0.881| 0.414| 0.186| 0.050{<0.010
+SD  |+0.022|+2.27 |+0.97 +0.33 |£0.52 [+0.291|+0.150|+0.076|+ 0.024
S31 [<0.010] 1.02 | 2.21 3.68 | 2.60 | 1.79 | 0.816| 0.414| 0.126] 0.022
S-32  [<0.010| 0.045] 0.204 0.761| 2.68 | 2.44 | 1.22 | 0.496| 0.126/ 0.026
S3-3  |<0.010| 0.70 | 7.64 4.07 | 251 | 1.77 | 0.685] 0.287| 0.087| 0.016
(fasting | S-34 0.061| 6.20 | 5.46 2.83 | 1.92 | 1.40 | 0.651| 0.327| 0.099| 0.023
water load) | 5-3-5 0.023| 3.49 | 3.70 2.84 | 2.01 | 1.47 | 0.631] 0.311| 0.102| 0.029
S-3-6 0.841| 4.43 | 4.27 3.38 | 2.60 | 2.04 | 1.02| 0.531| 0.168] 0.029
Mean 0.154| 2.65 | 3.91 293 | 2.39| 1.82 | 0.837| 0.394| 0.118] 0.024
400 +SD  |+0.337|+2.44 |£2.57 +1.17 [#£0.33 [+£0.38 [+0.237|+0.102|+0.029| +0.005
m
¢ $-3-1 0.017| 2.30 | 3.10 3.02 | 277 239 | 1.29 | 0.693| 0.220] 0.044
$32  |<0.010] 0.070| 0.111 0.688| 3.14 | 3.66 | 1.73 | 0.760| 0.192| 0.039
_ $-3-3 0.014| 2.05 | 6.91 480 | 3.06 | 2.19 | 0.938] 0.469] 0.128| 0.023
(fasting | S:3-4  |<0.010{ 0.096| 5.93 3.67 | 2.64 | 1.84 | 0.864| 0.428] 0.127| 0.025
non-water | §.3.5 0.033| 2.24 | 5.67 381 | 310 | 2.25| 1.00| 0.507| 0.134| 0.026
load) S-3-6 0.131| 1.88 | 5.83 433 | 3.64 | 248 | 1.25| 0.594| 0.180| 0.027
Mean 0.033| 1.44 | 4.59 339 | 3.06 | 2.47 | 1.18 | 0.575| 0.164] 0.031
+SD  |+0.050{+1.06 |*+2.54 +1.45 [£0.35 [+£0.62 |+0.32 [+£0.131|+0.039|+0.009
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Brfll & ZEfERFD 0576 B L DIER L, Ti. (3 1.88B¥F
B EE L o795 AUC |ZIZIZEMETH - 72 (Table 6),
5 24 B T TORSPHMBIZAK T 80.6%, ZEHERF
T855%%RL, EBRFIBEIIART 496ug/ml, 22
BEREC 420ug/ml % 7% L 7= (Table 5, Fig. 5),

3) 400mg fRK B 77 ER

400mg 5 HERIZHIL L EM L 72, #R% Table 4,5
B X U Fig 6 |Z7RT, Cmax [ZRRAH%Y 1 BfE#% T 3.91
pg/ml TH o7z, 24 T CORPBEMEIT 75.3% T
HY, B4 DOREMEDOF THRERFIREIL 560pg/ml T
Hotz, BRKEML LOERELET S E, Cmax 3
0.7ug/ml Ko 7245, EIMkZ M BEH#EREZRL, R¥
HE=RI3# 5% 1K D - 72,

4) HEiEk5 AR

18] 300mg % 1 H 3 [@l, & 19 E&kSROMAIREHE
£ (Table 7, Fig. 7), Bf&R A HEt =R (Table 8-1, Fig. 7) %
L7, $%5%2,3,4,5,6,7HEORERZSGRIO M
2R3 0.201~0.29%.g/ml O#EIZH 1, EREMEMIT A
Shhhot, £72, 1,4, 7 AEOWEES5%0.5.1,

2-
1
—o— 20 mg
% —— 50 mg
?O (n=2)
E
)
g
e 0.14
c
Q
wn
0.01 —_—
2 4 6 8 10 12
Time (h)

500 - r100
= 0 &
T 4001 F80 2
E: :
S 3001 . 60 O
3] ecovery >
: SR :
7 207 T Bme tao X

(n=2) é
g 100 - - 20 E
0 —1o &
0-2 2-4 4-8 8~24
Time (h)

Fig. 3. Serum level and urinary excretion after a single
administration of pazufloxacin (fasting, 20 mg, 50 mg).

2,3, 4, 6 5 TREMICITBELRE LLER £
18 B O (18R : 1.32xg/ml, 2 B @ 2.97, 3 B¥R
251, 4BRR:1.71), %4 A BOHER (1B : 1.964g/
ml, 2 BER : 2.73, 3EER ¢ 2.34, 4 BRI 1.81) B L U7
HEO#R (1B 1.97ug/ml, 2 B5RT : 2.81, 3 B[ :
2.28, 4 B¥RY : 1.84) IXIZIZFEMR LR ERL, &RAEKS
(19@E ) D 24 BEEFEOMmMFEEIX 0.0194g/ml ZRL
EREEmEIR o7,

BRERPHERIE, £ 1 HE 24 BE T TIZ833Y%,
2,3, 4,5 6 BT TIZ#h#h 852, 856, 86.1, 86.3,
86.2% %L, BEEZES5D24EMEETE T, BIREE
7 86.5% HiHkit X L7z (Table 8-1),

ReigEoY—213, 1H 4HBOE2EHRE#D
2~6BfE, THED 2~4BMIZH D, TNLh 1,133,
839, 835ug/ml TH o7z, fl4 DBEEMEDF THRERF
MREIZ 1, 821ug/ml T3 - 72 (Table 8-2),

8 .
7 4
6 -
5 -
4
37 —o— 100 mg
24 —— 200 mg
—— 400 mg
:E\ 14 (n=6, Mean+SD)
<
=]
=
©
k)
g
£ 011
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Fig. 4. Serum level and urinary excretion after a single
administration of pazufloxacin (fasting, 100 mg, 200 mg,
400 mg).
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Table 5. Urinary concentration and cumulative urinary excretion recovery of pazufloxacin after a single oral administration

D Volunteer Urinary concentration of pazufloxacin (xg/ml) Cumulative urinary excretion recovery of pazufloxacin (% of dose)
ose
No. 0~2h*| 2~4 4~6 r 6~8 | 8~12 [12~24 2h 4 6 8 12 24
P-1-1 8.10] 139 36.2 1.37 3.4 55.6 81.8 92.6
20 mg P-1-2 72.8 36.7 33.4 1.92 34.9 69.8 86.5 93.6
(fasting)
Mean 40.5 87.9 34.8 1.65 19.2 62.7 84.2 93.1
P-2-1 250 103 30.0 1.87 53.0 72.4 85.3 89.2
50 mg P-2-2 255 93.6 36.6 3.91 45.9 70.2 83.6 89.0
(fasting)
Mean 253 98.3 33.3 2.89 49.5 71.3 84.5 89.1

S11 | 372 | 418 | 250 | 886| 272 417] 312| 605| 73.0[ 803 [ 82 | 875
512 41| 618 | 286 | 624 144 | 7.17| 31| 463 | 69.5| 794 | 846 | 87.2
S13 | 448 | 163 | 122 37.8| 153 | 345| 484 | 679| 77.0| 8.7 | 8.9 | 8.7
100 mg S-1-4 50.5 | 428 | 186 50| 105| 48 | 43| 480 | 633 | 730 | 79.2 | 824
(fasting) S15 | 211 | 122 | 108 | 280| 108 | 267| 380 | 60.3| 69.2| 748 | 781 | 804

S16 | 752 | 276 | 47.1| 253| 749 | 632 526| 725| 79.0| 826 | 850 | 8.2

Mean 313 338 167 489 143 4.77 29.6 59.3 71.8 | 78.6 82.4 85.8
*SD |#271 | 187 |+90.9 | *24.0| 6.9 | *1.71 | +21.4 | 105 | *5.7| *3.9 | *41 | *1.9

S-2-1 331 124 176 75.6| 24.0 4.88 43.7 62.5 70.1 | 74.0 77.3 79.8
S-2-2 927 237 71.9 222 245 3.84 51.0 71.1 789 | 81.9 84.0 85.9
S-2-3 10.1 51.2| 761 293 57.9 | 10.5 1.1 10.3 48.4 | 69.2 80.4 86.7
. S-2-4 363 216 106 829| 284 4.53 35.6 58.9 70.2 | 75.5 79.5 82.2
(fasting) | S.2-5 558 267 247 101 37.6 8.88 38.5 62.5 732 | 78.9 83.0 86.7
S-2-6 330 208 219 88.6| 34.0 6.84 46.2 70.1 80.2 | 853 88.8 91.9

Mean 420 184 263 111 34.4 6.58 36.0 55.9 702 | 775 82.2 85.5
+SD  [£304 | +80.7 | £253 *+93.4| £12.7 | £2.66 | £18.0 | £22.8 | £11.5| %58 | *4.0 | *4.2

S-2-1 694 128 168 64.1| 252 4.24 46.8 66.4 749 | 79.2 82.1 83.6
S-2-2 613 252 139 37.8| 123 2.40 35.2 65.5 76.9 | 81.7 84.3 85.5
S-2-3 384 336 169 50.8| 215 5.78 22.5 55.7 69.6 | 754 78.8 81.2

(non- | S9.4 179 260 65.6 71.81 312 5.99 13.6 46.4 55.4 | 57.5 62.3 64.7
fasting) | S-2.5 441 436 315 109 43.4 7.45 17.6 48.2 649 | 72.5 78.1 80.5
S-2-6 666 339 205 82.2| 338 7.56 42.0 65.0 76.9 | 82.1 86.0 88.0

Mean 496 292 177 69.3| 279 5.57 29.6 57.9 69.8 | 74.7 78.6 80.6
+SD  |+£199 | +104 |+82.3 | +24.9| *£10.7 | £1.98 | 136 | *91 | *85| %92 | *85 | *83

$-3-1 204 329 | 324 243 | 109 | 20.8 272 | 552 | 678| 748 | 795 | 81.7
$-3-2 33.3 | 269 504 154 | 123 | 304 33| 286| 500| 593 | 653 | 68.1
o] 33 234 429 | 419 150 44.0 | 15.1 284 | 543| 672 735 | 772 | 789
(fasting | 5-3.4 427 200 | 297 135 357 | 188 354 | 569| 684| 750 | 799 | 825
water | S35 259 180 | 232 106 642 | 20.5 244 | 460 | 558 | 605 | 641 | 665
load) | $-36 246 218 560 253 87.2 | 27.1 312 | 523| 624 662 | 719 | 74.2

Mean 234 271 389 174 7721 221 25.0 48.9 61.9 | 68.2 73.0 75.3
+SD |+126 | *94 +127 +60 | £352 | £56 | £11.3 | £10.6 | *7.5 | x72 | £7.0 | £6.9

S-3-1 72 808 368 734 539 | 225 21.6 44.6 59.9 | 68.4 74.0 78.2
S-3-2 61.0 | 1,205 | 1,359 434 133 27.1 1.5 25.0 50.8 | 62.7 70.0 74.0
(fasting | S-3-3 {2,216 | 1,462 522 223 69.3 | 103 29.9 57.0 713 | 76.8 81.6 83.8
non- | S-34 1,092 |1,046 669 132 309 | 121 25.7 53.4 68.4 | 76.6 82.1 84.7
water | S-3-5 1,100 |1,085 548 192 719 | 10.2 26.4 50.8 65.1 ) 721 76.8 79.3
load) | S-3-6 591 355 381 160 52.5| 16.8 29.0 57.7 714 | 79.0 84.4 87.1

Mean 972 994 641 202 68.6 | 16.5 22.4 48.1 64.5| 72.6 78.2 81.2
+SD  |+720 |+379 | +369 |+125 | +34.8 | £7.0 | 106 | *123 | *8.0 | *6.2 | *55 | *49

*time after administration

200 mg

400 mg

Table 6. Pharmacokinetic parameters of pazufloxacin after a single oral administration (n=6)

Adminigtration Dose Vd/F Ka Ky, Ky Kel |Time lag| Ty, Tmax Cmax |AUC (..
condition (mg) 1) (D (Y =Y (Y (h) (h) (h) (ug/ml) | (ug-h/ml)
100 27.5 2.05 8.51 5.25 0.945 | 0.0639 2.01 0.935 0.944 3.86
Fasting 200 39.6 5.17 1.18 1.37 0.641 | 0.232 2.28 0.576 2.98 7.87
400 37.8 5.86 8.09 7.87 0.577 | 0.472 2.48 0.868 4.51 18.4
Non-fasting 200 45.9 1.97 2.57 5.70 0.545 0.248 1.88 1.21 2.02 8.00

Calculated from mean serum level.
Model: 2-compartment open model. (Monte Carlo method and Sinplex method)
Estimate function: weighted residual sum of square.
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Table 7. Serum levels of pazufloxacin after multiple oral administration of 300 mg t.i.d. for 7 days

Time after administration (h)
Day | VoW e [ 05 | 1 2 3 4 | 6 | 7 8 | 12 | 13 | 14
(1st) (2nd)* (rd)*
R-1-1 <0.010(<0.010| 0.431| 3.69 2.66 1.74 0.751| 0.521| 1.74 1.31 1.08 3.93
R-1-2 <0.010( 0.017| 0.650| 3.40 2.40 1.60 0.864( 1.11 1.63 1.75 2.44 2.50
R-1-3 [<0.010| 0.249| 4.11 2.98 1.58 1.03 0.482| 4.28 2.30 0.437| 2.71 1.76
Day 1 R-14 <0.010|<0.010| 1.72 3.53 2.81 1.88 0.995| 5.18 3.48 0.981] 3.16 3.88
R-1-5 [<0.010/<0.010| 0.347| 1.16 3.28 2.36 1.13 0.814| 1.16 1.74 1.34 2.79
R-1-6 <0.010|{<0.010| 0.657| 3.04 2.33 1.63 0.721] 1.13 2.94 1.07 0.636| 0.588
Mean |<0.010| 0.044| 1.32 2.97 2.51 1.71 0.824| 2.17 2.21 1.21 1.89 2.57
+SD +1.45 [+0.93 |+0.57 [*+0.43 [*+0.227{+2.01 |+0.87 |+0.50 |+1.01 |+1.28
R-1-1 0.221| 0.125| 0.951| 3.54 2.54 1.64 0.741 0.768
R-1-2 0.560| 1.12 3.66 3.21 2.22 1.62 0.863 1.08
R-1-3 0.142| 0.608| 3.65 2.99 1.78 1.16 0.524 1.05
Day 4 R-14 0.432| 0.235| 1.91 3.35 2.87 2.00 1.02 1.74
R-1-5 0.204| 0.103| 0.142| 0.536| 2.31 2.99 1.61 1.09
R-1-6 0.234| 0.160| 1.42 2.74 2.29 1.46 0.695 1.87
Mean 0.299| 0.392| 1.96 2.73 2.34 1.81 0.909 1.27
+SD +0.161|+0.402(+1.44 |+1.11 |+0.36 |*+0.64 |*£0.382 +0.44
R-1-1 0.187| 0.161| 0.311| 2.99 3.16 2.06 0.784 0.341| 0.095
R-1-2 0.270( 0.738| 2.27 3.50 2.45 1.84 0.900 0.462| 0.162
R-1-3 0.129| 0.818| 3.63 2.92 1.78 1.06 0.460 0.201| 0.072
Day 7 R-14 0.314| 0.310| 3.33 3.69 2.58 1.73 0.822 0.416| 0.122
R-1-5 0.160 0.118| 0.150( 0.688| 1.75 3.14 1.49 0.595| 0.159
R-1-6 0.144| 0.505| 2.13 3.08 1.95 1.18 0.506 0.204| 0.064
Mean 0.201| 0.442| 1.97 2.81 2.28 1.84 0.827 0.370| 0.112
+SD +0.075+0.295| +1.47 |+1.08 |+0.55 |+£0.75 |£0.370 +0.154| £0.042
Volunteer Day2 | Day 3 | Day 5 | Day 6 | Day 8

No 1st 1st 1st 1st
’ Oh Oh Oh Oh 0Oh

R-1-1 0.209| 0.169| 0.141| 0.204| 0.017
R-1-2 0.403| 0.357| 0.309| 0.301| 0.036
R-1-3 0.181| 0.101] 0.190| 0.254| 0.012
R-14 0.254| 0.342| 0.258| 0.445| 0.018
R-1-5 0.221| 0.175| 0.175| 0.155| 0.017
R-1-6 0.298| 0.211| 0.163| 0.177| 0.016

Mean 0.261| 0.226| 0.206| 0.256| 0.019
*SD | +0.080|+0.102| +0.064 | +0.107 | +0.008

. excepted on the day 7.

*

**: Numbers of column of 0, 6 and 12 hours represent values just before administration.
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Table 8-1. Cumulative urinary excretion of pazufloxacin after multiple oral administration of 300 mg t.i.d. for 7 days
Volunteer Cumulative urinary excretion rate (%) (24 h)

No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7
R-1-1 86.1 85.2 86.5 87.3 87.3 87.1 87.3
R-1-2 81.0 82.9 84.4 85.0 85.1 85.3 85.7
R-1-3 81.1 83.9 84.7 84.5 84.3 82.6 83.0
R-1-4 89.1 89.3 86.2 86.9 87.1 87.4 87.9
R-1-5 844 86.7 87.6 87.7 87.9 88.4 88.6
R-1-6 78.3 83.2 84.4 85.3 85.8 86.1 86.5
Mean 83.3 85.2 85.6 86.1 86.3 86.2 86.5
+SD +39 +2.5 +1.3 +1.3 +1.4 +2.0 +2.0

Table 8-2. Urinary concentration of pazufloxacin after multiple oral administration of 300 mg t.i.d. for 7 days

Vol Urinary concentration (xg/ml)
t
Day No. 0~2h 2~4h 4~6h 6~8h 8~12h 12-14 h
(1st) (2nd)* Brd)*
R-1-1 377 1,035 615 90.6 1,821 774
R-1-2 181 328 186 103 712 753
R-1-3 1,015 628 401 378 510 944
R-1-4 642 925 536 1,111 947 793
Day 1 R-1-5 217 603 911 352 1,761 863
R-1-6 575 614 262 173 1,046 464
Mean 501 689 485 368 1,133 765
+SD +312 +254 +264 +384 +543 +163
R-1-1 719 652 477 550 1,286 938
R-1-2 495 301 144 269 297 504
R-1-3 1,531 977 445 320 772 466
R-1-4 497 578 404 159 1,024 720
Day 4 R-1-5 28.6 868 1,117 645 1,147 1,019
R-1-6 875 919 200 201 506 1,331
Mean 691 716 465 357 839 830
+SD +501 +256 +347 +196 +384 +331
R-1-1 481 1,365 295 93.0 85.7 16.3
R-1-2 341 411 157 100 58.8 17.4
R-1-3 1,284 859 388 52.4 24.0 8.99
R-1-4 243 619 304 89.1 100 19.3
Day 7 R-1-5 142 832 1,271 407 91.4 16.6
R-1-6 1,126 922 421 117 48.1 18.8
Mean 603 835 473 143 68.0 16.2
+SD +482 +321 +402 +131 +29.3 +3.7

*excepted on the day 7.
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Fig. 8. Salivary level after a single oral administration
of pazufloxacin (fasting, 200 mg).

Table 9. Salivary concentration of pazufloxacin after a single oral administration (fasting)

(Dose: 200 mg)
Volunteer Time after administration (h) (ug/ml)
No. 0.5 1 2 3 4 6 8 12
S-2-1 0.517 0.761 0.345 0.213 0.139 0.069 0.029 0.011
S-2-2 0.866 1.37 0.595 0.273 0.182 0.068 0.031 0.011
S-2-3 <0.010 0.010 0.023 0.056 0.178 0.174 0.110 0.032
S-2-4 0.342 0.878 0.612 0.479 0.300 0.135 0.088 0.024
S-2-5 0.159 0.688 0.567 0.296 0.143 0.086 0.048 0.015
S-2-6 0.033 1.35 0.749 0.265 0.176 0.078 0.038 0.013
Mean 0.320 0.843 0.482 0.264 0.186 0.102 0.057 0.018
+SD +0.331 +0.502 +0.260 +0.137 +0.059 +0.043 +0.034 +0.009

Table 10. Fecal and urinary excretion rate of pazufloxacin after a single oral administration (fasting, water load)

(Dose: 400 mg)

Feces Urine
Volunteer 0~24h 24~48 h 48~72h 0~24h | Total
No. Concentration | Excretion rate | Concentration | Excretion rate | Concentration | Excretion rate | Excretion rate | (%)
(ug/e) (%) (ng/g) (%) (nglg) (%) (%)
S-3-1 13.0 0.2 106 2.6 33.1 1.1 81.7 85.6
S-3-2 204 6.5 396 10.1 <0.5 - 68.1 84.7
S-3-3 31.4 1.5 1.34 0.03 <0.5 — 78.9 80.4
S-3-4 101 3.8 2.33 0.2 <0.5 — 82.5 86.5
S-3-5 156 10.1 291 13.1 <0.5 — 66.5 89.7
S-3-6 147 6.1 4.77 0.19 2.14 0.1 74.2 80.6
Mean 109 4.7 134 4.4 5.9 0.2 75.3 84.6
+SD +75 +3.6 +171 +5.8 +13.4 +0.4 +6.9 +3.6
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Phase I clinical study of pazufloxacin

Mitsuyoshi Nakashima, Kazuhiro Kosuge® and Toshihiko Uematsu #*
Department of Pharmacology, Hamamatsu University School of Medicine
3600 Handa-cho, Hamamatsu 431-31, Japan
(*Present address: Department of Clinical Pharmacology, Hamamatsu University School of Medicine)

(** Present address: Department of Pharmacology, Gifu University School of Medicine)

A phase I clinical study on pazufloxacin (PZFX) was conducted in 23 healthy male adults. The
single-dose study was started from 20 mg in the fasting state, and serially increased to 50, 100, 200 and
400 mg. The effect of food intake was investigated by same volunteers in the single-dose study with 200
mg. The multiple-dose study was carried out a total of 19 times at a single dose of 300 mg given 3 times
a day after meals for 7 days. The following results were obtained.

Rash was observed in both the brachia and the inside of a thigh in 1 patient on day 7 in the
multiple-dose study. This disappeared within 1 week after withdrawal, showing no abnormal laboratory
test values. No other abnormal subjective or objective findings, physical findings, electrocardiographic
findings or laboratory test values were observes.

Dose-depentdent changes were observed in the blood levels during the single-dose study in the fasting
state with 100, 200 and 400 mg of PZFX. The average maximum blood levels were observed between
0.58 and 0.94 hour, 0.944, 2.975 and 4.512 pxg/ml, respectively, with half-lives in blood of 2.01 ~2.48
hours. Cmax and AUC were proportionally related with the dose. Urinary excretion rates showed little
change with increasing dose, and were 81.2~85.1% at 24 hours after administration. In the study of
effects of food intake, Cmax, at 2.97 xg/ml in the fasting state, was higher than the postprandial Cmax,
2.02 pg/ml, but the postprandial Tmax of 1.20 hours was longer than the fasting value, 0.576 hours. T,
in the fasting state was 2.27 hours, longer than the postprandial value (1.88 hours); however, AUC were
almost the same in both states. The blood levels reached a plateau on day 1 in the multiple-dose study, 3
times a day for 7 days, and no accumulation was observed on the basis of urinary excretion rates.

Thus, PZFX is considered to have no problem with safety, and, taking into consideration its pharma-
cokinetics and the microbial activity against various organisms, its clinical evaluation seems warranted.
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