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Balofloxacin D &A% T tH ER
I. BEFEORS

TR - HERMEE - RHELR - PEFET - NVEMEC
LN S 3 LR e

e # A S T (Zbalofloxacin (BLFX) 2 O#%5 L, K&t L ARNZEWENREIZ DV THRET L 72,

ZERERFE AR 513, FRABRL L TEA2BDHEBE ¥ R I210mgik 5 L W BAL, &k
HEFE L 2 A5 20mg, 50mg & JERIEE L 72,

RT, KRERE LT, 100mg, 200mg3 & F400mg % NERZE 5 L 720 200mgik 5- Tl
REOZER A 5720, LAMOKERM A2 B 7 0A+ — N —FEI12 L ) F—HEBE IZ8 AR
EEBRO2MO4RG L7z, Z D4R, 200mg BRI SED S bIFIVBRE,>O—BHENEEKY,
T 72400mgi SR TIEIBIIILE < 6 AEROAER (9103 THE) AEB L 72, WFNDER
HEOME LS Z &% —BMITHE Lz, MICEICRIBEE 2 258K - BTRIGEFL b
272,

BLFX# 5RO MA@ HEICHAE L THEML 72, Cmaxii100mgfk5 TH#1ug/ml, 200mg
5 TH2ug/ml & 7% 572, Tmaxid1.0~1.2h, T1,2137.0~8.3hT, BERIIAISERH T, HE
BIR C MAICHf L 72, BHEIES TETmax2EBE L, CmaxHMET L7275, AUCo—w, BAER
PHERIIZEERR S L IBIZEETH 72720, RIUIZIZEAEEE LV EEZ LN,

WTNOHEEGRBIIBWTH BRERFHIZEIZIT0~80% Tho72, #PELTr VIO
BRIE RO HI4%, BAFVENH0A%KRE ST, BRBERE S O RTLAEDEILEIL2.8
~10.7% T, EUENIEVEERSE TEZRFHHEZESRVERASA S5 N7z,

DEDORB#E L), BLFXIZZ M EAFICHIEL C, KABEICENS -0, BEEEE T

SRR T A Z LA ARETH A EEZ NI,
Key words : Balofloxacin, % I fHiAER, BEEROHKS, KAEWENRE

Balofloxacin (BLFX, R 5Q-35) (& A %k
R CRIRSNBRORAF /0 ETHE, ¥
IV CBIMIZIAFLNT I ERY Y VBEERELT, 7
SLBUER YA I TIAY, /73T OHBEH%
B LY, F8MLIC A PFIEAEAL TRABEE
DEBIH L TV 52,

KRB BT A ARK O ZEH AR, —AREHER
BOKE, v PNOBTICHBEERZVWEZEZ LN,
ZIT, BEBRABTFEEE SR E L2ERKRSE IHR
BArEmL, AFOL MBI AREN LIKNEYENRE
WEDWTKRET L 72,

I. & 8 7 &

1. #EgE

AEROBHB L UAE, FH I fEit, EEER,
ABEMIEELAVWHBATOARFELZ TRV L,
HERFIIAA CORERF C N A MBI TE 5 2 L 2 KO %
ZFbons b, BEELICLDREBSMCEEL:
PAREHRASHOTB L HWERE L L7,

FEIICEFICTHF L2, HEBE IIREEMORES

TEEVROONLEX IR E LT, FE#529~564%,
RE52.0~77.1kg, H K158~ 182cmDBNE F234 T
Ho72(Table 1),

2. 5K

#% 5 % &1 13 BLFX % 10mg (Lot No. SIA08) 3 & O
100mg (Lot No. SIA05) &H ¥ A 88 2 EH L 7=,

HEEORSI1310mgDEERES (A5 v 71) L W g
L, REMITRHIEN W & ZRERL A5 20mg (A
7 v 72)=50mg (AT v 73)—=100mg (R F v 7°4) —
200mg(A7 v 75, 6) LHEEL, REHAE400meg(R 7
v 77) TTERL, 200mgdk 5 12 B W TR R
BYRFORELADLD, ZHEELEHI05TOHOE
x5 %= R —#ERE 1 L GEMOKEHB 4 < 7 o
AF—N—=FIZL N 7o, BB~ L Y ¥ —R (3,
45, NF —, N4, BB, 560Kcal) #{E L7,

FEANIAK150ml & 2R X+, AR A 1% 205 B 14 AL fir
BYE L ST,

ABRILFR3EAA ~FE6 B O WM I ERE A HE
BEAIRERE - CTHBREEZBEROKRD Y18 TER L

*T431-31 EAATAHET3600
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72 HEBEIHBRATBOIAIARL, BREREDOESR
TEREVZOOLN LW LR LRBREE, A
FERIIEMOBEHETIIB W, HEREIL, RERMLE1E
MAET L DHLOERIORAA2L, T-RBIHBELY 7L
T=NRA T4 VEOEBREEL /-,

3. REEAY V- VB IUWMAEEE

HERA 7 22— )V (Fig. 1) IZ&ED X BMERR, KR,
mE, k\, LERX, BRRE (MEFEHRE, MELE
{LFEARE, RIRE: Table 2) R YOZHEHRE* E/HT 5
LI, BHERSE(RT v 77) TIdPEkkitnEt (B
LBIEAER) L HIRRITIC X 2R+ E 0 L 72,

¥ 72, RRERRYIZIMIE, FRB X UMERR & HRELL, BLFX
BELNE L, SREBRSHETIIHKSSHEKIT, &
HEAME IS, ERRELHEL . ERIILE
E2xHlY), CZ—VBHATICRRLEDEL, 20—
REEEER L LTERILL 72,

4. BERIEER

myimeEly, PHARERISTEDRH L Y- &
£ KAME—=) 2 THPLCEY B & U'BioassayiE” 12 &
DHlE L7z, Vv u B aEWIET VA ) LR
FEIZXD 7)) —RELTEELRL

Table 1. Background for healthy male volunteers

Volunteer Age Body weight Height
St
P Doses no. (yr.) kg) (cm)
1 45 72.5 174
1 10 mg 2 35 60.4 177
(fasting) ~---rmmmemeemeemeeeeeeeieieooooooomoooosessooscoooooooooes
mean 40.0 66.5 175.5
3 29 76.6 175
9 20 mg 4 49 525 158
(fasting) = ---mrmrmmemmme oo
mean 39.0 64.6 166.5
5 56 63.4 164
3 50 mg 6 47 73.6 168
(fasting) = ---mmmrmmmmmmom oo
mean 51.5 68.5 166.0
7 30 70.8 179
8 30 70.8 179
100 mg 9 30 65.4 169
4 (fasting) 10 48 72.4 169
11 29 77.1 182
mean+SE 33.4+3.7 71.3+1.9 175.6+2.7
12 44 66.3 170
13 42 75.6 167
200 mg 14 35 55.0 163
56 cross-over 15 43 72.5 171
(fasting and 16 38 56.4 165
non-fasting) 17 34 69.2 169
mean+SE 39.3+1.7 65.8+3.5 167.5+1.3
18 31 71.4 175
19 34 74.2 181
20 27 68.1 174
7 400 mg 21 49 54.6 163
(fasting) 22 39 62.4 163
23 44 52.0 159
mean+SE 37.3+3.4 63.8+3.7 169.2+3.5
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I. & #® B, RFHEELIT1LEMZ2200meg% ZZRERARA L 7245,
1. B - fEER FIERIZRD SN o7z,
ARXEBPICEB LB EIEIRZ Table 312K T, 400mg¥k 5-BE (ZEf80%) TI2 115 (Vol No. 20) A¥L 6 <

200mef% 58 (A 1%) T, 161 (Vol No. 12) 4% 5- 3B % bAMDIER R L7, AWBEIIRA1IFMEZOE
JVBREOEERLFAH, 2HMBCHE L, & LBHERBROLD, Ny FLOILEN)RBRGMET

Time after administration (h)

Item
0 0.5 1 2 3 4 6 8 12 24 36 48 72
| | | 1 I ! | ! I ! 1 1 |
Administration 1
Body temperature O o O O O O O O ’ B o
Blood pressure
Pulse rate
Symptom O o O O O O O O W’ ’w O
ECG O O
Ophthalmological tests2 [ O
Equillibrium tests2 O d
Laboratory test O O
Sampling
Blood o o o o o o o o o O @’wm ’\w g
Saliva o o o o o o o o o o
Urine~1.2 X vas Pas »
Feces« - V2 >

A and *1 : performed in a 200 mg-dose
(J and *2 : performed in a 400 mg-dose

Fig. 1. Schedule for the single oral dose of balofloxacin.

Table 2. Examination items

1. Symptom

2. Body temperature, Blood pressure, Pulse rate, ECG

3. Laboratory tests
1) Hematology : RBC count, Hemoglobin, Hematocrit, Platelet count, WBC count, differential WBC
2) Blood chemistry :Glucose, Total protein, A/G ratio, Total and direct bilirubin, TTT, ZTT, GOT, GPT,
LDH, ALP, Y-GTP, Creatinine, Total cholesterol, Triglyceride, Uric acid, BUN, CRP,
Na, K, Cl
3) Urinalysis : pH, Protein, Glucose, Urobilinogen, Sediment

4. Equilibrium test (Stabilography)?, EEG”

5. Crystal in urine

6. Plasma level, Salivary level”, Urinary level (excretion), Fecal level (excretion)?, Urinary metabolite

1) Measured in single administration of 100 to 400 mg
2) Performed in single administration of 400 mg
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HBAFLRIIAELDE XKL, 22T, B A2
DNEEZL72E ZAHI05ETEDERITEE L,

INED2B 2B E, REICERETL2RELFLH
I hroilz,

2. KR, ME, BRif

HERHE R % Table da~glliR L 7o WTENORERIZ B
WTHOERELRLEHEIRD SN2 o7,

3. LEN, MPRITIRRES L OELBIZRE

LEBEREETHDRAT v 77THRERIRIZER L7225, 2
BN Hh o7z, 400mgfr 5B TITHES A (15
ff) & A FEORFRT 14 (158F) ISHIRRIT IC X 2 BRME % £
L72ns, BERRGEBR SN ) o7, $72, B BHZ
HERZ400mgRFEIBFRIBRICER LAY, 15470 D
HLOBIZHEAE (LNG/time), E.(B)IZ & (REC area), &
L BN £ EAE (SD area) & DIF5HIE L D HEIZB W
TERELEAIAD 5N Hh o 72 (Table 5),

4. BRRBE

Table 62 ERZDBRREEMEE RT, HERIZE
Wi a2 721 B, Vol No. 2D HFERER H HE i (6—
11%), Vol No. 13D B IR HEM (5—=11%) B £ Vol
No. 22 DAFBEER LI (8—12%) D3HETH o720 D
fZH DT NIZIEFEE X2 AEBEPHRE SN, B
BELBEEEEBLIIEZON o7,

5. FRFPEWE S

400me¥k 5B DG4 2~ ABEBR O E X B L7
D, EYEELENSNIEEMITOONL o7
(Table 6g) o

6. EYEhiE

1) HPLCiE & BioassayiEDHHE %

HPLCi% & Bioassayit & DHRM % Fig. 212777,
MiEHRREIZB VT
Y (HPLCi%) =0.90078X+0.038
FREBREEIZB VT
Y=1.0247X—2.036
LRIZLIOMEBEESEO NI ENL, LTI
HPLCIEIZ L BED A X TR T o

2)  10mg#%5 (Table 7)

ZEREWHERE I 10mg A O S L, 304, 1EMBL
2RO MApRELRIRE L, 8RHMEITOER
hAREIEEELZBE L. WThORFHIBWTHLE
B ReRIBE S RE S N7z,

3) 20mgf%x5-(Table 8)

FERRBEREABE T, 2ROBERBE TG 248/
th ¥ TR DR (Fig. 1) (2R, WREEBL 7 &
B R IR S 1R £120.18 F 72130.264g/ml i &
L, LAiR#nE L7z, 240 % $ TO RERP =R
69% E£81%TH -7,

4) 50mg#z5 (Table 9)

A% e L R E (X Vol No. 5 TRRZE2FE R £120.344g/ml,
Vol No. 6 T304 #120.4ug/mliE L 72, B HEM
RII59% £69% TH - 72,

5) 100mg#%5- (Table 10)

A e ML i BE (3 AR #3043 ~ 2R %120.73 ~ 1.63 g/
ml X THEML, 12BEE%ZTH0.18+0.01ug/mANHIE S

Table 3. Results of subjective symptoms

No. of
D It
Step oses Volunteers Resu
10 mg
1 fasting 2 no problem
9 20 mg ) ol
fasting no problem
3 50 mg ) o
fasting no problem
4 100 mg s o
fasting no problem
fasting 6 no problem
56 cross-over
’ 200 mg non-fastin 6 One volunteer felt transiently heavy in his head 2~3
g hours after administration.
7 400 mg One volunteer felt transiently unsteady in his head for
fasting 6 approximately 10 min after 1 hour of administrastion.
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a) 10mg single-dose

Table 4. Vital signs

Item Volunteer no.

Time after administration (h)

1 1 2 4 6 8 12 24
Body 1 35.2 35.8 352 348 35.4 36.2 355
temperature
) 2 356 353 35.7 36.0 36.2 36.8 36.0
pg‘;’;ﬂ . 1 111/72  117/66 114/69 123/78 107/59  116/65 111/65
(mmHg) 112/63  96/52  96/53  95/53 106/53  105/57 95/50
Prl;ltie 1 53 48 50 57 72 67 58
(/min) 2 64 52 51 51 66 66 56
b) 20mg single-dose
Time after administration (h)
Item Volunteer no.
1 1 2 4 6 8 12 24
Body 34.8 36.0 359 363 35.3 36.6 36.1 35.4
temperature
©C) 36.4 36.9 36.6 36.7 36.7 36.8 36.2 36.0
pg‘g&dre 3 132/85 127/69 129/75 132/80 125/74 122/70 131/73  127/77
(mmHg) 4 139/84 134/78 133/83 128/83 121/72 131/73 132/75 145/85
Prl;ltsee 3 56 52 48 57 65 64 67 54
(/min) 4 79 66 64 61 66 63 65 65
¢) 50mg single-dose
Time after administration (h)
Item  Volunteer no.
1 1 2 4 6 8 12 24
Body 34.3 35.1 35.2 355 353 355 35.6 34.4
temperature
©0) 355 353 36.0 36.1 352 36.0 36.7 35.4
glé’s?,dr . 5 120/82 118/77 118/77 118/75 117/71 115/70 12177  115/80
l()mm]{g) 6 126/81 112/72 120/75 114/69 113/69 113/67 112/66  103/65
ﬁgltsée 5 59 53 53 61 64 61 72 60
(/min) 6 56 52 53 56 58 59 67 52
d) 100mg single-dose
Time after administration (h)
Item Volunteer no.
1 1 2 4 6 8 12 24
7 36.5 36.6 36.5 36.4 36.7 36.6 36.7 36.0
Body 8 36.0 36.2 363 36.1 36.5 36.5 36.7 35.9
temperature 9 35.7 36.1 36.4 36.6 36.7 36.4 36.4 36.4
0 10 35.6 35.8 35.9 35.9 363 355 362 35.4
11 35.6 359 36.4 36.4 36.6 36.6 37.2 35.1
7 123/73  130/73 123/71 117/61 122/66 117/64 125/70 129/72
Blood 8 119/73 115/64 108/62 115/66 112/65 105/55 120/63  117/63
pressure 9 115/64 114/66 102/56 107/57 105/56  112/55 109/61  110/64
(mmHg) 10 116/64 126/73 122/75 127/78 117/64 121/66 119/65 117/66
11 108/68 106/54 109/65 109/67 116/66 112/66 113/64 116/67
7 68 53 54 55 57 53 61 54
Pulse 8 53 53 50 53 59 61 63 51
rate 9 53 54 54 53 63 57 68 49
(/min) 10 61 55 55 58 66 62 67 61
1 57 59 63 65 74 64 74 61
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Table 4. Vital signs (continued)
e) 200mg single-dose (fasting)

Time after administration (h)

Item  Volunteer no.

1 1 2 4 6 8 12 24
12 356 359 363 361 363 355 354 358
Body 13 355 357 359 356 358 361 362 354
temperature 14 350 354 361 359 358 363 360 354
©0) 15 360 359 362 366 367 364 355 356
16 366 353 366 367 365 365 361 35.4
17 356 361 367 356 364 366 362 356
12 120/73 117/72  123/72 110/75 125/76 114/66  120/68  114/70
Blood 13 116/67 111/69 112/73 115/67 118/65 108/61 123/69  108/62
pressare 14 106/65 106/63 116/67 115/62 123/68 114/62 118/61  103/58
mmHg) 1 120/81 123/75 132/77 134/83 136/77 127/73 130/75  130/79
16 127/77  121/77 120/70 113/64 113/64 116/63 123/67  111/64
17 112/70  100/65 108/65 111/68  114/63  109/64  118/67  114/68
12 53 47 48 49 54 54 51 51
Pulse 13 53 51 51 51 62 59 57 51
rate 14 46 45 44 46 67 57 62 45
(/min) 15 84 78 81 71 95 93 92 82
16 65 57 58 51 65 64 59 51
17 61 54 57 56 70 64 68 58

f) 200mg single-dose (non-fasting)

Time after administration (h)
Item Volunteer no.

1 1 2 4 6 8 12 24
12 33 358 364 362 362 360 358 359
Body 13 358 363 363 365 361 365 359 352
temperature 14 361 365 365 360 358 368 358 355
“0) 15 355 359 363 359 362 361 363 354
16 354 361 359 351 362 358 363 358
17 352 367 353 351 363 360 364 349
12 129/73  110/69 120/68 120/71 116/65 128/75 112/66  114/69
Blood 13 124/75 115/66 118/71 122/73 113/62 115/64 121/72 113/66
pressure 14 121/63  110/59 116/62 115/58 120/58 119/62 121/66  107/58
mmHg 10 115/70  119/74 132/82 121/75 122/69 132/76 124/76  120/71
16 120/65 114/63 110/63 116/66 111/61 124/67 117/58  118/66
17 113/66  110/60  102/61  105/67 118/64 115/66  119/70 110/64
12 52 51 52 48 57 57 53 50
Pulse 13 56 57 54 51 57 54 55 51
rato 14 55 60 57 49 66 70 72 48
Umim 15 76 77 74 74 88 84 89 80
16 53 56 50 44 60 56 56 53
17 57 62 58 52 75 64 64 57

g) 400mg single-dose

Time after administration (h)

Item  Volunteer no.

-1 1 2 4 6 8 12 24
18 35.7 36.1 36.0 36.0 36.7 36.7 36.8 35.5
Body 19 35.8 363 36.5 36.5 355 36.4 36.5 35.7
temperature 20 35.6 36.1 36.0 36.7 36.6 36.5 36.9 35.2
©0) 21 363 36.5 36.8 36.8 36.7 36.6 36.3 353
22 353 35.8 36.2 35.7 36.0 35.9 36.6 35.7
23 36.0 35.8 35.9 36.2 36.4 36.1 36.1 35.5
18 117/74  119/75  120/78  110/65 112/64 116/61 118/62  125/69
Blood 19 113/68  114/65 113/68  110/64 121/61 110/63 124/63  118/65
pressure 20 115/59  131/67  124/60 109/56  132/63 131/59  123/61  124/66
(mmHg) 21 132/94  130/84  132/83 139/75 112/61 113/66  120/65 /
22 130/77  118/68  114/66  131/70 125/69  120/65 113/60  120/67
23 130/80 121/70  109/68 106/61 104/63  109/61 103/59  110/67
18 49 48 50 49 59 59 63 50
Pulse 19 69 61 61 61 70 62 64 61
rate 20 55 53 50 55 64 63 62 54
(/min) 21 63 53 55 53 60 57 99
22 55 53 59 53 65 62 63 57

23 66 61 60 57 76 78 73 61
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. WP OREEEIZMP &) 305~ LEFHEEE
h, ZOEENIZ75~89%TH o7, RPIBEIZ0O~2
BERIFR T181 £ 17ug/ml, 8~ 1285 /R T59~ £ 8ug/ml
Thol, 48KHH%K T TORBRFEMFEIIHTT% T
Hol,

6) 200mgZEfEHF%5- (Table 11)

BEEm A REIIREID ~2HBERICALR, FHh
2.0+0.3ug/mlTd o 72, BEWR T DR EREILZERRMIZ
e & 0305 ~ 1BERBEE L, MERL/MiEFIE79~98%
Tho770 RPIEEIZO~4FERIFR T200ug/mi% # 2,
8~ 12BFRIR T 47~ 136ug/ml D HVRIE & N7z,
PR P HEIEI260~94% (F1H80%) THh - 72,

7) 200mgE&¥%5 (Table 12)

B RERER IR LD b1~ 28R B
L, BEMTEELH20%RERT Lz, BETEE
b HBIL, HZEiREILEREOBIELETALS
Nt LLAAS, BIERFHRERIEI63~95% (F1Y
80%) TEMEBIZRGIIBITARBELEDLL RH o7,

8) 400mgZEfEfFix 5

B I i BB E R 1 3R RT B D 16 (Vol No. 18) %
BE, 300~ 1B T, FHRSMPREIX3.1£05
ug/mlTd o7z (Table 13), EEMERHFREILTFH2.8~
29ug/mUEL, ZOREMT CIIMAPiREZ LB/,
FREPIEREIL12~24BFB/R T 100ug/ml &z B 2 72, BRI
RAHEER 2 Vol No. 23 TRRE2 2720 DD, 1thid64
~85% TH o7,

B SR HEE R OBLFXi& 120~ 24 B B CT39~162
pg/ml (F1593ug/g) DS S 725, 3HBIZA 2 & 16
R EBRE S NG A o7 (Table 14), RIEEPHEMET L
28~107%Th Y, FEh2oOEINENEVHKERET
R PHE R AME L 2 AL A ST,

9) RO

I F i R SR E R O HPLCIK B X 20 & B A F LRIV §
NOHKD» S bRHEN Do, THHDFHE T 3N

NaONMLEE L T3 7)) —fkoEMi e mE SN2 -
725

—7%, ZEE200mgik 5 EH D) b, RPPRERDOE D
- 7231 (Vol No. 12, 138 & 1'14) D EFEIR % 3N NaOH
MBS 2 E, FVru BRI RS EDR4%, B
AFVAED#0.4 % E S N7z (Table 15), T DR, K
ZALARIZ#I90 % HsHE S 7z,

10)  EBYHFBIRRNT

&SI iR (Cmax) & I AP 2 B B FE AR AR T [ A%
(AUCp— o) I3 E B O > TH L & o 72 (Table
16, Fig. 3), M0 7 i BE B ERF A (Tmax) 13 ZEfERE T
10~ 12 Th o720 EEOHELIZRAT S L,
TmaxA$1 ~ 2RI F2EEEIE L, Cmax b H20%1EKT L 72
(Fig. 4) o

A HA (Ty,0) 13 GEIZBEFR % < 7.0~ 8.3FH
T, FHEWHRZEER (MRT) (X 10BRRTI £ T - 72,
Clrenb BEDEBIAON o7z, 48BERZE TO
BRERIHEMERIIB L #70~80% TH - 72 (Fig. 5)

m % 5

BLFXIIREH LV O DHELXMA2HHAF /0
VEEEIND, GABAZHEKBEEER Zenoxacink 1) 1/
1000FBET LT 5", FOMBEERP450D 3L AL
FHEH 3™, Theophyllin®MFIERE % FHD R\, KA
FENREB O ARSI B O TRETY, HHRABIE
RBROTEMEZH L TWEY, 7, AHOREMEE
norfloxacin & ¥ & < ofloxacin (OFLX) X W& < % 5 & 9
FHA L ENTVWEDOT, BEPSORIUIRIFTH S
W2 22b 6 I ERE P O @B AT S h, PR~ D
BEIIOFLX L W vk SN BY, Z0Mh, EEEEIY
WXBITARR DL EHEEARBRRL — A EHERERT, 5I120H
BELAAREED LN TR W, I DEEHER
BR O NZER) - BHIZET 2 XRFOEBENRET O
F, BRCBIZTDMET AL EZONI-DOT, 40
BEBRANBFEMR LT ABKRSE T HABREEHL 2,

Table 5. Stabilography

Volunteer LNG/time (mm) REC area (cm?®) SD area (mm?)

no. Before After Before After Before After

18 16.3 14.4 8.6 9.7 98.5 90.5

19 12.8 11.6 6.9 6.1 111.2 83.2

20 8.4 9.1 4.5 6.3 64.7 75.4

21 8.0 7.5 34 2.1 33.6 25.5

22 14.6 11.9 8.2 4.4 82.1 61.0

23 17.5 11.9 6.0 3.5 63.4 48.0
mean+SE 12.93:1.63  11.07+0.99 6.27:0.84  5.35+1.08 7533:1141  63.93:991

% Tested 1 h after oral dose of 400 mg.
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Table 6. Clinical laboratory tests

a) 10 mg single-dose

Volunteer no.
Items Nomal 1 2
range
Before After Before After
RBC  (x10'/mm%)| 380~530 513 523 516 511
Hb (g/d)| 12.4~17.2 16.0 16.2 154 153
Ht (%)| 38.0~54.0 46.7 47.2 45.0 44.4
Platelet (x10*/mm®)| 11.0~34.0 26.3 26.5 17.3 16.5
E WBC (/mm3)| 3,000~8,500 7200 7500 5400 5200
2| |stab. ®| 0-19 5 3 6 7
§ Olseg. ()| 28-68 51 55 41 46
E Eos. % 0~10 9 3 6 A1
5[Baso.  ®)| 05 0 1 2 2
'E Mono. (%) 0~10 2 6 4 4
Lymph. %)| 17~57 33 32 41 30
Glucose  (mg/dl)] 70~110 106 105 102 99
TP (g/dh| 6.0~8.0 6.8 7.1 6.9 6.8
A/G 1.0~2.5 1.5 1.5 1.7 1.7
T-bil. (mg/dl)| 0.3~1.2 0.6 0.7 0.8 0.7
TIT U)| 0.1~4.0 1.1 0.9 0.9 0.9
ZTT ] 2.3~12.0 6.4 6.4 7.7 7.6
GOT | 5~40 19 17 14 14
GPT U| 4~35 24 21 10 10
LDH U)| 170~450 345 352 219 214
% Alp (KAU)| 3.0~11.0 5.5 5.6 49 5.0
Elror wp[ o0 20 21 6 6
< |CPK U/ 10~100 133 128 49 40
é T<hol  (mg/dl)| 120~230 204 215 155 155
triglycerid (mg/dl)| 40~170 86 82 57 59
UA (mg/d))| 2.9~6.5 4.5 4.6 5.6 5.9
BUN (mg/d)| 8.0~20.0 16.3 16.1 18.6 20.0
Cr (mg/d)| 0.6-1.3 1.2 13 14 15
Na (mEq/l)| 134~145 144 142 142 142
K (mEq/l)| 3.4~5.0 49 4.5 4.5 43
Cl (mEq/D)| 98~110 109 106 105 105
Ca (mEq/l)| 4.0~5.0 4.2 44 44 4.3
P (mg/dl)| 2.7~4.6 3.1 3.2 33 34
Immunology I CRP - - - - -
Protein - - - - -
glucose - - - - _
Urob. -~ t + + +
2 Specific gravity 1.01~1.03 1.018 1.016 1.026 1.028
—E pH 4.5-7.0 6.4 5.2 5.6 5.4
g ketone - - - _ -
occult bleeding - - - _ _
B RBC 0~2/S 0-1/S 0-1/S 0-1/S 0-1/S
E WBC 0~2/S 0-1/S 0-1/S 0-1/S 1-2/S
Epith. 0~2/S 0-1/S 0-1/S 0-1/S 0-1/S

—— : abnormal value
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b) 20 mg single-dose

Volunteer no.

ltems Nomal
range
Before After Before After
RBC  (x10*/mm®)| 380~530 471 476 434 424
Hb (g/d1)| 12.4~17.2 15.0 15.0 14.7 14.3
Ht (%)| 38.0~54.0 44.1 444 43.5 42.5
Platelet (x10/mm?)| 11.0~34.0 24.3 24.0 23.7 21.2
E WBC  (/mm3)| 3,000-8,500 12700 10300 5000 4300
S| |tab. ®| 0-19 8 7 2 3
§ Olseg. @] 28-68 56 61 55 58
g Eos. ®| 0~10 1 4 4 3
5lBso. % o0 0 0 1 0
'E Mono. (%) 0~10 4 6 7 6
Lymph. %) 17~57 31 22 31 30
Glucose (mg/dl)| 70~110 93 102 103 102
TP (g/dh| 6.0~8.0 6.4 6.5 6.8 6.5
A/G 1.0~-2.5 1.9 1.8 1.6 1.6
T-bil. (mg/dl)| 0.3~1.2 0.8 0.7 1.0 0.9
TIT U)| 0.1~4.0 1.3 1.3 0.4 0.3
ZIT | 2.3~12.0 5.2 5.1 5.6 5.6
GOT (V)] 5~40 15 13 18 17
GPT (V)] 4~35 15 15 11 11
LDH U)| 170~450 371 306 274 241
E‘ Alp (KAU)| 3.0~11.0 7.7 8.0 5.3 5.1
2 [yGTP un|  0-50 42 42 12 11
£ [cPK M| 10-100 110 66 64 57
'§ T-chol (mg/dl)| 120~230 186 193 159 152
™ |triglycerid (mg/dl)| 40~170 137 140 95 72
UA (mg/dl)| 2.9~6.5 7.0 68 68 6.0
BUN (mg/dl)| 8.0~20.0 11.7 13.6 20.3 18.8
Cr (mg/dl)| 0.6~1.3 1.1 1.1 1.2 1.1
Na (mEg/l)| 134~145 142 141 142 142
K (mEg/l)| 3.4~5.0 43 4.5 4.5 4.6
Cl (mEg/)| 98~110 107 106 106 107
Ca (mEq/l)] 4.0~5.0 44 4.5 4.5 43
P (mg/dl)| 2.7~4.6 4.3 4.2 2.8 2.9
Immunology I CRP - - - - -
Protein - - - - -
glucose - - - - -
Urob. -~ + + * +
2 Specific gravity 1.01~1.03 1.018 1.014 1.031 1.015
%‘ pH 4.5~7.0 5.6 5.8 5.6 5.8
;___E) ketone - - - - -
occult bleeding - - - - -
_|RBC 0~2/S 1-2/S 0-1/S 0-1/S 0-1/S
3 [wac 0-2/S 1-2/S 0-1/S 0-1/S 0-1/S
Epith. 0~2/S 0-1/S 0-1/S 0-1/S 0-1/S

—— : abnormal value
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¢) 50 mg single-dose
Volunteer no.
Items Nomal
range
Before After Before After
RBC  (x10/mm’)| 380~530 454 466 499 509
Hb (g/d)] 12.4~17.2 14.8 15.1 16.0 16.1
Ht (%)[ 38.0~54.0 42.2 43.3 46.0 46.9
Platelet (x10*/mm®)| 11.0~34.0 18.3 19.3 21.4 20.2
E WBC (/mm3)| 3,000~8,500 6500 7100 5700 6500
2| [stab. @ 0-19 5 8 4 4
E) O [Seg. | 28-68 61 60 62 56
g Eos. %) 0~10 8 8 3 2
5 |Baso. % 0-~5 1 0 1 3
E Mono. (%) 0~10 5 4 6 4
Lymph. %)| 17~57 20 20 24 31
Glucose  (mg/dl)| 70~110 97 105 103 106
TP (g/d)| 6.0~8.0 6.9 7.2 6.9 7.1
A/G 1.0~2.5 1.9 1.8 1.8 1.7
T-bil. (mg/dl)| 0.3~1.2 0.9 1.0 0.7 0.8
TIT )| 0.1~4.0 1.0 0.9 1.6 1.6
ZIT )] 2.3-12.0 5.8 5.9 6.2 6.3
GOT ) 5~40 24 21 14 13
GPT ) 4~35 31 29 21 19
LDH )| 170~450 251 241 202 196
g’ Alp (KAU)| 3.0~11.0 8.0 83 8.1 8.1
2 [¥c1P /M| 0~50 44 45 15 16
£ [CPK (U/)] 10~100 29 27 44 36
'§ T-chol (mg/dl)| 120~230 194 206 150 151
o |triglycerid (mg/dl)| 40~170 122 136 159 158
UA (mg/dl)| 2.9~6.5 4.6 5.1 5.3 5.7
BUN (mg/dl)| 8.0~20.0 19.3 23.7 16.0 19.4
Cr (mg/dl)| 0.6~1.3 1.0 1.1 1.2 1.3
Na (mEq/l)| 134~145 142 142 141 141
K (mEq/l)| 3.4~5.0 4.1 4.5 49 4.7
Cl (mEq/l)| 98~110 106 106 105 105
Ca (mEq/l)| 4.0~5.0 4.5 4.7 4.5 4.5
P (mg/dl)| 2.7~4.6 33 3.0 3.2 3.0
Immunology J CRP - - - - -
Protein - - - - -
glucose - - - - -
Urob. -~ % + + + +
2 Specific gravity 1.01~1.03 1.022 1.026 1.018 1.026
—; pH 4.5-7.0 5.8 6.0 5.6 5.8
E [ketone - - - - -
occult bleeding - - - - _
|rac 0-2/S -2/S -2/S 0-1/S 0-1/S
AL 0~2/S 0-1/S 0-1/S 0-1/S —2/S
Epith. 0~2/S 0-1/S 0-1/S 0-1/S 0-1/S
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d) 100 mg single-dose

Volunteer no.
Items T:nrgzl 7 8 9 10 11
Before After Before After Before After | Before After Before After
RBC (x10*/mm’)| 380~530 495 486 494 483 506 526 459 443 529 544
Hb (g/d)| 124~17.2 | 16.2 16.1 16.4 16.0 16.3 16.7 15.2 14.8 16.0 16.4
Ht (%)] 38.0~54.0 | 47.1 46.4 474 46.5 46.7 483 44.7 43.2 46.9 48.3
Platelet (x10*/mm%| 11.0~34.0 | 25.3 26.1 22.6 224 234 244 17.7 18.0 24.9 22.9
E WBC (/mm3)| 3,000~8,500 | 4900 7200 5000 4900 6100 6300 4300 5100 7600 8200
€l [stab. ®| 0-19 2 2 15 12 9 4 8 9 12 11
E» Q [Seg. ()| 28~68 53 61 40 33 49 55 29 42 57 60
g Eos. %) 0~10 4 1 9 8 4 8 7 4 8 5
o |Baso. ®%)| 0~5 1 1 3 0 0 2 3 0 0
;t_g Mono. %) 0~10 5 4 4 8 6 2 4 5 1 4
Lymph.  (%)| 17~57 35 31 29 39 32 29 49 40 22 20
Glucose  (mg/dl)| 70~110 103 101 97 97 88 92 88 95 94 103
TP (g/d)| 6.0~8.0 74 7.2 7.8 7.6 7.0 7.1 6.8 6.7 7.0 7.3
A/G 1.0~2.5 1.6 1.5 1.4 14 1.8 1.8 1.6 1.7 1.7 1.6
Tbil. (mg/d)| 0.3~1.2 0.9 0.7 0.7 0.7 1.0 1.0 0.7 0.7 0.9 0.8
TIT | 0.1~4.0 1.0 0.8 14 14 1.1 1.0 0.6 0.5 0.6 0.8
ZTT | 23~120| 6.2 6.1 8.3 8.2 5.0 5.2 5.5 5.5 4.6 4.9
GOT W 5-~40 18 18 16 13 21 21 15 16 19 21
GPT | 4-~35 17 17 15 15 20 24 13 15 28 32
LDH )| 170~450 259 240 209 185 231 218 219 223 206 210
Z(Alp (KAU)| 3.0~11.0| 7.7 7.7 9.8 94 5.4 5.1 8.2 84 6.2 6.1
é LAP | 112~172 151 153 157 154 155 156 138 140 150 159
% +GTP umy  0~50 43 41 16 14 17 16 20 19 49 48
'§ CPK u/m| 10~100 69 55 46 42 69 67 55 52 59 48
@ |Tchol  (mg/dl)| 120~230 174 175 203 206 225 234 150 152 156 160
triglycerid (mg/dl)| 40~170 140 117 111 124 216 201 162 100 97 138
UA (mg/dl)| 2.9~6.5 53 5.5 4.8 4.7 6.5 6.5 5.3 5.6 5.6 6.0
BUN (mg/dl)| 8.0~20.0 | 17.2 19.4 12.2 13.2 14.9 19.0 13.3 17.2 13.2 13.7
Cr (mg/dl)] 0.6~1.3 1.2 1.2 1.0 1.0 1.3 1.3 1.2 1.1 1.2 1.2
Na (mEq/l)| 134~145 140 140 141 141 141 141 141 141 142 142
K (mEq/l)| 3.4~5.0 44 4.3 4.2 4.3 4.2 4.7 4.6 43 4.0 43
Cl (mEq/l)| 98~110 105 104 105 105 104 105 106 107 106 106
Ca (mEq/l)| 4.0~5.0 4.6 44 4.8 4.7 4.7 4.7 4.5 4.4 4.7 4.6
P (mg/dl)| 2.7~4.6 2.3 2.8 3.9 3.6 3.6 34 3.9 4.1 4.0 4.1
Immunology l CRP - - - - - - - - - - -
Protein - - - - - - - - - - -
glucose - - - - - - - - - - -
Urob. -~ + + + + + + + + + +
.o | Specific gravity 1.01~1.03 | 1.021 1.029 1.024 1.016 | 1.028 1.032 1.020 1.021 1.033 1.031
% pH 4.5~7.0 54 5.6 5.6 5.6 5.6 5.8 54 5.4 5.0 5.8
g ketone - - - - - - - - - - -
occult bleeding - - - - - = - - - - -
_|RBC 0~2/S | 0-1/S | 0-1/S | 1-2/S | 0~1/S | 0-1/S | 0-1/S | O-1/S | O-1/S | 0-1/S | 1-2/S
E WBC 0~2/S 1-2/S | 0-1/S | 1-3/S | 0-1/S | 0~1/S | 1-2/S | 0~1/S | 0-1/S | 0-1/S | 0-1/1
Epith. 0~2/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 | 0-1/S

— : abnormal value
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e) 200 mg single-dose
Volunteer no.
Items I::nrzzl 12 13 14 15 16 17
Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
RBC  (x10*/mm?| 380~530 | 501 502 473 484 450 450 522 519 462 452 521 518
Hb (g/dl)| 12.4~17.2 | 153 15.2 15.1 154 14.5 14.3 15.9 15.7 14.4 140 | 154 15.0
Ht (%)) 38.0~54.0 | 443 | 444 | 432 442 | 415 | 415 | 456 | 456 | 41.7 | 41.0 | 441 | 437
Platelet (x10*/mm%| 11.0~34.0 | 24.0 | 24.3 | 26.1 277 | 246 | 258 | 309 | 305 18.6 195 | 21.7 | 227
E WBC (/mm3)| 3,000-8,500 | 3400 | 3800 | 5000 | 5400 | 6900 | 6900 | 7800 | 8700 | 6500 | 4800 | 5600 | 5100
| |stab. ®| 0-19 7 6 2 1 4 4 6 6 12 | 18] 1| 17
5 Q |Seg. (%)| 28~68 61 44 53 43 53 58 55 59 58 46 37 44
§ Eos. %) 0~10 2 3 9 6 1 1 3 2 6 12 2 3
5[Baso.  ®| 05 0 0 2 0 0 0 1 0 0 1 0
:E Mono. (%) 0~10 6 8 5 11 7 3 3 10 8 12 9
Lymph. (| 17~57 24 39 29 39 35 34 28 29 14 16 37 27
Glucose  (mg/dl)| 70~110 98 97 97 100 109 112 103 102 106 109 99 95
TP (g/d)| 6.0~8.0 6.7 7.0 7.2 74 7.0 6.9 74 7.3 6.9 6.9 7.0 6.9
A/G 1.0~2.5 1.5 14 1.7 1.6 19 2.0 14 14 1.6 1.5 1.6 1.5
T-bil. (mg/dl)| 0.3~1.2 1.1 0.8 0.7 0.6 1.0 0.8 1.0 0.9 13 0.9 15 17
TTT U)| 0.1~4.0 2.0 1.8 1.1 1.3 04 0.5 0.8 0.9 0.3 0.3 0.9 0.8
ZTT )| 2.3~12.0| 85 8.5 6.8 7.1 2.5 2.5 6.4 6.5 4.6 4.6 5.8 5.6
GOT ()] 5~40 17 17 17 19 17 15 19 19 19 15 16 17
GPT )] 4~35 13 14 18 23 18 17 31 31 29 22 17 16
LDH U)| 170~450 | 259 308 269 267 180 172 229 232 286 248 292 275
E‘ Alp (KAU)| 3.0~11.0| 6.0 59 6.4 6.8 6.2 6.1 8.2 7.8 9.0 7.8 5.0 4.6
é LAP )| 112~172 128 117 186 180 136 134 152 140 173 165 170 151
% +GTP un 0~50 12 11 32 32 34 30 23 22 19 18 27 24
"é CPK u/n| 10~100 90 59 43 44 53 40 62 51 54 42 49 53
m | T<hol (mg/dl){ 120~230 | 197 196 170 182 222 213 199 200 126 128 214 201
triglycerid (mg/dl)| 40~170 | 113 109 247 216 156 184 | 185 202 90 100 109 126
UA (mg/dl)| 2.9~6.5 43 44 15 73 6.1 6.4 6.7 6.1 6.3 6.2 71 6.3
BUN (mg/dl)| 8.0~20.0| 12.9 13.7 14.6 16.2 13.3 13.5 14.4 15.5 12.6 174 | 21.7 19.7
Cr (mg/dl)| 0.6~1.3 1.1 1.2 1.1 1.2 1.1 1.1 1.1 1.2 1.3 1.3 1.3 1.2
Na (mEq/D)| 134~145 143 142 141 141 142 141 142 141 140 138 141 141
K (mEq/l)| 3.4~5.0 4.7 44 4.3 44 4.1 4.2 4.2 4.6 4.3 49 4.0 4.3
Cl (mEq/l)| 98~110 107 106 104 104 106 105 107 106 105 103 105 105
Ca (mEq/l)| 4.0~5.0 4.5 4.5 4.6 4.8 4.8 48 4.7 4.6 4.5 4.5 4.7 4.5
P (mg/dl)| 2.7~4.6 2.4 2.7 34 3.8 3.9 3.9 2.7 2.9 2.9 3.5 3.1 3.0
Immunology T CRP - - - - - - - - - - - _ _
Protein - - - - - - - - - - - - _
glucose - - - - - - - - - - - - -
Urob. -~ + + + + + + + + + + + +
P Specific gravity 1.01~1.03 | 1.027 | 1.023 | 1.023 | 1.022 | 1.029 | 1.019 | 1.034 | 1.034 | 1.027 | 1.023 | 1.029 | 1.028
% pH 4.5~7.0 5.4 5.6 5.8 5.2 5.8 5.2 5.4 5.4 5.8 6.4 5.8 6.6
-E | ketone - - - - - - - _ _ _ _ _ _
= occult bleeding - - - - - - - - - - - - -
_|RBC 0~2/S |1-2/S|0-1/S|0-1/S | 0-1/S| 1-2/S| 0-1/S | 0-1/S | 0-1/S | 1-2/S | 0-1/S | 0-1/S | 0-1/S
:})5, WBC 0~2/S |1-2/S|0-1/S|0-1/S | 0-1/S| 0-1/S| 0-1/S | 0-1/S | 1-2/S | 1-2/S | 1-2/S | 0-1/S | 0-1/S
Epith. 0~2/S 10-1/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 | 0-1/S | 0-1/S

—— : abnormal value
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f) 200 mg single-dose

Volunteer no.

Items I::nrzzl 12 13 14 15 16 17
Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
RBC  (x10*/mm%| 380~530 | 512 519 476 480 462 444 508 508 451 470 481 502
Hb (g/d)| 12.4~17.2 | 156 | 158 | 151 | 153 | 148 | 144 | 154 | 151 | 13.8 | 143 | 142 | 147
Ht (%) 38.0~54.0 | 45.7 | 46.1 | 43.5 | 439 | 429 | 413 | 445 | 447 | 409 | 425 | 405 | 422
Platelet (x10‘/mm®)| 11.0~34.0 | 23.6 22.7 27.5 27.7 24.7 22.0 28.2 29.2 249 27.0 22.3 234
E WBC (/mm3)| 3,000~8,500 | 3800 | 3700 | 5000 | 5000 | 7300 | 6700 | 7800 | 8100 | 5600 | 5900 | 6000 | 6400
Sl |[Stab. ®| 0-19 6 6 2 3 5 4 4 8 8 5 12 12
:?E:) Q (Seg. (%) 28~68 43 50 44 46 55 62 61 62 59 57 50 34
; Eos. @) 0~10 4 4 7 3 1 1 5 3 4 5 1 3
g Baso. ®*)| 0~5 0 1 0 0 0 1 1 0 0
A [Mono. (%) 0~10 4 11 3 7 5 6 5 5 4
Lymph. %) 17~57 40 37 43 36 36 26 25 20 26 27 32 47
Glucose  (mg/d)| 70~110 | 101 98 103 101 108 108 94 100 100 103 95 96
TP (g/d)| 6.0~8.0 7.1 7.2 7.1 7.2 7.2 6.8 6.8 6.9 6.4 6.8 6.4 6.6
A/G 1.0~2.5 1.4 1.3 1.7 1.7 1.9 2.0 1.6 1.6 1.6 1.6 1.7 1.6
T-bil. (mg/dl)| 0.3~1.2 13 1.0 0.7 0.7 1.1 1.2 0.8 0.7 1.1 0.9 2.0 13
TIT | 0.1~4.0 1.6 1.8 0.7 0.9 0.4 0.4 0.9 1.0 0.4 0.3 1.0 1.1
ZTT )| 23~120( 85 9.1 6.5 6.9 2.6 2.7 6.0 6.1 4.8 4.8 53 5.5
GOT )] 5~40 18 16 14 16 17 15 18 17 16 17 18 17
GPT U 4-~35 15 15 16 17 20 19 29 29 20 23 16 15
LDH )| 170~450 | 282 249 281 269 186 177 206 202 272 263 298 270
E‘ Alp (KAU)| 3.0~11.0| 6.2 6.2 6.4 6.4 6.1 5.7 7.6 7.7 7.7 8.3 4.3 4.5
é LAP )| 112~172 132 131 187 189 154 136 137 129 152 157 147 152
% +GTP u/n 0~50 11 13 32 31 37 33 21 20 19 19 24 24
'§ CPK U/m| 10~100 | 77 53 49 44 48 43 56 45 56 50 66 57
m |Tchol (mg/dl)| 120~230 | 207 216 153 155 242 222 181 184 130 142 189 216
triglycerid (mg/dl)| 40~170 105 116 111 163 206 175 194 179 130 93 115 129
UA (mg/dl)| 2.9~6.5 4.7 4.7 7.9 74 6.6 6.2 6.1 5.8 5.1 5.7 5.8 6.1
BUN (mg/dl)] 8.0~20.0 | 16.5 17.3 17.1 18.1 13.1 15.2 13.2 13.1 13.2 16.6 16.1 16.6
Cr (mg/dl)] 0.6~1.3 1.1 1.2 1.2 1.2 1.1 1.0 1.1 1.1 1.3 1.3 1.2 1.3
Na (mEq/l)| 134~145 142 142 142 141 141 140 143 142 142 141 141 140
K (mEq/l)| 3.4~5.0 4.8 4.6 4.3 4.3 3.9 4.2 44 4.5 46 4.5 3.8 4.1
Cl (mEq/l)| 98~110 107 107 108 106 105 105 107 107 106 105 105 104
Ca (mEq/l)| 4.0~5.0 4.7 4.6 4.8 4.8 4.9 4.9 4.4 4.5 4.3 4.5 4.5 4.6
P (mg/dl)| 2.7~4.6 3.0 3.1 34 3.7 35 3.6 2.8 2.7 33 3.7 2.8 29
Immunology | CRP - - - - - - - - - - - - -
Protein - - - - - - - - - - - - -
glucose - - - - - - - - - - - - -
Urob. -~ + * + + + + + + + + + +
« | Specific gravity 1.01~1.03 | 1.031 | 1.028 | 1.025 | 1.027 | 1.030 | 1.027 | 1.027 | 1.029 | 1.017 | 1.024 | 1.024 | 1.021
2 lom 4570 | 54 | 52 | 54 | 54 | 52 | 58 | 58 | 54 | 56 | 56 | 54 | 62
.§ ketone - - - - - - - - - - - - -
= occult bleeding - - - - - - - - - - - - -
|RBC 0~2/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 | 0-1/S | 0-1/S | 0-1/S
E WBC 0-2/S | 1-2/S|1-2/S|0-1/S |810/1|0-1/S| 0-1/S|0-1/S| 0-1/S | 0-1/S | 1-2/S | 0-1/S | 0-1/S
Epith. 0~2/S |0-1/S|0-1/S|0-1/S|1-3/1]|0-1/S|0-1/S|0-1/S|0-1/S| 0-1/S| 0-1/S | 0-1/S | 0-1/S

—— : abnormal value
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g) 400 mg single-dose

Volunteer no.
Items T:n'zil 18 19 20 21 22 23
Before | After | Before | After | Before | After | Before | After | Before | After | Before | After
RBC (x10/mm’)| 380~530 | 459 | 456 525 | 529 | 480 | 468 525 | 508 | 529 542 | 484 | 466
Hb @/dh|124~17.2| 147 | 145 | 159 | 160 | 149 | 145 | 153 | 150 | 164 | 169 | 153 | 148
Ht %) 38.0~54.0 | 435 | 429 | 456 | 459 | 431 | 422 | 456 | 44.1 | 470 | 484 | 451 | 437
Platelet (x10*/mm®)| 11.0~34.0 | 17.5 | 17.7 | 27.8 | 275 | 224 | 224 | 19.4 | 19.0 | 23.7 | 235 | 195 | 188

E WBC (/mm3)| 3,000-8,500 | 5000 | 4800 | 6100 | 5900 | 7000 | 5800 | 4100 | 3700 | 5700 | 5800 | 7900 | 5900
< Stab. ®| 0~19 8 8 2 4 7 6 15 11 2 6 18 16
§ Q |Seg. ()| 28~68 45 44 55 55 49 40 42 54 58 50 53 45
g Eos. %) 0~10 4 6 5 4 4 1 1 3 8 12 1 1
§ Baso. (| 0-5 0 1 0 0 0 0 0 2 1
A |Mono. ®| 0~10 10 3 7 7 6 7 3 2 5
Lymph. ()| 17~57 33 38 31 30 32 47 37 25 29 28 24 32
Glucose (mg/dl)| 70~110 | 93 97 108 110 100 99 105 106 98 106 | 115 108
TP (g/d)| 6.0~8.0 6.0 6.4 6.8 7.0 6.7 6.9 6.7 6.8 6.7 7.1 73 7.3
A/G 1.0~2.5 1.9 1.8 1.6 1.6 1.9 1.8 1.5 1.5 19 1.8 1.5 1.6
T-bil. (mg/d)| 0.3~1.2 0.9 0.6 1.0 0.7 1.1 0.9 1.0 0.8 1.1 0.7 0.6 0.6
TIT U)| 0.1~4.0 1.3 1.3 1.9 19 1.1 1.1 1.0 0.9 24 3.1 2.5 1.9
ZTT V)| 2.3~120| 48 5.0 7.8 8.0 5.2 5.2 7.3 7.6 7.0 7.9 6.9 6.7
GOT V)| 5~40 16 17 16 15 27 23 19 17 21 21 17 17
GPT V)| 4~35 13 14 20 19 30 27 22 20 18 19 17 18
LDH )| 170~450 | 218 | 223 309 250 272 244 272 228 | 286 272 277 265
Z(Ap (KAU)| 3.0~-11.0| 5.3 5.4 7.8 8.0 5.7 5.6 4.2 4.1 8.0 8.0 7.6 7.3
é LAP )| 112~172 | 174 | 180 138 149 145 134 138 146 169 182 | 150 159
% +GTP UM  0~50 29 27 17 16 24 23 18 17 36 41 41 41
'§ CPK U/ 10~100 | 44 42 70 66 166 96 51 57 69 60 40 36
@ [Tchol  (mg/dl)| 120~230 | 124 129 176 166 186 187 | 214 211 213 216 | 273 | 258
triglycerid (mg/dl)| 40~170 | 105 96 158 148 163 | 183 | 139 100 | 392 | 563 | 264 | 159
UA (mg/dl)| 2.9~6.5 6.3 6.0 6.7 6.5 5.8 5.6 35 35 6.3 5.8 4.3 4.2
BUN (mg/dl)| 8.0~20.0 | 12.8 13.5 14.8 13.7 13.7 14.8 16.4 17.6 175 17.2 12.5 15.0
Cr (mg/dl)| 0.6~1.3 1.1 1.2 1.1 1.1 1.0 1.0 1.1 1.1 1.1 1.1 0.9 0.9
Na (mEq/l)| 134~145 142 142 140 139 141 141 140 140 139 139 141 141
K (mEq/D)| 3.4~5.0 4.6 4.3 4.7 4.5 4.1 4.1 4.2 4.1 4.5 4.6 49 49
Cl (mEq/l)] 98~110 106 107 104 104 105 105 104 104 104 104 105 105
Ca (mEq/l)| 4.0~5.0 4.3 4.3 4.5 4.5 4.7 4.5 44 4.3 4.6 4.5 4.7 4.6
P (mg/d))| 2.7~4.6 3.1 3.3 2.8 2.7 3.9 3.9 3.1 3.2 2.9 29 2.5 29
Immunology 1 CRP - - - - - - - - - - - - -
Protein - - - - - - - - - - - - -
glucose - - - - - - - - - - - _ -
Urob. -~ + + + + + + * + + + + +
2 Specific gravity 1.01~1.03 | 1.032 | 1.030 | 1.025 | 1.026 | 1.020 | 1.026 | 1.014 | 1.014 | 1.025 | 1.022 | 1.013 | 1.014
= |pH 4.5~7.0 5.2 5.6 5.6 5.4 5.4 5.6 5.4 5.4 6.0 5.8 5.2 5.6
;é ketone - - - - - - - - - - - - -
occult bleeding - - - - - - - - _ _ - - -
_|RBC 0~2/S |1-2/S|0-1/S| 0-1/1 | 0-1/S| 0-1/S| 0-1/S | 1-2/S | 0-1/S | 0~1/S | 0-1/S | 0-1/S | 1-2/S
EWBC 0~2/S |1-2/S|1-2/S| 0-1/1 | 0-1/S| 0-1/S | 0-1/S | 0-1/S | 0-1/S | 0-1/S | 1-2/S | 1-2/S | 0-1/S
Epith. 0~2/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 | 0-1/S | 0-1/S | 0-1/S
Crystal - - - - - - - - _ _ - - -

—— : abnormal value
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Fig. 2. Correlation between balofloxacin concentrations measured by HPLC and bioassay methods.

Table 7. Serum and urinary concentrations after oral dose of 10 mg in fasting volunteers

a) Serum concentration

(ng/ml)
Time after administration (h)
Volunteer no.
0 0.5 1 2

1 0 0.03 0.05 0.06

2 0 0.10 0.08 0.07

mean 0 0.07 0.07 0.07
b) Uriany concentration (ug/ml)

Time after administration (h)

Volunteer no.

0-8
1 4.07
2 6.11
"""" mean T 5.09
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Table 8. Serum and urinary concentrations after oral dose of 20 mg in fasting volunteers
a) Serum concentration (ug/ml)
Time after administration (h)
Volunteer no.
0 0.5 1 2 3 4 6 8 12 24
3 0 0.16 0.18 0.11 0.10 0.08 0.06 0.05 0.03 0.01
4 0 0.14 0.26 0.18 0.14 0.12 0.09 008005002
mean 0 0.15 0.22 0.15 0.12 0.10 0.08 0.07 0.04 0.02
—— : peak concentration
b) Uriany concentration (ug/ml)
Time after administration (h)
Volunteer no.
0~12 12~24
3 10.83 2.60
4 30.31 417
mean 20.57 3.39
¢) Cumulative urinary excretion rate %)
Time after administration (h)
Volunteer no.
0~12 12~24
3 62.49 68.71
4 63.65 80.58
mean 63.07 74.65
Table 9. Serum and urinary concentrations after oral dose of 50 mg in fasting volunteers
a) Serum concentration (ug/m))
Time after administration (h)
Volunteer no.
0 0.5 1 2 3 4 6 8 12 24
5 0 0.29 0.32 0.34 0.28 0.25 0.20 0.14 0.09 0.04
6 0 0.40 0.37 0.29 0.22 0.20 0.17 0.12 0.08 0.03
mean 0 0.35 0.35 0.32 0.25 0.23 0.19 0.13 0.09 0.04
b) Uriany concentration (ng/ml)
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24
5 51.94 56.14 55.27 23.60 10.42
6 35:?% __________ 36.85 52.84 25.93 11.42
mean 43.83 4650 54.06 o T 10.92
¢) Cumulative urinary excretion rate )
T - ;
Volunteer no. ime after administration (h)
0~2 2~4 4~8 8~12 12~24
5 11.77 23.42 36.69 47.88 59.05
_________ 6 ... w0 2831 45.24 57.04 69.18
mean 14.24 25.87 4097 5046 64.12
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Table 10. Serum, salivary and urinary concentrations after oral dose of 100 mg in fasting volunteers
a) Serum concentration (ug/ml)
Time after administration (h)
Volnuteer no.
0 025 0.5 1 2 3 4 6 8 12 24 36 48
7 0 0.03 057 090 073 058 049 042 032 020 008 0.03 0.02
8 0 008 057 09 08 065 056 042 030 0.17 005 001 0.01
9 0 0.02 097 087 071 057 049 040 032 020 007 0.02 0.01
10 0 019 163 119 077 058 053 040 032 020 008 0.02 0.01
11 0 N.D. 014 042 073 055 047 031 023 013 0.05 0.01 001

N.D. : not detected

b) Salivary concentration (pg/ml)

Time after administration (h)

Volnuteer no.

0 0.5 1 2 3 4 6 8 12 24
7 0 0.04 0.65 0.52 0.35 0.22 0.15 0.11 0.05 0.02
8 0 0.06 0.78 0.94 0.51 0.43 0.31 0.24 0.07 0.03
9 0 0.07 0.72 0.51 0.31 0.24 0.16 0.11 0.05 0.02
10 0 0.08 0.96 0.87 0.54 0.46 0.24 0.21 0.08 0.04
11 0 N.D 0.12 0.54 0.52 0.38 0.22 0.15 0.08 0.02
mean 0 0.06 0.65 0.68 0.45 0.35 0.22 0.16 0.07 0.03
+SE 0.01 0.14 0.09 0.05 0.05 0.03 0.03 0.01 0.00
N.D. : not detected
¢) Uriany concentration (ug/ml)
Time after administration (h)
Volnuteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48
7 142.18 106.24 67.28 50.64 27.54 14.22 3.49
8 240.73 247.18 55.26 58.74 17.04 2.56 3.64
9 162.16 146.68 89.30 54.99 4541 5.42 3.97
10 173.58 154.81 134.57 91.00 14.57 9.94 1.97
11 186.10 147.76 96.14} 4152 _________ 3302 __________ 8 02 _________ 4.38
mean 180.95 160.53 88.51 59.38 27.52 8.03 3.49
+SE 16.60 23.28 13.67 8.41 5.60 1.98 0.41
d) Cumulative urinary excretion rate @
Time after administration (h)
Volnuteer no. =77 24 4-8 8-12 12-24 24-36 36-48
7 17.80 31.57 46.40 57.41 68.91 80.38 82.43
8 18.21 38.30 52.78 68.81 80.74 84.59 85.95
9 14.78 24.97 40.57 51.00 69.46 71.21 73.00
10 14.83 24.98 42.68 45.93 60.88 66.81 68.91
11 9.57 21.69 45 2_5 _______ 5 941 _________ 6848 _________ 7331 ) 74.83
 mean 1504 2830 4554 56.51 69.69 75.26 77.02
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Table 11. Serum, salivary and urinary concentrations after oral dose of 200 mg in fasting volunteers

a) Serum concentration (ug/ml)
Time after administration (h)
Volunteer no.
0 025 05 1 2 3 4 6 8 12 24 36 48
12 0 025 216 175 131 116 104 080 0.62 040 013 0.04 0.02
13 0 014 130 223 160 138 129 089 071 046 015 004 0.02
14 0 003 233 276 194 177 161 113 081 048 017 0.04 0.02
15 0 061 176 228 154 125 132 070 057 046 011 003 0.01
16 0 069 170 176 137 114 103 082 066 044 016 0.05 0.03
L 17 0 040 1.01 138 181 140 1.03 101081033 022 007003
mean 0 035 171 203 160 136 122 08 070 043 016 0.05 0.02
+SE 011 020 020 0.0 0.09 010 006 004 0.02 002 0.01 0.00
b) Salivary concentration (pg/ml)
Time after administration (h)
Volunteer no.
0 0.25 0.5 1 2 3 4 6 8 12 24
12 0 - 029 144 087 060 050 031 026 010 0.04
13 0 - 0.14 177 179 128 08 050 036 018 0.05
14 0 - 021 267 220 1.09 1.06 060 0.47 024 0.05
15 0 0.01 0.21 128 177 115 090 036 0.33 0.14 0.04
16 0 0.02 048 122 086 063 060 0.41 0.27 0.13 0.04
17 0 0.01 0.38 1.25 1.87 114091065 043 _____ 0 21 _____ 0 07
mean 0 0.01 0.29 1.61 1.56 098 0.81 0.47 0.35 0.17 0.05
+SE 0.00 005 023 023 012 0.09 0.06 0.03 0.02 0.00
—: not collected
¢) Uriany concentration (ug/ml)
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48
12 260.07 226.44 68.60 136.16 53.55 17.00 7.53
13 173.25 122.54 161.82 71.76 53.21 12.24 6.01
14 550.32 215.00 123.87 46.74 60.55 8.57 8.93
15 271.46 370.79 248.10 113.70 85.40 19.49 6.52
16 263.00 191.74 119.20 66.85 52.07 17.45 7.58
17 184.9_2 ________ 23458 167.60 93.51 71.25 21.89 7.59
mean 283.69 226.85 148.20 88.12 62.67 16.11 7.36
+SE 56.08 33.18 24.71 13.45 5.42 1.99 0.41
d) Cumulative urinary excretion rate %)
Volunteer no. Time after administration (h)
0-~2 2~4 4~8 8~12 12~24 24~36 36~48
12 18.40 31.92 51.61 65.27 85.64 91.71 93.79
13 19.70 34.40 54.62 63.47 81.94 86.58 88.75
14 18.43 32.59 48.81 54.97 82.14 87.13 88.71
15 15.01 28.56 46.70 58.20 71.30 78.03 79.55
16 9.70 17.15 29.25 38.28 52.50 58.24 60.34
o 17 _____________ 980 _________ 1 975 - 34.87 45.37 60.41 6872 - 70.93 )
mean 15.17 27.40 44.31 54.26 72.32 78.40 80.35
+SE 1.83 2.95 4.09 4.31 5.48 5.23 5.20
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Table 12. Serum, salivary and urinary concentrations after oral dose of 200 mg in non-fasting volunteers
a) Serum concentration (ug/ml)
Time after administration (h)
Volunteer no.
0 025 05 1 2 3 4 6 8 12 24 36 48
12 0 006 046 122 143 113 1.00 067 055 052 0.11 0.03 0.01
13 0 ND. 002 005 102 153 130 093 067 041 014 004 0.02
14 0 N.D. ND. 08 191 188 152 107 087 036 016 004 0.02
15 0 N.D. ND. 011 091 164 132 090 070 041 012 0.03 0.02
16 0 001 017 102 172 177 157 113 090 057 021 0.06 0.03
17 ________ 0 ND 005 055 178 164 147 114 091 061 026 0.08 0.01%_ )
mean 0 004 018 064 146 160 136 097 0.77 048 017 0.05 0.02
+SE 010 0.20 0.17 0.11 0.08 007 0.06 004 002 0.01 0.00
N.D. : not detected
b) Salivary concentration (ug/ml)
Time after administration (h)
Volunteer no.
0 0.50 1 2 3 4 6 8 12 24
12 - 0.01 0.29 0.79 0.70 0.53 0.33 0.22 0.11 0.03
13 - N.D. N.D 0.22 1.38 1.06 0.83 0.31 0.16 0.05
14 - N.D. 0.14 1.66 1.54 1.23 0.84 0.58 0.28 0.06
15 0 N.D. N.D 0.50 1.36 1.16 0.56 0.39 0.17 0.05
16 0 N.D. 0.19 124 1.19 0.91 0.54 0.37 0.18 0.06
17 0 N.D. 0.07 0.99 1.31 0.81 0.53 0.37 0.19 0.06
mean 0 0.01 0.17 0.90 1.25 0.95 0.61 0.37 0.18 0.05
+SE 0.05 0.21 0.12 0.11 0.08 0.05 0.02 0.00
N.D. : not detected
¢) Uriany concentration (ug/ml)
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48
12 167.17 205.90 97.28 69.28 57.59 17.46 3.95
13 23.10 238.07 144.31 76.17 66.74 22.64 6.05
14 418.36 222.64 53.10 96.81 66.23 10.49 4.87
15 64.80 303.70 211.90 87.06 74.62 12.27 9.16
16 115.75 134.85 129.25 52.64 71.24 1141 11.93
17 70.25 137.77 74.15 97.2_6_ o 59.74 19.24 6.56
mean 143.24 207.16 118.33 79.87 66.03 15.59 7.09
+SE 58.58 26.18 23.24 7.09 2.66 2.01 1.21
d) Cumulative urinary excretion rate *
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48
12 10.77 24.74 34.51 40.95 55.73 61.19 62.54
13 1.44 19.67 39.95 48.16 63.05 69.99 71.89
14 4.13 18.08 25.52 52.25 66.35 71.05 72.42
15 4.98 26.34 50.46 65.76 83.68 90.14 91.76
16 10.86 29.20 51.17 64.48 85.44 93.22 95.39
17 7.44 21.18 3897 o 5 037 _________ 7091 ) 81.75 85.00
mean 6.60 23.20 40.10 53.66 70.86 77.89 79.83
+SE 1.54 1.74 3.98 3.95 4.79 513 5.25
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Table 13. Serum, salivary and urinary cumulative after oral dose of 400 mg in fasting volunteers

a) Serum concentration (ug/ml)
Vol Time after administration (h)
olunteer no. 0 025 05 1 2 3 4 6 8 12 24 36 48 60 72
18 0 003 077 093 247 315 252 228 177 103 037 010 004 002 002
19 0 019 297 324 273 244 230 171 160 084 028 007 003 001 001
20 0 005 159 468 211 326 343 236 179 124 028 006 002 001 001
21 0 141 377 322 275 261 258 196 163 096 035 010 0.04 002 001
22 0 065 427 329 306 250 228 172 137 085 027 007 003 0.01 0.01
23 0 038 28 295 190 163 1.63 1.1?_ . 083 ) 0 45 ) 015 - 003 002 ‘ 001 ) ND
mean 0 045 271 305 250 260 246 187 150 090 028 007 003 0.01 001
+SE 021 054 049 018 024 024 018 015 011 003 001 0.00 0.00 0.00
N.D. : not detected
b) Salivary concentration (pg/ml)
Volunt Time after administration (h)
unteer no.
0 ¢ 0 0.5 1 2 4 6 8 12 24
18 0 N.D. 0.61 291 3.99 347 1.81 1.41 0.80 0.24
19 0 0.34 2.67 2.83 2.26 1.67 1.33 0.90 0.57 0.11
20 0 0.09 2.03 2.79 3.38 3.19 1.99 1.27 0.88 0.17
21 0 3.30 4.88 2.79 2.48 2.65 2.35 1.29 0.48 0.10
22 0 0.93 3.25 3.62 3.65 1.82 1.40 0.95 0.60 0.11
23 0 0.67 2.19 1.77 1.67 095 ______ 0.89 ) 061 ______ 030 _____ 006 N
mean 0 1.07 2.61 2.79 291 2.29 1.63 1.07 0.61 0.13
+SE 0.58 0.58 0.24 0.37 0.40 0.21 0.12 0.09 0.03
N.D. : not detected
¢) Uriany concentration (ug/ml)
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48 48~60 60~72
18 242.02 385.30 440.65 241.16 188.87 55.30 20.83 5.01 6.29
19 365.24 196.78 245,56  287.37 104.26 43.91 10.06 3.61 3.76
20 502.48 803.36 223.56 139.36 169.32 54.21 22.48 2.73 3.73
21 115.02 77.54 551.62 226.96 60.48 63.85 7.73 4.78 347
22 29246 17892 311.16  180.58 80.62 32.02 11.24 1.91 3.47
23 ) 7858 110.4_8_ o _2_§1.06 11894 29.63 16.97 3.43 1.27 1.06
mean 26597  292.06 33894 199.06 105.53 44.38 12.63 3.22 3.63
+SE 64.54 111.20 53.06 26.25 25.45 7.07 3.06 0.62 0.68
d) Cumulative urinary excretion rate ®)
Time after administration (h)
Volunteer no.
0~2 2~4 4~8 8~12 12~24 24~36 36~48 48~60 60~72
18 7.75 21.04 36.90 48.72 68.27 74.67 77.07 78.48 79.08
19 11.14 21.47 36.08 47.15 63.51 68.85 70.94 71.84 72.28
20 9.30 18.94 44.20 58.06 76.01 81.65 83.91 84.58 84.87
21 20.13 27.81 43.53 56.46 73.37 79.86 82.10 83.06 83.51
22 11.11 20.60 33.20 43.04 55.98 61.21 62.91 63.69 63.97
o 23 ____________ 1049 _____ 1833 _____ 2825 o _3j4_.20 43.30 45.95 46.98 47.43 47.69 __
mean 11.65 21.37 37.03 47.94 63.41 68.70 70.65 71.51 71.90
+SE 1.78 1.38 2.49 3.60 4.97 5.48 5.68 5.76 5.78
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Table 14. Fecal concentrations after oral dose of 400 mg in fasting volunteers
a) Fecal concentrations (ug/2)

Time after administration (h)

Volunteer no.
24 48 72

18 39.20 53.77 15.02

19 78.12 19.75 ND

20 45.40 ND ND

21 162.02 31.31 ND

22 107.46 28.29 ND

23 124.49 ND ND
mean 92.78 22.19 2.50

+SE 19.45 8.38
ND : not detected
b) Cumulative fecal excretion rate %)
Time after administration (h)
Volunteer no.

0~24 24~48 48~72

18 0.17 2.24 2.82

19 4.36 5.21 5.21

20 3.97 397 3.97

21 4.46 5.96 5.96

22 3.76 6.47 6.47

23 10.71 10.71 10.71
mean 4.57 5.76 5.86

+SE 1.39 1.17 1.11

Table 15. Urinary excretion of balofloxacin and the metabolites after oral dose of 200 mg in fasting volunteers

Excretion rate (% of dose)

Time Volunteer
(h) no. unchanged glucuronide form desmethyl form
12 85.6 33 0.40
13 81.9 4.2 0.31
0~24 14 82.2 3.4 0.34
mean+SE 83.2+1.2 3.6x0.3 0.35+0.03
12 8.2 0.5 0.07
13 6.9 0.6 0.04
24~48 14 6.6 0.1 0.04
meanzSE 7.2+0.5 0.4+0.2 0.05+0.01
12 93.8 3.8 0.47
Total 13 88.8 4.8 0.35
(0~48) 14 88.8 35 0.38
mean+SE 90.4+1.7 4.0+0.4 0.40+0.04
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MIZHOSNTY, TLBEEOEREN—ETH S I LR

Table 16. Pharmacokinetic parameters

Doses Volunteer Trmax Crmax t1/2 AUCo—w MRT Clren
no. (h) (ug/ml) ) (pg-h/ml) (h) (ml/h)

7 1.0 0.90 5.42 8.01 11.85 10289

8 1.0 0.96 8.35 7.25 8.56 11852

9 0.5 0.97 6.13 7.63 9.96 9563

(faig?l | 10 0.5 1.63 8.66 8.42 9.48 8189
£ 11 2.0 0.73 6.66 5.58 9.74 13412
mean 1.0 1.04 7.04 7.38 9.92 10661

+SE 03 0.15 0.63 0.49 0.54 907

12 0.5 2.16 7.30 15.24 9.83 12308

13 1.0 2.23 9.63 17.29 9.63 10264

14 1.0 2.76 6.24 20.44 8.98 8682

200 15 1.0 2.28 7.37 15.88 8.56 10016
(fasting) 16 1.0 1.76 7.97 16.41 11.11 7353
17 2.0 1.81 8.45 17.36 11.60 8170

mean 1.1 2.17 7.83 17.11 9.95 9466

+SE 0.2 0.15 0.47 0.75 0.49 725

12 2.0 1.43 10.83 14.15 9.72 8840

13 3.0 1.53 4.56 14.20 11.12 10124

14 2.0 1.91 9.90 17.29 9.78 8380

200 15 3.0 1.64 6.24 13.92 10.46 13187
(non-fasting) 16 3.0 1.77 8.77 19.93 11.18 9570
17 2.0 1.78 9.76 20.75 12.61 8195

mean 25 1.68 8.34 16.71 10.81 9716

+SE 0.2 0.07 0.99 1.26 0.44 755

18 3.0 3.15 7.62 35.19 11.74 8760

19 1.0 3.24 13.33 31.98 9.90 8874

20 1.0 4.68 7.79 39.23 9.32 8556

400 21 0.5 3.77 9.50 36.20 10.57 9072
(fasting) 22 0.5 4.27 5.46 32.27 9.62 7797
23 1.0 2.95 6.08 20.35 8.68 9234

mean 12 3.68 8.30 32.54 9.97 8716

+SE 0.4 0.28 1.16 1.34 0.44 208
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Fig. 3. Serum and saliva levels of balofloxacin after single oral dose in fasting volunteers.
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Fig. 4. Effect of food intake on the absorption of balofloxacin (200 mg, cross-over, n=6).
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Clinical phase I study of balofloxacin
I[. Single oral administration

Mitsuyoshi Nakashima, Toshihiko Uematsu, Miho Fukuchi, Mako Nakano and Kazuhiro Kosuge
Department of Pharmacology, Hamamatsu University School of Medicine
3600 Handa-cho, Hamamatsu 431-31, Japan

Balofloxacin (BLFX) was orally administered to healthy male volunteers, and its safety and pharmacody-
namics were investigated.

A preliminary test was performed on two patients at each dose of 10 mg, 20 mg and 50 mg during
fasting by single administration.

Subsequently, oral administration was initiated at 100 mg, then gradually increased to 200 and 400
mg, as the test. The drug was administered at a dose of 200 mg twice, before and after breakfast, to the
same subject by the cross-over method in which a one-week drug-cessation period was included for the
purpose of investigating the influence of meals. One patient in the group to which 200 mg was
administered postprandially had mild and transient dull headache, and one in the group to which 400 mg
was administered had symptoms resembling dizziness that disappeared about 10 minutes later. All the
symptoms subsided rapidly without any specific treatment. No other problematic symptoms or findings
were observed.

The blood concentration increased in proportion to dose after the administration of BLFX. The
maximum concentration (Cmax) was about 1 xg/ml with the administration of 100 mg, and about 2 pg/ml
with the administration of 200 mg. The time of maximum concentration (Tmax) was 1.0~ 1.2 hours, and
the half-life (T;,2) was 7.0~8.3 hours, showing rapid intestinal absorption and relatively long duration
in the blood. Tmax was prolonged and Cmax was decreased by postprandial administration, but there
seemed to be no influence on absorption, because the cumulative rate of urinary excretion was approx-
imately equal to that with administration during fasting.

Regardless of dose, the cumulative rate of urinary excretion was 70~80%. Glucuronic conjugated
material was detected at about 4% and demethylated substance at about 0.4%. The rate of unchanged
bodies recovered in the spontaneously excreted feces was 2.8 ~10.7%, showing a tendency for the
urinary excretion rate to be low in the subjects who showed a high recovery rate.

These results suggest that BLFX can be clinically administered in patients with infectious diseases,
because it is safe and shows excellent pharmacodynamics.



