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B 0 2 RPUEH gatifloxacin OFRASS T AHRER, 1. HEEEOHS

HESICHE - REARPRZY - /NVERIEY
RNV SN S B2/
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R R R Y 77

(00 BRI Y — =7 ¢ =™, ¢ 0 B R K R A,
CUBLUMRICRE NP IR AR, L B IR ST v v )

AR AR E LT, #¥F /90 AP#E gatifloxacin (GFLX) OEGRE T4
AEEZ ATV, WL G OB X ORAEIREIZ DWW THE L7z, REBTIEE T,
RED LR G- % 20mg 22 SR L, 50, 100, 200, 40038 L 1F600mg & e L
7:o 72, fLfiF7-ldprobenecid DHFHIC L 2B IZOWT, [A—DOHEBEIZBNT
GFLX 200mg @ H[ul#E 1455 CTHat L 72,
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i, (OFER, MR, b g B L R ICB W T, GFLX o5
EFEDD HRENRITEO SN o70 F72, 4008 L U600mg D512 BT A
DREAS,  IREHORMAE, PR A B X IR PR SREICB LT, GFLX %Y
EBED S L FFHTHALED SNk o 72,

GFLX 100, 200, 4003 £ °600mg DZERGHF AR 1 5-Tld,  fRm M i S

B (Tmax) 13 1.41~2.28¢fl], fmiiE i (Cmax) 131 2410.873, 1.71,
3.35, 5.41 pg/mL, MERREEH] £ T Mg i s —me i fhie FEfE (AUGC, .) Ci%ﬂ%“
n7.00, 14.5, 32.4, 53.5 pg-h/mL THG=IZHEI L THML 72, HEMIZ
MAFEI (T, 3) &, ZYEICES596.93~841 K TH > 720 R i?’i%m Hﬁ
% £ TIZ8L.6~87.9 %A KL LKL L THREIES I, 400mg %5 720/ F To#rh
PERIE5.7 % TH o720 72, MGEZAHMSEFRIIEYORKEIZLSTIZIZ—ETH
D, FOFHH i%’)20 % Td o7z, MEEHREEIZMEFIREDOR 80 % Th - 72, £tk
23 TUEZE IR 512, AUC, «2512.7 g - h/mL E b0 F L727%, Cmax
1£1.65 g/ mL, Tmax (3 1.86 ¢, T.. 313652 THY, AFEOREI L, -
72o Probenecid 1.5g (500mg X 3) DA% 5-Tld, AUC,-«%%20.6 £ g - h/mL~,
T 3271020~ & GFLX O B SR ARFRZNIEINE 72IZIER L, BT
DEHG 7)) T 7 A1E2357°5 164mL/min~, B2 72 A131975 5 122mL/min
~, HEMIE (BAB2VT7 IR/ 2 VLTFor - 20T T2 A) 1322805 1.35~Ek
ENTNRT L7z SRHEDZ EDD, REOEHRMIIIRMETWAEG T 52 &8
N A WA

b, GFLX Of#EIZRKT 5 &2 HN L EELZEWERHIZED 5T, KRNEJHES
S OKMM AT 2R N EER S L, RS SFEEYIE ST D R)EADWIE S 7z,
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Gatifloxacin (GFLX, AM-1155) (Z7AR35EH
SHTHEINHY /0L ZEETH B, AEIIL
FHENE b, F ) CBIE6HICT7 v, THLIZ3-methyl-
1-piperazinyl &, 8fZlZmethoxy#4#H L, 774k
PB L UBRME, AW, 7733078, 1377
A= bizxt LT, MGG LA EA RS
MVEEFET B

GFLX I3 K HHEM BB L O - R RS,
BWEENERT A I LDHESNIT . £2°T, 4,
BEERAS T2 R IIAREOTEMES L UTRNETEIZS
WTHENT A2 A HMIC, BRFEIHAERE ER LD
T, ZORMEERET 5,

I.&® 8 & &

1. #ERE

KRB IBIN L 2B E OB % Table 1127 F, #
BHIE, REBOHM, NE, EROUEZLRLIZOVWTT
S EZT - BT, BHERIZLDFEIZTEMIC
FELEBEABFEEEENIABTH - 720 TNHHER
i3, MBI L, HERRTE, MRSERMREE, M
AR, RARTE, URSEMRREE, LEM, TERA,
REMMEBLIUMZ%2) 0T, FRELTHEHIETHS
Z e, RERIHMIEMIC L W AERR S Lo, HERE OFHG
1321~38%%, 1AH®EI$51.3~83.2kg, HEK!L163.6~188.0
em T o 72 REFIEFRE NHEFRS LR TH
BEAEASOKREHT, PHRIFETH~FEEIOAD
I FE L 72,

2. BEERIEA

WeEREHI L LT, GFLX %KY E LT20 %7:1350mg
REHETAHH TEILVH (FhZh Lot No. S170010,
S170020), &»5\WiE100mg % &A T 5%E%] (Lot No.
S170030 8 £ 1S190050) = A L7z, ZH 5 IIAMKR
(k) ot s s, T/, PEAZEE L Tprobenecid
250mg A EATANRY v FiE (BHFREKRAAH) %
w7z,

3. REAF Vo - VB IUHREEH

HERIZGFLX 20mg DRSO ML, w&ek
IZRED W L 2 TER L 50mg e HE L (F1H),
XLt REEMAHIR L2, 100, 200, 400, 600mg
NEWE L, £72, 200mg OZEERES 5 2 MO
REHE % BT GFLX ORI RIZTEFHOLE LR
NRB170, [F—HEE I L TEEZ 305 T200mg O H
M 5247 o 720 BEONFIL, Nr, FI, w7
V.F—Z BT, ALYV Ya—AThot, 55
12, #9290 BOKRESBEZ BV, BHEIREE A RE T
A7, GFLX 200mg #2114%5- 0 1 ReEF, 128 &
24 B2 12 # L F i probenecid 500mg ZHEH L 72
(LLE, 280, wmEEHRIE, FS1HTR26, F28

TRE6HIE L7e WTFNORERICB VT, #HANTH
150mL Ok & & b IS Sz, BEREIXERE 5T H
Mo, BTG %48 T T, W2y %
T2HER] E CIERIOFH MIs@E2 e, MBRATr Y2 —
% Fig. 112, #ERIEH % Table 212N FIURT, %
51, %6 OIS HOTERMIZBWT, IME, IR
KR GDEM,  MeenRRt, ik b, R
BELREOFMHBELE/L, AL L UCMWEEIREIE
Mgk L7z, $72, 4008 L 0°600mg D% 5 TIXFEI#H
T, IRFERRA, CPETRRERA T ET S L RIS, KB
L ORRILE R OEY I X B SO A B A TSR T
~7z,

4. AR ORI

B REAEDT-OORFHE, Fig. lOAT Y 22—
WZHE > THRELL 720 1 HIOERIZIB VT, 20mg Tl
W5 & 0% 505, 1, 2, 3, 4, 8EFMII,
50mg TIEHGaT % & 2% 51 0.25, 0.5, 1, 2,
3, 4, 8, 12, 22.5WEMIC, REIKGHi%L S IS
%0~24, 24~48MERTEFNFNIRML 720 FH2 R
BRlZBWCid, M #2580 7% 5 4x5-4% 0.5, 1, 2,
3, 4, 6, 8, 12, 24, 48WyWIZ, RELGHI RSV
5% 0~2, 2~4, 4~6, 6~8, 8~12, 12~24,
24~48, 48~T2 WM TENFIIRIL 720 M2 5 13
WEICLDMEEZ D HEL 72, 72, 2008 £ 7400mg O
ZERE MR S T, M & AR ISR ORI S 1T o 72,
400mg D 2% 5-TlL 24 R PBE O BAF & 5% 5% 72 I
BT TR, 8515, MECARKBETIET A7
$H200mg DZEMHx 5% 1, 3, 6B L1285/, &5
12 probenecid fif BB, GFLX %4514 3 s 12, 1M
Wx ZNFIRIL, FEICE ) mFEs7,.

5. EWRE O E

Mmi, R, HEBXOMEEPGFLX BEE, EREER
REHAPRAFFERT I Tk s 2~ b5 7 (HPLC)
FOACEDME L, EEIZ0IMIERIC XY il L7,
0.IMKEEILF MU aThfiL, Zhailke L7, £
7, 400mg O ZEEMEEZ GBI AR T, 3-
glucuronidase (Escherichia colii¥, ~X—1 7 —-=<
YNA L - 2N W& kg% (50,000FU/ mL,
pH7.0, 37°C, 2f) 1%, ZOEWBRELHEIEL, KL

HoREPRE JHaGHRRE) Loxrsb, 7hrn
YEAGRREABH L, E512, 200mg DZERRRY

5B AIMiEB X ORIZOWT,  Bacillus subtilis ATCC
6633 2 ER & LAY v 7 (bioassay i) 12&
DEMEE A lE L, HPLCEIZ X 2llEl e Ml
REf L 72

HPLCEIZ & MRS,  IMiE8 £ OMERTO0.01 g/
mL, WKBIUOETEFNEFNO0.1 ng/mL, 0.4 ng/g,
bioassay 12 & A MHBR FHEIME T 0.025 ng/mL, R
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Table 1. Background of subjects
1) Step 1
Dose Volunteer no. Age Height  Body weight
(mg) (yrs) (cm) (kg)
Al 28 169.8 61.7
20 A2 28 167.9 59.8
Mean 28.0 168.9 60.8
B 1 32 169.0 53.5
50 B2 26 166.2 66.4
Mean 29.0 167.6 60.0
2) Step 2
Dose Volunteer no. Age Height  Body weight
(mg) (yrs) (cm) (kg)
C1 38 167.2 51.3
C 2 22 169.7 61.1
C3 28 163.6 53.0
100 C4 30 170.0 60.5
Fasti C5 27 174.2 80.0
(Fasting) Cé6 21 173.9 773
Mean 27.7 169.8 63.9
S.D. 6.2 4.0 12.1
D1 28 173.8 66.2
D 2 22 166.0 67.9
D3 26 176.2 56.6
200 D4 38 172.3 66.5
(Fasting) D5 27 170.8 60.9
D6 24 170.4 53.2
Mean 27.5 171.6 61.9
S.D. 5.6 3.5 6.0
E 1 27 172.5 72.3
E 2 38 165.0 58.7
E 3 34 169.4 61.3
400 E 4 26 188.0 69.4
(Fasting) E 5 33 170.6 69.9
E6 25 176.6 83.2
Mean 30.5 173.7 69.1
S.D. 5.2 8.0 8.7
F1 33 168.9 58.4
F 2 27 168.5 64.8
F 3 26 176.1 78.3
600 F 4 29 169.9 62.6
(Fasting) F 5 31 179.0 74.4
F 6 32 170.6 63.1
Mean 29.7 172.2 66.9
S.D. 2.8 4.3 7.7
G 1 28 - 66.4
G 2 22 - 68.6
G 3 26 - 57.3
200 G 4 38 - 66.6
Non - fasti G5 27 - 63.0
(Non-fasting) G 6 25 - 53.9
Mean 27.7 62.6
S.D. 5.5 5.8
H 1 28 - 66.5
H 2 22 - 68.9
H 3 26 - 58.7
200 H 4 38 - 66.4
(With probenecid) g g’ gg B gi?
Mean 27.7 62.5
S.D. 5.5 5.6

— . Not measured (same as volunteers D1~D6)
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1) 20 and 50 mg (Step 1)
e Before Time after administration (h)
dosing 2 6 8 10 I
Drug administration 0 ! 2
Food intake A i AA ZA A
la : ‘ : :
Blood sampling @) M 0 M A
Urine sampling @)
Laboratory test e} O
Clinical examination
Objective symptoms® O : O
BP, PR, BT 0O 000 O O or o o o
ECG o 0o i ' o
Subjective symptoms, if any, were to be reported to the doctor in charge at any time.
1: Only for 50 mg single-dose study
2 . Auscultation, percussion, inspection, and palpation
3. BP: blood pressure , R : pulse rate, BT : body temperature
a. 025 h
b: 225 h
2) 100, 200, 400, and 600 mg (Step 2)
Time after administration (h)
Ttem o
0 2 6 8 10 12||24l|48||72
Drug administration oA 0 , 'Pro /:ne(‘lld“l I
FOOd intake Pr?Eeif,C'dA"Gmﬂoxau A Probenecid b SN ATAA A
Blood sampling 4 A A9 A A : 4 A
Urine sampling O : ' :
Crystals in urine’ O O
Feces sampling’ ! - T i
Protein binding i O 1O o O :
Saliva sampling’ ©) 0 O O @) ©) O ©) @)
Laboratory test @) ; i i i O i
Clinical examination :
Objective symptoms’ O - (@)
BP, PR, BT* O oo O O O O O O
ECG O O i : O
Audiometry® O : O : :
Ophthalmological test'O i o* O
Balance test’ O i O i i
Creatinine clearance"’Q ]

Subjective symptoms, if any, were to be reported to the doctor in charge at any time.

. Only for
Only for
. Only for
. Only for
. Only for
. Only for

200
400
400
200
200

. BP : blood pressure ;

OO WN

—

. Funduscopy

Fig.

1.

probenecid interaction study in fasting volunteers

mg single-dose study in non-fasting volunteers

and 600 mg single-dose studies in fasting volunteers
mg single-dose study in fasting volunteers

mg single-dose study in fasting volunteers

and 400 mg single-dose studies in fasting volunteers
. Auscultation, percussion, inspection, and palpation

PR . pulse rate ,
. Eldoptometry and photostress test

BT : body temperature

Schedule for single-dose study of gatifloxacin
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Table 2.

Laboratory test items

1. Physical examination

Auscultation, percussion, inspection, palpation,

blood pressure, pulse rate, body temperature

2. Hematology

RBC, Hemoglobin (Hb), WBC, Hematocrit (Ht),

platelet, WBC differential count

3. Blood biochemistry

GOT, GPT, Al-P, LDH, LAP, y -GTP, ChE, total protein, A/G ratio,
BUN, creatinine, uric acid, Na, K, Cl, Ca, P
triglyceride, total bilirubin

glucose, total cholesterol (Chol-T),

4. Urinalysis

pH, protein, glucose, urobilinogen, occult blood, urinary sediment

5. ECG 12 leads at rest

6. Crystal in urine'

Observation with microscope

7. Audiometry' Audiography

8. Ophthalmological test'

Eidoptometry, funduscopy, photostress test

9. Balance test Stabilography

10. Pharmacokinetics

Concentration in serum, saliva®, urine and feces’, protein binding’

11. Renal function’ Creatinine clearance

. Conducted at doses of 400 and 600 mg.
. Conducted at doses of 200 and 400 mg.
. Conducted at dose of 400 mg.

=0 DO —

T0.25 ug/mLTho7z, MEBLPRFILTF=
B, A-bTFvrTFIAHF— (HLT150H) (2
L hEEL 7,

6. IMik7- A B EREONE

Mi# 1 mL 2 %0872 AR GHERGMPS-1 (73 2
)AL, EOGRAEAE (4°C) IS X DRSS R R
RO A b 3 # HPLC 3 (12X D filE L, JRilE
B LRI A h YRR & F N FARIREE,  BERERR
BEE LT, #iaFrRkor,

7. FA R G 0 AT

F2HORBRIZBNT, MEFRGFLXIBEDOHER % 2-
compartment open model (2% T3 THIT L7, &
BIIIER RN LT 07T L"PAG-CP* (%) 1
»E5 =T ) BMHLZ, ATEIOETEORRIZED
EMERICBIT LR ERE (Cmax), Cmax FERH

(Tmax), 075 SRR E T DML A ke B — e A T
[ (AUC, .), HEMIIBT LM (T, 3),
HERMIZBT 2 A2 onfmisE (V 3/F), EHIKE

BUTBRNTODHEE (Vss/F), Rhitozrgsy
75 A (CL/F) #F#nZFnEH L, /2, 5%
T2BEH E TORPHEE A AUC, W THRTAILIZEINE
7077 A (CL) 28I L7z, &5612, 200mg D%
fEEd% 5. 72 5 OIZ probenecid D x5 I12B W T
3?@%”1"“5?&3 E"FFEJU)IIH’Z%’PJF%/:?””%%(EF%lﬂﬂ%*‘Jﬂ)ﬂfﬂ
RREMEECTHRT A2 LX), MiEH ek 4RI
W EESE (fu) ko7, 2WT, GFLX®DCL: # fu

. Conducted at dose of 200 mg with and without probenecid.

THRIAZIELIWLEIVEREIVTT7 VA (Clow) %, I
EBLIUORF LT FVEEBLIURGELS LT
F=v - 2) 77 A (Cer) 2K, CLiw % Cer T
THILICL DR EEE L,

—7, GFLX 2003 £ 17400mg D ZERE R 4% 5-14 O M
R EYBEIZOWT, EFMICESRWHEIZL D E
L, EHMED?S Cmax BL U Tmax #RKD72, T2,
HEMIC BT AR PRE » —REERISEBL, &/
TREFEICLVEEEEER (kel) xRkOE, T.%2H
WL [T..=0.693/kel]ls &5, BREICLDES
% A8 We ] £ T OMEE R —RE I EAR T A& (AUC, W)
R, THICASHERTIC BT HMEE AR (C.) % kel
THRLZHEEZMASAZEIZEY AUC, .28 H L
[AUC, .= AUC, ., + Cu/kel]s

8. FLATSFHYFRAT

R, FHEBL L OEEREE LTRLZ, GFLX
200mg x5 MiE S L OIRIZEE$ A HPLCZ: & bioassay
HIZX AHIEM, 2008 X 0400mg 15 5-B5 O MER Hhig g
EMETEEOHIEMICOWT, FAFNEREIRST
W& AR AR AT L 72. 72, GFLX 100~600mg D&
FHIZ$57 5 Cmax B L AUC, 0% G EIGIME, #HF
BRI L DT L7, X512, A% F 721X probenecid
PERIC & 5 GFLX OEYEERN /ST A — FENDEE
WDOWT, MIeDd 2 tiREICL YL /2. P=0.05
rHEKEL L7,
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Table 3-1. Vital signs
1) 20 mg single-dose study in fasting volunteers
Ttem Volunteer Time after administration (h)
no. -1 0a 0.5 1 2 3 4 8 22.5
Blood Al 110/63  103/59 101/59 103/58 104/63 106/62 105/57 110/59 115/67
pressureb A2 109/58 109/64 102/57 109/60 111/66 112/65 108/63 113/63 115/62
(mmHg)
Pulse Al 66 66 66 66 63 62 62 73 71
rateb A2 61 66 57 59 60 60 61 66 62
(/min)
Body Al 36.0 35.6 36.3 36.5 36.5 35.6 36.1 36.1 36.2
tem;gerz)xture A2 36.5 36.3 36.4 35.7 36.5 36.3 36.4 36.5 36.1
T
2) 50 mg single-dose study in fasting volunteers
Item Volunteer Time after administration (h)
no. -1 0a 0.5 1 2 3 4 6 8 12 22.5
Blood Bl 105/53 102/56 99/56 98/57 98/56 105/60 102/58 98/53 108/53 106/55 106/56
pressure P B2 109/63 108/58 104/60 102/55 106/58 110/62 110/59 118/62 109/59 108/60 108/60
(mmHg)
Pulse Bl 44 45 42 42 42 41 41 49 54 56 45
rate® B2 60 57 57 57 59 55 54 68 64 69 57
(/ min)
Body Bl 358 358 358 358 359 357 358 364 367 365 359
tmn?eraUHe B2 365 357 363 362 362 356 354 364 364 363 358
)
3) 100 mg single-dose study in fasting volunteers
Ttem Volunteer Time after administration (h)
no. -1 0a 1 2 3 4 6 8 12 22.5
Cl1 113/59 112/59 99/51 101/52 96/50 107/54 111/55 108/54 112/58 107/55
Blood C2 131/72 124/70 122/69 122/65 121/67 131/70 127/68 128/69 133/72 119/66
ood C3 122/66 129/70 122/68 116/65 119/69 117/64 126/68 126/65 125/62 115/61
I?essgfi C4 107/58 99/56 101/58 104/56 100/55 106/58 115/59 105/56 106/54 101/51
mmtig C5 103/58 105/58 107/62 110/61 100/56 100/57 102/55 110/57 115/61  98/53
C6 139/70 114/61 116/65 113/62 131/71 128/64 123/60 121/64 131/64 118/62
C1 62 62 59 59 57 60 71 64 68 61
Pul C2 90 76 73 75 74 70 81 77 82 80
tob C3 51 50 54 52 54 52 59 58 59 55
(7‘¢ ) C4 52 51 48 50 48 49 61 58 52 49
min C5 45 45 44 49 46 47 59 62 67 49
C6 59 54 54 55 55 63 70 63 62 58
C1 35.8 36.1 36.1 36.5 36.3 36.7 36.7 36.3 36.5 35.8
Bod C2 36.3 36.2 36.7 36.5 36.1 36.3 36.5 36.6 36.7 36.0
. 0 Yt C3 36.0 36.2 36.2 36.1 36.2 36.1 36.3 36.5 36.7 36.1
emperature C4 36.1 36.1 36.2 35.8 36.1 35.8 36.4 36.0 36.3 35.6
C5 35.4 355 35.9 36.0 36.1 35.6 36.5 36.4 36.3 35.4
C6 36.0 36.2 36.5 36.7 36.5 36.8 37.0 36.7 36.7 36.0
a . Just before dosing
b: Mean of 2 determinations
o0. B b 3. LEXN
1. HEB L UMWEER REIREATAEEZEZ ONLREEHRIE, WTFhbE

AEIERTLEZRONLREEIROLN o7,

2. IIE, WRiE, iR

HEAER % Table 312RT . WFHORERIZBEVWTY
BELEBIED LN L o7,

OLNLhroT,
4. BRIRMRAE
AEFER % Table 4187, MRFNMRA, R4
FREBLUVRREIIBNT, REIERNTLLEEZDS
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Table 3-2. Vital signs
4) 200 mg single-dose study in fasting volunteers
Item Volunteer Time after administration (h)
no. ) 0a 0.5 1 2 3 4 6 8 12 22.5
D1 111/65 108/57 112/65 108/59 110/60 109/61 109/60 112/59 114/57 113/59 108/59
Blood D2 120/67 116/57 117/55 111/56 108/57 114/58 113/59 119/62 119/61 118/59 118/63
b D3 112/60 111/60 106/59 114/58 109/60 108/61 112/55 109/55 120/60 113/62 108/59
D{GSSI“{“) D4 136/75 136/77 126/76 127/77 132/73 120/73 123/75 124/70 124/71 133/73 123/70
mmtig D5 121/61 119/59 114/56 113/62 113/60 115/57 122/61 117/58 120/60 126/65 124/62
D6 113/60 97/53 100/57 105/58 100/55 95/52 106/60 104/57 108/54 101/54 110/58
D1 52 51 52 54 54 53 53 59 53 58 52
Pulse D2 53 51 51 49 53 50 51 70 71 72 48
ratob D3 70 56 65 62 61 58 63 69 68 67 61
i D4 51 49 49 48 46 46 46 52 49 55 48
min D5 57 46 47 48 47 45 46 61 55 58 53
D6 64 55 54 54 56 55 54 62 61 61 67
D1 36.1 360 362 364 366 362 364 352 359 362  36.1
Bod D2 357 355 359 360 365 358 355 362 364 355 353
cem eraymre D3 359 358 356 353 365 365 358 365 367 362  36.0
F(’oo D4 355 355 357 364 360 360 361 359 359 360  34.8
D5 36.2 360 362 363 366 361 364 366 365 366  36.2
D6 364 360 364 365 367 364 367 365 368 364  36.0
5) 400 mg single-dose study in fasting volunteers
Item Volunteer Time after administration (h)
no. -1 0a 0.5 1 2 3 4 6 8 12 225
El 136/71 122/69 136/74 138/77 137/79 128/74 130/74 126/70 121/70 129/70 122/71
Blood E2 118/66 120/66 113/59 119/61 116/63 121/62 121/65 116/60 116/63 122/62 113/61
od E3 115/69 114/68 109/60 111/64 109/66 111/61 108/66 116/60 113/61 110/57 112/63
p(fess}uf‘f) E4 114/66 118/68 109/62 113/62 109/60 111/61 110/58 105/57 106/57 113/60 108/61
mmtig E5 114/67 111/63 114/64 107/61 114/63 113/58 112/61 125/70 111/62 116/60 111/60
E6 111/63 111/61 107/57 112/64 107/56 109/57 110/60 111/56 110/58 104/53 104/56
El 61 63 63 64 62 61 58 67 65 66 58
Pulse E2 56 57 55 55 55 55 55 57 56 58 59
Lateb E3 76 68 62 63 65 63 65 73 69 67 67
O min) E4 47 53 50 50 50 50 50 60 53 56 45
E5 69 68 71 67 72 67 70 82 68 70 68
E6 58 53 53 58 58 56 53 58 56 61 54
El 36.1 366 369 369 370 365 364 364 367 367 364
Bod E2 357 360 365 363 368 365 365 364 359 365 363
temperaymre E3 36.0 364 366 365 364 362 364 362 363 365 361
T E4 36.0 363 365 362 367 368 369 368 368 367 361
E5 352  36.1 36.6 368 366 361 365 362 360 367 365
E6 353 356 363 357 357 363 358 351 360 358 354
6) 600 mg single-dose study in fasting volunteers
Item Volunteer Time after administration (h)
no. “15 0a 0.5 1 2 3 4 6 8 12 22.5
Fl 120/66 106/56 110/57 107/56 109/58 108/56 100/55 117/63 106/55 113/58 116/65
Blood F2 104/61  97/59 100/61 106/60 91/49 96/54 95/54 107/61 106/59 94/55 102/61
od F3 124/75 126/70 121/72 127/71 127/71 118/67 126/68 127/64 127/68 122/68 123/70
D{essl‘f{e) F4 111/60 111/57 111/60 112/66 108/54 109/58 105/57 117/60 107/59 113/57 112/63
mmrig F5 117/72 115/67 118/68 113/66 117/66 125/71 121/67 106/57 110/62 123/68 118/66
F6 116/65 106/59 106/66 117/67 106/66 104/58 107/55 114/60 121/63 119/66 118/65
Fl 61 63 62 62 65 69 61 72 68 73 61
Pulse F2 61 59 55 58 62 60 57 69 62 68 55
uise F3 50 49 51 49 54 55 57 55 55 59 52
(7‘“‘1 \ F4 61 62 67 65 65 61 63 73 62 70 63
min F5 75 64 66 67 64 69 66 68 63 70 65
F6 62 54 58 55 64 58 55 62 64 64 54
Fl 354 359 359 360 361 366 365 367 366 368 358
Body F2 36.1 36.0 365 360 365 364 369 362 359 359 360
(emperature F3 358 359 363 363 365 359 369 367 360 367 360
) F4 358 356 362 361 364 360 365 364 364 362 357
F5 350 358 358 359 360 360 366 358 360 355 355
F6 36.2 363 368 368 369 369 37.0 370 37.0 368  36.2

a . Just before dosing
b: Mean of 2 determinations
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Table 3-3. Vital signs
7) 200 mg single-dose study in non-fasting volunteers
Ttem Volunteer Time after administration (h)
no. -2 02 0.5 1 2 3 4 6 8 12 22.5
Gl 117/64 112/58 107/56 109/60 113/61 108/59 107/60 120/61 118/60 107/56 109/60
Blood G2 118/60 125/61 119/56 122/59 122/62 114/62 112/55 129/63 131/69 134/67 107/56
ood G3 116/62 107/61 113/59 110/55 103/54 106/58 101/56 104/49 116/64 118/61 112/62
p{eSSI“{re) G4 128/75 129/70 122/71 120/68 124/71 128/73 131/76 119/68 129/74 128/69 122/72
mmig G5 123/63 117/60 122/61 123/60 124/59 121/60 117/59 124/59 122/62 124/63 125/65
G6 104/54 109/59 121/61 110/55 117/61 104/55 112/60 108/55 104/53 115/59 101/55
Gl 54 62 58 61 60 56 53 69 57 63 53
Pulse G2 55 62 58 57 58 54 55 76 71 76 53
tob G3 65 62 68 69 69 66 67 70 73 79 67
(;aﬁ? ) G4 52 54 54 53 53 49 47 57 53 57 51
min G5 58 56 55 61 60 51 49 69 60 64 60
G6 58 67 65 64 68 57 59 68 63 66 59
Gl 36.3 362 365 369 367 365 364 361 364 367 361
Bod G2 356 358 364 365 365 358 351 352 370 368 355
. Yt ; G3 360 363 366 366 366 362 363 362 370 363 359
emperature G4 358 358 357 359 365 357 353 363 359 368 354
G5 357 364 367 367 368 360 363 367 366 365 362
G6 361 361 365 365 369 365 368 366 366 365 359
8) Probenecid interaction study in fasting volunteers
Ttem Volunteer Time after administration (h)
no. -15 0a 0.5 1 2 3 4 6 8 22.5
H1 114/62 103/60 108/59 105/56 107/57 97/56 103/57 101/53 106/56 106/60
Blood H2 116/65 115/62 116/56 111/57 105/52 103/49 105/55 119/58 126/62 125/66
ood H3 108/61 100/59 104/51 107/58 99/53 100/55 97/54 104/56 110/58 106/59
p(resslu{fe) H4 141/80 125/76 125/75 124/71 126/73 125/74 128/76 121/69 123/69 127/75
mmee H5 113/60 113/58 110/54 113/58 110/57 112/55 111/58 106/54 112/54 113/60
H6 102/55 97/57 107/60 112/61 106/60 104/59 105/58 103/55 100/53 106/63
H1 56 56 58 56 57 55 58 62 66 54
Pulse H2 55 56 55 54 56 57 58 69 68 59
tob H3 64 63 63 62 66 62 62 74 75 67
(;ae. ) H4 51 49 49 49 49 51 48 54 53 51
min H5 49 50 44 47 52 46 45 68 56 52
H6 55 55 54 52 55 58 58 68 59 63
H1 36.5 36.5 36.6 36.8 36.7 36.9 36.4 37.0 36.6 36.2
Bod H2 35.2 36.1 35.9 35.9 36.4 36.2 36.4 36.3 35.9 35.8
; Oyt H3 35.8 36.0 36.3 36.0 36.6 36.1 36.5 36.8 36.9 36.0
emﬁg?é‘; ure H4 35.2 35.4 36.1 35.8 35.7 35.8 36.0 36.6 35.5 35.7
H5 36.4 36.2 36.2 36.4 36.6 36.3 36.3 36.4 36.0 36.5
H6 35.9 35.6 35.7 36.0 36.2 36.0 36.7 36.9 37.2 35.9
a . Just before dosing
b: Mean of 2 determinations
NLBEETEHIFID LN o T, (Bioassay) =0.937 - (HPLC) -0.0092,
5. BEhkA, MREWHRA, FiiEeRt HIE#2$£0.987 (P<0.01)
400 B £ °600mg FHGHEIZFEM L 2EICBWT, K RPBEICOVT,
FIRRT R EEZONLIBRERIZFED SN Lo 72, (Bioassay) =0.919 - (HPLC) + 0.450,
6. RiESOBIgEE A4 %00.993 (P <0.01)
400 B L U°600mg % 5-FEDR B L OIRiL#EIZDOWT, LRI 1 OFEGHESRD SN,
X ARERIIED N5 T, 8. 20 F/-id50mg X G- HOMKNENRE (5 11H)

7. HPLC & bioassay 12 & 2l EHE O
HPLC 2 & bioassay 12 & A lEMEOME % Fig. 212
KT o MEHFEEIZDOWT,

GFLX 20 #7:1%50mg % 5- % O ML 1 i fE % Table
55 & UFig. 31, RS X CRAR R HEEE &
Table 6, 78 L UFig. 4I12F N F1Rd, GFLX 20
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Table 4-1. Clinical laboratory tests
1) 20 and 50 mg single-dose study in fasting volunteers
Volunteer no.
Ttem Normal Al A2 Bl B2
range
B A B A B A B A
Hematology
RBC (X 10"/ mm®) 354 - 574 516 494 476 477 443 430 548 529
Hb (g/dL) 12.0 - 18.0 15.2 14.7 15.3 15.4 13.7 13.5 15.7 15.4
WBC  (/mm*) 3500 - 8300 5200 6000 7800 6000 7200 8300 8400 7400
Ht (%) 38.0 - 51.0 45.0 43.2 46.6 46.8 41.0 40.0 474 45.5
Platelet (X 10'/mm’) 12.0 - 40.0 24.3 23.3 26.6 25.3 26.1 26.1 22.6 22.7
Differential WBC
Eosinophils (%) 0-10 6 9 1 1 4 5 3 3
Basophils (%) 0-5 1 0 0 0 2 1 0 0
Neutrophils stabs. (%) 0-19 10 8 8 6 2 7 6 6
Neutrophils segs. (%) 28 - 68 32 37 65 62 43 51 51 55
Lymphocytes (%) 17 - 57 39 40 22 25 47 33 34 33
Monocytes (%) 0-10 12 6 4 6 2 3 6 3
Blood biochemistry
GOT (K.U.) 5-40 14 14 15 14 13 12 14 11
GPT (K.U.) 4-35 13 13 10 10 11 11 20 17
Al-P (K.AU) 25-11.5 6.5 6.5 3.9 4.2 5.5 5.8 5.1 5.2
LDH (W.U.) 170 - 450 216 198 288 260 209 203 184 203
LAP (G.R.U.) 110 - 172 136 138 187 186 165 160 155 140
y -GTP (Iu/L) 0-50 16 15 25 25 32 30 12 11
ChE (A pH) 0.6 - 1.3 0.89 0.85 0.71 0.70 0.76 0.75 1.07 1.07
Total protein (g/dL) 6.0 - 8.0 7.3 6.9 6.8 6.5 6.3 6.4 7.1 6.8
A/G ratio 1.0 - 2.5 1.4 14 1.7 1.8 1.7 1.7 1.8 1.8
BUN (mg/dL) 8.0 - 20.0 13.9 13.7 12.1 13.1 20.7 18.7 12.5 12.0
Creatinine (mg/dL) 0.6 - 1.3 1.1 1.2 1.1 1.0 1.2 1.1 1.2 1.1
Uric acid (mg/dL) 2.9-6.5 7.7 7.1 5.2 4.7 5.6 5.6 5.0 5.3
Electrolyte
Na (mEq/L) 134 - 145 140 140 140 141 141 141 143 140
K (mEq/L) 3.4 -5.0 4.1 4.1 4.4 4.6 4.0 4.2 4.3 4.5
Cl (mEq/L) 98 - 110 105 105 104 105 107 107 107 105
Ca (mEq/L) 4.0 - 5.0 4.6 44 4.7 4.7 4.5 4.5 4.5 4.5
P (mg/dL) 2.0-4.5 3.2 3.4 4.0 4.6 3.9 4.3 3.6 3.9
Glucose (mg/dL) 70 - 110 86 92 85 92 92 95 103 103
Chol-T (mg/dL) 120 - 230 174 175 183 179 117 121 149 142
Triglyceride (mg/dL) 40 - 170 84 86 97 85 37 34 98 167
Total bilirubin(mg/dL) 0.3-1.2 0.7 0.6 1.7 1.1 0.8 0.8 0.8 0.7
Urinalysis
pH 4.8-175 5.4 5.4 5.4 5.2 5.6 5.4 5.4 5.4
Protein — - — — — — — — —
Glucose — - — — - — — — —
Urobilinogen + * =+ + + + =+ + +
Occult blood — - — - - - - - -
Sediment RBC(/F) 1-2 n.s. n.s. n.s. n.s. n.s. n.s. n.s. n.s.
Sediment WBC(/F) 1-2 n.s. n.s 8-10 8-10 n.s. n.s. n.s. n.s.
Sediment epithelium(/F) 1-3 n.s. n.s n.s. n.s. n.s. n.s. n.s. n.s.
Sediment oxalate crystals - n.s n.s n.s n.s. n.s. n.s n.s n.s.
Sediment casts — n.s n.s n.s n.s. n.s n.s n.s n.s.

B: Before dosing. A :
n.s. . Nothing specially

B L U50mg D%,

JOBHERITREISEL, FDEEEIZ0.21,

Td o720 $F% 48 KM £ T O R PR O FHH

X, #RENT2.9, 87.9%THh -7,
9,
(2 49)

GFLX 100, 200, 400 £ 7:13600mg % 5-% D1+

PRI 2R 2R B

100, 200, 400 % 7:13600mg x5 % DIAHN B HE

24 h after dosing.

IR % Table 8 8 X U'Fig. 512,
0.34 /zg/mL
T — 2

FRIZGEN TR 2P RO N,

1.71,
14.5, 32.4
AUC, . & #%
INHEDINT A —

Y EERRY /ST A
— % % Table 9\I/RY, MUEHIREIR, &5
123 L, GFLX 100, 200, 4008 &0
600mg % 5-FF D Cmax I3 # N £10.873,
L U541 pg/mL, AUC,..i3ZFNnZ17.00,
B LU53.5 ug-h/mLTHh -7, Cmax,

1.41~2.28

3.358
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Table 4-2. Clinical laboratory tests

2) 100 mg single-dose study in fasting volunteers

Volunteer no.

Item Cl C2 C3 C4 C5 C6
B A B A B A B A B A B A
Hematology

RBC (X 10"/ mm®) 472 448 506 511 448 435 530 509 497 522 537 554
Hb (g/dL) 13.8 13.1 15.2 15.0 14.4  14.0 154 147 16.3  17.1 16.2  16.5
WBC  (/mm®) 7500 6800 4700 4500 3700 3500 6600 6400 7300 8100 5500 5000
Ht (%) 41.6  39.6 44.6  45.0 42,5 41.5 46.6  44.7 46.6 489 47.1  48.1
Platelet (X 10'/mm®*) 23.8 25.2 24.1 26.2 18.9 18.3 23.0 19.2 17.3  15.7 19.2  21.7
Differential WBC

Eosinophils (%) 3 4 4 1 1 1 3 8 3 3 3 3

Basophils (%) 0 0 1 1 0 0 1 0 0 1 0 1

Neutrophils stabs.(%) 8 7 3 4 2 6 8 6 4 4 6 6

Neutrophils segs. (%) 54 62 49 59 42 35 47 50 58 64 44 50

Lymphocytes (%) 28 23 40 31 50 50 35 32 30 23 37 35

Monocytes (%) 7 4 3 4 5 8 6 4 5 5 10 5

Blood biochemistry

GOT K.U.) 13 11 19 17 15 13 13 12 14 16 18 17
GPT (K.U.) 10 9 23 21 10 7 13 12 11 11 13 13
Al-P (K.AU.) 12.7 11.7 8.8 8.9 5.0 4.9 6.1 6.0 5.9 6.6 6.0 5.9
LDH (W.U.) 226 204 202 205 330 289 227 203 228 227 288 260
LAP (G.R.U.) 146 135 130 142 134 124 122 123 139 160 169 172
y-GTP (Iu/L) 15 13 25 21 15 13 18 17 31 33 16 13
ChE (A pH) 0.72  0.68 0.84 0.84 0.78 0.75 1.04  0.98 0.93 0.97 0.99 1.00
Total protein (g/dL) 6.7 6.3 7.1 7.1 6.5 6.1 7.1 7.0 6.7 7.0 7.4 7.3
A/G ratio 1.6 1.6 1.6 1.5 1.9 2.0 1.7 1.5 1.5 1.6 1.6 1.5
BUN (mg/dL) 15.6 12.3 12.7  13.9 12.8  10.9 16.5 17.0 13.9 135 154 18.0
Creatinine (mg/dL) 1.0 1.0 1.0 1.1 1.1 1.1 1.1 1.1 0.9 1.0 1.1 1.1
Uric acid (mg/dL) 5.8 5.7 5.5 6.0 5.8 5.2 5.0 6.0 5.3 5.1 5.0 5.9
Electrolyte
Na (mEq/L) 142 142 141 140 140 140 142 141 140 140 140 138
K (mEq/L) 4.1 4.1 3.8 4.2 4.0 4.4 4.0 4.5 4.2 5.2 3.9 3.9
Cl (mEq/L) 109 105 107 104 105 105 108 106 107 107 104 103
Ca (mEq/L) 4.4 4.4 4.6 4.8 4.4 4.5 4.6 4.7 4.3 4.5 4.5 4.8
P (mg/dL) 3.1 2.8 3.6 3.5 3.5 3.7 3.8 3.8 3.0 3.4 34 3.3
Glucose (mg/dL) 96 101 98 97 92 95 91 97 103 100 89 39
Chol-T (mg/dL) 192 184 221 217 189 178 166 148 190 197 132 137
Triglyceride (mg/dL) 122 84 111 74 81 71 80 66 124 91 107 64
Total bilirubin(mg/dL) 0.7 0.6 1.2 1.2 1.1 0.8 1.0 0.8 1.1 1.1 0.9 0.8
Urinalysis
pH 5.8 5.8 5.6 5.6 5.6 5.6 5.2 5.2 5.8 5.6 6.0 5.8
Protein — - - - - - - - - — —
Glucose — — - - — - - — - — - —
Urobilinogen + + + + + + + + + + + +
Occult blood - - - — - - - - - — - -
Sediment RBC(/F) n.s n.s ns. n.s n.s n.s ns. ns n.s n.s n.s n.s
Sediment WBC(/F) n.s n.s n.s. n.s n.s n.s n.s. n.s n.s n.s n.s n.s
Sediment epithelium(/F) n.s n.s ns n.s n.s n.s n.s n.s n.s n.s ns n.s
Sediment oxalate crystals n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s
Sediment casts n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s n.s

B: Before dosing. A . 24 h after dosing.
n.s. . Nothing specially

i3RI AL THmL 7 (Fig. 6)o T.. 3136.93~ AUC,..1311.2, 25.3 ng-h/mL, T, .139.28, 7.06

8.41 R, V 3/F131.98~2.31L/kg &, Wi bz BB Cd o 7o RIZ, MEIREE & ML iR E O &

BRIZELFTIEIIEI-ETHoT, Fig. 812" 3o M IR IS IME FhiR i I A BICHBE L,
GFLX 200 ¥ 7213 400mg - 5- % DM PR £ % Table ZFOHEMBOEEIL0.810 TH -7,

10 B L UFig. 712, EWHEERH/NT 4 — 5 & Table (MEEPiRAE) = 0.810 - (IMiFrhikEE) — 0.0668,

1S ZRZIRT . MERARIREEE, ThENE51%2.0, FHRR%0.857 (P <0.01)

2.5MMTY— 21351, Cmax!31.55, 3.05ug/mL, 504 72HM & TORPIRAES & URAR PRl &
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Table 4-3. Clinical laboratory tests
3) 200 mg single-dose study in fasting volunteers
Volunteer no.
Item D1 D2 D3 D4 D5 D6
B A B A B A B A B A Al B A
Hematology
RBC (X10'/ mm*) 490 498 569 554 500 512 485 499 507 500 480 491
Hb (g/dL) 154 15.7 16.3 16.0 153 15.7 15.1 154 159 15.9 14.3 14.8
WBC  (/mm®) 5200 4900 10200 9500 6000 5900 4900 5300 4600 4300 4100 4500 3900
Ht (%) 45.5 459 485 47.2 451 459  44.2 453  46.7 459 41.5 42.3
Platelet (X 10'/mm®) 183 17.8 25.2 27.1 274 26.6 17.8 17.3 22.8 21.9 25.0 27.3
Differential WBC
Eosinophils (%) 2 3 2 2 4 10 1 4 9 16 8 9 10
Basophils (%) 2 0 0 0 2 0 0 3 0 0 1 0 3
Neutrophils stabs. (%) 3 5 7 5 10 8 7 3 10 8 7 6 5
Neutrophils segs. (%) 38 49 51 61 56 55 42 56 34 33 39 42 41
Lymphocytes (%) 52 39 34 30 25 21 46 31 39 39 40 41 39
Monocytes (%) 3 4 6 2 3 6 4 3 8 4 5 2 2
Blood biochemistry
GOT (K.U.) 14 14 11 11 12 12 18 14 14 13 11 11
GPT (K.U.) 11 10 12 11 9 8 13 11 15 12 8 7
Al-P (K.A.U.) 4.2 4.0 58 5.8 72 7.1 4.2 44 6.8 6.6 69 7.1
LDH (W.U.) 191 190 201 210 191 201 294 271 251 243 241 241
LAP (G.R.U.) 133 126 131 131 159 159 130 126 180 174 162 166
y -GTP (IU/L) 14 14 13 12 10 9 26 22 21 21 5 6
ChE (A pH) 0.73  0.74 0.92 0.82 0.79 0.79 0.93 090 0.91 0.89 0.73 0.76
Total protein (g/dL) 6.6 6.6 6.9 6.8 6.7 6.5 6.6 6.3 7.1 6.9 6.7 6.7
A/G ratio 1.8 1.9 1.8 1.8 1.9 2.0 1.6 1.7 1.8 1.9 1.9 1.9
BUN (mg/dL) 13.1 15.3 11.1 129 9.5 10.6 14.4 13.8 14.7 153 16.5 14.6
Creatinine (mg/dL) 1.1 1.1 1.0 0.9 09 0.9 1.2 1.2 1.2 1.1 1.1 11
Uric acid (mg/dL) 53 5.6 53 5.7 28 3.1 50 4.9 57 5.7 4.9 50
Electrolyte
Na (mEq/L) 141 139 140 140 142 139 143 141 141 140 142 141
K (mEq/L) 4.3 4.0 4.6 4.5 4.7 44 4.2 4.4 45 4.2 4.0 4.2
Cl (mEq/L) 105 104 104 104 106 104 107 106 105 105 107 106
Ca (mEq/L) 4.8 4.6 4.9 4.9 4.8 4.7 4.7 4.5 4.9 4.9 45 4.5
P (mg/dL) 4.0 4.0 35 34 3.1 34 23 2.8 3.2 34 36 35
Glucose (mg/dL) 91 86 91 88 88 96 96 95 92 92 92 96
Chol-T (mg/dL) 129 128 176 167 112 110 218 214 166 167 141 145
Triglyceride (mg/dL) 70 47 194 144 63 50 124 130 142 102 63 64
Total bilirubin(mg/dL) 1.8 1.7 0.8 0.7 0.8 0.8 1.0 0.7 0.8 0.7 1.1 1.1
Urinalysis
pH 58 5.8 58 5.2 6.0 6.0 58 5.6 58 5.8 6.4 5.8
Protein — — - — — - — — - — - -
Glucose - - — - — - - - — - — -
Urobilinogen + + + + + + + + + + + +
Occult blood - - - — - - - — - - - -
Sediment RBC(/F) n.s. n.s. n.s. n.s. ns. n.s. n.s. n.s. n.s. n.s. n.s. n.s.
Sediment WBC(/F) n.s. n.s. ns. n.s. ns. I.Ss. n.s. In.s. ns. n.s. n.s. n.s.
Sediment epithelium(/F) n.s n.s. ns. ns n.s. .. n.s. In.s. ns. n.s. ns. n.s
Sediment oxalate crystals n.s n.s n.s n.s n.s. n.s n.s. 1n.s ns. n.s. n.s. ns
Sediment casts n.s n.s ns. n.s ns. s ns. n.s ns. ns ns. n.s
B Before dosing. A: 24 h after dosing. A'. 48 h after dosing.
n.s. . Nothing specially
Table 12, 1354 UFig. 915RT. RABIER, GFLX  400mg#5HORMIC, 7L 7 0  BRAKIED Hh

100, 200, 400B X U600mg#x5%2~4 £7:134~6

BERICY — 7 15E L, 8~ 12 MMkl
1/2¢ %o, $72,
L, ¥E—2ZiEgEizznzni2l,

JXFDMED1/5~

PR i 58I L T ER

240, 6758 L1953

ug/mL Tdh 72, 5% 72 Kl £ T BFER HHEMEHE
&, TN Eh8l.6, 83.4, 83.2BLU8T.I%TH -7,

otz 400mg ik GH T2 E COEPEEL LR
HEPPEE L Table 14, 158 X U'Fig. 10127 ¥,
400mg 512817 5 BREEPHEEFRIL, 5.7% TH o7,
GFLX 200mg D ZEfgrsBMi 58512817 %, GFLX
DIME- ABEEFE L Fig 11\ IRT, MiE7: /VEHEQ
130.29~2.00 pg/mL OFF T PigEIz L 5§13
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Table 4-4. Clinical laboratory tests
4) 400 mg single-dose study in fasting volunteers
Volunteer no.
Item El E2 E3 E4 E5 E6
B A B A Al B A B A B A B A
Hematology
RBC (X 10"/ mm?*) 485 469 458 466 542 531 502 509 447 433 497 488
Hb (g/dL) 14.6  14.2 14.0 14.3 15.8 15.6 15.7 15.7 139 135 14.7 145
WBC  (/mm?) 6700 6400 4800 3500 6800 6600 3700 3500 4300 4600 5200 4500
Ht (%) 44.0 42,6 415 42.1 47.1 46.3 46.1 46.6  41.3 404 42.1 41.7
Platelet (X 10'/mm?*) 31.4 30.9 25,5 259 234 229 12.1 12.0 22.7 21.7 19.5 19.1
Differential WBC
Eosinophils (%) 4 4 2 3 1 6 8 6 1 0 5 4
Basophils (%) 1 0 2 0 1 2 0 1 1 1 0 2
Neutrophils stabs.(%) 4 4 8 4 9 11 3 3 6 4 6 7
Neutrophils segs. (%) 45 56 60 61 47 49 40 43 51 54 48 45
Lymphocytes (%) 38 34 22 30 34 26 41 43 32 38 37 37
Monocytes (%) 8 2 6 2 8 6 8 4 9 3 4 5
Blood biochemistry
GOT (K.U.) 10 11 13 15 15 13 10 11 16 16 10 10
GPT (K.U.) 10 7 15 14 22 18 9 7 21 19 10 8
Al-P (K.AU) 70 6.8 56 5.5 55 5.1 53 4.9 4.7 4.8 6.2 5.8
LDH (W.U.) 292 269 312 267 231 170 197 178 253 220 28 243
LAP (G.R.U.) 159 141 145 142 141 140 155 141 141 140 117 109
y -GTP (IU/L) 8 8 19 20 24 24 22 23 26 25 10 9
ChE (A pH) 0.79 0.76  0.85 0.88 0.82 0.85 0.73 0.75 0.98 0.95 1.01 1.01
Total protein (g/dL) 73 7.3 6.7 6.9 71 7.2 6.9 6.9 7.1 6.9 7.1 7.1
A/G ratio 1.6 1.7 1.5 1.6 1.5 1.5 1.6 1.6 1.7 1.8 1.7 1.7
BUN (mg/dL) 14.8 14.5 12.7 144 11.2 11.0 12.3 113 15.7 16.3 15.7 15.1
Creatinine (mg/dL) 1.1 1.1 1.2 1.1 1.1 1.1 1.1 1.0 0.8 0.9 1.1 1.1
Uric acid (mg/dL) 56 55 6.2 5.8 52 5.0 58 6.0 52 4.7 8.6 8.1
Electrolyte
Na (mEq/L) 141 142 141 141 140 140 141 140 140 140 142 142
K (mEq/L) 46 4.5 4.2 4.0 4.2 44 4.3 4.6 4.2 4.3 3.8 4.0
Cl (mEq/L) 105 106 105 106 104 104 105 104 104 105 106 106
Ca (mEq/L) 4.8 4.8 45 44 4.6 4.7 45 44 4.6 4.4 4.7 4.6
P (mg/dL) 4.0 3.6 3.7 3.6 29 2.8 4.0 3.6 35 3.1 3.8 3.6
Glucose (mg/dL) 93 103 96 99 96 96 95 95 96 98 109 110
Chol-T (mg/dL) 193 190 188 197 177 181 125 125 158 154 139 133
Triglyceride (mg/dL) 54 45 100 82 81 68 60 44 44 39 74 57
Total bilirubin(mg/dL) 1.2 1.1 0.7 0.6 0.8 0.8 1.7 1.7 1.0 0.7 1.0 0.8
Urinalysis
pH 58 5.0 58 52 5.0 6.2 5.2 56 5.4 54 5.2 54 54
Protein - - - - - - - — - - - - —
Glucose - — — - — - — - - — - — -
Urobilinogen + + + + + + + + + + + + +
Occult blood - - - — - - - - - - - - -
Sediment RBC(/F) ns. n.s. ns. 1-3 ns. n.s. n.s. n.s. n.s. n.s. n.s. ns. n.s.
Sediment WBC(/F) n.s. n.s. n.s. n.s. I.S. ns. n.s. ns. n.s. n.s n.s. ns. s
Sediment epithelium(/F) n.s. In.s. n.s. n.s. n.s. n.s. IN.s. n.s n.s n.s n.s ns. n.s
Sediment oxalate crystals n.s. n.s n.s. n.s. In.s. n.s. n.s. n.s n.s n.s n.s n.s n.s
Sediment casts n.s n.s ns. n.s. NS n.s n.s. n.s n.s n.s n.s n.s n.s

B: Before dosing. A: 24 h after dosing. A': 48 h after dosing.
n.s. . Nothing specially

—ET, FOFHHEIZ20%TH o7,

10. AHNBIEEIC RIZTAFOLE

GFLX 200mg D EHkIx 58 C BT A MiEHiRE % Table
8B LU Fig. 1212, EWHEERW/IT X — % % Table
QIZFNFIRT, MiEHIEEI, 5% 1.86HMIZY —
712#% L, Cmax131.65 ug/mL, T..3136.52kKM &,
HHRIZLAEBIRDOON o7, LrL, AUC, .i&

12.7 pg - h/mL &, ZEREREIRS &L X THEIZHRAD L 72
(P<0.01)o FRHEED L ORMERTHEMEL Table 12,
13 B & UFig. 13ICFNFIURT, IX5% T2 E TO
GFLX O ZEIR it %13 86.5 % &,  ZEEt 585 & L
LTHELZAZIROON -T2,
11. KM EhEEIZ % 1T$ probenecid O %
Probenecid &t 1.5g DHEHIFFIZ 51T 45 GFLX 200mg
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Table 4-5.

5) 600 mg single-dose study in fasting volunteers

Clinical laboratory tests

Volunteer no.

Item F1 F2 F3 F4 F5 F6
B A B A B A B A B A B A
Hematology
RBC (X 10"/ mm’) 472 483 485 477 484 479 501 499 529 531 484 483
Hb (g/dL) 14.8 15.1 154 15.1 14.9 14.6 15.8 15.8 150 14.9 146 145
WBC  (/mm®) 6500 6000 4900 4700 5400 5500 6700 6400 4900 5100 4500 4600
Ht (%) 44.1  45.2 44.2 435 43.6  43.3 45.4 454 43.8  44.0 43.0 43.2
Platelet (X 10'/mm®) 26.6  27.6 172 177 19.8  20.6 25.8 24.9 23.4  24.8 19.7 19.1
Differential WBC
Eosinophils (%) 1 2 11 8 4 2 4 1 5 5 1 1
Basophils (%) 1 2 0 0 3 1 1 3 4 4 0 2
Neutrophils stabs. (%) 7 5 5 2 7 5 2 4 8 6 2 2
Neutrophils segs. (%) 46 46 42 46 44 50 30 51 33 48 38 38
Lymphocytes (%) 40 41 35 39 36 35 54 39 46 31 54 52
Monocytes (%) 5 4 7 5 6 7 9 2 4 6 5 5
Blood biochemistry
GOT (K.U.) 19 16 16 17 16 15 22 18 15 14 19 17
GPT (K.U.) 22 21 20 20 22 20 20 19 21 20 24 24
Al-P (K.A.U.) 6.9 7.5 5.2 5.0 7.3 7.3 6.0 6.2 5.3 5.3 4.8 4.9
LDH (W.U.) 260 246 226 212 265 243 293 260 247 224 237 211
LAP (G.R.U.) 171 186 121 122 131 135 154 154 147 147 137 139
y -GTP (Iu/L) 25 27 14 13 13 14 13 13 21 21 49 49
ChE (A pH) 0.84 0.91 1.05 1.05 0.90 0.93 0.69 0.72 1.02  1.02 0.77 0.76
Total protein (g/dL) 6.6 6.8 6.8 6.4 7.3 7.1 6.7 6.7 7.2 7.0 6.6 6.8
A/G ratio 1.8 1.7 2.0 1.9 1.9 2.0 1.6 1.7 1.6 1.6 1.9 1.8
BUN (mg/dL) 125 13.7 22.2 217 17.0 17.1 14.7 13.2 13.9 124 16.2 18.8
Creatinine (mg/dL) 1.2 1.2 1.1 1.2 1.1 1.2 1.1 1.1 1.2 1.2 1.1 1.2
Uric acid (mg/dL) 5.8 5.1 5.7 5.5 6.1 5.7 6.0 5.4 6.2 6.0 5.8 5.2
Electrolyte
Na (mEq/L) 142 141 143 142 142 141 142 140 141 140 141 140
K (mEq/L) 3.9 4.1 4.2 44 4.3 4.0 4.6 4.2 4.7 4.3 4.1 4.2
Cl (mEq/L) 107 106 109 108 107 106 108 106 105 105 107 106
Ca (mEq/L) 4.0 4.3 4.2 4.3 4.3 4.5 4.2 4.3 4.2 4.2 4.1 4.3
P (mg/dL) 3.9 3.7 3.2 2.9 3.2 3.3 3.8 3.8 2.6 2.6 3.3 3.6
Glucose (mg/dL) 88 92 91 88 97 93 89 90 93 95 106 101
Chol-T (mg/dL) 194 197 161 151 180 181 184 185 194 192 222 219
Triglyceride (mg/dL) 131 129 193 101 78 47 77 59 106 89 92 66
Total bilirubin(mg/dL) 0.9 0.6 0.8 0.7 0.8 0.6 0.8 0.7 1.0 0.9 1.3 1.1
Urinalysis
pH 5.6 5.4 5.6 5.4 5.8 5.2 5.8 5.4 5.4 5.2 5.8 5.4
Protein - — — — — — - - — — — —
Glucose — - — — - — - — — - - -
Urobilinogen + + + + + + + + + + + +
Occult blood — - - - - — — - - — - —
Sediment RBC(/F) n.s. n.s. n.s n.s. n.s. n.s. n.s. n.s. n.s n.s. n.s n.s.
Sediment WBC(/F) n.s. n.s. n.s n.s. n.s. n.s. n.s. n.s. n.s n.s. n.s n.s.
Sediment epithelium(/F) ns. n.s. n.s n.s ns. n.s. ns. n.s. n.s n.s. n.s n.s.
Sediment oxalate crystals n.s. n.s n.s n.s n.s. n.s. n.s n.s n.s n.s n.s n.s.
Sediment casts n.s. n.s n.s n.s n.s. n.s. n.s n.s n.s n.s n.s n.s

B . Before dosing. A .
n.s. . Nothing specially

24 h after dosing.

BFROMFEHIRE% Table 85 L UFig. 1412, W
HERREY/ YT X — ¥ % Table 9B L 16 IZFNFIRT,
Probenecid fEHIBFIZ BT 2 MiEHiEE L, GFLX¥%5
%1.86 MM TE— 2712 L, Cmax(31.79 ug/mLTh
272 AUC, -1320.6 pg-h/mL, T..31310.28HT
b, TNETNHMIEGRICHTEEICHEN TR
L7z (#ENP<0.01, 0.05), —F, BEHIZLD

CL./F 13235 %5 164mL/min, CLx (2197 5 122
fuld0.8152°50.757, CLy 13242725 161
mL/min, #EftH32.28 25 1.35~N&, FRFNHEM
HEBICHERTEREICED L (P<0.01), RyigES
LU RMERPHEME % Table 12, 138 L U'Fig. 1512
ENTNIRY . 5% 72 K £ TORERPHEME L
74.9% &, HMIZGEICHRTEEICHD L2 (P<0.05),

mL/min,
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Table 4-6. Clinical laboratory tests
6) 200 mg single-dose study in non-fasting volunteers
Volunteer no.
Item Gl G2 G3 G4 G5 G6
B A B A B A B A B A B A
Hematology
RBC (X 10"/ mm®) 520 494 540 525 535 519 506 488 499 494 501 493
Hb (g/dL) 16.4 154 154 15.2 16.3  16.0 15.8 15.3 15.6  15.7 15.0 14.9
WBC  (/mm®) 5100 5400 9600 10500 4900 5800 5500 5400 5100 5300 5100 5100
Ht (%) 48.1 45.6 46.0 45.3 48.0  46.7 459 44.3 45.8 454 43.3 425
Platelet (X 10'/mm®) 186 19.1 24.4 258 30.1  29.2 185 17.2 19.0 19.2 275 275
Differential WBC
Eosinophils (%) 2 2 2 1 3 8 3 2 18 10 16 11
Basophils (%) 1 0 0 1 0 1 0 2 1 1 3 2
Neutrophils stabs.(%) 6 6 4 5 10 8 8 8 10 8 5 3
Neutrophils segs. (%) 49 44 52 53 49 50 48 45 39 42 40 39
Lymphocytes (%) 39 44 37 35 31 31 37 40 28 35 31 40
Monocytes (%) 3 4 5 5 7 2 4 3 4 4 5 5
Blood biochemistry
GOT K.U.) 16 13 14 13 13 12 18 14 23 21 14 12
GPT (K.U.) 10 11 13 14 11 11 18 16 29 29 9 10
Al-P (K.A.U.) 44 4.0 5.5 5.6 7.8 7.4 4.3 4.2 6.8 6.8 7.6 7.6
LDH (W.U.) 203 184 217 218 198 197 313 268 29 263 261 227
LAP (G.R.U.) 144 125 146 151 170 174 143 142 199 189 163 162
y -GTP (Iu/L) 17 16 15 16 11 12 39 39 29 30 6 7
ChE (A pH) 0.80 0.74 1.15 1.10 0.84 0.82 1.00  0.96 0.99 0.99 0.81 0.79
Total protein (g/dL) 7.1 6.5 6.8 6.6 7.1 6.7 7.0 6.5 7.0 6.9 6.8 6.5
A/G ratio 1.7 1.8 1.7 1.8 1.8 1.8 1.7 1.7 1.9 1.9 1.8 1.8
BUN (mg/dL) 12.9 13.7 9.8 9.4 82 115 13.8 13.2 15.3 123 124 12,5
Creatinine (mg/dL) 1.1 1.1 0.9 0.9 0.9 0.8 1.2 1.2 1.1 1.0 1.0 1.0
Uric acid (mg/dL) 5.8 5.6 6.1 5.7 3.0 3.2 6.4 5.7 6.0 5.5 4.8 4.9
Electrolyte
Na (mEq/L) 139 139 140 140 139 139 140 140 139 140 140 140
K (mEq/L) 4.5 4.3 4.3 4.6 4.4 4.6 44 4.1 4.5 4.5 4.1 4.1
Cl (mEq/L) 103 103 105 105 104 104 106 106 105 105 105 106
Ca (mEq/L) 4.7 4.5 4.8 4.7 4.8 4.7 4.9 4.6 4.7 4.6 4.5 4.5
P (mg/dL) 4.7 4.3 3.8 3.3 34 3.5 2.7 2.7 3.2 3.1 3.5 3.7
Glucose (mg/dL) 94 93 90 94 92 97 94 95 93 92 104 100
Chol-T (mg/dL) 170 157 179 177 131 135 240 231 197 208 159 166
Triglyceride (mg/dL) 111 70 197 154 135 94 175 155 173 108 96 70
Total bilirubin(mg/dL) 2.0 1.2 0.8 0.6 0.7 0.6 1.1 0.8 0.8 0.6 0.9 0.8
Urinalysis
pH 5.8 5.6 5.6 5.6 5.8 5.8 5.4 5.4 5.8 5.6 5.8 5.4
Protein - - - - - - - - - - - -
Glucose - - - - - - - — — - — —
Urobilinogen + + + + + + + + + + + +
Occult blood - - - - - - - - - - - -
Sediment RBC(/F) n.s. N.s. n.s. n.s. n.s n.s n.s n.s. n.s. n.s n.s n.s
Sediment WBC(/F) ns. n.s. n.s. I.S. n.s n.s n.s n.s. ns. n.s n.s n.s
Sediment epithelium(/F) n.s. n.s. n.s. n.s. n.s n.s n.s n.s. n.s n.s n.s n.s
Sediment oxalate crystals n.s. n.s. n.s. n.s. n.s n.s n.s n.s. n.s n.s n.s n.s
Sediment casts n.s. n.s. n.s. n.s. n.s n.s n.s n.s n.s n.s n.s n.s

B: Before dosing. A. 24 h after dosing.
n.s. . Nothing specially

m = &=
HKERHAIM A8 LT, HEBLOMEMER MmE, KA\
¥R, LEN, MEFRRE, A, IR
WAL L CEH#EEREICBWT, F7, 400B LT
600mg THEM L 7-BE it IREHORE S X UCP IR
BAEIZBWT, GFLXOF5 LMEEDD 5 EFPHTRILER
BNl hrorz, —7F, GFLX & [EZ%RFED ciprofloxacin”

D &) IZEHIR G R ORBHEEEDSE , DORPER
AR A, RAPICEW OS5 RS E
oMb, 2T, FHAIXGFLX400mg B £ ¥600mg
12t ARESROTEREMEICOVWTHRE L, 209 b,
GFLX 600mg % H[A[#RI14% 5 S 7o wBReE 1 6] (BERE
No. F2) 125V T, 1,500 ng/mL B L@ R
PEHEINL, LaL, RRBRIIBU A2 AFHEHBMELH
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Table 4-7. Clinical laboratory tests
71 Probenecid interaction study in fasting volunteers
Volunteer no.
Item Hl H2 H3 H4 H5 H6
B A A A B A B A B A B A B A A
Hematology
RBC (X 10"/ mm’) 498 484 540 542 520 512 512 516 494 499 490 515
Hb (g/dL) 15.7 15.3 15.7 158 16.1 159 159 16.4 156 160 14.6 15.7
WBC  (/mm" 4600 5000 9400 9900 5800 6600 5100 5400 3800 4900 4200 5400
Ht (%) 45.8 44.6 455 45.8 46.0 453 456 46.1 452 456 41.9 435
Platelet (X 10'/mm”*) 18.2 18.7 25.1 27.8 30.5 294 188 19.7 188 19.1 26.7 28.0
Differential WBC
Eosinophils (%) 2 2 4 2 7 4 3 5 12 10 12 4
Basophils (%) 0 1 1 0 0 0 3 0 1 0 2 0
Neutrophils stabs. (%) 4 3 9 5 12 9 6 10 3 9 2 8
Neutrophils segs. (%) 40 45 53 58 45 51 39 51 28 37 45 53
Lymphocytes (%) 48 44 27 31 27 29 43 29 47 38 32 31
Monocytes (%) 6 5 6 4 9 7 6 5 9 6 7 4
Blood biochemistry
GOT (K.U.) 15 14 12 11 12 12 14 13 13 13 10 10
GPT (K.U.) 13 11 11 10 8 8 12 11 14 13 8 6
Al-P (K.A.U.) 4.3 4.0 58 59 66 66 46 45 71 69 68 7.1
LDH (W.U.) 214 176 252 230 221 199 267 260 259 236 217 223
LAP (G.R.U.) 138 130 137 133 167 163 134 134 180 171 156 168
vy -GTP (IU/L) 18 17 14 14 13 12 32 32 19 17 7 7
ChE (A pH) 0.83 0.76 1.08 1.16 0.86 0.87 0.96 0.96 0.87 090 0.76 0.81
Total protein (g/dL) 72 6.8 70 72 67 68 67 68 70 71 6.4 7.0
A/G ratio 1.6 1.7 1.7 1.7 1.9 1.8 1.8 1.7 1.8 1.8 1.9 1.8
BUN (mg/dL) 18.0 17.1 13.8 11.3 133 13.6 164 154 13.5 13.1 14.3 154
Creatinine (mg/dL) 1.1 11 09 1.0 09 09 1.1 1.2 1.0 1.1 1.0 1.1
Uric acid (mg/dL) 6.0 3.5 66 35 34 29 50 35 51 34 50 4.0
Electrolyte
Na (mEq/L) 141 140 141 140 140 140 141 141 141 141 141 140
K (mEq/L) 4.8 4.3 44 45 44 44 43 43 46 46 3.9 45
Cl (mEq/L) 104 104 105 105 105 105 105 105 105 105 106 105
Ca (mEq/L) 4.8 4.6 48 49 47 46 4.8 4.8 48 48 44 4.6
P (mg/dL) 4.7 4.6 3.8 3.1 34 3.1 29 33 31 35 4.0 4.0
Glucose (mg/dL) 91 9 91 89 93 98 88 91 91 91 93 86
Chol-T (mg/dL) 158 155 178 181 129 127 241 249 147 150 152 165
Triglyceride (mg/dL) 84 71 113 142 63 76 126 130 62 82 51 61
Total bilirubin(mg/dL) 1.3 19 14 09 09 1.2 06 0.9 1.0 1.2 08 0.8 1.0 1.7 1.1
Urinalysis
pH 58 5.8 56 56 58 54 56 56 6.2 58 56 5.6
Protein — — — — — — — — — - — —
Glucose — — — — - - — — — — - —
Urobilinogen =+ + + + + + + + + + + +
Occult blood — - - - - — - - - - - —
Sediment RBC(/F) ns. n.s n.s. ns. NS NS NS NS n.s. n.s. n.s. ns.
Sediment WBC(/F) ns. n.s. ns. ns. nS. .S ns. ns. nS. NS NS, I.S.
Sediment epithelium(/F) n.s. n.s ns. ns. ns. NS n.s. n.s ns. ns. NS, .S
Sediment oxalate crystals n.s. n.s ns. n.s ns. n.s n.s. n.s ns. n.s n.s. n.s
Sediment casts n.s. n.s ns. n.s ns. n.s ns. n.s n.s. n.s ns. n.s
B Before dosing. A: 24 h after dosing. A': 48 h after dosing. A*: 72 h after dosing.
n.s. . Nothing specially
WEIEIZ L), RERRORENIIZED SN o7, 2 tosufloxacin', ciprofloxacin'’ $ & (Fsparfloxacin®
NODHENS, KEOEHEANIBITLEEMEEVD L0 <, ofloxacin®, lomefloxacin', fleroxacin”,
DEEZHNI, levofloxacin' &A% TdHh -7 AUC, 1%, fleroxacin®
GFLX A3 I S AL, $585:-7% 1 ~ 2 R 12 Cmax /&<, ofloxacin®, lomefloxacin®,
VE L7, RERIUED IR HEM%AY81.6~87.9 % & 5\ levofloxacin &M% TH -7, T pld, 6.93~8.41
ZEDS, KEMNHLEDS RIFIZIILES NS Z & A0R FEf] & LM E <, lomefloxacin % temafloxacin'”

X472, GFLX®Cmax|

1,

norfloxacin®,

enoxacin’,

EEETHo72, DX
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Fig. 2. Correlation between concentrations as determined by HPLC and by bioassay
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Table 5. Concentrations of gatifloxacin in serum following a single oral administration of 20
or 50 mg in Step 1
Dose  Volunteer Concentration (pxg/mL)
(mg) no. . .
Before dosing  0.25h  0.5h 1h 2h 3h 4h 8h 12h  22.5h
Al n.d. - 0.33 0.23 0.15 0.11 0.09 0.06 - —
20 A2 n.d. — n.d. 0.19 0.15 0.11 0.09 0.05 — -
Mean 0.17 0.21 0.15 0.11 0.09 0.06
B 1 n.d. n.d. 0.09 0.23 0.32 0.38 0.30 0.16 0.09 0.04
50 B 2 n.d. n.d. 0.03 0.33 0.24 0.29 0.24 0.12 0.07 0.03
Mean 0.06 0.28 0.28 0.34 0.27 0.14 0.08 0.04
n.d. . Not detected (<0.01 g/ mL)
— . Not tested
0.5
04 —

Concentration ( g/ mL)

0 | | | |
0 4 8 12 24
Time (h)
Fig. 3. Concentrations of gatifloxacin in serum following a single oral administration

of 20 or 50 mg in fasting volunteers (means, n=2)

DB, BEBIZGFLX # kS L Lz, &%
Z5I2E ) ZDAUC, A L72AY, CL/F %R F
DD FEY SRR /8T A — 5 128 {LIT A SN h o7,
DI ENS, KEOKNBEIIRITEEOREIL
BuwEEZLNT,

AHERZ B 2RO R LY, GFLXOFE (%
W) 31BN 06, V3/FIEV 3212H4

BL, TOLEVRIF1.98~2.31 L/kgtEHEN5B,
REDV 31k, SOrgel 5™ IV HE STV
ofloxacin, fleroxacin 3 & U pefloxacin {251+ 5 fH &
N K& <, lomefloxacin B & Uciprofloxacin & [f% &
HEIND, TOZ L, KEORIZMEBITHE R
BTH2LDEEZLNL,

—fZiZ, F O EIMERRANRFICBITL, £
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Table 6. Concentrations of gatifloxacin in Table 7. Cumulative recovery of gatifloxacin
urine following a single oral in urine following a single oral
administration of 20 or 50 mg in administration of 20 or 50 mg in
Step 1 Step 1
Dose  Volunteer Concentration (zg/mL) Dose Volunteer Cumulative recovery (% of dose)
(mg) 0. Before dosing 0-24h  24-48h (mg) no. 0-24h 0-48h
Al n.d. 15.2 1.0 Al 64.2 70.2
20 A2 n.d. 12.5 0.4 20 A2 73.0 75.5
Mean 13.9 0.7 Mean 68.6 72.9
B 1 n.d. 24.1 2.8 B 1 82.9 88.2
50 B 2 n.d. 29.6 1.6 50 B2 82.9 87.6
Mean 26.9 2.2 Mean 82.9 87.9
n.d. . Not detected (<0.1 zg/mL)
50 — 20 mg _ 50 mg —100
40— - - 80 _
~ X
= <
S >
:
o &
< v
° .2
g E
S 201 -+ 440 E
5] 3
@] @]
. +
10+ -1 — 20
0 0
0 24 48 0 24 48
Time (h)
Fig. 4. Concentrations and cumulative recovery of gatifloxacin

in urine following a single oral administration of 20 or 50 mg
in fasting volunteers (means, n=2)

TR, MEPREICECHETLZZEPHIONT
wahp", Zm9H b, fleroxacin, tosufloxacin,
amifloxacin DMEHEHEE X, FHENDIMFE L0
FIEED30~40%, % 7-sparfloxacin, levofloxacin,
temafloxacin TIZ70~90% TH 5 & s 5", KRBk
IZBWT, GFLX OMEfE iR BT MG iR S M L,
ZOBEBEIIMEPREDHEO%TH Y (Fig. 8), RIf

MBI R RAT AR ST, MERUCPIRE O WIEX, KED
therapeutic drug monitoring (TDM) & L TOES
PHLERTH D LSS,
BORBILEO R PO R 5, GFLXde M
BWTIEEAERBEN AL DEEZONL, FOHE
Mo 7a7 4+ —nid, lomefloxacin™ LEEETH D,
KEARDOR PP, FREOPTHEHEFIIEGVD
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Table 8. Concentrations of gatifloxacin in serum following a single oral administration of 100, 200, 400,
or 600 mg in Step 2

Concentration (.g/mL)

Dose Volunteer

(mg) no. Before dosing 0.5h 1h 2h 3h 4h 6h 8h 12h 24h 48h
C1 n.d. 031 043 097 076 062 048 038 023 0.07 nd.
C 2 n.d. nd. 107 065 070 056 041 031 019 0.06 nd.
C 3 n.d. 0.08 049 087 075 067 050 039 021 006 nd.
100 C 4 n.d. 0.04 062 098 074 063 048 037 023 008 nd.
(Fasting) C5 n.d. 039 052 055 049 041 032 023 0.3  0.03 nd.
C6 n.d. 0.02 024 078 059 050 037 027 015 004 nd

Mean 0.14 056 080 0.67 057 043 033 019  0.06

S.D. 017 028 0.17 011  0.10 007 007 0.04 0.2
D 1 n.d. 123 153 1.37 103 0.86 0.68 055 032 011  0.02
D 2 n.d. 093 200 1.79 1.30 108 08l 0.63 036 0.0  0.02
D 3 n.d. 130 155 1.65 124 104 076 054 029  0.06  n.d.
200 D 4 n.d. 034 058 1.09 1.12  1.02 086 069 042  0.14  0.02
(Fasting) D5 n.d. 160 1.83 1.53 124 112 082 065 040 012  0.02
D6 n.d. 152 199 196 145 139 100 088 055 0.8  0.03
Mean 115 158 1.57 123 109 082 066 039 012  0.02
S.D. 046 053 031 015 017 0.11 012 009 0.04 001
E 1 n.d. 0.02 027 215 313 253 198 155 1.02 028  0.03
E 2 n.d. 0.05 3.09 412 374 307 236 190 118 0.33  0.04
E 3 n.d. .05 1.83 315 284 263 178 175 109 036  0.04
400 E 4 n.d. 131 244 3.05 250 218 178 150 0.85  0.33  0.04
(Fasting) E5 n.d. 046 1.08 3.85 328 249 162 1.25 074 019  0.02
E 6 n.d. 034 314 280 268 249 174 146 090 0.26  0.03
Mean 054 1.98 319 3.03 257 188 157 096 029  0.03
S.D. 053 114 071 045 029 026 023 0.6 0.06 0.0l
F 1 n.d. 0.02 144 347 652  4.62 343 279 173 046  0.06
F 2 n.d. 1.91 689 567 456 395 328 239 151 057  0.07
F 3 n.d. 021 200 586 412 361 288 243 157 046  0.06
600 F 4 n.d. 221 464 531 435 366 3.03 231 140 047  0.07
(Fasting) F5 n.d. 0.06 046 132 283 3.87 336 2.8 208 0.82 0.13
* F 6 n.d. 1.83 480 532 411 367 291 249 158 054  0.08
Mean 1.04 337 449 442 390 315 255 165 055  0.08
S.D. 1.04 245 177 120 038 024 023 024 0.4 0.3
G 1 n.d. 010 130 139 L.13 092 068 053 032 010 0.0l
G 2 n.d. nd. 009 059 1.66 1.35 0.84 0.64 035 0.09 0.0l
G 3 n.d. 014 086 1.52 129 1.04 060 055 029 0.06 nd.
200 G 4 n.d. 038 1.81 130 111 093 071 056 033 011  0.02
(Non- G5 n.d. nd. 017 1.05 162 1.23 088 066 039 0.11 0.2
fasting) G 6 n.d. 152 195 189 139 1.15 0.84 0.69 045 0.4  0.02
Mean 036 1.03 129 1.37 1.10 076 0.61 036 0.0 0.0l
S.D. 059 0.80 044 024 017 011 0.07 006 0.03 0.1
H 1 n.d. 127 177 147 131 115 091 076 048 021  0.03
H 2 n.d. 090 1.8 2.03 1.67 137 107 0.88 0.56 024  0.04
H 3 n.d. 0.19 098 092 1.89 1.38 1.09 093 056 020  0.03
200 H 4 n.d. 011 034 116 144 132 1.03 091 056 025  0.04
(With H5 n.d. 068 1.80 156 1.60 1.39 112 091 059 025  0.05
probenecid) H 6 n.d. 001 115 189 190 154 124 1.06 070 033  0.08
Mean 053 1.32 151 164 1.36 108 091 058 025  0.05
S.D. 050 0.60 042 024 013 011 0.10 0.07 0.05  0.02

nd. : Not detected (<0.01 .g/mL)

DTHo1, IRFESEYRER T SRR T 2 e 2 6N5, 22T,

INET, F/0RMEEOFIEMET LS PRABE i mAE % THE$ 5 & X1 5 probenecid 71 1.5g
D|ENH SN TWDDS, FEREEENENRL L HF M L, GFLX200mg %5 % DKM BAE I KIT§
THEB SHEES D 2 EDHOHN TS “, #512, JR probenecid DB MET+ 5 & £ b2, BHEMERI2M
AFICHE SN A F /0 EIZBWTlE, FolmEd TAHR IR, ZO#E, probenecid lIAENT, ., 3
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Table 9. Pharmacokinetic parameters of gatifloxacin in serum following a single oral administration of
100, 200, 400, or 600 mg in Step 2

Pharmacokinetic parameter

Dose Volunteer

(mg) no. Cmax Tmax AUC, . T..j V./F Vss/F CL1/F
(reg/mL) (h) (g -h/mL) (h) (L/kg) (L/kg) (mL/ min)

Cl1 1.02 1.63 7.69 6.01 2.20 2.05 217

C2 1.09 0.812 7.77 7.30 2.22 1.81 215

C3 0.813 2.33 7.57 6.34 2.28 1.97 220

100 (‘ 4 0.917 1.97 8.34 7.60 2.17 1.83 200

(Fasting) C5 0.557 1.56 4,92 8.03 2.94 1.97 339

; C6 0.840 1.49 5.68 6.27 2.06 1.75 293

Mean 0.873 1.63 7.00 6.93 2.31 1.90 247

S.D. 0.187 0.51 1.36 0.83 0.32 0.12 56

D1 1.54 1.08 12.8 7.43 2.53 2.22 260

D 2 2.06 1.22 14.3 6.17 1.84 1.61 233

D 3 1.67 1.30 12.1 4.87 2.05 1.85 275

200 D 4 111 3.02 13.6 8.13 2.59 2.08 245

(Fasting) D5 1.86 0.820 14.7 6.47 2.09 1.93 227

D 6 2.00 1.02 19.5 9.55 2.66 2.09 171

Mean 1.71 141 14.5 7.10 2.29 1.96 235

S.D. 0.35 0.81 2.6 1.64 0.34 0.22 36

E 1 2.83 3.14 31.3 9.76 2.48 1.92 213

E 2 4.17 1.86 38.8 6.37 1.61 1.50 172

E 3 3.15 1.96 35.5 7.73 2.05 1.87 188

100 E 4 2.8?? 1.76 31.2 8.25 2.20 1.94 214

(Fasting) E 5 3.86 2.01 27.1 6.22 1.90 1.57 246

) E 6 3.18 1.16 30.5 12.1 2.75 1.54 219

Mean 3.35 1.98 32.4 8.41 2.17 1.72 209

S.D. 0.55 0.65 4.1 2.23 0.41 0.21 26

F 1 5.33 3.19 54.6 8.90 2.42 1.75 183

F 2 6.98 1.12 53.3 6.13 1.54 1.44 188

F 3 5.96 1.50 50.3 7.82 1.72 1.51 199

600 F 4 5.20 1.57 51.2 8.66 2.34 1.91 195

(Fasting) F 5 3.51 4.75 57.5 9.51 1.93 1.64 174

T : F 6 5.48 1.56 54.2 7.63 1.93 1.75 185

Mean 5.41 2.28 53.5 8.11 1.98 1.67 187

S.D. 1.13 1.41 2.6 1.19 0.34 0.17 9

G 1 1.48 1.47 11.7 6.44 2.40 2.15 285

G 2 1.69 2.73 11.1 5.23 1.98 1.77 300

G 3 1.53 1.86 10.8 4.69 2.19 2.03 309

200 G 4 1.86 0.768 12.9 7.23 2.42 2.15 258

(Non- G 5 1.39 3.17 13.4 8.54 2.93 1.99 249

fasting) G 6 1.97 1.19 16.4 6.97 2.28 1.98 203
Mean 1.65 1.86 12.7** 6.52 2.37 2.01 267**

S.D. 0.23 0.92 2.1 1.40 0.32 0.14 39

H 1 1.82 0.726 17.7 8.87 2.17 1.98 188

H 2 2.07 1.52 21.1 9.26 1.83 1.60 158

H 3 1.72 2.52 19.2 8.32 2.13 1.76 174

200 H 4 1.39 3.15 18.7 9.63 2.23 1.93 178

(With H 5 1.80 1.07 21.5 13.2 2.96 2.12 155

probenecid) H 6 1.92 2.17 25.5 11.8 2.44 2.12 131
Mean 1.79 1.86 20.6** 10.2* 2.29 1.92 164**

S.D. 0.23 0.92 2.8 1.9 0.38 0.21 20

x . Significantly different from the “200 (Fasting) value in this table (P <0.05)
x* . Significantly different from the “200 (Fasting)"value in this table (P <0.01)
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Table 10. Concentrations of gatifloxacin in saliva following a single oral administration of 200 or 400
mg in fasting volunteers

Concentration (pzg/mL)

Dose Volunteer
(mg) 1o Before dosing 0.5h  1lh 2h 3h 4h 6h 8h  12h  24h  48h
D1 n.d. 0.06 140 150 080 071 044 037 021 007 003
D2 n.d. 0.08 113 157 117 083 047 040 023 007  0.03
D 3 n.d. 009 177 170 132 094 047 034 016 005 0.2
200 D 4 n.d. 006 029 062 066 051 042 029 018 005 nd.
P D5 n.d. 016 208 221 165 131 074 057 033 010 003
asting D 6 n.d. 0.15 096 156 144 112 067 054 031 0.11  0.03
Mean 010 127 153 117 090 054 042 024 008 0.2
S.D. 0.04 063 051 038 029 013 011 007 003 001
E 1 nd. nd. 005 094 194 193 127 104 062 012 002
E 2 n.d. nd. 047 277 346 317 190 138 0.85 020 0.3
E 3 n.d. 016 1.06 272 255 221 1.76 148 067 019  0.03
100 E 4 n.d. 012 152 298 295 211 121 129 060 016 003
(Fasting] E 5 n.d. 0.03 047 166 304 242 159 114 058 011  0.02
asting E 6 nd. 002 112 416 312 266 1.72 149 066 015 0.02
Mean 0.06 078 254 284 242 158 130 066 0.16 003
S.D. 0.07 054 112 053 045 028 018 010 004 001

n.d.: Not detected (<0.01 xg/mL)

—O— 400 mg
—l— 200 mg

Concentration (xg/mL)

Time (h)

Fig. 7. Concentrations of gatifloxacin in saliva following a single oral
administration of 200 or 400 mg in fasting volunteers
(Mean =S.D., n=6)
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Table 11. Pharmacokinetic parameters of gatifloxacin in saliva following a
single oral administration of 200 or 400 mg in fasting volunteers

Pharmacokinetic parameter

Dose Volunteer
(mg) no. Cmax Tmax AUC, = T .
(lug/mL) (h) (’ug . h/mL) (h)
D1 1.50 2.0 10.1 10.9
D 2 1.57 2.0 10.8 10.5
D 3 1.77 1.0 10.4 9.52
) D 4 0.66 3.0 6.37 6.04
200 D5 2.21 2.0 15.8 9.20
(Fasting) D 6 1.56 2.0 13.6 9.50
Mean 1.55 2.0 11.2 9.28
S.D 0.51 0.6 3.2 1.72
E 1 1.94 3.0 19.0 7.07
E 2 3.46 3.0 30.3 7.30
E 3 2.72 2.0 26.8 7.18
( E 4 2.98 2.0 24.9 7.63
(1:4«0') : E 5 3.04 3.0 22.3 6.70
asting E 6 4.16 2.0 28.4 6.50
Mean 3.05 2.5 25.3 7.06
S.D. 0.74 0.5 4.1 0.41

Y =0.810X — 0.0668
r=10.857 (P<0.01) o

Concentration in saliva (pxg/mL)

P ® I | |

2 3 4 5

Concentration in serum (.g/mL)

Fig. 8. Correlation between concentrations in serum and saliva (n=120)
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Table 12. Concentrations of gatifloxacin in urine following a single oral administration of 100, 200, 400,
or 600 mg in Step 2

Concentration ( g/ mL)

Dose Volunteer

(mg) 1o. Before dosing  0-2h 2-4h 4-6h 6-8h  8-12h 12-24h 24-48h 48-72h

C1 n.d. 85.7 100 148 171 47.1 24.4 3.5 0.6

C2 n.d. 136 164 149 108 58.1 38.2 5.9 1.1

C3 n.d. 244 358 275 167 83.0 43.1 9.4 1.6

100 C 4 n.d. 247 312 206 131 59.4 17.9 6.4 1.0

(Fasting) C5 n.d. 148 128 121 83.8 37.9 23.9 3.3 0.6

C6 n.d. 63.5 264 219 132 41.1 30.5 5.3 1.9

Mean 154 221 186 132 54.4 29.7 5.6 1.1

S.D. 77 105 57 34 16.5 9.5 2.2 0.5

D 1 n.d. 257 296 275 135 127 78.8 11.6 1.2

D 2 n.d. 116 161 154 81.8 102 56.8 12.8 1.2

D 3 n.d. 225 182 242 97.9 74.8 10.8 6.4 0.8

200 D 4 n.d. 124 283 437 300 176 78.1 10.3 2.2

(Fasting) D5 n.d. 244 357 114 72.5 113 81.6 11.1 2.4

D6 n.d. 69.1 115 217 198 145 96.8 12.3 3.1

Mean 173 232 240 148 123 72.2 10.8 1.8

SD 79 93 113 88 35 20.0 2.3 0.9

E 1 n.d. 97.5 586 682 545 398 261 42.7 4.4

E 2 n.d. 136 398 699 419 298 250 35.6 3.9

E 3 n.d. 107 344 735 529 345 182 28.9 3.5

400 E 4 n.d. 222 411 415 115 97.9 102 25.5 2.6

(Fasting) E5 n.d. 203 884 839 515 321 158 15.5 1.7

g E 6 n.d. 550 773 677 328 322 242 30.0 3.7

Mean 219 566 675 409 297 199 29.7 3.3

S.D. 170 222 141 166 103 63 9.2 1.0

F 1 n.d. 273 784 983 534 174 171 36.6 16

F 2 n.d. 869 1570 1000 572 353 279 60.3 5.6

F 3 n.d. 308 782 363 455 379 341 56.5 7.7

600 F 4 n.d. 467 790 868 599 393 160 45.7 5.0

(Fasting) F5 n.d. 179 904 1400 808 623 196 76.3 15.7

F 6 n.d. 735 886 720 479 385 378 65.6 7.9

Mean 472 953 889 575 385 254 56.8 7.8

S.D. 275 307 343 127 143 92 14.2 4.1

G 1 n.d. 216 232 239 152 155 76.2 3.5 1.0

G 2 n.d. 55.0 278 303 154 77.1 54.3 7.1 1.0

G 3 n.d. 173 260 202 53.0 129 52.1 4.0 1.2

200 G 4 n.d. 265 185 260 182 138 80.5 9.7 1.4

(Non- G5 n.d. 43.1 216 129 75.7 101 52.6 8.8 2.0

fasting) G 6 n.d. 194 129 186 173 116 64.3 7.4 2.0

Mean 158 217 220 132 119 63.3 7.6 1.4

S.D. 90 54 61 54 28 12.5 2.0 0.5

H 1 n.d. 182 212 157 135 108 56.0 16.4 2.9

H 2 n.d. 84.0 129 113 67.0 79.7 38.1 14.3 5.1

H 3 n.d. 86.3 170 108 172 95.4 36.5 10.7 3.5

200 H 4 n.d. 21.3 115 214 215 133 51.0 14.1 3.8

(With H 5 n.d. 45.4 136 106 41.9 56.3 40.7 13.3 5.7

probenecid) H 6 n.d. 48.5 76.8 138 124 73.8 55.6 19.1 7.6

Mean 77.9 140 139 126 91.0 46.3 14.7 1.8

S.D. 56.7 47 42 64 27.2 8.9 2.9 1.7

n.d.: Not detected (<0.1 pg/mL)
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Table 13. Cumulative recovery of gatifloxacin in urine following a single oral administration of 100,
200, 400, or 600 mg in Step 2

Cumulative recovery (% of dose)

Dose Volunteer
(mg) no. 0-2h 0-4h 0-6h 0-8h 0-12h 0-24h 0-48h 0-72h
C1 12.7 29.3 39.1 47.3 50.8 60.5 67.4 68.3
C 2 12.2 29.3 40.0 47.8 60.4 77.0 84.6 85.8
C 3 9.8 24.1 34.8 43.0 55.9 73.3 81.3 82.5
100 C 4 11.1 26.4 36.3 44.3 55.7 73.4 82.1 83.2
(Fasting) C5 15.4 31.9 44.0 51.8 64.4 75.6 80.7 81.4
Co6 4.6 26.0 39.2 49.7 64.0 79.5 86.5 88.4
Mean 11.0 27.8 38.9 47.3 58.5 73.2 80.4 81.6
S.D. 3.6 2.8 3.2 3.3 5.3 6.7 6.7 7.0
D1 16.1 294 39.7 47.8 60.2 74.1 80.9 81.6
D 2 14.3 28.7 39.1 48.0 61.4 76.5 83.4 84.2
D3 18.9 36.2 48.5 58.3 71.6 83.8 87.9 88.6
200 D 4 7.8 20.3 31.2 39.6 52.4 70.5 78.2 79.2
(Fasting) D5 15.9 27.6 38.2 46.0 58.1 73.6 80.8 81.8
\ D6 12.8 26.0 35.6 43.5 57.3 73.3 83.3 85.2
Mean 14.3 28.0 38.7 47.2 60.2 75.3 82.4 83.4
S.D. 3.8 5.2 5.7 6.3 6.4 4.6 3.3 3.3
E 1 3.0 15.9 25.8 35.3 48.0 65.8 75.3 76.4
E 2 5.4 17.1 26.2 35.0 49.3 72.4 81.7 82.8
E 3 8.8 20.7 31.4 40.6 54.4 74.9 84.1 85.1
100 E 4 10.0 21.3 33.3 42.0 55.6 75.3 87.1 88.5
(Fasting) E 5 6.0 22.3 33.7 44.0 57.9 75.3 81.8 82.4
' E 6 10.2 22.2 33.0 41.7 55.9 74.4 82.8 84.0
Mean 7.2 19.9 30.6 39.8 53.5 73.0 82.1 83.2
S.D. 2.9 2.7 3.6 3.7 4.0 3.7 3.9 4.0
F 1 3.9 19.9 31.3 42.5 59.0 78.9 87.0 87.9
F 2 104 214 32.1 424 57.8 75.7 85.7 86.7
F 3 6.5 21.8 33.3 43.7 59.4 78.9 88.0 89.2
600 F 4 12.3 26.3 37.0 46.3 60.8 80.5 88.8 89.8
(Fasting) F 5 1.8 10.8 20.2 28.8 43.5 68.9 81.5 84.2
F 6 11.3 24.0 33.8 43.4 58.9 78.1 87.7 89.5
Mean 7.7 20.7 31.3 41.2 56.6 76.8 86.5 87.9
S.D. 4.3 5.3 5.8 6.2 6.5 4.2 2.6 2.1
G 1 14.5 31.2 41.9 51.2 64.1 78.8 85.0 85.9
G 2 2.1 20.8 37.1 48.7 64.7 81.7 88.8 89.9
G 3 12.5 32.5 45.8 54.8 70.0 83.2 87.9 88.9
200 G 4 15.1 27.9 38.5 47.3 60.1 76.2 84.0 85.1
(Non- G 5 2.8 21.8 36.1 46.4 60.7 77.6 84.8 85.7
fasting) G 6 14.6 28.9 39.3 47.9 60.8 73. 82.1 83.6
Mean 10.3 27.2 39.8 494 63.4* 78.5* 85.4 86.5
S.D. 6.1 4.8 3.6 3.1 3.8 3.6 2.5 2.4
H 1 9.5 17.7 24.8 32.5 39.4 51.9 61.0 62.8
H 2 8.8 18. 25.5 33.5 46.7 60.2 73.0 75.8
H 3 7.5 20.3 25.4 35.3 50.8 66.5 76.5 78.2
200 H 4 4.5 14.0 21.3 29.9 44.1 61.4 71.4 73.5
(With HS5 9.7 20.6 29.6 37.9 50.1 65.5 77.4 79.9
probenecid) H 6 7.4 17.6 25.6 32.8 47.2 63.1 75.4 79.0
Mean 7.9%* 18.1** 25.4** 33.7** 46.4** 61.4** 72.5** 74.9*
S.D. 1.9 2.4 2.6 2.7 4.2 5.2 6.0 6.4
+ . Significantly different from the “200 (Fasting)”value in this table (P <0.05)
x* . Significantly different from the “200 (Fasting)”value in this table (P <0.01)
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Fig. 9-1. Concentrations and cumulative recovery of gatifloxacin in urine
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in fasting volunteers (Mean + S.D., n=6)
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Fig. 9-2. Concentrations and cumulative recovery of gatifloxacin in urine
following a single oral administration of 100, 200, 400, and 600 mg
in fasting volunteers (Mean = S.D., n=6)
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Table 14. Concentrations of gatifloxacin in Table 15. Cumulative recovery of gatifloxacin
feces following a single oral in feces following a single oral
administration of 400 mg in fasting administration of 400 mg in fasting
volunteers volunteers

Concentration (pg/g) Cumulative recovery (% of dose)

Volunteer no. Volunteer no.

0-24h 24-48h 48-72h 0-24h 0-48h 0-72h
E 1 64.3 204 1.9 E 1 1.5 2.4 2.5
E 2 113 65.1 2.6 E 2 4.2 7.3 7.5
E 3 22.9 56.7 3.6 E 3 0.5 5.7 5.9
E 4 65.6 — 55.2 E 4 1.8 1.8 6.3
E 5 83.7 11.5 n.d. E 5 5.4 5.9 5.9
E 6 - 54.1 63.0 E 6 0.0 0.9 6.0
Mean 69.9 41.6 21.1 Mean 2.2 4.0 5.7
S.D. 32.8 23.9 29.6 S.D. 2.1 2.6 1.7
— . No sample
n.d. . Not detected (<0.4 pg/g)
100 1 10
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Fig. 10. Concentrations and cumulative recovery of gatifloxacin in feces
following a single oral administration of 400 mg in fasting volunteers
(Mean £S.D., n=6)
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Fig. 11. Protein binding of gatifloxacin in human serum (n=24)
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Fig. 12. Concentrations of gatifloxacin in serum following a single oral

administration of 200 mg in fasting and non-fasting volunteers
(Mean = S.D., n=6)
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Fig. 13. Concentrations and cumulative recovery of gatifloxacin
in urine following a single oral administration of 200 mg in
non-fasting volunteers (Mean = S.D., n=6)
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Fig. 14. Concentrations of gatifloxacin in serum following a single oral

administration of 200 mg alone and with 1.5 g probenecid

in fasting volunteers (Mean + S.D., n=6)
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Table 16. Pharmacokinetic parameters of gatifloxacin following a single oral
administration of 200 mg with or without 1.5 g probenecid in fasting

volunteers

Pharmacokinetic parameter

Volunteer
Treatment no. Cer CLr fu CLR, int Excretion
(mL/min)  (mL/min) (mL/ min) ratio
D1 111 213 0.835 255 2.30
D2 111 196 0.792 247 2.23
D3 110 244 0.782 312 2.84
. D 4 106 194 0.813 239 2.25
ot i D5 99.3 186 0831 224 2.26
D6 97.8 146 0.834 175 1.79
Mean 106 197 0.815 242 2.28
S.D. 6 32 0.023 45 0.33
H 1 115 118 0.779 151 1.31
H 2 117 120 0.743 162 1.38
H 3 114 136 0.746 182 1.60
With H 4 114 131 0.785 167 1.46
probenecid Hb5 188 124 0.763 163 0.867
H o6 96.3 103 0.726 142 1.47
Mean 124 122** 0.757** 161** 1.35**
S.D. 32 12 0.023 14 0.25

I

x* . Significantly different from the corresponding value without probenecid (P < 0.01)

Gatifloxacin alone

Fig. 15. Concentrations and cumulative recovery of gatifloxacin in urine following
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a single oral administration of 200 mg alone and with 1.5 g probenecid in
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Phase I study of gatifloxacin, a new quinolone
I. Single-dose study
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A Phase I study of gatifloxacin (GFLX), a new quinolone, was conducted to evaluate its safety
and pharmacokinetics in healthy male volunteers. Each volunteer received a single oral dose
of 20, 50, 100, 200, 400, or 600 mg. At the 200 mg dose level, the effects of food intake and
a concurrent dose of probenecid were also tested.

Throughout the study period, GFLX was well tolerated by all of the 40 subjects. No abnormal
change was found in subjective and objective symptoms, blood pressure, pulse rate, body temperature,
ECG, blood chemistry, blood biochemistry, or urinalysis. Furthermore, no crystalluria attributable
to the drug and no abnormal change in audiometry, opthalmological, or balance tests were observed
at the doses of 400 and 600 mg.

Concentrations in serum reached a peak between 1.41 and 2.28 hours, and the peak concentrations

(Cmax) were 0.873, 1.71, 3.35, and 5.41 pg/mL at doses of 100, 200, 400, and 600 mg, respectively.
The respective areas under the serum concentration-time curve from time zero to infinity (AUC, ..)
were 7.00, 14.5, 32.4, and 53.5 pg-h/mL. Elimination half-lives (T.. ) were 6.93 to 8.41
hours, independent of dose. Cmax and AUC, .. increased in proportion to the dose. The unchanged
drug was excreted mainly in the urine, with 81.6 to 87.9% of the dose appearing within 72
hours. Fecal recovery of the unchanged drug amounted to 5.7% within 72 hours after a single
oral administration of 400 mg. Serum protein binding was 20 %, independent of the concentrations
in serum. Concentrations in saliva were approximately 80% of those in serum.
Food intake had little effect on pharmacokinetic parameters and urinary excretion of GFLX,
except the slight decrease in AUC, . from 14.5 to 12.7 ug-h/mL; Cmax, Tmax, and T,. j
were 1.65 pg/mL, 1.86 hours, and 6.52 hours, respectively. The concurrent administration of
1.5 g probenecid prolonged the elimination half-life to 10.2 hours, and increased AUC,.» to 20.6
ng-h/mL. Furthermore, it decreased the apparent total body clearance from 235 to 164 mL/min,
renal clearance from 197 to 122 mL/min, and the excretion ratio (intrinsic renal clearance of
GFLX/creatinine clearance) from 2.28 to 1.35. These results suggest that tubular secretion contributed
to the renal clearance of GFLX.

In conclusion, there do not appear to be any safety problems with GFLX and, taking into
consideration its favorable pharmacokinetics and potent antibacterial activity, a positive clinical

evaluation seems warranted.



