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1H20, 7HMH GFi3E) FAEROES L, wats X ORNEREIC O W TG L7z,
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Gatifloxacin (GFLX, AM-1155) 1%, 7 7 4k I. 3 B 5 &
BXOTRMER, HEME ~Aa375X72 IR LT, 1. #EE

SR PN CILE R E AR PV EAET A HE WEREE, HKEROBN, NE, EROWEZLSIZOW
DFX/arFREETH L, KFORERAIZBIT L H THonsMaezir7z LT, AHEECL)EF@ITE
R G-RE OfER, ZORPUIRMFTHY, M ICHEE LA S FEBE6 A TH -7 (Table 1).
BRI G RIS L CHImT A LSRRI N, £

72, IR 6.93 ~8. 41 B & MBI R <, 5 & Table 1. Background of subjects
DRES KRB T ERA~E P SN, R R Volmteer  Age  Body weight | Height
HEl%1281.6~87.9% TH - 720 — ), %5E600mg no. (yrs) (kg) (cm)
FCHEICERT 5 L% X 5N 2 EIER R BRR A R : o gé {%g
HRREONW ot £2T, 5lEHE, AHlO1HE 3 40 53.4 163.8
300mg, 1H 20, 7 HEOREEOHESRRE £ L : o g el
7o LWTFICFOERYHET 2, 6 20 55.2 170.0
Mean 31.5 60.7 173.9
S.D. 9.5 6.0 6.5

* T 430-0903 HEARHBMERT 674-5
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Ti Before Day 1 Day 2 Day 3 Day 4 Day 5
ime | ;..
Item dsng[ 00 2 4 6 8 10|24 34|48 58|72 74 76 78 80 82| 96 106
Administration A A A A A A A A A A
Food intake A A A AN |A AL A A A |aaa
Blood sampling O O0O00O O O oo O O O O O O 0]o0
Urine sampling O
Crystal in urine @) O O O O
Creatinine clearance @) 1>
Feces sampling O >
(Intestinal once within
flora)

this period
@)

Laboratory test, NAG,| O
3 .- microglobulin
Objective symptom® 'e) 'e) o) o) o)
EE,GPR,BT‘ 8 O0OO0OO0OO0O O O 0 |00 (0]@) o0 O O O O 0 |00
Electroencephalogram | O O
Audiometry @) @]
Ophthalmological test | O
Balance test O O
: 3 - : Day 21-22 Day 37-38
Time |22¥ 6 __Day 7 Day 8/Day 9|Day 10§ 8% 9095 | By 30-31
Item 120 130|144 146 148 150 152 154 156| 168 192 216 pOSt_dosing) postfdosing)
Administration A Al A
Food intake A AL o A A A AA|A AN A AN
Blood sampling O 00000 O O O O] O O O
Urine sampling
Crystal in urine O
Creatinine clearance 1
Feces sampling @) O
(Intestinal
flora)
Laboratory test, NAG, O
2 .- microglobulin
Objective symptom® |[Q e} o)
BP, PR, BT" (e]e) 000000 O O O O |0o
ECG O
Electroencephalogram
Audiometry
Ophthalmological test @]
Balance test

Subjective symptoms

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

* Time after the first administration
- Auscultation, percussion, inspection and palpation
" BP ! blood pressure; PR : pulse rate; BT : body temperature

Fig. 1. Schedule for the multiple-dose study of gatifloxacin

Table 2. Laboratory test items

Test Item
Physical examination Auscultation, percussion, inspection, palpation,
blood pressure, pulse rate, body temperature
Hematology RBC, Hb, WBC, Ht, platelets, WBC differential counts
Blood biochemistry GOT, GPT, Al-P, LDH, LAP, y -GTP, ChE, total protein,

A/G, BUN, creatinine, uric acid, Na, K, Cl, Ca, P,
glucose, total cholesterol, triglycerides,
total bilirubin

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

Crystal in urine Observation with microscope

Renal function test Creatinine clearance, NAG, 23.-microglobulin

Effect on intestinal flora See reference 7

ECG 12 leads at rest

Electroencephalogram

Audiometry Audiography

Ophthalmological test Eidoptometry, slit lamp microscopy

Balance test Stabilography

Pharmacokinetics Concentrations in serum and urine
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EREDEMIT20~44 1%, HREIZ53.4~69.1kg, HEIZ Table 212ZFNZFIURT L5H0, %46 TG HITE
163.8~183.0cm T& - 72, ORIz BT, iy, IRIAE, RIR, iR AL,
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HZORBEERGT, FHIEL0 AICFER L, W, WELOKA, WEHORE, CFERRERA, 25U
2. BEERIEH WHIHE T AT, RS X OMWEAEIKEBE
WrEREHI L LT, GFLX 100mg#E (Lot No. S190050) Btk 7o, SNHORAEIZBWT, HREMGHRET %

Wz, AFNIGFLX #8EAK L LTL00mg 2 &AL,
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Table 3. Vital signs in volunteers during and after multiple oral administration of 300 mg twice daily

for 7 consecutive days

It Vol. Day 1 Day 2 Day 3 Day 4
em
no. {150 ¢ 1 2 3 4 6 8 101|225 24 465 48 |705 72 74 76 78
1 | 118/65 126/68 123/64 122/65 120/61 119/63 128/64 123/66 121/63|114/58 137/71|116/61 124/64[117/62 129/67 123/65 127/69 120/61
Blood 2 | 115/60 119/6¢ 114762 117/63 111/64 107/59 110/61 115/64 124/69 |111/62 112/60 [117/65 114/62|119/66 125/69 120/67 116/65 118/62
00 31 127/82 123/72 115/67 107/67 110/70 108/66 115/68 118/72 122/71|108/66 109/65|119/75 119/64|116/75 111/70 105/64 106/62 101/63
?ressl‘;“; 4 | 124764 114/60 106/51 118/60 120/60 121/67 121/62 121/62 128/66|118/64 124/64|118/61 120/61|110/60 112/55 111/53 111/56 114/59
mmig) 15 [ 119/7 118/69 114/64 114/69 115/70 111/70 114/67 109/71 116/711103/64 114/67|109/69 107/59|110/68 117/74 110/63 118/66 108/61
6 | 115/64 110756 108/52 111/51 105/57 102/50 123/62 116/61 120766 {101/49 111/56 109/56 107/53|112/58 112/60 104/52 107/54 106/52
1 |65 64 68 70 63 61 70 77 73|59 70|64 70|60 66 64 65 72
Pul 2 | 54 58 5 52 55 53 56 55 60|57 59 |5 615 62 57 55 6l
”tse 3160 60 61 63 61 58 68 64 64|59 71|57 69|54 54 60 54 68
(/fa.e> 4 | 49 53 56 55 53 54 60 59 61 |55 66|52 65|51 54 53 51 61
min 5 151 5 59 5 54 53 62 56 53|51 62|50 60|49 56 54 61 64
6 | 54 58 5 61 55 54 70 66 63|55 65|55 66|52 55 56 50 67
1 359 36.0 360 363 359 36.6 37.0 36.5 36.4(36.2 36.2(36.2 36.0[355 359 36.3 36.2 36.2
Bod 2 1363 351 365 36.2 36.5 36.5 36.2 357 36.3|358 36.2(36.2 36.1[36.2 36.1 36.4 36.1 359
. ¥ 3 1359 356 36.1 36.1 365 36.2 36.7 36.0 36.7|355 36.1|35.6 36.3[35.7 356 36.2 36.1 36.6
emg’%ﬁ urel 4 | 357 358 364 365 36.0 36.0 36.5 36.5 36.6|36.1 36.3|359 36.1|358 36.0 36.6 36.1 36.2
5 | 356 364 36 36.6 355 36.5 36.9 36.4 36.3|34.9 36.2|36.2 358|359 36.0 36.2 36.2 36.8
6 |36.7 36.7 36.7 37.0 36.7 36.6 37.2 36.9 37.0|36.5 36.6|36.6 36.6|36.4 36.5 36.7 36.9 37.1
I Vol.| Day 4 Day 5 Day 6 Day 7 Day 8
em
no. | 80 82 |94.5 96 [118.5 120 [142.5 144 145 146 147 148 150 152 154 156 | 166.5
1 | 118761 120/66(118/63 117/60{120/62 121/64 [111/56 121/64 118/65 124/67 122/61 116/63 122/62 122/66 131/68 125/66| 118/62
Blood 2 | 113/63 117763 | 117/68 121766 | 115/65 106/56 | 115/68 116/65 115/61 114/63 108/57 112/63 119/64 114/61 113/67 115/61| 113/64
¢ 3| 108/68 122/721107/70 110/64|114/72 108/61]113/70 111/62 101/61 101/57 100/61 100/61 103/58 108/59 119/69 101/39| 105/60
?ress}ﬁ 4| 111/56 117760 [117/58 121762 | 118/60 122/65| 111762 111/57 112/54 110/58 120/63 115/58 114/58 110/55 118/60 125/66 | 120/65
mmag) |5 | 06/62 116/66|107/65 100/56 {108/63 107/62|108/68 101/60 111/63 109/62 106/60 104/64 107/62 113/66 107/61 116/64 | 112/63
6 | 115/61 119/60 111755 114760 |109/55 103/52|109/58 102/54 105/53 105/57 94/48 96/46 105/48 119/60 113/36 123/67| 105/53
1170 8 |64 71|68 78|63 67 68 69 78 68 71 67 71 72| 64
Pulse 2 | 56 59|58 70|55 595 58 59 59 57 58 59 59 60 57 | 59
ot 3 |67 72|58 69|57 72|58 59 61 62 58 55 67 63 68 66| 56
</inen> 4 | 53 58155 64|54 62|53 59 57 5 53 53 60 54 63 58 | 52
5 |57 5|5 60]5 635 5 60 59 5 53 59 61 54 56| 60
6 | 59 66|51 65|53 56|53 58 59 53 49 51 68 67 68 61 | 54
1 1369 36.7/36.2 36.3[36.1 36.6[36.0 357 36.0 36.9 36.0 359 36.6 36.5 36.2 36.9| 35.9
Bod 2 | 358 36.7/359 357|36.2 358|365 36.5 36.6 36.4 36.8 36.5 36.4 36.5 36.0 36.7| 36.0
rem er;t’ure 3 | 357 368|354 358|353 36.1|35.6 358 36.3 36.7 36.5 36.4 36.4 358 36.4 36.1| 35.3
I(’OC) 4 |363 363361 359|359 36.3/36.2 356 36.6 36.5 359 36.5 36.6 36.6 36.4 36.3| 36.1
5 1363 36.3]35.1 36.2(355 36.4(350 36.0 36.1 36.8 36.0 36.7 36.3 36.4 358 36.3| 35.0
6 |36.7 369|362 36.6|36.3 36.6|36.6 36.4 36.8 36.6 36.3 36.4 37.1 37.1 36.9 36.6| 36.3
Time (hours) after the first administration
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Table 4-1. Clinical laboratory tests in volunteers during and after multiple oral administration of
300 mg twice daily for 7 consecutive days

Ttem Normal Volunteer no. 1 Volunteer no. 2 Volunteer no. 3
range B DayZ2 Day4 Day8| B Day2 Day4 Day8| B Day2 Day4 Day8 Day9 Dayl0ODayll Dayl5
RBC  (X10"/mm’l| 354-574 | 516 495 488 | 470 464 456 | 465 451 465 457
Hb (g/dL) |12.0-18.0| 15.4 14.6 14.5|13.7 13.5 13.3|14.5 14.1 14.5 14.0
WBC  (/mm')|3500- 8300|4900 3700 4100|5900 4700 4600[9900 7200 7200 7300
Ht (%) 38.0-51.0[ 45.2 43.5 43.4|41.8 41.0 40.4|43.2 42.3 43.7 43.0
:2 Platelet {X10'/mm’)|12.0 - 40.0| 26.9 24.1 25.2|23.8 22.8 24.1]39.1 37.3 37.9 39.0
g o | Eosinophils  (%)|  0-10 1 2 5 2 6 4 7 7 9 7
E g Basophls ~ (%)| 0-5 0 0 0 2 0 2 1 1 0 1
T IE [N sab (%) 0-19 | 5 3 2 |1 0 10]5 6 3 7
é Neutro. seg. (%)| 28-68 | 46 39 46 | 46 39 45| 54 51 48 43
o Lymphocytes (%)| 17-57 | 44 50 41 | 34 39 36 | 27 30 32 38
= Monocytes (%) 0-10 4 6 6 5 6 3 6 5 8 4
GOT (K.U) 5-40 | 16 15 15 | 15 14 15 | 18 21 27 33 28 23 17
GPT  (K.U) 1-35 | 13 15 14 | 7 9 11| 12 17 39 44 39 33 19
Al-P (KAU)| 2.5-11.5]10.2 9.0 9.2 |59 55 53|74 71 7.7 80 82 80 79
LDH (W.U) |170-450] 281 256 233 | 266 244 213 | 334 297 262 314 279 269 261
LAP  (GR.U) [110-172| 96 85 72 | 128 127 116 | 159 144 153 167 162 160 154
y-GTP(IU/L) 0-50 12 1210 | 12 11 9 33 32 34 36 34 32 26
ChE (A pH)| 0.6-1.3 |0.94 0.86 0.880.88 0.84 0.86]0.52 0.51 0.52
T.protein (g/dL) | 6.0-8.0 | 7.2 7.0 68| 7.3 6.8 7.1 6.9 6.6 6.7
; A/G 1.0-2.5 | 1.7 16 16| 15 16 16| 1.7 1.6 1.7
§ BUN  (mg/dL)| 8.0-20.0] 12.7 12.2 12.6|10.8 14.2 15.0|15.3 14.3 13.5
E Creatinine (mg/dL)| 0.6-1.3 | 1.0 09 09| L0 .1 1.0} 1.0 1.0 1.0
2 ric acid (mg/dL)| 2.9-6.5 | 3.7 3.6 37|67 6.3 6.4 | 6.1 56 6.1
é Na (mEq/L)| 134-145] 142 141 141 | 141 140 141 | 141 141 141
- é‘ K (mEq/L)| 3.4-5.0 | 4.3 45 4.2 ] 4.2 4.1 4.2 |45 5.0 5.2
g Cl  (mEg/L)| 98-110] 105 105 105 | 105 104 105 | 105 105 104
ZlCca (mBa/L)| 1.0-5.0 | 4.7 46 46| 46 4.6 47| 46 46 47
- P (mg/dL)| 2.0-4.5 | 4.2 3.7 35|37 39 38|36 3.5 3.9
Glucose (mg/dL)| 70-110| 87 93 87 | 82 94 96 | 95 102 103
T. cholesterol (mg/dL)| 120-230| 162 145 154 | 163 164 167 | 162 165 173
Triglycerides (mg/dL)| 40-170| 78 86 65 | 130 78 48 | 73 71 87
T. bilirbin (mg/dL)| 0.3-1.2 | 1.0 0.8 1.1 10 0.8 1.0 1.0 04 0.6
pH 4.8-75 | 6.8 5.8 56 | 54 54 54 6.0 58 5.8
Protein (=) (=) (=) (=) ] (=) (=) (=) (=) (=) (=)
,,| Glucose (— (=) (=) (=) ] (=) (=) (=) (=) (=) (=)
Z | Urobilinogen () | (%) (£) (£)](£) (£) (£) | (%) (£) (%)
Z{ Occult bood =) (=) (0 =) =) =) (=) =) (5 (=) ()
- Urinary | RBC, WBC 1-2/f | n.s. n.s. I.S. | n.s. n.s. INS. | n.s. n.s. n.s.
sediment| Epith. 1-3/f
Oxalate crystals.
casts : (=)
etc,
E Creatinine
=| clearance (mL/min)] 70-130] 95.0 116.2 103.1"] 93.3 84.5 95.7"105.8 91.5 92.9
g NAG (U/L) 0-7 2.2 22 15109 0.5 11|17 1.2 09
%’ Jemero- - (g/L)) 0-250( 100 9% 65 | 28 107 14 | 76 52 33
= globulin

B Before dosing, n.s.: Nothing specially
Creatinine clearance was measured on Day 9.
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Table 4-2. Clinical laboratory tests in volunteers during and after multiple oral administration of
300 mg twice daily for 7 consecutive days

Item Normal Volunteer no. 4 Volunteer no. 5 Volunteer no. 6
range B Day2 Day4 Day8 Day9 Dayl0Dayl5| B Day2 Day4 Day8| B  Day2 Day4 Day8
RBC  (X10/mm’)[ 354 -574 | 522 525 521 501 509 492 | 528 502 506
Hb (g/dL) [12.0-18.0| 15.7 15.8 15.6 15.4 15.8 15.2(15.6 15.1 15.0
WBC  (/mm?*)|3500-8300|4800 4500 4500 4000 3700 3900|5500 4200 4600
Ht (%) 38.0-51.0[ 46.8 46.7 46.0 45.8 46.7 45.2145.9 43.6 43.9
§ Platelet (X10//mm’){12.0-40.0| 14.8 14.3 15.1 19.4 19.7 20.5|30.1 26.7 25.9
T% | Bosinophils (%) 0-10 | 3 4 1 3 3 4 4 11 3
S| E[Bomis_ (%) 05 | 0 0 0 2 30| 1 R
| Neutro. stab. (%) 0-19 | 3 3 4 2 3 2 4 2 5
§ Neutro. seg. (%)| 28-68 | 44 43 54 38 31 33 | 50 43 50
o | Lymphocytes (%) 17-57 | 45 41 37 16 52 54 | 36 42 33
= Monocytes (%) 0-10 5 9 4 9 3 7 5 2 7
GOT (K.U) 5-40 | 13 13 22 21 21 17| 19 20 22 | 12 4 14
GPT (K.U) 4-35 | 10 12 30 27 28 20| 9 10 19| 9 10 12
Al-P  (KA.U)| 2.5-11.5] 4.5 4.3 44 4.2 46 44|76 6.9 7.1170 6.5 6.6
LDH (W.U) [170-450| 308 208 193 204 203 207 | 334 299 249|288 235 219
LAP  (GR.U) [110-172]| 139 133 137 139 138 146 | 145 139 140 | 151 150 151
y-GTP (IU/L) 0-50 12 11 12 12 11 12 12 11 11 16 15 15
ChE (ApH) | 0.6-1.3 | 0.89 0.87 0.89 0.82 0.85 0.80]0.96 0.92 0.91
T.protein (g/dL) | 6.0-8.0 | 7.5 74 73 7.3 70 68| 7.1 6.6 6.7
g A/G 1.0-25 | 1.6 1.6 1.6 1.4 1.3 14| 1.6 1.6 1.7
E[BUN  (mg/dL)| 8.0-20.0] 9.8 12.7 15.2 14.8 18.7 14.9(16.6 115 12.7
E Creatinine (mg/dL)| 0.6-1.3 | 1.0 1.0 1.1 1.0 1.0 1.0 | 1.1 1.0 1.1
2 Uric acid (mg/dL)| 2.9-6.5 | 3.9 4.1 4.9 3.6 35 37152 45 5.1
é " Na (mEq/L)|134-145| 140 138 139 141 140 140 | 141 141 139
«“i K (mEq/L)| 3.4-5.0 | 4.6 4.0 44 4.1 14 4.1 4.6 4.4 4.3
g Cl  (mEq/L)| 98-110]| 105 103 104 106 105 104 | 106 106 105
2[Ca (mEq/L)| 4.0-5.0 | 4.7 47 438 15 45 44|47 46 47
P (mg/dL)| 2.0-4.5 | 3.8 3.6 3.9 3.6 33 34140 3.7 4.2
Glucose (mg/dL)| 70-110( 90 89 &7 85 93 94 | &4 88 89
T. cholesterol (mg/dL)| 120-230] 151 155 161 195 187 180 | 152 154 155
Triglycerides (mg/dL)| 40-170| 86 51 42 55 56 54 | 54 59 58
T. bilirwbin (mg/dL)| 0.3-1.2 | 0.7 0.7 1.0 1.0 0.7 081 10 0.6 0.8
pH 48-75 |54 54 58 56 6.4 56 5.6 | 6.6 6.0 54
Protein (=) (£) (=) (=) (=) (=) (=) (=) ] (=) (=) (=)
,,| Glucose (=) (=) (=) (=) (=) (=) (=) (=) ] (=) (=) (=)
'_ﬁ Urobilinogen (£) (£) (£) (£) () (£) (£) (£)] (%) (£) (%)
g Occult blood (=) (=) (=) (=) (=) (=) (=) (=) (=) (=) (=) (=) (=)
= Urinary |RBC, WBC 1-2/f|WBC n.s. n.s. n.s. n.s ns. ns. | ns ns. ns
sediment| Epith. 1-3/1(15-20
Oxalate ¢ elitals.
casts : )
etc,
2| Creatinine
g| clearance (mL/min)| 70-130 | 84.4 109.2 97.1 87.9 83.4 95.2"| 97.6 1054 92.3'
g NAG (U/L) 0-7 1.0 0.8 4.1 1.4 1.9 1.9 27 1.1 33
% gemero- (/L)) 0-250| 53 10 76 64 65 19 | 184 65 71
&|  globulin

B . Before dosing, n.s.. Nothing specially
" Creatinine clearance was measured on Day 9.
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Table 5. Concentrations of gatifloxacin in serum during and after multiple oral
administration of 300 mg twice daily for 7 consecutive days

Volunteer Concentration ( g/ mL)
no. Before dosing  1h 2h 3h 4h 6h 8h 10h 24h 48h
1 n.d. 3.04 1.99 .60 1.48 1.08  0.81 0.61 0.69  0.79
2 n.d. 017 313 263 2.21 1.63 1.31 1.15 1.22 1.48
3 n.d. 0.63  2.74 245 210 1.59 1.15  0.91 0.80  0.96
4 n.d. 2.29 218 1.80 1.51 112 087 0.67 073 0.85
5 n.d. 0.71 3.41 2.40 1.96 1.56 .17 0.96 1.09 1.31
6 n.d. 0.42 1.55 1.99 1.94 1.48 1.17 0.87  0.97 0.96
Mean 1.21 2.50 2.15 1.87 1.41 1.08 0.86  0.92 1.06
S.D. .17 0.71 0.41 030 025 020 020 0.21 0.27
Volunteer Concentration (pg/mL)
no. 72h 74h 76h 78h 80h 82h 96h  120h  144h  145h
1 0.69  2.81 2.02 1.51 1.31 1.05 090 089 0.77  2.65
2 1.61 4.08 325  2.71 2.47 1.90 1.73 .70 1.50  2.58
3 1.01 317 289 218 1.77 1.39 098  0.88  0.81 3.32
4 0.77 333 215 1.69 1.40 113 093 092 087 2.36
5 1.33 436 3.15 2.64 227 1.84 1.52 1.39 1.31 3.72
6 092 296 252 207 1.71 1.36 1.17 1.25 1.12 1.47
Mean 1.06 345 266  2.13 1.82 1.45 1.21 1.17 1.06  2.68
S.D. 035 063 052 049 046 035 035 033 030 0.78
Volunteer Concentration (,g/mL)
no. l46h  147h  148h  150h  152h  154h  156h  168h  192h  216h
1 269 228 201 1.39 1.11 086 062 018 0.04 0.02
2 3.90 366 326 256 211 1.75 1.33 049  0.09  0.03
3 3.08  2.74 2.38 1.82 1.40 1.05 075  0.21 0.03  0.02
4 3.30 247 212 1.55 1.26 1.01 0.78  0.25  0.04 n.d.
5 3.85 326 297 230  1.85 1.45 1.10 041 0.10  0.04
6 297 3.09 285 213 1.72 1.32 1.04 033  0.05 0.02
Mean 330 292 2.60 1.96 1.58 1.24 094 031 006 0.02
S.D. 049 052 050 045 038 033 027 012 003 0.01

n.d. . Not detected (<0

.01 /zg/mL)
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MR % Table 512, FOEHEEZ S I 2L —
va eI Fig. 210RT, £/, ¥5WH, 48
JUTHHIZHBI A Cmax, Tmax B LU T.. % Table
612N T o FHIMIEFEEIZ VTS K% 2EBMUNT

¥—7LEL, #&5%H, 4BLU7THHIZBIT S Cmax
FNFN2.77, 3.45, 3.36 ug/mLThH o7z, F72,
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Concentrations of gatifloxacin in serum during and after multiple oral administration

of 300 mg twice daily for 7 consecutive days (Mean = S.D., n=6)

Dashed line . theoretical simulating curve

Table 6. Pharmacokinetic parameters of gatifloxacin during and after
multiple oral administration of 300 mg twice daily for 7
consecutive days

Volunteer Cmax (pug/mL) Tmax (h) Ti/2 (h)

no. Day 1 Day 4 Day 7 Day 1 Day 4 Day 7 Day 1 Day 4 Day 7
1 3.04 2.81 2.69 1.0 2.0 2.0 4.7 6.6 5.0
2 3.13 4.08 3.90 2.0 2.0 2.0 6.4 8.1 6.7
3 2.74 3.17 3.32 2.0 2.0 1.0 4.9 5.8 5.1
4 2.29 3.33 3.30 1.0 2.0 2.0 5.2 6.5 5.7
5 341 436 3.85 2.0 2.0 2.0 5.7 7.9 5.9
6 1.99 2.96 3.09 3.0 2.0 3.0 5.2 6.8 5.5

Mean 2.77 3.45 3.36 1.8 2.0 2.0 5.4 7.0 5.7

S.D. 0.54 0.63 0.46 0.8 0.0 0.6 0.6 0.9 0.6
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GFLX 300mg® 1 H21l, 7HBKERGHIZBIT
IRAIEEE % Table 712, #f%'F &2 T 5 REHHEE %
Table 88 £ UFig. 312739, W% S-HE bR i1
2~4BEHIT317 ng/mL O — 2 %k, 200HOES
Eai, ThbLnkS#8~10MTiEZzoH1/20
Beh o7, BWEEIZBVT, Rk 2~3 8 TIZ
Z—EE b, MG H2~6 HHIZBIF AR iEEI

Table 7.

1 HDOFROFIEIET 221 ~285 pg/mL Th o 72, #i%

RIS D RRR PRI R G- 1% 24 FF T 77.7 %,

T2RMITIE78.8% TH o7,

m % =
MEELFREIC BT, H5#THICGPTO—&%
O FEAPIFIZR SN, T OEBNIER & OFEEERIE
HEL/B WY, BEOLOTH Y, 4 HBUEIZIZIE

Concentrations of gatifloxacin in urine during and after multiple oral

administration of 300 mg twice daily for 7 consecutive days

Volunteer

Concentration (zg/mL)

no. Before dosing  0-2h 2-4h 4-6h 6-8h 8-10h 10-24h 24-48h
1 n.d. 226 268 295 173 193 398 367
2 n.d. 40.3 230 200 93.9 146 186 183
3 n.d. 160 440 333 269 111 137 172
4 n.d. 324 238 217 212 170 357 271
5 n.d. 91.9 245 281 192 107 299 171
6 n.d. 180 483 394 138 71.0 339 248
Mean 170 317 287 180 133 286 235
S.D. 100 113 72.3 60.5 45.0 103 77.0
Volunteer Concentration (pg/mL)
no. 48-72h 72-96h 96-120h 120-144h 144-168h 168-192h 192-216h
1 269 269 246 376 241 17.7 4.2
2 185 209 183 198 190 30.2 5.0
3 184 146 133 205 92.8 6.9 2.0
4 271 257 293 384 276 18.9 3.2
5 300 326 225 259 183 24.2 6.5
6 199 206 243 290 194 20.2 3.9
Mean 235 236 221 285 196 19.7 4.1
S.D. 51.1 62.2 55.7 80.9 62.1 7.7 1.5

n.d. . Not detected (<0.1 ng/mL)

Table 8. Cumulative recovery of gatifloxacin in urine during and after multiple
oral administration of 300 mg twice daily for 7 consecutive days

Volunteer Cumulative recovery (% of total dose)
no. 0-2h 0-4h 0-6h 0-8h 0-10h 0-24h 0-48h
1 1.2 2.8 3.7 3.9 4.4 9.2 20.9
2 0.2 14 2.2 2.9 34 8.5 20.5
3 0.6 1.8 2.8 3.7 4.3 10.3 22.3
4 1.2 2.5 3.5 4.2 4.8 10.1 22.1
5 0.6 1.7 2.1 2.7 3.3 7.9 19.4
6 0.4 1.4 2.0 2.8 34 8.9 20.1
Mean 0.7 1.9 2.7 3.4 3.9 9.2 20.9
S.D. 0.4 0.6 0.7 0.6 0.6 0.9 1.1
Volunteer Cumulative recovery (% of total dose)
no. 0-72h 0-96h 0-120h 0-144h 0-168h 0-192h 0-216h
1 34.2 46.9 59.2 72.3 80.6 81.3 81.4
2 33.1 45.1 55.5 68.0 76.9 78.0 78.3
3 33.9 47.1 56.0 68.4 74.1 74.7 74.8
4 34.7 46.6 59.3 71.2 79.5 80.1 80.2
5 31.4 43.1 56.1 67.9 76.2 77.5 77.8
6 33.7 45.8 58.2 70.7 78.9 79.8 80.0
Mean 33.5 15.8 57.4 69.8 77.7 78.6 78.8
S.D. 1.2 1.5 1.7 1.9 2.4 24 2.3
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Phase I study of gatifloxacin, a new quinolone
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A Phase [ study of gatifloxacin (GFLX), a new quinolone, was conducted to evaluate its safety
and pharmacokinetics in healthy adult male volunteers. Six volunteers received 13 total oral
doses of 300 mg twice daily on seven consecutive days at 10/14-hour intervals. One subject
showed a transitory elevation of glutamic pyruvic transaminase (GPT) on the day after the last
dosing, but it returned to normal on the 4th day and later. Except for that, blood biochemistry,
subjective and objective symptoms, vital signs, hematology, blood chemistry, urinalysis, ECG,
electroencephalogram, audiometry, ophthalmological test, and balance test all showed no abnormal
changes attributable to the trial medication. No crystalluria was observed. No significant change
was found in disposition in serum on Day 1, 4 and 7 with the succession of doses. Furthermore,
the measured concentrations in serum fitted the simulation curve well. The drug was rapidly
excreted: within 72 hours after the last dose, 78.8 % of the total dose was eliminated renally
unchanged. Concentrations of GFLX in serum and urine reached a steady state within 2 to
3 days. These findings indicate the persistence of linear pharmacokinetics and no accumulation
of GFLX in serum during multiple dosing.

In conclusion, GFLX was tolerated well by healthy subjects. This drug is expected to be
clinically useful against various infections because of its potent and broad spectrum of antibacterial

activity, and its favourable pharmacokinetics.



