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Table 1. List of healthy male volunteers in phase I study on grepafloxacin

Group Dose No. of volunteer Age Weight (ke) Height (cm)

(mean) (mean) (mean)

) 10 mgx 1 ) 26~27 55.1~63.5 | 167.7~167.8
fasting (26.5) (59.3) (167.8)

5 25 mgx 1 A 27~35 54.1~57.0 | 169.8~172.7
fasting 31.0) (55.6) 7.3

3 50 mgx1 2 35~40 57.9~64.1 162.5~168.0
fasting 37.5) (61.0) (165.3)

. 100 mgx 1 6 24~43 53.6~70.6 | 165.7~173.9
2 fasting 30.7) (60.5) (169.8)

5 3 200 mg x1 6 24-38 | 65.0~74.1 | 166.5~175.2
] fasting (32.7 (70.1) 171.2)

6 - 200 mgx 1 6 24~38 | 643-739 | 167.0~1754
after meal 32.7) (70.5) a7n.mn

7 300 mgx1 6 24~40 | 56.9-73.0 | 157.0~1755
fasting (33.2) ©64.7) (168.2)

8 400 mgx1 . 27~43 | 569~712 | 157.0~1760
fasting (35.0) (63.0) (167.5)

9 400 mg x 1 6 23~46 60.8~71.0 | 163.0~1774
fasting 30.7) (65.6) (170.5)

10 2 200 mg x 2/day 6 21~31 54.5~68.3 | 165.2~1766
> for 7 days after meal 27.2) 62.1) 172.3)

1 £ 300 mg x 1/day 6 21~43 | 54.0~77.3 | 168.9~1800
g for 7 days after meal (31.8) (65.5) (173.5)
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Time after administration (h)
Test item Before 0 1 2 3 4 6 8 12 24
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Drug administration 1

Symptom
Vital sign
ECG test
Clinical test
Blood sampling? T T T 1™ T T T
Saliva sampling? 1 1

Urine sampling® o

1*: draw blood in 10 mg group
1): Drug concentration in plasma
2): Drug concentration in saliva
3): Drug concentration in urine
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Fig. 1-1. Schedule of 10 mg and 25 mg single oral dose study.

Time after administration (h)
Test item Before 0 1 2 3 4 6 8 12 24 36 48
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Fig. 1-2. Schedule of 50 mg single oral dose study.

Time after administration (h)
Test item Before -1 0 1 2 3 4 6 8 12 24 48 72
| [ | | ] ] | | 1 J

Meal? (A) A A AAAAAAA
Drug administration )
Symptom o o o o o] o o
Vital sign o o o o
ECG test? o) o o
Balance test? o o o
Brain wave test? o o
Clinical test o o
Blood sampling Tr ot 1 1 1 1 1 1 ) T
Saliva sampling® ™ o1 ™1 ) ) ™o t
Urine sampling
Feces sampling? o

1*: draw blood in 100 mg group
1) (A) was done after meal.

2) Only 400 mg group was done.
3) 300 mg group was omitted.

Fig. 1-3. Schedule of 100 mg, 200 mg, 300 mg and 400 mg oral dose study.
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Time after administration (h) (D2) (D3) (D4) (D5) (D6) (D7) (D8)
Test item Before| -1 0 1 2 3 4 6 8 12 24 48 72 96 120 144 168
L | | | | | | | | | ] | ] J J
Meal A A
Drug administration t
Symptom o o) o o) o o) o o o
Blood sampling Pttt ottt toot o1
Urine sampling o — ey e e ey
Feces sampling — b,
D: day
Fig. 1-4. Schedule of 400 mg single oral dose study.
Time after administration (h) aﬁ:er «’and o_f
Test item Before administration
-1 0 1 2 3 4 6 8 12 24 48 72 D7 D14D28
I NN NS I N N N N N A N s J
Meal® A A
Drug administration? 1 (€]
Symptom o o o o o o
Vital sign o o o o o o
« | ECG test o o
E Brain wave test o
E. Balance test® o o
- Clinical test o
Blood sampling EE0 Ak T Ak N S B L B
Urine sampling o
Test of intestial bacterial
flora® o
Meal A A A
o | Drug administration? 1 o 0
E Symptom o o
2 [ Vital sign o o
‘:: Brain wave test? o
a Blood sampling t
Urine sampling
Meal a A DA A
Drug administration® 1
Symptom o o o o o o o
Vital sign o o o o o o o
l; ECG test o o o
S | Balance test® o ° °
Clinical test o o o o
Blood sampling L N S S S A
Urine sampling — e
Test of intestial bacterial
flora® ° ° o

1*: blood sampling only on the 1st day.

1) It was done on the 5th or 6th day.

2) (1) was done only in 200 mg x 2/day for 7 days group.
3) It was done only in 200 mg x 2/day for 7 days group.

Fig. 2. Schedule of 200 mg x 2/day for 7 days and 300 mg x 1/day for 7days multiple oral dose study.
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I. # *

1. BEER

100mg D BER G- HERIC B VT, BERE 26012 D
EES AL N, TORBERMIE, 160X 5 1200
(MR REE0.09ug/ml) ICFRN 2%, BERIZIZME L
Twte $72, b9 1BIEIRE SR % (I 4 o il g
0.25pg/ml) (A LI 72hY, 2HFHFETIH% L72, 300mg
1H1E, 7THEREHSHRIIBVWT, 209 HLIFEHE
FOLHZ4H B D% 5104 1% (325 81 o M4 il
0.37ug/ml) 1A 6, 30T THEK, BEOHERNL
Fi31H B 05455 % (x5 1R H % O M 4% i#aE1.03

pg/ml) IZH 5N, 30TETIHE, BEDLLDI®DI
FE3E B D5 2008 & (b5 EAT DL ik 0.22
pg/ml) (2H SR, 3ERFRARCIELE, ONERDOLIFIZKS-
6 H B (%5 AT o I 4 i 5 0.33ug/ml) DB AT, 72
FhESERLE 72, UED4BlE, wind—fko
bDOTEMEL D DTIZ D272 (Table 3),

2. IMJE, WRA%, @iE, CEX

ETORBRIIBWTIE, IRiA%k, & CEHIZR
WO LN oT,

3. THrHREMRAE, MBEIRA

ETOTHMEERE B L RBRE ICREZTZEDO O
BTz,

4. R

200mg 1 H2[@, 7H M REKSHERIZBV TBUNA

Table 2. Laboratory test items

. Symptom

. Vital sign (blood pressure, pulse and respiration rates, body temperature)

. ECG test

. Balance test

. Brain wave test

D | B W DN

. Clinical test

1) Hematology: RBC, reticulocyte, Hb, Ht, WBC, differential WBC (Stab, Seg, Lym, Mono, Eosino, Baso), platelet
2) Blood chemistry: total protein, albumin, A/G, differential protein, BUN, uric acid, creatinine, total cholesterol,
triglyceride, total bilirubin, direct bilirubin, GOT, GPT, Al-P, LDH, LAP, TTT, ZTT, blood sugar,

electrolyte Na*, K+, Cl-, Ca?*)

3) Urinalysis: pH, color tone, protein, sugar, urobilinogen, sediment (RBC, WBC, epithelium)

7. Drug concentration in plasma, urinary concentration (excretion rate), concentration in saliva, concentration in feces (excretion

rate)
Table 3. Summary of result in test
Test item Result
Symptom slight headache (two cases; 100 mg/day?; one case; 300 mg x 1/day for 7 days?)
feeling of slightly heavy head (one case; 300 mg x 1/day for 7 days®)
slight stagger (one case; 300 mg x 1/day for 7 days®)
bitter taste in the mouth (one case; 300 mg x 1/day for 7 days®)
Vital sign normal
ECG test normal
Clinical test normal
Balance test normal
Brain wave test normal
Laboratory findings test BUN (one case; 200 mg x 2/day for 7 days®)
GPT (one case; 300 mg x 1/day for 7 days?)

1) No. 404; it was appeared in 12 hours after administration, but it was disappeared next morning.
No. 405; it was appeared in 8 hours after administration, but it was disappeared after 2 hours.
2) No. 1003; it was appeared in 10 minutes after administration on the 4th day, but it disappeared after 20 minutes.
3) No. 1002; it was appeared in 45 minutes after administration on the 1st day, but it was disappeared after 30 minutes.
4) No. 1005; it was appeared in more 2 hours after administration, but it was disappeared after 3 hours.
5) No. 1004; onion felt bitter when lunch was eaten on the 6th day.
6) No. 903; the slight elevation of BUN was observed on the 8th day (21.7 mg/dl), but it returned to normal on the 14th day

(16.6 mg/dl).

7) No. 1006; the slight elevation of GPT was observed on the 8th day (50 KU), but it returned to normal on the 14th day

(35 KU).
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Table 4-1. Clinical laboratory findings before and after of grepafloxacin single oral dose

1) 10 mg, 25 mg and 50 mg (fasting)

Test no. 1 (10 mg)

Test no. 2 (25 mg)

Test no. 3 (50 mg)

Item Normal range 101 102 201 202 301 302
B A B A B A B A|B|A|B A
RBC (% 10*/mm?®) 380~ 530 501 | 500| 481 | 500 | 466 | 465| 508 | 472 | 471 | 460| 490| 493
Reticulocyte (/1000) 4~20 13| 12 9 9 10 9 10| 12| 12| 11| 13| 15
Hemoglobin (g/d) | 12.4~17.2 |15.0|15.6|14.7|15.7|16.2|16.3|15.0| 14.4] 15.3| 14.8| 15,0} 15.3
Hematocrit (%) | 38.0~54.0 |44.7|44.9|43.2|44.8)|46.8|46.8|43.8|41.1|44.6(43.9|43.4|43.7
& WBC (/mm3) | 3000~ 8500 | 6700 | 6400 | 4900 | 5000 | 8000 | 7300 | 4600 | 4800 | 4900 | 4100 | 5800 | 4700
S | | Stab form leucocyte 0~19 7| 6| 6| 7| 8| 4| 2 8| 12{ 15/ 9| 12
g % Segmented leucocyte 28 ~68 30| 36| 51| 49| 46| 52| 32| 35| 47| 51| 25| 41
T |8 | Lymphocyte 17~57 s2| 52| 20| 31| 42| 36| 48| 42| 31| 27| 55] 33
£ [ Monocyte 0-10 71 1] 6] 6| 3] 7] 8| 5| 4| 5] 5] 10
Q| Eosinophil 0~10 4 5 7 5 1 1 8 8 6 2 6 4
§ Basophil 0~5 0 0 1 2 0 0 2 2 0 0 0 0
Platelet (x10%mm3 | 11.0~34.0 |21.6|21.6|20.0|20.2|18.7|18.5|27.9(24.3|23.7(22.3|19.8(18.5
Total protein (g/dl) 6.0~8.0 75| 74| 72| 79| 6.7| 6.7 75| 72| 6.9| 6.6 74| 7.1
Albumin (g/dl) 3.2~5.0 49| 48| 45| 48| 43| 4.2 44| 4.1| 4.1| 4.0| 46| 44
A/G 1.0~2.5 19| 1.8 1.7| 15| 1.8} 1.7| 14} 13| 1.5| 1.5| 1.6| 1.6
BUN (mg/dl) 8.0~20.0 [18.3]21.5|12.8|14.8|13.3| 9.0|17.0|15.8{17.4|18.5|19.6(22.3
Uric acid (mg/dl) 2.9~6.5 53| 56| 6.9 7.1| 3.9 3.5| 53| 54| 6.2 59 3.7| 34
Creatinine (mg/dl) 0.6~1.3 1.2 1.3 1.1| 1.2y 1.0 09| 1.1 1.1} 1.1 1.1} L1f 1.1
Total cholesterol (mg/dl) 120~230 170 170| 161 | 186| 146 153 | 192| 198 | 184 | 185 153( 149
Triglyceride (mg/dl) 40~170 146 | 150| 121 | 142 77| 79| 116| 191 90| 75| 152| 139
S| Total 0.3~1.2 0.8| 0.7( 0.8f 09| 1.2| 09| 0.8| 0.8 0.8 09| 0.8} 0.9
E- %E Direct 0.1~0.6 04| 03| 04| 04| 06| 04| 04| 04| 04| 04| 04| 04
é GOT KU) 5~40 13| 11 181 16| 24| 21| 20| 22| 20| 20| 13| 13
% GPT KU) 4~35 13| 11| 20| 18| 21 200 16| 17| 14} 15| 11| 11
'§‘ Al-P (KAU) 3.0~11.0 4.7 51| 73| 74| 72| 71| 4.0 4.1| 3.7| 34| 64| 6.5
% LDH Wwu) 170~450 252 | 250| 201 | 205| 301 | 282 | 269| 248 | 234 | 217| 321| 294
v-GTP (mU/ml) 0~50 14 14 25 26 47 45 15 12 15 14 17| 17
LAP (GR) 112~172 139| 141 | 143| 150 175| 171 145| 140| 120| 118| 173} 176
TTT ((8)) 0.1~4.0 07| 06| 1.1| 1.2} 03| 03| 0.6| 09| 03| 03{ 1.6f 1.5
ZTT ()] 2.3~12.0 6.7| 6.7\ 62| 6.5| 4.0| 3.9| 6.7| 6.8| 4.6| 4.7 6.6] 6.6
Blood sugar (mg/dl) 70~110 104 104| 101| 99| 89| 85| 98| 94| 91| 98| 104| 99
° Na+ (mEq/1) 134 ~ 145 141 | 141 | 141 | 141 | 143 142 | 142 141 | 143| 142 142| 141
::‘ K+ (mEq/1) 3.4~5.0 43| 46| 42| 45| 43| 4.2| 43| 45| 4.2| 3.9| 4.1| 45
io_) Cl- (mEq/l) 98~110 105| 105| 104 | 104 | 104 | 105| 105| 105| 107| 107| 106| 105
=1 cazt (mEq/l) 4.0~5.0 4.7| 46| 46| 48| 45| 4.4 49| 4.7| 45| 44| 46| 46
pH 4.8~17.5 54| 54| 56| 54| 50| 5.8| 5.6| 54| 52| 52| 54| 58
Color tone Y| Y| Y |Y|YB|Y |[Y|Y]|Y|Y]|Y]|Y
P Protein - - - - - - - - _ - — - -
2. | Sugar - - - _ _ _ -
% Urobilinogen + + + + + + + + + + + | + | t
5 + + + | %
g | RBC 0~110~1|0~1{0~1f1~2f0~1[0~1[0~1]0~1|0~1[0~1]0~1
£ | WBC 0~1|1~2{1~2][0~1|1~2]1~2|0~1]0~1]|0~1]0~1]0~1[0~1
& | Epithelium 0~1/0~1{0~1{0~1|0~1[0~1[0~1]0~1[0~1]0~1]0~1|0~1
B: before A: after Y:yellow YB: yellow brown
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Table 4-2. Clinical laboratory findings before and after of grepafloxacin single oral dose
2) 100 mg (fasting)
Test no. 4 (100 mg)
Item Normal range 401 402 403 404 405 406

B A B A B A B A B A B A
RBC (x 104/mm®) 380~ 530 471 | 487| 489| 485| 500| 501 | 438| 432 | 501| 515 455 | 472
Reticulocyte (/1000) 4~20 13 11 9 10 13 10 12 12 8 8 11 10
Hemoglobin (g/dD 12.4~17.2 14.7( 150 15.8| 16.0| 15.6| 15.4| 151 | 152 | 14.2| 14.4 | 15.2 | 15.8
Hematocrit (%) 38.0~54.0 42.1| 434 46.3| 45.8| 45.0| 44.9| 44.1| 43.5| 40.7| 41.6 | 43.8 | 45.2
. WBC (/mm3) | 3000~8500 | 5500 | 4300 | 4300 | 4500 | 5200 | 4800 | 13700 | 10300 | 7800| 6100 | 4400 | 4800
:a‘f, _| Stab form leucocyte 0~19 6 6 9 4 8 6 22 14 7 7 3 4
g g Segmented leucocyte 28~68 35 29 38 55 42 49 53 58 60| 55 35 44
= g Lymphocyte 17~57 48 47 43 29 42 37 19 22 28| 30 51 47
g Monocyte 0~10 6 6 6 4 7 7 5 5 4 7 6 3
Q| Eosinophil 0~10 5 10 3 8 1 1 1 1 1 0 4 2
§ Basophil 0~5 0 2 1 0 0 0 0 0 0 1 1 0
Platelet (x 104/mm?) 11.0~34.0 183 18.1| 17.5| 16.0| 21.5| 22.0| 18.5| 17.9| 20.1| 19.4 | 23.7 | 22.6
Total protein (g/d) 6.0~8.0 74| 76| 74| 73| 72| 72| 65| 64| 69| 70| 6.0| 6.5
Albumin (g/d) 3.2~5.0 44| 45| 45| 44| 46| 45| 42| 42| 43| 44| 4.0 43
AIG 1.0~2.5 1.5 15| 16| 15| 1.8| 17| 18| 1.9 17|/ 17| 20| 2.0
BUN (mg/dl) 8.0~20.0 15.7( 13.2| 14.3| 15.5| 184| 16.8| 9.1| 8.5| 17.7| 159 | 12.9 | 14.6
Uric acid (mg/dl) 2.9~6.5 74| 75| 45| 46| 56| 53| 33| 32| 58| 62| 57| 58
Creatinine (mg/dl) 0.6~1.3 12| 11| 11| 10| 10f 09f 1.0y 09| 1.1} 11| 12| 13
Total cholesterol (mg/dl) 120~230 158 ( 177 159 161| 209| 202| 150 | 141 | 152| 157 | 150 | 159
Triglyceride (mg/dl) 40~170 128 | 150 51 63| 165| 208 76 56 | 142| 97 97 94
E5| Tota (mg/dD) 0.3~1.2 0.8 08| L7( 14| 08| 07| 14| 11]|. 0.7) 09| 0.7 0.7
= % EO Direct (mg/dl) 0.1~0.6 04| 04| 08 06| 04| 03| 07| 05| 03| 04| 03| 0.3
é GOT KU) 5~40 21 19 17 13 22 21 21 18 26| 22 22 21
% GPT KU) 4~35 18 18 13 11 28 26 16 15 22| 20 18 19
'g Al-P (KAU) 3.0~11.0 70| 72| 75| 75| 71| 72| 75| 72| 63| 65| 68| 7.1
M | LDH WU) 170 ~450 202 206| 221| 210 263| 239| 306 | 251 | 233| 221 | 241 | 252
¥-GTP (mU/ml) 0~50 22 24 16 16 19 19| 43 43 16| 18 26 29
LAP (GR) 112~172 144 | 146( 194| 195 160| 157| 165| 166 | 143| 144 | 147 | 149
TTT ()] 0.1~4.0 1.0 11| 04 05| 13| 14| 03| 03| 21| 1.7| 03] 03
ITT (0)] 2.3~12.0 63| 67| 6.0| 6.0| 44| 45| 38| 36| 7.8 76| 34| 3.6
Blood sugar (mg/dl) 70~110 91 93 91 96 93 93 91 87 99| 94 98 99
o| Na* (mEq/l) 134 ~145 140 | 140| 139| 139| 140 | 140 | 140 | 140 | 141| 141 | 142 | 142
B[k~ (mEq/) | 3.4~5.0 42] 44| 41| 43] 44| 46] 38] 42| 42 41| 43| 45
E Cl- (mEq/) 98~110 104 | 105| 104 | 104| 105| 105| 104 | 105| 105| 105 106 | 106
ST car (mEq/l) 4.0~5.0 45| 46| 46| 4.6| 46| 46| 43| 43| 45| 45| 43| 45
pH 4.8~75 58| 54| 54| 56| 54| 52| 66| 64| 54| 58| 54| 54

Color tone Y Y Y Y Y Y Y Y Y Y Y Y

@ Protein - - - - - - - - - - - - -

_% Sugar - - - - - - - ~ - - - - -

E Urobilinogen + P IR U U R U U U R U U
] RBC 0~1{0~1|0~1{0~1{0~1|0~1{1~2]1~2|0~1|{0~1]|0~1]0~1
ég WBC 0~1(0~1)0~1{0~1]0~1|0~1{1~2]0~1|0~1|{0~1]0~1]0~1
3 Epithelium 0~1)0~1{0~1({0~1|0~1{0~1{0~1|0~1]0~1({0~1]|0~1]|0~1

B:before  A: after Y:yellow YB: yellow brown
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Table 4-3. Clinical laboratory findings before and after of grepafloxacin single oral dose

3) 200 mg (fasting)

Test no. 5A (200 mg)
Item Normal range 501A 502A 503A 504A 505A 506A

B A B A B A B A B A B | A
RBC (x104Ymm? | 380~530 508 | 500 | 497 | 498| 461| 441 | 494 | 501 | 531 | 533 | 527| 516
Reticulocyte (/1000) 4~20 12| 13| 11| 10| 10 9 11| 11| 14| 12| 10 9
Hemoglobin @d) | 124~17.2 |14.914.8|14.9(15.0| 13.2|12.9|15.4|15.4| 15.4| 15.6|16.2|16.3
Hematocrit (%) | 38.0~54.0 |44.9|44.4|42.8(43.2|39.6|37.8(44.3|45.2|44.6| 44.7|48.8)|48.0
& WBC (/mm®) | 3000~8500 |5500 | 5000 | 4200 | 4200 | 4400 | 3000 | 7400 | 8100 | 4200 | 4000 | 5200 | 4900
Tg | Stab form leucocyte 0~19 3 4 6 6 3 6 4 4 9 8| 13| 12
% 2 Segmented leucocyte 28 ~68 45| 51| 51| 40| 59| 49| 44| 42| 35| 41| 46| 49
= | 2| Lymphocyte 17~57 44| 33| 31| 45| 31| 34| 41| 41| 46| 43| 33| 3
g Monocyte 0~10 7 7 6 5 3 7 8 7 9 5 5 4
2| Eosinophil 0~10 1 5 4 4 3 2 2 4 1 3 2 2
= [ Basophl 0~5 o o z| o 1| 2| 1| z| o] of 1] o
Platelet (% 10%mm3) | 11.0~34.0 |27.4(27.1(20.8(21.2(15.2|14.1|15.6|17.0|21.4|22.4(20.8]19.9
Total protein (g/d1) 6.0~8.0 6.8| 6.8] 6.7| 6.6| 6.4| 6.6 65| 6.1| 7.4| 7.6| 6.9| 7.0
Albumin (g/d 3.2~5.0 44| 44| 43| 43| 4.1] 42| 41| 3.9| 41| 42| 44| 44
A/G 1.0~2.5 1.8 1.8| 1.8| 1.9| 1.8| 1.8 1.7| 1.8{ 1.2| 1.2| 1.8{ 1.7
BUN (mg/dl) 8.0~20.0 |11.0/13.0| 83(10.7|12.1|14.5|12.2|11.5|15.7 | 18.0( 14.6 | 14.5
Uric acid (mg/d]) 2.9~6.5 53| 56| 45| 51| 51| 6.2| 51| 4.7| 74| 74| 47| 4.9
Creatinine (mg/dD) 0.6~1.3 1.2| 13| 08| 0.8 1.0y 09| 1.0( 1.0| 1.0| 1.0 1.2| 1.1
Total cholesterol (mg/d) | 120~230 206| 201| 172| 165| 148 | 148 | 196 | 187 | 126| 128| 220| 215
Triglyceride (mg/dl) 40~170 96| 103| 91| 140| 123| 110| 90| 93| 145 159 173 221
S 5| Total (mg/dl) 03~1.2 06| 06| 0.8 0.8| 0.8| 0.7/ 0.6| 0.6| 09| 0.8( 06| 0.7

B % Ef Direct (mg/d]) 0.1~0.6 03| 03| 04| 04| 04| 03| 03| 03| 04! 04| 03] 0.3
é GOT KU) 5~40 11| 11| 13| 14| 16| 15| 12{ 12| 17| 17| 19| 19
% GPT KU) 4~35 8 7( 22| 23y 19| 16| 11| 10| 20{ 18| 23| 23
'? Al-P (KAU) | 3.0~11.0 | 82| 7.6! 6.6 6.5| 5.1| 53| 4.6| 4.5| 7.6| 7.5| 58| 58
£ LDH WU) | 170~450 219| 201| 175| 172 | 252| 243 | 235| 233 | 282 | 286| 232| 234
v-GTP (mU/ml) 0~50 21| 16| 19| 15| 25| 20| 19| 16| 28| 22| 22| 18
LAP GR) | 112~172 140 | 131| 120| 123| 150| 136| 134 | 137| 157| 150| 153| 150
TTT (6)} 0.1~4.0 04| 04| 06| 0.6| 08| 06| 0.6| 06| 44| 42| 15| 15
ZTT O 23~12.0 | 43| 41| 40| 44| 6.2| 58| 45| 46|12.4|12.3| 7.1| 7.0
Blood sugar (mg/dl) 70~110 99| 100| 91| 93} 97| 103| 99| 98| 99| 105| 104 101
° Na* (mEq/l) 134 ~145 142 | 141 141| 140| 142| 141 | 143 | 142| 140| 141| 141 141
% K+ (mEq/1) 3.4~5.0 4.7 49| 41| 39| 3.9| 3.9| 4.0| 3.9| 42| 42| 49| 48
g Cl- (mEq/l) 98~110 106| 105| 105| 105| 106 | 106 | 108 | 107 | 105| 106 | 105| 106
= cart (mEq/) | 4.0~5.0 48| 4.6| 4.7| 46| 45| 4.4| 44| 43| 46| 4.4 4.7| 45
pH 4.8~75 52| 54| 6.0| 54| 5.0| 52| 54| 52| 52| 54| 52| 54

Color tone Y Y Y |YB| Y Y Y Y Y Y Y Y

» | Protein - - - - - - - - — _ — - -

% Sugar - - - - - - | -

g Urobilinogen + + + + + + + + + + + + +
EA RBC 0~1{0~1{0~1{0~1|0~1{0~1{0~1|0~1|0~1|0~1]|0~1|0~1
gé WBC 0~1/0~1{0~1|{0~1{0~1{0~1{1~2|{0~1|0~1{0~1{0~1]0~1
B Epithelium 0~1{0~1{0~1{0~1|0~1{0~1{0~1{0~1}0~1{0~1|0~1|0~1

B: before A: after Y: yellow YB: yellow brown
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Table 4-4. Clinical laboratory findings before and after of grepafloxacin single oral dose
4) 200 mg (non-fasting)
Test no. 5B (200 mg)
Item Normal range 501B 502B 503B 504B 505B 506B
B A B A B A B A B A B A

RBC (% 10*/mm?®) 380-530 473 | 481 | 452 | 463 | 433 | 428 | 456 | 445| 528 | 527 | 484 | 479
Reticulocyte (/1000) 4~20 9| 10 11 13 9] 10 9 8| 11 11 8 8
Hemoglobin (gid) | 12.4~17.2 | 14.5|14.6|13.8|14.0| 12.9| 12.8| 14.1|13.9| 15.4| 15.4 | 15.5| 15.6
Hematocrit (%) | 38.0~54.0 |42.3|42.8|39.6|40.6|37.2|36.8|40.8|39.9|44.0|44.1|45.2|44.7

& WBC (/mm3) | 3000~8500 |6600 | 6100 |4500 | 4600 | 3600 | 3600 | 6500 | 7400 | 4400 | 4200 | 6600 | 6300

2| | Stab form leucocyte 0~19 4 4 5 7 3 5 3| 18| 10 5| 15| 11

g § Segmented leucocyte 28~ 68 47| 61| 41| 46| 46| 55| 26| 42| 32| 39| 46| 61

T ?, Lymphocyte 17~57 46| 28| 44| 34| 42| 32| 51| 33| 46| 46| 35| 23
g Monocyte 0~10 2 6 5 5 5 6| 10 4 8 9 3 4
2 Eosinophil 0~10 1 1 4 6 3 2 8 3 3 1 1 1
= [ Basophil 0-5 o] o| 1| 2| 1] o| 2| o] 1| o o] o
Platelet (x10¥mm®) | 11.0~34.0 |32.6(32.6(21.1|21.9(14.5]/13.2(17.0|18.0|24.5|20.7|22.9| 24.4
Total protein (g/d) 6.0~8.0 65| 68| 65| 6.7| 69| 66| 6.0/ 6.1| 7.8| 7.8 7.0| 7.2
Albumin (g/dD) 3.2~5.0 42| 44| 42| 44| 42| 41| 3.8| 3.9| 42| 43| 43| 44
A/G 1.0~2.5 18| 1.8 1.8| 19| 16| 16| 1.7| 1.8| 12| 1.2| 16| 1.6
BUN (mg/d)) 8.0~20.0 |14.4|125| 9.7| 9.7|16.1|15.3|11.2|12.1| 18.3|20.2| 10.8 | 13.0
Uric acid (mg/dD 2.9~6.5 58| 54| 45| 44| 59| 56| 4.7| 45| 6.9 7.1| 44| 4.4
Creatinine (mg/dl) 0.6~1.3 1.1| 1.1| 0.8] 0.8] 1.0] 0.9| 1.0 09| 1.1| 1.0 1.1| 1.1
Total cholesterol (mg/dl) 120~230 195| 200 173 | 177| 156 | 150| 186 | 191 | 141 | 145| 196| 198
Triglyceride (mg/dl) 40~170 113| 131| 104] 135| 166| 125| 81| 118] 203| 193 137 122
_§§ Total (mg/dD) 0.3~1.2 09| 0.7 1.0/ 09| 05| 06| 0.6| 0.6 09| 0.8/ 09| 0.8

B = g Direct (mg/dD) 0.1~0.6 04| 03| 04| 04| 02| 03| 03| 03| 04| 03| 04| 04

E GOT XU) 5~40 9 11 18 15 13 12 19| 21 22 22 15 14

% GPT XKU) 4~35 7 7 29 26 14 13 17| 22 28| 31 18 19

'§' Al-P (KAU) 3.0~11.0 7.8 82| 6.1| 6.5| 52| 52| 43| 45| 7.0| 73| 63| 64

§ LDH WU) 170~ 450 207 | 224 | 214| 197 | 231 | 228 279 | 274| 290| 286| 237| 215
v-GTP (mU/ml) 0~50 19| 17| 22¢ 21| 21 191 19| 18| 41| 39| 23| 22
LAP (GR) 112~172 136 | 132 131| 129| 146 | 143| 133 | 130 173| 166 | 149| 145
TTT ((9)} 0.1~4.0 04| 05| 03| 04] 08| 0.8] 0.3| 05| 50| 51| 0.8] 0.9
ZTT ()] 2.3~12.0 33| 36| 31| 3.0| 57| 56| 3.2 3.3|12.6|12.5| 55| 5.5
Blood sugar (mg/dl) 70~110 90| 98 93 94| 101| 101 98 99| 98| 105| 104 | 107
o| Na* (mEq/1) 134 ~145 142 | 142 | 142 | 142 | 143 | 142 143 | 143 | 140| 141 | 141} 141
:Z’ K+ (mEq/l) 3.4~5.0 4.7 49| 39| 4.0| 4.1| 4.1| 42| 3.7| 43| 44| 45| 4.7
E Cl- (mEq/l) 98~110 106 | 106 | 107| 106| 107 | 107( 108 | 109| 105| 107 | 105| 105
- Ca?+ (mEq/]) 4.0~5.0 4.7 4.7 46| 4.7 45| 45| 44| 43| 45| 46| 46| 4.6
pH 4.8~7.5 54| 56| 56| 58| 54| 54| 6.4| 58| 54| 54| 6.2| 5.6
Color tone YB Y | YB Y | YB Y | YB Y | YB Y Y Y

@ Protein - - - - - - - - - - - - -

_% Sugar - - -

g Urobilinogen + + [+l x]x]lx]x2]zx|x]x]=x]=
e RBC 0~1/0~1]0~1{0~1{0~1{0~1{0~1|{0~1|0~1|0~1|0~1]0~1
.E\%: WBC 0~1/0~1|{0~1{0~1{1~2|0~1{0~1(0~1]0~1|0~1|0~1]|0~1
) Epithelium 0~1/0~1{0~1({0~1{0~1{0~1|{0~1(0~1{0~1|{0~1|0~1|0~1

B: before A:after Y:yellow YB: yellow brown
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Table 4-5. Clinical laboratory findings before and after of grepafloxacin single oral dose

5) 300 mg (fasting)

Test no. 6B (300 mg)
Item Normal range 601 602 603 604 605 606

B A B A B A B A B A | B | A
RBC (x 104/mm?®) 380~ 530 487 | 490| 485| 469 | 473 | 473 | 497 | 485 487 492 | 442| 437
Reticulocyte (/1000) 4~20 8 9 11 7| 10 7 71 11 9 9 9 7
Hemoglobin (g/d) | 12.4~17.2 |15.9|16.3|15.3|14.9| 14.7 | 14.7| 15.4 | 15.1 15.6 | 15.7| 13.5| 13.4
Hematocrit (%) | 38.0~54.0 |46.3|46.7|43.8|42.7|42.0]|42.0|44.1|43.1|44.6|45.2|38.7(38.6
B WBC (/mm® | 3000~8500 |4500 |4100 | 6500 |5900 | 5800 | 5700 | 4900 | 4900 | 8500 | 8300 | 6600 | 4000
< | Stab form leucocyte 0~19 71 17| 16| 18| 16| 15| 7| 11| 10| 10| 6| 6
% % Segmented leucocyte 28 ~68 36| 28| 48| 35| 29| 30| 40| 33| 40| 44| 55| 39
W q“é Lymphocyte 17~57 37| 45| 23| 35| 37| 43| 46| 52| 43| 41| 31| 51
& | Monocyte 0~10 6] 4] 7] 3| 4| 4| 3| 3| 6| 2| 5| 1

§ Eosinophil 0~10 14 5 6 9| 13 6 4 1 1 3 1 1
Basophil 0~5 0 1 0 0 1 2 0 0 0 0 2 2

Platelet (x10%mm3) | 11.0~34.0 |26.2|23.2|18.8|18.3|15.5|15.4(23.5|22.1|15.7|15.5|15.5]|13.5
Total protein (g/dD) 6.0~8.0 71| 7.0 7.0| 6.9| 76| 7.8| 7.0] 6.8| 64| 6.6| 6.7| 6.8
Albumin (g/dD) 3.2~5.0 42| 42| 44| 44| 45| 4.7 4.5 44| 3.9| 4.1| 4.2| 4.2
A/G 1.0~2.5 14 15| 1.7| 1.8| 15| 15| 1.8 1.8| 1.6| 16| L.7| 1.6
BUN (mg/d)) 8.0~20.0 |12.7]|15.1(25.1|24.4|15.9|17.2|11.5|11.4|10.9|11.2|10.8| 14.2
Uric acid (mg/dl) 2.9~6.5 47| 57| 29| 28| 6.2| 6.7| 52| 52| 45| 44| 6.3| 6.7
Creatinine (mg/d)) 0.6~1.3 1.1 1.2 11| 1.1{ 11| 1.1} 1.0 09| 1.1| 1.1 10| 1.1
Total cholesterol (mg/dD) 120~230 168 | 177| 138 | 125| 188| 191 195| 196 | 187 | 197 158| 151
Triglyceride (mg/dl) 40~170 80| 58| 210| 151| 166 105| 279 134| 59| 67| 110| 9%
S| Total (mg/dl) 0.3~1.2 0.8( 1.0f 1.2 0.8 0.8| 09| 08| 09| 0.8] 09| 06| 0.7

E» é ?Ef Direct (mg/d)) 0.1~0.6 04) 04| 06| 04| 04 04| 04 04 03] 04| 03] 0.3
é GOT (KU) 5~40 20| 22 14 15 17 16 11 11 11 11 14| 13
-QE': GPT KU 4~35 19( 20| 10| 13| 23| 23| 16| 17| 11 12] 19| 16
'§' Al-P (KAU) 3.0~11.0 34| 31| 6.0| 59| 73| 7.1| 7.0| 6.8| 42| 44| 51| 4.8
E? LDH WwuU) 170~ 450 240 229| 297| 277 244 | 223 | 171 | 169 | 228| 226| 263| 235
v-GTP (mU/ml) 0~50 16 16 16 17| 40| 40 16 15 14 16| 20| 19
LAP (GR) 112~172 123 | 125| 165| 167 | 161| 161 | 123| 121 | 135 145| 148| 141
TTT ((0)} 0.1~4.0 03 03| 24| 1.7| 19| 13| 1.0 0.7| 0.4| 0.4| 08| 0.6
ZTT ()] 2.3~12.0 54| 52| 7.1| 6.7| 73| 6.8| 4.1| 4.0 44| 45| 6.2| 5.8
Blood sugar (mg/dl) 70~110 9| 92| 107| 99| 98| 100| 102 . 100 94| 96| 92 102

o| Na* (mEq/l) 134 ~145 143 | 142 141| 141| 142 141 | 141| 141 | 143 | 143| 142| 142

i;‘ K+ (mEq/1) 3.4~5.0 42| 41| 43| 43| 43| 4.2| 3.9| 39| 3.9| 4.2| 39| 4.0
8 Cl- (mEq/D) 98~110 107 106 | 105| 106| 106 | 105| 105| 105| 109| 108| 107| 107
= Caz (mEq/)) 4.0~5.0 45| 45| 44| 44| 47| 4.8| 4.7| 4.7| 42| 44| 45| 44
pH 4.8~7.5 58| 52| 66| 6.8 54| 54| 56| 5.6| 56| 6.2| 56| 56

Color tone Y Y Y Y Y Y Y Y Y |LY|[ Y |Y

P Protein - - - - - - - - — — — — -

% Sugar - - - — - | -

;é Urobilinogen + + + + + + + + + + + + | *
:,‘_E'A RBC 0~110~1{0~1{0~1{0~1|0~1|0~1{0~1]{0~1]|0~1]|0~1[0~1
E G| WBC 0~1]0~1|0~1]1~2[0~1]0~1[0~1]0~1]0~1[0~1]0~1]0~1
& | Epithelium 0~1/0~1{0~1{0~1{0~1|0~1[0~1]0~1[0~1[0~1[0~1]0~1

B: before  A:after Y:yellow YB: yellow brown LY: light yellow
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Table 4-6. Clinical laboratory findings before and after of grepafloxacin single oral dose
6) 400 mg (fasting)
Test no. 7 (400 mg)
Item Normal range 701 702 703 704 705
B A B A B A B A B A
RBC (% 104/mm?3) 380~530 457 | 463 | 441 433 519 | 515 | 471 509 | 478 | 482
Reticulocyte (/1000) 4~20 9 10 10 10 10 9 9 10 14 15
Hemoglobin (gid) | 12.4~17.2 150 | 15.1 | 149 | 146 | 153 | 152 | 144 | 152 | 14.7 | 14.8
Hematocrit (%) | 38.0~54.0 | 43.1 | 43.3 | 42.6 | 41.8 | 44.0 | 43.6 | 41.1 | 43.8 | 42.0 | 42.3
B WBC (/mm3) | 3000~8500 | 4000 | 4800 | 4600 | 4200 | 4800 | 4600 | 4900 | 4000 | 5000 | 5200
€| | Stab form leucocyte 0~19 13 13 6 6 17 15 7 8 8 11
;é; § Segmented leucocyte 28~68 36 38 35 41 44 49 27 35 38 34
= | 2| Lymphocyte 17~57 41| 37| 49| 47| 32| 32| 46| 37| 43| 40
% Monocyte 0~10 4 5 8 5 4 2 8 9 2 4
21| Eosinophil 0~10 6 7 2 1 0 1 12 10 8 10
g Basophil 0~5 0 0 0 0 3 1 0 1 1 1
Platelet (x104mm®) | 11.0~34.0 204 | 21.3 | 22.9 | 23.1 | 23.4 | 23.8 | 19.4 | 18.7 | 14.0 | 13.4
Total protein (g/d) 6.0~8.0 6.7 6.7 6.4 6.3 7.0 7.5 7.0 7.4 7.5 7.8
Albumin (g/d) 3.2~5.0 4.1 4.1 4.1 4.1 44 4.7 4.2 4.3 4.4 4.5
A/G 1.0~2.5 1.6 1.6 1.8 1.9 1.7 1.7 1.5 14 14 14
BUN (mg/dl) 8.0~20.0 108 | 154 | 14.8 | 14.2 | 153 | 18.0 | 175 | 19.4 | 17.9 | 17.3
Uric acid (mg/dl) 2.9I.~6.5 4.7 5.5 6.2 6.0 4.6 5.3 5.5 5.8 7.0 7.5
Creatinine (mg/d)) 0.6~1.3 1.1 1.0 1.3 1.2 1.2 1.3 1.3 1.2 1.2 1.2
Total cholesterol (mg/d)) 120~230 194 | 202 149 159 141 152 198 | 206 192 | 208
Triglyceride (mg/dl) 40~170 102 83 89 109 138 | 144 127 120 | 166 155
g g | Total (mg/dl) 0.3~1.2 0.8 0.7 0.6 0.7 0.8 0.9 0.7 0.8 0.8 1.0
Q = E’ Direct (mg/d]) 0.1~0.6 0.4 0.3 0.3 0.3 0.4 04 0.3 0.4 0.4 0.5
é GOT KU) 5~40 21 23 18 17 17 17 18 29 23 22
% GPT KU) 4~35 17 19 19 20 28 28 14 28 36 38
§ Al-P KAU) 3.0~11.0 3.2 3.4 6.4 6.5 9.4 9.4 4.3 4.6 7.7 8.1
C% LDH Wwu) 170 ~450 240 241 229 233 253 252 230 254 256 245
y-GTP (mU/ml) 0~50 16 16 70 67 15 16 13 15 60 60
LAP (GR) 112~172 127 125 158 155 126 123 143 153 185 180
TTT (9)] 0.1~4.0 0.3 0.3 0.2 0.2 1.4 1.5 1.1 1.2 2.0 1.9
ITT ()] 2.3~12.0 5.2 5.2 3.3 3.3 5.8 6.3 7.8 8.0 7.6 7.8
Blood sugar (mg/dl) 70~110 93 100 94 104 87 90 92 95 95 103
© Nat (mEq/l) 134~145 142 141 143 141 141 140 | 142 140 | 141 139
% K+ (mEq/]) 3.4~5.0 4.1 3.9 4.2 4.1 4.3 44 4.2 4.0 4.4 4.6
E Cl- (mEq/1) 98~110 106 105 108 106 105 104 106 105 105 104
A Caz+ (mEq/l) 4.0~5.0 4.4 4.5 4.5 4.5 4.8 4.9 4.6 4.8 4.6 4.7
pH 4.8~7.5 6.8 5.2 6.0 5.4 6.0 5.4 6.4 5.2 5.4 5.2
Color tone Y Y Y Y LY Y Y Y Y Y
o Protein - - - - - - - - - - -
% Sugar - - - - - -
E Urobilinogen + T |+ | = | = | = | = == =] =
%,\ RBC 0~1]0~1|0~1(0~1{0~1{0~1]0~1|0~1]|0~1|0~1
g@ WBC 0~1]0~1|0~1(1~3|1~3|1~2|0~1|1~2|1~2|0~1
) Epithelium 0~1/0~1|0~1(0~1({0~1|0~1|0~1]0~1|0~1]|0~1
B: before  A: after Y:yellow YB: yellow brown LY: light yellow
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Table 4-7. Clinical laboratory findings before and after multiple oral dose
7) 200 mg x 2/day for 7 days (non-fasting)

Test no. 9 (200 mg x 2/day for 7 days)

Item Normal range 901 902 903 904 905 906

B|D4|A|B|D4s|A|B|Dsé|A|B|Ds|A|B|Ds|A|B|Ds|A

RBC (x10%mm?) | 380~530 | 517| 510| 510 454| 457 431| 493| 467| 451| 551| 512 533| 478| 465| 446 472( 437 458

Reticulocyte (/1000) 4~20 10 9| 10| 10 9| 10| 8 8| 9| 9| 10| 1| 14| 12| 14} 8 8 8

Hemoglobin @d) | 124~17.2 |16.9]17.0|16.9|14.5| 14.6(14.0(14.7[14.0| 13.6|16.0| 15.3| 15.4 | 14.8( 14.5/ 14.2)| 14.5| 13.9| 14.6

Hematocrit (%) | 38.0~54.0 |48.4]48.9]48.6(41.5(42.5/40.2|43.2|42.0|40.5|46.3|44.2|45.2|43.7| 43.6/41.6|41.4]|39.9(41.8

5 WBC ('mm?) | 3000~8500 {5200 [4600 540072006500 | 6100 | 5100 | 5400 {6200 3100 {3900 { 5800 {9800 (L0000f 3000 {4600 | 3500 | 4400

§ Stab form leucocyte 0~19 ol of 6| 15/ 100 7| 9of 18] 9| 16| 9| 4 9] 1w 12 3| 7| 6

g §| Segmented leucocyte 28~68 44| 44| 44| 54| 50| 60| 32| 43| 40| 22| 49| 44| 4| 4] 39| 42| 3| R

= g’ Lymphocyte 17~57 31| 36| 41| 25| 29| 25| 42| 25| 37| 50| 35| 47| 27| 35 31| 45| 53| 31

3 [ Monooyte o-10 | 7| 5] 6| 3| 6 7| 3| 5| 7] 6 3| 3| 12| ¢ 8 9 8 9

£ | Eosinoph 0~10 6| 4| 2 2 2| 1| ul 3] 71 6f 2| 1 74 § 7[ 1] 1] 0

Basophil 0~5 3 2 1f 1] 3] of 31 1] of of 2y 1| 1} O 3] Of 0] 1

Platelet (x10%/mmd) | 11.0~34.0 [29.3/29.9(30.1(22.6]21.4|19.6{28.8]|31.5{30.2(22.6|21.9|26.4|32.3| 30.2/ 26.3|23.6| 26.2| 27.9

Total protein @d)| 6.0~80 | 68| 72| 7.3| 6.7 69| 7.0| 6.8 7.0{ 7.1| 7.5| 7.3| 7.3| 6.8 72| 7.0{ 6.6 6.8 7.0

Albumin (gd)| 32~5.0 45| 4.7] 4.7] 46| 43| 45| 4.1| 4.0| 4.4| 43| 4.0] 41| 3.9] 4.0] 40| 38| 3.8| 42

AIG 1.0~2.5 2.0] 19| 1.8] 22| 17| 1.8} 15| 1.3] 16| 13| 1.2 13| 1.3| 13| 1.3] 14| 1.3] 15

= | Albumin 56.7~71.5 |65.9/65.2|64.9|68.3]61.9|64.7|60.8]56.9|61.3]|57.6|55.0(55.7|57.5| 55.7) 57.3{ 57.1| 56.2 | 60.6

é a;-globulin 1.4~4.0 33| 34| 3.1] 2.1] 3.7| 3.3| 35| 3.8( 3.5 3.0) 3.3| 3.5 3.1| 3.3 3.6 3.9( 3.7| 33

é aty-globulin 49~105 | 8.0( 8.0| 86| 6.6/ 7.8 7.1 9.1| 8.8| 8.8 9.2| 94| 83| 8.7 9.1] 9.1| 87 B.fi 8.8

-5 | B-globulin 6.5~12.3 |11.3|11.3/10.5| 9.3}12.2|10.6(11.1{13.2(10.9]11.9|14.0{13.2(14.1| 14.9/ 14.0{13.2| 14.1| 10.8

:8_ 7-globulin 11.3~21.1 {11.5(12.1{12.9(13.7|14.4{14.3(15.5{17.3]|15.5/18.3| 18.3(19.3] 16.6] 17.0{ 16.0| 17.1|17.6| 17.1

BUN (mg/dl) | 8.0~20.0 (13.8|12.9(15.4(16.7(14.7(17.1(17.7|19.9|21.7|11.5|14.2(16.2|12.1| 12.7/15.7|13.4]16.1| 16.8

Uric acid (mg/dl) | 2.9~6.5 441 43| 55| 2.7| 34| 39| 53| 59| 6.1f 57| 6.1| 6.3 6.1] 6.4 66| 44| 55| 56

Creatinine (mg/dl) | 0.6~1.3 11{ 12| 12| 12| 12| 1.3] 1.2 13| 13| 1.1} 1.2 11| 12| 12| 13| 1.1} L1} L1

B Total cholesterol (mg/dl) | 120~230 | 153| 166| 168| 154 | 153| 153| 113| 127| 146 191 188| 222| 142 186| 167| 133| 145| 170

é’ Triglyceride (mg/dl) 40~170 | 145( 112| 83| 110| 99| 82| 73| 74 70{ 121| 110 161| 80| 82 67| 123| 72| 64

% 5 = | Total (mg/dl) | 03~1.2 06| 04| 0.8( 0.5] 0.6 09| 04| 0.6 0.6/ 0.6] 0.6 0.6/ 0.6{ 0.8 0.5] 0.6 0.6] 0.7

'g EE" Direct (mg/dl) | 0.1~0.6 03| 02| 04| 02| 03| 04| 02| 03| 03] 0.3| 0.3 03] 03| 0.4] 0.2] 02| 03] 0.3

= GOT aun 5~40 201 24| 22| 18| 22| 26| 13| 16| 15| 20| 22| 30| 17| 16{ 16| 14| 19{ 17

GPT aun 4~35 17| 25| 25| 17| 23| 22| 13| 17 17| 18] 21| 32| 20| 20[ 16| 14| 18| 14

Al-P (KAU) | 3.0~11.0 | 69| 69| 7.0| 52| 56| 54| 56| 56| 52| 7.8] 7.5| 7.5| 8.7 8.6| 82| 56| 57| 6.2

LDH (UM | 170~450 | 283| 274 | 298| 241| 241 276| 201| 193| 208 | 266| 260| 285| 254| 261| 257 218( 212] 213

¥-GTP aun 0~50 19( 20 19 13| 13| 11| 24| 24| 21| 14| 13| 13| 20| 17| 15| 23| 22| 20

LAP (GR)| 112~172 | 133| 141| 149| 145 157| 153| 165| 175| 163| 174| 170| 172| 151| 150 137| 136 137| 137

TTT | 01~40 | 03| 0.6( 03 1.0{ 1.3| 1.0| 0.4| 0.8] 0.6/ 0.5 08| 1.1| 1.3] 1.2 0.8] 1.3] 1.3} 1.1

ITT U)| 2.3~120 | 32| 3.7| 3.8| 47| 54| 53| 3.3| 48| 4.6( 6.3 7.2| 76| 6.3| 6.7 6.4| 56/ 6.1| 6.3

Blood sugar (mg/d)) 70~110 86( 94| 90| 86| 87| 84| 106| 107| 108| 100| 97| 105| 97| 92{ 98| 105| 103| 110

© Na* (mEq/) | 134~145 | 141{ 141| 140| 141| 141| 139| 141| 142| 141 138] 139 139| 142 140 140| 142| 143] 143

lé K+ (mEq/h) | 34~50 | 44| 42| 46| 43| 38| 4.1| 41| 40| 41| 39| 4.0| 42| 40| 41| 43] 3.7] 39| 42

% Cl- (mEq/l) 98~110 | 105| 105 105| 105( 105| 104| 106| 106| 106 102| 103| 104| 108| 105 106] 108{ 109] 109

Ca?* (mEq/l) | 4.0~5.0 48| 4.9 49| 47| 47| 48| 4.5| 45| 4.6 45| 4.5| 46| 42| 4.4] 45] 4.3] 44| 46

pH 48~75 58| 6.0| 64| 58| 52| 54| 56| 50| 52| 64| 62| 58| 56| 5.0 54| 6.0] 52| 54

Color tone Y{ Y[ Lyl vl yB| Y| Y| YB|] Y| Y[ Y| Y| Y| ¥ Y| Y| Y| ¥

2 Protein - -1 -1 -1 -1 -] -1 - - =| =1 =1 =1 = =l =1 = - -

g Sugar - - =1 - -1 -] - - =1 =] =1 =1 =1 =T = =1 =-| ={ -

= | Urobiinogen * MR R R e

2 _ RBC 0~110~1/0~1{0~1{0~1{0~1]0~1{0~1]0~1]0~1]0~1]|1~2|0~1]0~1{0~1]0~1[0~1]0~1

%@ WBC 0~110~111~2{0~1{0~1[0~1|1~2{1~2]|0~1[0~1]0~1]|1~2]0~1] 0~1[0~1]1~2[1~2|1~3

@ Epithelium 0~1]0~110~1/0~1|0~1{0~1{0~1[0~1|0~1|0~10~1]0~1]0~1] 0~1{0~1]0~1]0~1]0~1
B:before  A:after D:day Y:yellow LY: light yellow  YB: yellow brown
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Table 4-8. Clinical laboratory findings before and after multiple oral dose
8) 300 mg x 1/day for 7 days (non-fasting)

Test no. 10.(300 mg x 1/day for 7 days)

Item Normal range 1001 1002 1003 1004 1005 1006
B|D{d|A|B[Did|A|B|D&|A|B|[Di|A|B|D4|A|B DA
RBC (x10%mm?) | 410~530 | 502 | 502 | 478 | 499 | 499 | 504 | 462 | 479 | 450 | 515 | 503 | 510 | 526 | 529 | 519 | 535 | 528 | 521
Reticulocyte (/1000) 2~20 45| 40| 43| 23| 26| 31| 12| 25| 23| 26| 21| 24| 25| 17| 20| 36| 47| 27
Hemoglobin (g/d) | 14.0~18.0 |15.6|16.1 [15.4|15.0|15.0 [15.4 [14.2 | 14.5 |14.2 [15.6|15.0 |15.4 [15.8|16.1 | 15.6 [15.1|15.3 14.5
Hematocrit (%) | 39.0~52.0 |48.6(49.0|47.0 |46.1 [45.7|46.6 |44.1 |45.3 |43.4|47.1 |45.8 [46.7|50.5|50.0 [50.0 |49.3 |47.4 [47.2
& WBC (/mm?) | 4500~8500 |6200 4500 | 4000 {4500 | 4400 4600 | 4600 4800 {4000 | 5100 | 4600 | 4300 | 4100 | 4000 | 4900 | 6800 | 6200 | 7000
Tg Stab form leucocyte 0~18 o1y 1rfofojojr)of1|f1joj1]ojofof2|0]oO
g g Segmented leucocyte 27~170 54 [ 52 [ 51 | 63 | 54 [53 |48 | 54 [ 56 |46 | 39 |55 | 51 | 42 [ 56 | 62 | 58 | 64
= g Lymphocyte 18~59 44 1 42 | 39 | 26 | 43 | 41 | 44 | 42 | 32 |52 (60 |42 |46 | 50 (41 [ 28 | 33| 35
§ Monocyte -1l | 2| 1|3 90| 4] 4| 1|5 1]0o]1]o]1]o]alz]1
2| Eosinoph 0~10 0 46 2| 3|2 3|3|6[0] 1] 13| 7[3]5]|7|0
Basophil 0-~3 ojofojofo| 0o o0foOofoO]O]O]O|O|O[O]|] O]O
Platelet (x104%mm3) | 12.0~38.0 |30.2|27.1|26.721.1{19.0|18.7|31.3{37.5(34.3(25.5|23.0(23.3|14.8 [ 14.2 [13.524.8 |24.5|21.9
Total protein (gd)| 65~83 |[70(6.6|65]|75(72|76|74/[76|76|76|74(75[73[71]|75/[82(7.9]8.0
Albumin (@d)| 36~51 |43 |40 41 (4445|4542 |41 (4243|4544 |44 |42[43[4.6]|46]45
AIG 1.00~2.00 |1.59{1.53[1.70 |1.41|1.66 [1.45|1.31|1.17 {1.23|1.30|1.55 | 1.41 | 1.51 [ 1.44 [1.34|1.27|1.39 [1.28
g Albumin 56.3~71.7 |68.6(68.4 [65.4 |64.1|66.1(61.5|60.5]64.2(62.0|61.5|65.2|61.0)66.5(69.1|65.5|59.1]62.6 |58.6
g a; ~globulin 18~38 29 (32(31]23|27)26|36(35(30/[27[20{30{34]29(32(28/27]32
g a,-globulin 62~119 [83[95]93|85(91(88|82(86]|75|72|84(72[86|85]|84]|67|75](73
.5 | f-globulin 61~115 85|84 |95 |88(77]95]|11.8/10.6/11.9{8.7 {86 (9.1 |9.4|9.010.5/10.7(10.0(11.5
E 7¥-globulin 11.1~23.2 |11.7|10.5(12.7|16.3 | 14.4|17.6|15.9 [13.1 [15.6 [ 19.9 | 15.8 | 19.7 | 12.1 | 10.5 [12.4 [20.7 [ 17.2 | 19.4
BUN (mg/d) | 6.0~23.0 |11.6(13.3(13.3|13.9{15.2|13.2|15.0(12.4 {13.9(15.8 |14.4{17.2|11.7|11.7 |16.0 [12.3[15.9|17.9
Uric acid (mg/d) | 3.5~8.0 |4.7|52(55(86|76|80|63 |58 |62|73|66]|68]|54|56(57(69]6.0]6.1
Creatinine (mgid) | 04~13 [09({08(1.0]1.0/09(1.0({09({08]09]09/08|08|09/[08/[10/]09]09]|0.9
Total cholesterol (mg/dl) | 130~230 | 130 | 145 | 146 [ 134 | 142 | 152 | 157 | 179 | 170 | 231 | 229 | 224 | 148 | 155 | 160 | 190 | 183 | 189
& Triglyceride (mg/d) | 40~160 49| 64| 60 (275157 | 140 {106 | 59| 61 [119 | 72| 68 (108 (112|107 [ 79 | 99 | 150
é £8 Total (mg/d)| 02~12 |05]03]06(05)05({05([08|04]07/[07(08|1.2({09/06]|1.1]06]|04]05
% ,,%E Direct (mg/d) | 0.0~04 (02(01]01]02(02(02[02]02]02(02/02[03[02]02]02]0.2]|0.2]102
'g GOT Iwn 8~40 18 |15 |15 (25 |21 |22 [ 24 {19 | 18 | 26 [ 24 |20 | 20 | 18 [ 24 | 31 | 24 | 28
a1 GPT awnm 5~35 14 (12 |17 |32 |29 (33|25 |19 |22 |24 |25|25 (12|15 |21 |32 |33]50
Al-P (KAU) | 3.0~12.0 |69 (67|59 |46 |45 (46(83|77(70]51|50(49|47|52]|46/|53]|58]55
LDH UM | 100500 | 311 249 [237 | 224 | 190 | 191 | 231 | 220 | 186 | 273 | 235 | 220 | 274 | 237 | 231 | 251 | 222 | 212
v-GTP aum 0~40. 12 {13 [ 12 |38 | 36 |40 (44 | 38 | 33 [ 23 |22 |20 | 24 |23 | 24 | 46 | 40 | 47
LAP (GR)| 70~200 |141 | 136|124 [ 174 {162 | 172 | 195 {182 | 169 | 153 | 146 | 149 | 146 | 143 | 146 | 152 | 152 | 158
TTT | 00~40 [05)06(04]25|15(1.0(1.2}110(081]2.0]17|15[09]|1.0|08 (142124
ITT U)| 40~120 |58|55(56(92|85|81|74[74|69]|95({9.7(9.764]52]55](10.5[10.6/10.3
Blood sugar (mg/dl) | 70~120 93 | 8 |84 (91 | 90 | 8 [153| 91 | 98 |101 | 99 [102 | 105|102 {100 | 101 | 97 | 97
° Na* (mEq/l) | 135~147 | 142 | 141 | 142 | 141 | 140 | 141 | 143 | 142 | 144 | 140 | 139 | 142 | 142 | 140 | 142 | 143 | 141 | 143
% K+ (mEq/) | 3.6~50 [3.9]43 44|41 (41 |42(3.7]38 |42 |41 [38[44]38|36/[41]|45]|41 |46
E C- (mEq/) [ 98~108 {105 105|107 | 105 | 103 | 104 | 105 | 105 | 107 | 106 | 105 | 107 | 106 | 103 | 106 | 108 | 106 | 108
= Ca?* (mEq/l) 42~53 | 4.7 |48 4.6 |48 [48 (48 |45 )44 |43 |47 (4545|4446 |44 (48147 |44
pH 6 |6 |6 |6|6|6|6]|6]|6|6|6|6]|6|6|6]|6]|6]|6
Color tone LY (LY |LY | LY |LY |LY | LY |LY | LY |LY | LY LY |LY | LY [LY | LY | LY | LY
o | Protein - -l -1-1- - =-1=-1-1- - - - -
%‘ Sugar -l -|=-{-1-=-1-1-/-|-1-/-1-1- - -
g Urobilinogen + A I A I N A = I = = I - - - - I 5 t ]

. RBC 1-3 2~4{1~2 1~2|1~2(2~4|1~3|12~15[1~2|1~3|1~3|1~2
E% WBC 2~412~413~4[1~2 1~2|1~2(1~2|1~2|1~2|1~2|3~4|1~2|2~4|{4~6|1~2(1~3|1~2
& Epithelium 1~2|1~2|1~2|1~2|1~2 1~3(2~4|1~2|1~2]|1~2|1~2|1~3|1~3|1~2(1~2(1~2|4~6

B:before  A:after D:day Y:yelow LY:light yelow  YB: yellow brown
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X580 HI221.7mg/dl & TE % 1l b IR % # % 7= U A 150 A
bhr, ¥£7:300mg 1H1[E, 7HMKELS K IZGPT
PHG-8H BIZ50KU & L& L2-BIAS1BIA b7z ps,
TS EMEICTI4E BICIZE® IS/ L7 (Table 4-7,
4-8),

5. EyEpRe
1) IsEReE

B 0% 5-0F 0 A48 il D f5 B 4 Table 5, Fig. 31278
Yo T72, TOERMBEHSHEH L KR IFH5 X —

§—(2-3 %=} A FETFINV) % Table 6I27RT, %
FEL12 100, 200, 30048 & UF400mg % #%5- L 2B D g
14 R il BE (Cmax) (3¥ 5% 1.4~ 2.6 DM Iz #h 2
10.41, 0.66, 0.998 & U1.62ug/mITH > 72,

1 44F v i B ) AR T T AR (AUCo~o0) 1 F 21
4.67,9.02, 15.53, 22.12ug - h/ml & RIEFH 2 #B%
BTz, T, MYEPIREEABIA(T1/2) 1311.0~1258
ﬁﬁ??)o 720

AHEIC L HHEIL, Fig 4IRT L) CBRICENE

Table 5. Plasma concentration of grepafloxacin after a single oral dose

(HPLC)
Plasma concentration (ug/ml)
Group Time after administration (h)
0.5 1 1.5 2 3 4 6 8 12 24
0.05 0.05 0.04 0.04
10 mg (n=2)
0.05 0.05 0.05 0.04
0.09 0.08 0.07 0.06 0.03 0.02 0.01
25 mg (n=2)
0.10 0.09 0.08 0.07 0.04 0.03 0.01
0.08 0.13 0.15 0.18 0.19 0.16 0.14 0.11 0.09 0.04
50 mg (n=2)
0.13 0.19 0.17 0.17 0.14 0.13 0.10 0.09 0.06 0.03

ND: not detected; <0.025 pg/ml

2.0+ A) Fasting
E 1.5 —_— 400mg (n=11)
b O—0O 300 mg (n=6)
% %—% 200 mg (n=6)
S 1.0+ &—A 100 mg (n=6)
g (Mean+SE)
g
§ 0.5
[}
&
]
A 0
T T T T T T T 1
012 34 6 8 12 24
Time after administration (h)
(HPLC)
Group Time after administration (h)

0.25 0.5 1 1.5 2 3 4 6 8 12 24
100mg  0.07£0.02 0.23+0.05 040:0.05 041:0.04 039003 0.32+0.03 0.29+0.03 0.21+0.02 0.18£0.02 0.13x0.02 0.06+0.01
200mg  0.04+0.01 0242004 051+0.08 0.64:0.05 063002 0.57+0.04 0.55+0.04 0.42+0.03 0.36+0.03 0.25:0.02 0.12+0.01
300 mg ND 0.28+0.13 0.57:0.19 0.80+0.18 0.84:0.17 095:006 0.88+0.05 0.70+005 0.61:0.06 0.45:0.05 0.21+0.03
400mg  0.14x0.03 0.62+0.12 1.20:0.16 1.51+0.10 1.59+0.09 1.55+0.08 1.33+0.07 1.03:0.06 0.86:0.06 0.61:0.05 0.29+0.03

Mean+SE

ND : not detected ; <0.010 pg/ml

Fig. 3. Plasma concentration of grepafloxacin after single oral dose in fasting.
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= (1 4 B B E RS (Tmax) A7 1.9MER 20 & 3,155 F ~
YIEE L7245, Cmax, AUCo-wld, ZEFREF & (ZIZFE
ETHo7

Kiz200mg 1H2[E, 7HMRERSHBROMER % Fig.
51z L, 300mg 1B 1M, 7H MRERESRBOMER
Fig. 617R o #EKRSGKEOCmaxid, ThENKT#%
15812055, 1.11ug/ml & % o 72, MIEFRIRAEIL, #%
ERHAYERSTLICERL, ®REMK4EBIZE, W
SNOBSEICIBWTY, 7THE & IFIZEMEO M S
EOEBIBE SN, EFRBIEL 7,

2)  RAHE

B [ 45 5K 0 SR A AR D R R i JBE 43 & OF FRARR A i
H % Table 7, Fig. 7V27R T o

2212100, 200, 3003 & F400mg % #% 5 L 72§D
BRIk, K5 %4~6KMIZENENL2.48,
26.44, 49.143 L UF51.86ug/ml & 7 o 720 JRAVBED,
FORBAIAERT L7z, #5%8~12KMT 4100,
200, 3004 & Uf400mg % %5 L/ DR R iR EEIX, £
#1540, 14,55, 29.388 £ F25.26ug/mlDfEZ /R L
720 F 72, ¥ 5147200 E TOREIAED BRI L,

Table 6. Pharmacokinetic parameters of grepafloxacin after a single oral dose by two-compartment model

(HPLC)
Dose n Cmax Tmax T1/2 (B) AUC,_,
(pg/ml) (h) (h) (ug-h/ml)
100 mg (fasting) 6 0.41+0.03 1.4+0.2 11.0+0.5 4.67%0.51
200 (fasting) 6 0.66+0.03 1.9+0.3 11.9+0.9 9.02+1.01
m,
g (after meal) 0.61%0.02 3.1+0.4 12.5+£1.3 8.90+0.62
300 mg (fasting) 6 0.99+0.09 2.6+0.5 12.5+0.9 15.53+1.68
400 mg (fasting) 11 1.62+0.07 2.3+0.3 12.3+0.5 22.12+1.61
Mean+ SE
1.0 B) The effect of food intake

~ 0.8

E

o n=6

e .

= 0—0a3 fasting

S 061 n--A after meal

g (Mean+SE)

g

§ 0.4 4

[}

g

=

A 0.2 1

0 T T T T T T T T 1
01234 6 8 12 24
Time after administration (h)
(HPLC)
Time after administration (h)
Group
0.25 0.5 1 1.5 2 3 4 6 8 12 24

Fasting 0.04+0.01 0.24:0.04 0512008 0.64+0.05 0.63+0.02 057+0.04 0.55+0.04 0.42:0.03 036+0.03 0.25:0.02 0.12+0.01

After meal ND

0.01£0.01 0.18£0.06 0.38x0.08 0.49+0.06 0.60:0.06 0.53+0.04 0.42+0.03 0.34+0.03 0.24:0.02 0.110.01

Mean+SE
ND : not detected ; <0.010 pg/ml

Fig. 4. Plasma concentration of grepafloxacin after single oral dose of 200 mg in the effect of food intake.
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SHETZEN#N1002, 1218, 12618 X U10.75% T
b, BER IO HPDLTIEZ—ETHo7

200mg 1 H2[@, 7H M RE#% 50O RBER +HEE
% Fig. 8-1, 300mg 1 A 1[H, 7 H MR E#K 5 MO RBR
PR % Fig. 8210 T, &X5BLAHKO B M (R 5
7285R) O REEPEMEIE, FFN0.95, 13.44% T, H
%5 0HE L RBETH > 7,

3) HEHHE

400mg¥i [ #% 5-FF (n=6) D REA L&D Bk #EE Aot
KL BRR P HEEER % Fig. 918 L7z, &5 Ftk%3E
HECIZ, #EH31.48%, RHAIZ9.75% »EIN SN, £
NLFEIRFREARETH o 72,

4) R IRRE

200mgH [ ¥ 5 D e P AL (X, MIARAPIRAE L & ¢
B L THR L (Fig. 10), % 5- 1% 305 TR B IME 12
L, 0.32ug/mlk 2oz, 72, BATH(EBPIRE/
W) 13, &5 15M D O 4kE DM T0.36~
058%/RL7,

I #* -3

AEORBTEDHN72100mgD BE &S 2505
%5, 300mg (1A 1), 78 M REE G481 DESS, HER,
AHo0EBEB L ORNEROMMEIEIRIE, FTHZSLY
HHEEATED 57275, WTFNOBET—BMETHY, #5
dgk L FIZEE LTV S, IE, WRE%, &R, LEE,

A) 200 mgx2/day for 7 days : n=6

1.5 ;
HPLC
§ : observed data (Mean+SE)
—— : simulation
il
:‘\ il
% 1.0 4 “ ‘"
2 " *
g !
.S
|
=]
£ ¢
g
8
]
E 0s5-%
8 )
~ '
19 ¢
0 T T T T T T 1
Day after first dose (days)
(HPLC)
Time after administration (h)
Day
0 0.5 1 1.5 2 3 4 6 8 12
1st ND 0.22£0.09 041:0.10 0.55+0.10 0.50+0.07 0.54£0.05 048+0.04 035+0.04 0.28+0.03 0.20+0.03
2 nd 0.340.05
3rd 0.35+0.04
4 th 0.46x0.06 0.88+0.10 1.08+0.11 1.01£0.09 0.95+0.12 0.63x0.08 0.460.07
5th 0.4720.06
6 th 0.49+0.06
7th 0.60£0.10  0.73+0.09 1.07+0.11 1.22+0.19 1.1120.13 1.13+0.13 1.07:0.12 090x0.11 0.75:0.09  0.56+0.07
8th 0.28+0.05
Mean+SE

ND : not detected ; <0.01 pg/ml

Fig. 5. Simulation curve and observed data of cocentration of grepafloxacin after mutiple oral dose of 200 mgx2/day for 7 days.
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HPLC
§ : observed data (Mean+SE)

B) 300 mgx1/day for 7 days : n=6 — : simulation

1.5 A
E _
2,10 1.0
5 ¢
R
g 4
:‘3
8 J
= ¢
<
E 05-
2]
E +
0 T T T T T T 1
Day after first dose (days)
(HPLC)
D Time after administration (h)
a
Y 0 0.5 1 1.5 2 3 4 6 8 12
1st ND 0.37+0.09 0.94+0.07 1.11x0.05 1.08+0.03 1.02+0.08 0.94+0.07 0.69+0.04 0.58+0.04 0.43+0.03
2nd 0.19+0.02
3rd 0.22+0.02
4th 0.30£0.02 0.860.05 1.32£0.05 1.39+0.06 1.29+0.07 0.90£0.06  0.67+0.04
5th 0.28+0.02
6th 0.28+0.02
7 th 0.32+0.02 0.77+0.10 1.19+0.07 1.39£0.06 1.41+0.05 138+0.07 1.29+£0.06 1.07+0.05 0.90+£0.05 0.66+0.04
8th 0.31+0.02
Mean+SE

ND : not detected ; <0.01 pg/ml

Fig. 6. Simulation curve and observed data of cocentration of grepafloxacin after mutiple dose of 300 mgx1/day for 7 days.

Table 7. Urinary concentration and cumulative excretion rate of grepafloxacin after a single dose

(HPLC)
Time after administration (h)
Group 0~8 8~24 24-36 3648
0~2 [ 2~4 [ 4~8 | 8~12 [ 12~24 - -
Concentration (ug/ml) 2.56 0.92
Excretion rate (%)* 7.30 12.82
10 mg (n=2) -
Concentration (ug/ml) 1.88 0.63
Excretion rate (%)* 5.58 10.01
Concentration (ug/ml) 2.84 0.45
Excretion rate (%)* 4.54 7.04
25 mg (n=2) -
Concentration (zg/ml) 1.67 0.63
Excretion rate (%)* 3.94 5.68
Concentration (ug/ml) 7.98 8.38 6.77 5.97 6.33 1.11 1.45
50 (@=2) Excretion rate (%)* 1.20 2.54 4.65 6.75 10.3 11.63 12.56
mg (n=
. Concentration (ug/ml) 11.31 8.06 2.90 3.26 2.77 0.30 0.38
Excretion rate (%)* 1.81 3.26 4.74 5.90 8.34 8.92 9.41

* Cumulative excretion rate after administration
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a) urinary concentration
60 -
o—o 400 mg (n=11)
a4 300 mg (n=6)
50 O0—0 200 mg (n=6)
»—A 100 mg (n=6)
_ T (MeanzSE)
:5) 40
ch
[=]
S L
=
(=]
8
é 20 -
10
0-2 24  4-6 6-8  8~12 12-24 24-48 48~72
Time after administration (h)
b) cumulative urinary excretion
— a2
£ 100 mg 200 mg 300 mg 400 mg
S 15 (n=6) (n=6) (n=6) (n=11)
Gt
o
g
]
s | ;«, o %
g
g RS o
g SEERZ AN 7
2 “HERZ &
o e | L RS 3
2 5 SRRz
E R = S
g 54 K %!
o 3 '
0~6 0~24 0~48 0~72
Time after administration (h)
(HPLC)
Time after administration (h)
Group
0~2 2~4 4~6 6~8 8~12 12~24 24~48 48~72
100 mg Concentration (ug/ml) | 14.72+44.5  10.98+£2.32 12484201 7.77+0.78 5.40+092 4.44+0.73 0.96+0.16 0.25:0.08
Excretion rate (%)* 1524021  2.95+024 3.98+030 4.72+034 6.07+044 8.29+0.62 9.69+0.80 10.01+0.89
200 mg Concentration (ug/ml) | 26.11£3.41 2046+2.21 26.44+4.87 16.89+3.48 14.55+3.50 12.09+1.52 2.87+083 0.84x0.17
Excretion rate (%)* 1.54£023  320+025 4324025 530:026 7.03+044 9.83+0.76 11.66+1.03 12.18£1.12
300 mg Concentration (ug/ml) | 31.87+11.93 30.05£7.82 49.14:8.50 31.53+5.54 29.38+5.06 16.93+297 6.36+145 1812050
Excretion rate (%)* 110032 2924029 4.11:x038 5.01£042 7.02+063 9.83+095 11.99+1.30 12.61£1.39
400 mg Concentration (ug/ml) | 37.04+4.73  46.39+5.66 51.86£7.75 34.64+550 2526333 16.89£247 6.13+098  1.72:031
Excretion rate (%)* 1232011 2.69+0.18 3.67+020 4.49+025 599+039 8.61+0.64 10.30£0.79 10.75:0.84
(Mean+SE) *Cumulative excretion rate after administration

Fig. 7. Urinary concentration and cumulative urinary excretion of grepafloxacin after single dose.
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A) 200 mgx2/day for 7 days : n=6 (Mean+SE)

157 Grepafloxacin

Cumulative urinary excretion rate (% of dose)

Days after first dose (days)
(HPLC)

Days after first dose (days)

1 2 3 4 5 6 7 8 9

Cmilaive 093 923 348 493 644 817 957 986 995
excretion rate

(hofdose) 011 026 034 2051 069 089 111 118 £120

Mean
+SE

Fig. 8-1. Cumulative urinary excretion of grepafloxacin

after multiple doses of 200 mgx2/day for 7 days.

B) 300 mgx1/day for 7 days : n=6 (MeanxSE)

159 Grepafloxacin

104

Cumulative urinary excretion rate (% of dose)

0 T T T T T T T T 1
0 1 2 3 4 5 6 7 8 9

Days after first dose (days)
(HPLC)

Days after first dose (days)

1 2 3 4 5 6 7 8 9
Cumulative

pomiaNe 138 308 499 681 872 1057 1260 1325 B4
oidow) 018 €035 046 054 068 086 09 09 2095

Mean
+SE

Fig. 8-2. Cumulative urinary excretion of grepafloxacin

after multiple doses of 300 mgx1/day for 7 days.
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'8 »—x urine
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2 T k4 T T T
S
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0 1 2 3 4 5 6 7
Days after first dose (days)

(HPLC)

Cumulative
excretion rate
(% of dose) 1 2 3 4 5 6 7

777 937 975 991 991 991 991

Days after first dose (days)

Utine 056 £0.72 +0.77 £0.79 %079 079 +0.79
Feces 1927 2704 3148 3254 3284 3299 3304
+3.83 #342 273 264 £2.69 #2677 +2.68

Mean

+SE

Fig. 9. Cumulative urinary and fecal excretion
of grepafloxacin after single dose of 400 mg.
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0.8 -
n=6
O—O plasma
~ 0.6~ u—nt saliva
E (MeanzSE)
E
=
3 044
=]
=]
3
=
S
0.2 1
O T 1 T T T T 1
012 4 6 8 24
Time after administration (h)
(HPLC)
Time after administration (h)
Group
0.25 0.5 1 1.5 2 3 4 6 8 12 24
Plasma  0.04£0.01 0.24+0.04 051+0.08 0.64£0.05 0.63+0.02 0.57+0.04 0.55+0.04 042+0.03 0.36£0.03 0.25£0.02 0.12+0.01
Saliva ND  0.02+£0.01 0.13x0.02 0.30£0.03 0.30x0.02 0.32£0.03 0.30£0.04 0.21+0.03 0.23+0.02 0.12+0.02 0.0810.01
Mean+SE

Plasma (ND : not detected ; <0.010 pg/ml)
Saliva (ND : not detected ; <0.010 pg/ml)

Fig. 10. Plasma and saliva concentration of grepafloxacin after single oral dose of 200 mg.
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Phase I study of grepafloxacin

Mitsuyoshi Nakashima, Toshihiko Uematsu®, Satoru Nagashima, and Kazuhiro Kosuge
Department of Pharmacology, School of Medicine, Hamamatsu University,
3600 Handa-cho, Hamamatsu 431-31, Japan
(* Present Institute: Department of pharmacology, Schoo!l of Medicine Gifu University)

Mitsutaka Kanamaru®#
Shinpukai Maruyama Hospital
(** Present Institute: Shitoro Clinic)

A Phase I study of grepafloxacin (GPFX), a new synthetic antibacterial agent, was conducted to
determine the safety and pharmacokinetics of the compound in healthy adult male volunteers.

GPFX was administered orally to fasted volunteers in single doses of 10, 25, 50, 100, 200, 300 and
400 mg and in 7-day multiple doses of 200 mg twice daily and 300 mg once daily. The effect of a meal was
also investigated at 200 mg.

In 47 healthy adult male volunteers, the subjective and objective symptoms observed were headache in
3 volunteers, dull headache in 1 volunteer, light-headed feeling in 1 volunteer and bitter tasete in 1
volunteer. Abnormal laboratory test values were slightly increased BUN and GPT in one volunteer each.
However, all of these symptoms and changes were mild and transient. No GPFX-related abnormalities
were observed in any other parameters.

The plasma concentrations of GPFX increased dose-dependently after single oral administration,
indicating maxima of 0.41, 0.66, 0.99 and 1.62 xg/ml at 100, 200, 300 and 400 mg, respectively, in
fasting volunteers. The elimination half-life (T;,2) of the plasma concentration in the 8 phase was 11.0~
12.5 hours. The cumulative urinary excretion during the the first 0~72 hours was 10.0%~12.6%. The
fecal excretion of unchanged GPFX during the period of 0—~72 hours was 31.5% of the administered dose.
The meal had no effect on the absorption of GPFX by the digestive tracts. The change in the saliva
concentration after single administration at 200 mg was similar to that in the plasma concentration, and
the transfer ratio (ratio of the plasma concentration to the saliva concentration) at 1.5—~4 hours was
about 0.4~0.6. The plasma concentration in repeated administration at 200 mg twice daily and 300 mg
once daily for 7 days reached a steady-state on the fourth day of multiple dosing, and no accumulation was
found. These results suggested that, from the safety point of view, it is possible to perform further clinical

evaluation.



