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Fig. 1 Chemical structure of DL-8280
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Table 1 List of male healthy volunteers in phase I study on DL-8280
Step Dose No. Name (;:::) H(ecll:;“ Body(k:')eighl

101 Y.M. 35 162.6 63.3

102 K.T. 3 174.3 64.9

1 100mg X 1 103 K.O. 4 155.1 55.7

104 T.O. 27 182.1 61.6

105 N.H. 33 162.4 68.1

201 K.T. 25 159.0 59.0

202 H.S. £ 163.3 64.8

2a 300mg X 1 203 K.K. 37 162.9 62.0

204 T.H. 31 170.5 59.9

205 M.N. 33 170.0 62.8

206 Y.K. 25 168.8 50.9

2 BOOmFXl 207 K.K. 42 162.5 62.8

(fasting) 209 T.H. 51 164.7 60.8

210 1.H. 38 165.4 62.3

301 T.M. 35 158.9 52.2

302 T.T. 33 159.1 57.9

3 600mg X 1 303 Al 4 168.3 64.5

304 A.N. 43 162.8 67.1

305 K.A. 23 162.4 55.6

401 K.T. 37 174.3 64.9

402 M.K. 2 165.2 58.3

ta ?gf‘;‘:fy/s day 403 H.S. 38 165.5 53.9

404 T.O. 27 182.1 61.6

405 K.N. 3 168.1 63.1

406 T.H. 51 164.7 60.8

407 S.N. 40 171.6 65.8

n fff“;";:i/s day 408 F.I. 27 172.0 56.3

409 1.H. 38 165.4 62.3

410 Y.K. 21 172.6 54.9

501 K.H. 25 178.9 71.7

502 K.A. 23 162.4 55.6

5 300mg X 2/day 503 N.H. 33 162.4 68.1

for. 14 days 504 K.M. 25 167.8 64.7

505 K.K. 37 162.9 62.0

506 Y. M. 35 162.6 63.3

601 H.S. 34 163.3 64.8

602 K.T. 37 174.3 64.9

6 ffro";g:azyﬁ day 603 A.N. 43 162.8 67.1

604 S.N. 31 170.0 69.7

605 K.S. 32 169.7 71.2
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Fig. 2 Examination schedule for single
administration of DL-8280

Fig. 5 Examination schedule for multiple
administration of DL-8280
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Fig. 7 Determination procedure of DL-8280 by HPLC method

[Clean-up]
Serum 1ml  Urine Feces
|diluted with 0.1M PBS(pH 7.0) lhomogenized and diluted with 0.1M PBS(pH 7.0)
Undiluted or diluted urine 1ml Diluted homogenate 1ml

«—0.1M PBS(pH7.0) 1ml
« internal standard solution * (serum : 20ug/ml, urine : 100ug/ml, feces : 20 or 100ug/ml)
extracted with 5ml of chloroform

| + DL-8357/0.1M PBS(pH7.0)
Chloroform layer 4ml Water layer 0
evaporated to dryness under nitrogen gas flow F COOH
Residue
dissolved in acetonitrile—0.04M phosphoric acid (9:1) /\N \
serum . 0.2ml, urine : 0.5ml, feces: 0.2 or 0.5ml
Determination " NJ o\)\CHa
DL-8357

[HPLC operating conditions]
Apparatus : HITACHI 635A Liquid Chromatograph
Column : Nucleosil 5CN (Nagel), 4.6X300mm
Pre-column : Nucleosil 5CN (Nagel), 4.6X%30mm
Mobile phase : acetonitrile—0.04M phosphoric acid (9: 1)
Flow rate : 1.8ml/min
Detection : UV 295nm
Retention time : DL-8280; about 10min, DL-8357; about 8min

Fig. 8 Determination procedure of DL-8280 by paper disc-plate method

[Pre-treatment]
Serum  Saliva Urine Feces
diluted with homogenized and diluted
0.1M PBS (pH7.0) with 0.1M PBS (pH7.0)
Urlldiluted or diluted urine Di]luted homogenate

Determination

[Determination]
Test organism : B. subtilis ATCC 6051 (spore) or E.coli Kp
Medium : B. subtilis ; Nutrient agar (Eiken) 35g/L (pH7.0),
E. coli; Mueller-Hinton medium (Eiken) 25.5g/L (pH7.4)
Medium amount : B. subtilis:5ml base layer and 5ml seed layer/90mm Petri dish,
E. coli; 5ml seed layer/90mm Petri dish
Inoculum size @ B. subtilis;1X10° cfu/ml seed layer,
E. coli;1X107 cfu/ml seed layer
Diluent for standard solution : serum ; Consera (Nissui),
saliva, urine and feces;0.1M PBS (pH7.0)
Paper disc : paper disc (8mm, thin) (Toyo)

Incubation : 37" overnight

L, Mifi—ikib L, #OUKBEE L 2 bR CHA BEA 18RS LU ER 4.5 R B MR & LTe,

ELf, i, REOHEL R TS step 23, 2b i2D 5 WENE
2T, step 2a KRIFSZHREHOREE, ~S¥—h— £ step ICISiT % MK, MK, R XUEPRERE

ZAMIH, ~NATy 710, ALY Ta—R1H, K FBIK DRI schedule {3 Fig. 2~Fig. 6 IZR35E) T
K14 (#9600 Cal) DIER L L, step 2b TRV TiT, HBs
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Fig. 9 Calibration curves for DL-8280 by HPLC method
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Fig. 10 Calibration curves for DL-8280 by paper disc-plate method
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Table 2 Items of clinical laboratory test
in phase I study on DL-8280

WBC, RBC, Hemoglobin,
Hematocrit, Platelet, Reticulocyte,
WBC fraction, ESR

Total protein, Alubmin, BUN,
Creatinine, Uric acid, Electrolyte,
Total bilirubin, AIP, GOT, GPT,
LDH, Total cholesterol, Triglyceride,
r-GTP, LAP, ZTT, TTT, A G

Hematology

Blood chemistry

Immunology CRP, Coombs, HBs,

pH, Colour, Turbidity, Sediment,

Urinalysis Sugar, Protein, Ketone, Bilirubin,
Urobilinogen, Occult blood
Creatinine clearance, ECG,
Others

Blood pressure

®Rifkiz, FRgE—UERGRELICHARLT—
HRMPITHFE L, TRTRIERE T-20° LLT ColtkR
Tl

! ! L
0.10 0.39 1.56 6.25 25 100
Concentration of DL-8280 (ug ml)

BEEREX, HPLC 2 X U paper disc-plate 2
XY ERLE, EREXEOBMEE Fig. 7 LU Fig.
82, FREEIZEIT 58 EM% Fig. 9 3L Fig. 10
IR+ 3,

6. ¥z

Step 2a IZf\ TEER L 72 R#{& % A\, TLC-bioau-
tography IZ & Y R BB OBRFEL 17> 7, TLC i,
/g - Eastman chromagram sheet 6061 (Eastman) ¥,
JEBRFEIEIZ chloroform-methanol-28% ammonia water
(2:2:1) #B\vf, %7 bioautography DRKRHEK
{X Bacillus subtilis ATCC 6051 CGERa) RV 7o,

7. BREKERE - BKEE

BRRREIX, +_To step iz T, #5A 1:8H
il GEERERC S » T ik 5MsA 1:8M), B’E5R
¥H GEFFZEICH » TREMRBZERER), BIUE
501 8M% EEHREIZH > TiRBEKESA 1:8H
%) O3MMERE LI, 7L, 14 HREEGERE D step 5
KRVTIX, k@ofh, #55, 8 12AH, BIUERH#
BE1 pARICVER L, ERLERKREHB &
Table 2 IZ;R LTz,
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Fig. 11

Correlation between concentrations of DL-8280 determined
by HPLC method and paper disc-plate method
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Fig. 12 Serum concentrations of DL-8280 after a single oral administration
to male healthy volunteers (mean=S.D.)
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Table 3 Serum concentrations of DL-8280 after a single oral
administration to male healthy volunteers

Dose Volunteer Serum concentration of DL.-8280 (ug/ml) .

(mg) No. 0.5hr* | 1hr 2hr 3hr 4hr 6hr 10hr 24hr
101 - 1.14 0.86 0.80 0.48 0.27 -

102 - 0.17 1.12 0.70 0.65 0.36 0.18 ~

103 - 0.21 1.23 0.74 0.69 0.52 0.26 -

100 104 0.25 0.80 0.77 0.45 0.31 0.14 -
105 ~ 0.68 0.69 0.79 0.53 0.35 0.21 -

Mean 0.26 1.00 0.77 0.62 0.40 0.21 -

S.D. 0.25 0.24 0.06 0.14 0.09 0.05 -

201 0.32 1.77 2718 | 2.38 1.99 1.50 0.90 0.14

202 0.31 2.74 2.91 2.16 2.14 1.27 0.72 0.10

203 - 0.68 3.23 2.29 1.84 1.48 0.97 0.19

300 204 - 0.92 3.18 2.19 2.24 1.41 0.92 0.20
205 ~ 0.35 1.97 1.63 1.92 1.09 0.66 0.18

Mean 0.13 1.29 2.81 2.13 2.03 1.35 0.83 0.16

S.D. 0.17 0.97 0.51 0.29 0.16 0.17 0.14 0.04

206 - 2.93 3.64 2.93 2.51 1.91 1.58 0.35

207 0.49 6.39 3.20 2.7 2.35 1.68 1.09 0.25

300 209 1.40 3.04 2.85 2.26 2.07 1.10 0.89 0.19
(fasting) 210 3.44 5.05 2.94 2.42 2.09 1.43 0.91 0.17
Mean 1.33 4.35 3.16 2.58 2.26 1.53 1.12 0.24

S.D. 1.52 1.67 0.35 0.30 0.21 0.35 0.32 0.08

301 - 0.76 5.72 7.55 7.54 4.95 3.48 0.70

302 — - 1.50 6.96 6.89 5.04 3.35 0.80

303 - 1.64 5.52 5.38 “u 3.84 2.58 0.35

600 304 — 2.05 6.06 6.68 5.80 4.28 3.00 111
305 - 0.15 3.26 7.49 6.50 5.28 2.98 0.94

Mean - 0.92 4 6.81 6.19 4.68 3.08 0.78

S.D. — 0.90 1.97 0.88 1.26 0.60 0.35 0.29

— . less than detectable lower limit (0.10xg/ml)
« time after administration

MLt

HE% Fig. 11 1T, MEFPBREIC S VT, Y
(HPLC #)=0, 967X (paper disc-plate #)+0. 002, #H
BA{R3 0.992 &, MRITEICL Y B SHRIEERICIZ
(F1:1 BN ES bivic, £, RPBEFC B W
Tb, Y=1.015X —14.5, #H8{%%0.986 Li2i¥1: 1
FERAMES D bz,

L7zhoT, UUF, mBlEEe bER LMY, R
JUEPREICSO-TIR, #TLEY HPLC $Bick 3
RO HEBT S Z L L+5, HERPEEREX paper

disc-plate thDRIT X o T,

2. iR mEE

DL-8280 100 mg (step 1), 300 mg (step 2a), ZT
300 mg (step 26) 35 X UF 600 mg (step 3) Bi [ % & %
0, DL-8280 My h MBEHS %, Table 3 % XU Fig. 12
2R+, DL-8280 m i hMEEE, VhoR5REE
VT b, BEBECNICER Uk, B#MEPRE
(Cmex) 12 100mg 3 X% 300 mg BEEET, H5%2
FERIZ ) b, BT 300mg HEEET 1R, 600
mg HERT 3 RREIIED bz, Cux 13, 100mg,
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Table 4 Pharmacokinetic parameters for DL-8280
observed in male healthy volunteers

Dose Volunteer | Apparent T,,, AUC*

(mg) No. (hr) (ug+hr/ml),

101 3.88 7.07

102 3.15 5.62

103 3.94 7.06

100 104 3.08 4.62

105 3.88 5.73

Mean 3.59 6.02

S.D. 0.43 1.05

201 5.15 23.21

202 4.60 21.48

203 5.73 23.29

300 204 5.77 23.33

| 205 6.29 17.21

Mean 5.51 21.70

S.D. 0.65 2.63

206 6.84 34.93

207 5.57 31.07

300 209 5.76 23.84

(fasting) | 519 5.13 27.67

Mean 5.83 29.38

S.D. 0.73 4.74

301 6.06 76.22

302 6.63 69.67

303 5.49 55.68

600 304 8.38 70.59

305 7.08 69.85

Mean 6.73 68.40

S.D. 1.10 7.61

+ area under the serum concentration versus time curve
Each AUC value was calculated for a period of 0~24 hr.

300mg, ZZMEF 300mg B Xk 600mg BT, Th¥h
W¥#51.00, 2.81, 4,35 35X X 6.81 ug/ml TH Y, HRE
2, RERECBED LAXRBD bz, R0
EWERNMI (Ti) X Table 4 KR+ X 502, #
hENFER 3.6, 5.5, 5.8 BXUV6.7TEETHY, MmiH
PREEZ, WThoRERIEBVTY, B5 %2450
TIREMEITHF L e, Mg PREEREHFM AR T m
(AUC) % Table 4 iZ77, AUC 2 5K ch#s+3
¢, AUC itz 5 kol Y K& b oz, Table 5 i
one compartment open model {2 X Y fi#4T L 3K ¥ 7z pha-

rmacokinetic parameter %R, #&#%45 &k T0R&# M
W RBEBRREIN (Tee) BEU Coax 12 ERMEICIUE
AL MER L, RIRKEEE (Ka) 2EHT 300
mg #HERICBVTHRATH Y, 600 mg 515 CR/ND
HERLU, HAHREEE (Ko it 100 mg #4555 Th
DEEEEY bREVMERL, Ty it 100mg #5-H
TIE 2.9 FM, 300mg LU 600 mg H¥rhI% Ty
4.5~4. 8 CH o, T, DA (Vi) 1354
ERLOEH 1L/kg A ETH o1,

DL-8280 300mg 1 H 2 (& 3 A ¥ (step 4a), 200 mg 1
H3[E3 AWM (step 4b), 300mg 1 H 2[5] 14 A (step
5) 38X 600mg 1 B 2[E 3 A (step 6) MMIH5-H%
> DL-8280 mifi+MEHBE, Th¥h Table 6~
Table 9 &8 XX Fig. 13~Fig. 16 iZ75x3, 300mg 1 A
26 3 A SR SR o PR IL, MIERE% 2~
SHEHICRMIRE (P15 3.04~3.08 ug/ml) IZHEL,
ZOH%IIBEI L% 3 FREMEMN 2 RMNEX Y B, Ty
2.68~3.56 ug/ml CHolc, ZDE HIZ, Crax ICBIT
ZMEDOLERARRY B bR o, HEBEEA
DOMEEL, PIEFREHR2UBEME CRETFOLEA A LN
30, Thil%ix 1.03~1.43 ug/ml DIATHY, 5
HATOMEDE EiFiXBB) bhizd ok, 200mg1 A 3
] 3 A A SR O ML PIREEIX, FIEHE% 2 B
T Crnax (W352.09 pg/ml) I L, LAEEEH 2 BUIE
(peak FA{H) 2B\ T, 1 BB CREFOLERRAS
nan, BEAZ ERARRD bhid -, HEES
HATOBREICKVTS, 1 BR TREFOLAMNED S
NEH, 24 EFEHBEOBEICITIZ LA LELRHZ AT,
ELFi@dohih o7, 300mg 1 H 2[E 14 B %
Ko 555 o0 MK P IREE 1L FIEH 5.4 4 B © Croay CEHY
2.04 ug/ml) IZHEEL, LMEHE-4 2~3 Bilic T 2.26
~3.67 ug/ml OBERTD b, Z 0k 5 ICHERERE
X% Crax DLERAIED bEhro e, BEHEBID
WEEIE, BEMAEZRVCTERINICHE Y TS, 3
HBLSIITY 1.15~1,40 ug/ml TH Y, HE5HEAME
DELEFLEDOAENoT, %72, 300mg ME#E
ReD MiE P MEESE B v < computer {2k % simulation
curve & 5 A B LA OSEHHE L i34 22 — 2% L & (Fig.
15), 600mg 1 H 2 [513 A MRt 555 o M i b MEE 1L,
VEB G- 3 FEHIC Cnax (P15 4.84 pg/ml) IZEL,
3 EIBeE% 3 BEMIICIZ TR 7.59 ug/ml T LR Licas,
Z DfEIR 5 Blgk5-% 3 R (F1 7. 88 ug/ml) L iz
—HLTRY, peak fHi plateau ITEL ™, #5ERA
OWERX, 3E, 5EREER SIC 6 EHEEE 128
A Eh Eh 4 2.96, 3.37 36 X UF 3.93 ug/ml T&
v, BEFOLA®BD bz,



126 CHEMOTHERAPY FEB. 1984
Table 5 Pharmacokinetic parmeters for DL-8280 calculated by one compartment
open model in male healthy volunteers
Dose Volunteer K, Ky \'A Ty T Cras Lag time R
(mg) No. (hr™!) (hr' V) (L/kg) (br) (hr) (ug/ml) (hr,
101 T o2 | 102 | 340 | 159 | 112 | o000 | 0.98
102 2.39 0.29 1.13 2.42 1.92 1.02 0.92 0.970
103 2.83 0.23 1.33 3.06 1.89 1.09 0.92 0.951
100 104 1.26 0.31 1.32 2.25 2.23 0.78 0.75 0.967
105 1.09 0.21 1.31 3.35 1.89 0.76 0.00 0.955
| Mean 1.80 025 | 122 | 290 | 19 | oe | |
S.D. 0.77 0.05 0.14 0.53 0.23 % 0.17 *
T e s | oas | 1so | sz | 24 | 260 | 042 | 0.992
202 2.00 0.19 1.20 3.60 1.711 3.00 0.42 0.979
203 2.88 0.14 1.44 4.81 2.01 2.87 0.92 0.962
300 204 2.24 0.15 1.47 4.76 2.14 2.82 | 0.83 0.962
205 1.88 0.13 1.99 5.28 2.44 1.97 0.92 0.969
Mean | 209 | 015 | 1.52 | 459 | 2.09 | 2.65 T
S.D. 0.52 0.02 0.29 0.62 0.26 0.41
206 1.64 0.11 1.43 6.05 1.91 3.37 0.17 0.972
207 3.71 0.20 0.82 3.39 1.24 4.90 0.42 0.868
300 209 2.34 0.15 1.36 4.57 1.50 2.9 0.25 0.966
(fasting) 210 2.57 0.18 0.95 3.86 1.11 4.16 0.00 0.917
Mean 2.57 0.16 1.14 - 4.47 1.44—v 3.86
S.D. 0.86 0.04 0.30 1.16 0.35 0.85
301 0.28 0.27 0.58 2.55 4.i8 7.44 0.58 0.938
302 2.07 0.11 1.22 6.09 3.40 7.19 1.92 0.993
303 1.61 0.13 1.36 5.37 2.53 5.49 0.83 0.987
600 304 1.77 0.10 1.15 7.11 2.57 6.55 0.83 0.986
305 0.38 0.25 0.74 2.80 4.17 6.52 0.92 0.952
Mean 1.22 0.17 1.01 4.78 3.37 6.64
S.D. 0.83 0.08 0.33 2.02 0.81 0.76
3. MERTIREE I V1B o R T iR REE LR h BB L ORI

DL-8280 100 mg, 300 mg, ZM T 300 mg 5 X Ut 600
mg BEI# 5% O DL-8280 MERE T MEEHB &, Table 10
XU Fig. 17 IZ;R ¥, DL-8280 #5656 0 fk P % B
X, MEDRE LR VCTFhoBRERICHVCTHER
M ER LTz, Coax i3, 100mg #58TEH 0,77 ug/
ml (5% 2 ), 300 mg HERTIEY 2,51 ug/ml
(5% 2 W), 2T 300 mg #5FTEY 3.02 ug/
ml (5% 1858 B XU 600mg BERETEY 4,44
pg/ml (5% 3EEHD) THY, MIFEPEE L RERIC,
BERICEKELZBELASED bhic, R0 Ty,
X, FhZ#h¥FEY2.3,5.0,5.5 BXUL 7.5KMThH-
foo MERRTMBENL, VW THhoBRERIZEVWTY, 5%
24 B CRIEBEICHIE L7z, Paper disc-plate #kiC

Fig. 18 IZ;RTiY ©, METREMER PRE KR
0.655 (FBRA%3X 0.963) Tdh o7,

4. RPHeit

DL-8280 100 mg (step 1), 300 mg (step 2a), ZERET
300 mg (step 2b) # X IX 600 mg (step 3) BiEIkEH&ND
DL-8280 [RHMEF i L CRPPEEERE Table 11 BIT
Fig. 19 iTR+. RPME, 100 mg R E5£7#2 5 12
B, 300 mg #E5 LD & 24 B5E, 600 mg HEHEY
}hs & 48REMIIC b 7 D EEMEE D HERS & uic, RPRRR
BEi3, 100 mg #5-4% 2~4 Bl CF45 115.3 pg/ml, 300
mg 54 4~6 B 287.0 ug/ml, ZEHE T 300 mg &
B4 2~ 4RSI C 457, 4 pg/ml, 600 mg B5-1% 6~8 KM
T 865.5ug/ml THY, RPMEICI, HERITER
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Table 6 Serum concentrations of DL-8280 during and after multiple oral

administration to male healthy volunteers

300mg X 2/day for 3 days

Volunteer Serum concentration of DL-8280 (ug/ml)

No. 1he* | 2hr | 3hr | 6hr | 12he | l4hr | 15he | 24hr | 26hr | 27hr
401 0.31 | 3.79 | 2.21 1.36 | 0.32 | 1.31 3.04 | 0.91 2.33 | 3.4
402 0.19 3.58 3.03 2.02 1.14 2.1 3.18 1.53 2,22 3.75
403 - 1.89 | 4.16 | 2.26 | 0.98 | 3.47 | 4.04 1.61 1.85 | 4.29
404 2.16 3.29 2.94 1.36 0.75 1.46 2.22 1.40 1.52 2.16
405 1.74 2.65 3.08 1.69 0.68 3.29 3.69 1.38 4.33 3.93
Mean 0.88 3.04 3.08 1.74 0.77 2.45 3.23 1.37 2.45 3.51
S.D. 0.99 0.77 0.70 0.40 0.31 1.01 0.69 0.27 1.10 0.82

Volunteer Serum concentration of DL-8280 (ug/ml)

No. 36hr 38hr 39hr 48hr 50hr 51hr 60hr 62hr 63hr 72hr
401 0.66 0.74 1.30 0.84 2.51 2.89 0.87 1.24 3.57 0.90
402 1.35 2.72 2.47 1.25 2.92 3.10 1.22 2.42 3.13 1.47
403 1.41 4.33 3.62 1.12 2.44 3.94 1.19 1.01 3.10 1.73
404 1.24 3.26 3.64 1.01 1.53 4.34 0.83 2.01 3.52 1.30
405 1.21 1.76 2.35 1.18 3.87 3.52 1.05 2.21 3.87 1.74
Mean 1.17 | 2.56 | 2.68 | 1.08 | 2.65 | 3.56 | 1.03 | 1.78 | 3.44 | 1.43
S.D. 0.30 | 1.38 | 0.98 | 0.16 [ 0.85 | 0.59 | 0.18 | 0.62 | 0.32 | 0.35

— :less than detectable lower limit (0.10ug/ml)

* time after first administration

Fig. 13 Serum concentrations of DL-8280 during and after multiple oral

Serum concentration of DL-8280 (ug/ml)

administration to male healthy volunteers (mean+S.D.)

300mg X% 2/day for 3 days, n=5

Drug administration

AU DV DV DR b

J
0 12 24 36 48 60 72

Time after first administration (hr)

LicLAnE» bhic, iz, ZET 300 mg &5#D
Rebmegr, EEMOIE 6o ERKEL, ZEHETRIV
ABBBREBORTBECITEEEIBD LD 0TS

DL-8280 M AR FHERIT, VW TFhoRERIZE T
LREE ORI & & b IC B L 72, 100 mg, 300 mg,
2T 300mg BL U 600mg 58 48 Rl O R

PEt Rz, FhEhFREROIEY 98.5, 90.3, 92.0 &
”93.9% THY, “IFhoRkERICB VW TLHEREED
90% LA EARPICEIR S i,

DL-8280 300mg 1 H 2 [5] 3 H# (step 4a), 200 mg 1
H 3@ 3 HFF (step 4b), 300mg 1 H 2 [A] 14 Hf# (step
5)3 XV 600mgl H 2[5 3 A (step 6) #iFH# 5-mE D
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Table 7 Serum concentrations of DL-8280 during and after multiple oral
administration to male healthy volunteers

200mg X 3/day for 3 days

Volunteer Serum concentration of DL-8280 (ug/ml)
No. 1he*| 2hr 3hr 4 hr 6 hr 8 hr 9hr 12hr 14hr 15hr 24hr 26hr
406 0.56 | 2.56 | 1.94 | 1.81 | 1.28 | 3.20 | 2.70 | 1.67 | 1.46 | 1.87 1.38 | 2.4
407 3.06 2.01 1.63 1.57 1.28 2.91 2.71 1.87 2.90 3.06 1.32 1.96
408 1.46 | 1.96 | 1.60 | 1.37 | 0.92 | 2,08 | 2.19 | 1.40 | 1.35 | 1.96 | 1.21 | 1.50
409 2.92 | 1.94 | 1.28 | 1.33 | 1,05 | 3.61 | 2.35 | 1.57 | 1.60 | 2.70 | 1.07 | 2.47
410 1.49 1.99 1.67 1.53 1.38 2.23 2.79 1.79 2.00 2.72 1.63 3.10
Mean 1.76 | 2.09 | 1.62 | 1.52 | 1.18 | 2.81 | 2.55 | 1.66 | 1.86 | 2.46 | 1.32 | 2.23
S.D. 0.94 0.26 0.24 0.19 0.19 0.65 0.26 0.18 0.63 0.52 0.21 0.60
Volunteer Serum concentration of DL-8280 (ug/ml)
No. 30hr 32hr 36hr 38hr 48hr 50hr S4hr 56hr 60hr 62hr 72hr
406 1.87 | 2.89 2.17 1.88 1.85 3.02 2.16 2,07 2.65 3.28 1.80
407 1.88 2.85 2.37 3.00 1.72 1.52 2.60 4.35 2.58 3.92 1.84
408 1.15 1.08 1.92 1.60 1.25 2.34 1.57 2.46 1.81 2.44 1.41
409 1.33 2.88 1.81 2.61 1.21 2.33 1.61 3.31 1.86 3.03 1.09
410 1.96 3.55 2.46 3.26 2.09 2.79 2.37 3.86 2.67 3.96 2.21
Mean 1.64 | 2.65 | 2.15 | 2.47 | 1.62 | 2.40 | 2.06 | 3.21 | 2.31 | 3.33 | 1.67
S.D. 0.37 0.93 0.28 0.71 0.38 0.57 0.46 0.95 0.44 0.64 0.43

« time after first administration

Fig. 14 Serum concentrations of DL-8280 during and after multiple oral
administration to male heathy volunteers (mean+S.D.)

200mg X 3/day for 3days, n=5

Drug administration

| b

Serum concentration of DL-8280 (ug/ml)

01... 1 n 1

|

1

12 24 30

36

48 54 60

Time after first administration (hr)

AR DR Y, £hEh, Table 12~Table 153 &
U Fig. 20~Fig. 23 iZ57*+, 300mg 1 H 263 HLE
B G o RIR PO RIT, MIEHE % 24 R THY
75.9% Th D , LAMEIEREAICHIL T, Bl 514 4855
I I35 93.7% ICiE L7, 200mg 1 B 3 [H 3 H il
B 50 T, FIEE -G-8 24 B 0 RRR TP R 122

$70.4% , W54 485 TiX W 82.7% Th oo
300mg 1 [ 2[5 14 A WM 58 0 KPR P IRRER
ME#E 1 BT 64.9%, LIBEAMICHML T 7 AR
(14 B H $ 54 12 B5) TP 82.6% g L7z, 600
mg 1 A 2 [3 A Mg s o RAR P HmE, #E
B5% 24 BTV 58.7% THY, BREERBK
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Fig. 15 Serum concentrations of DL-8280 during multiple oral administration
to male healthy volunteers (mean+S.D.)
300mg X 2/day for 14 days, n=6
Lm day | 2nd day | 3rd day | 4th day | Sth day | 6th day | 7th day |
N .
) 1[
2
2
290
]
a
h]
52 |
E
g ?
2
S 1
E
é Drug administration
I T L A I T T T T T Y A
1) AN ST TR PO P DUUE ST PN SUUE P P PN FOw | |
0 12 24/0 12 24/0 12 24/0 12 24/0 12 24/0 12 24/0 12 24,0
Time after first administration of each day (hr)
Simulation curv.e was obtained from the mean serum concentrations after a single oral
administration of 300mg.
Table 9 Serum concentrations of DL-8280 during and after multiple oral
administration to male healthy volunteers
600mg X 2/day for 3 days
Volunteer Serum concentration of DL-8280 (ug/ml)
No. 1hr*| 2hr| 3hr| 4hr | 6hr | 12hr | 24hr | 27hr | 36hr | 48hr | 50hr | S1hr | 52hr | 60hr | 72hr
601 0.24{2.27|5.06|4.75|3.51|1.52(3.19|7.92|2.62|3.32|4.35{8.178.172.74(4.18
602 0.20(4.324.59(3.99(2.71|1.28/2.14|6.98|2.05|2.72|6.71|6.64|6.19|2.11(2.77
603 1.213.545.38|5.05[4.09|2.15|3.89|8.87|4.06|4.776.73]9.03|9.38|4.83|5.42
604 1.02|13.33(4.48|4.15(3.21|1.44|2.71|6.98|2.71|2.65|7.40|7.26|6.57(2.42|3.23
605 2.7513.94|4.67 |3.63|3.22|1.68|2.85|7.18|2.40(3.37|6.99|8.32|7.06|3.58(4.06
Mean 1.08|3.48|4.84|4.31(3.35]1.61(2.96|7.59|2.77|3.37|6.44|7.88|7.47(3.14/3.93
S.D. 1.0410.78 (0.37 | 0.58 {0.50{0.33|0.65|0.820.77 | 0.85|1.20|0.94{1.30|1.09|1.02
« time after first administration
Fig. 16 Serum concentrations of DL-8280 during M Ci¥ 85.0% Th oz,
and after multiple oral administration 5. Ehiki

to male healthy volunteers (mean+S.D.)

YTvan *

L 600mgx 2/day for 3 days, n=5

DL-8280 600 mg Hi[E|#c5- (step 3) # > DL-8280 O
FE DR R, Table 16 I RHEY, BHB 24K
M TEY 1.6%, 48 FERI T 3.9% Thofz, LIk
2T, RBBLUEKDP D DL-8280 bRz, #5%
48 B CHRERDFE 97.8% gL,

6. RPMy

I DL-8280 300 mg M[E#5 (step 2a) #RD TLC-

bioautography M#%ix Fig. 24 IK;R+@EY THY,

Drug administration DL-8280 o Rf {ELASMZ X7 & D spot LD shizh

R

Law | 1 27,

0

12

1.
24

1
36 48 60 72 7. etk

Time after first administration (hr)

DL-8280 100 mg (step 1), 300 g (step 2a), ZZHT
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Table 10 Salivary concentrations of DL-8280 after a single oral
administration to male healthy volunteers

Dose Volunteer Salivary concentration of DL.-8280 (ug/ml)
(mg) No. 0.5he* | 1hr | 2hr | 3hr | 4hr | 6hr | 10h | 24hr

101 - - 0.84 0.58 0.51 0.21 -
102 - - 1.02 0.48 0.40 0.20 - -
103 - - 0.68 0.76 0.65 - - -

100 104 - - | 073|049 |02 | - | - | =
105 - 0.42 0.56 0.42 0.24 - - -
Mean - 0.08 0.77 0.55 0.42 0.08 - -
S.D. - 0.19 0.17 0.13 0.17 0.11 - -
201 0.34 1.90 2.48 1.73 1.86 1.13 0.86 -
202 - 2.44 2.39 2.07 1.41 0.89 0.82 -
203 - 0.45 2.31 1.14 1.02 0.81 0.51 -

300 204 ~ | 088 | 2.85 | 1.50 | 1.69 | 1.30 | 0.81 | —
Mean 0.09 1.42 2.51 1.61 1.50 1.03 0.75 -
S.D. 0.17 0.91 0.24 0.39 0.37 0.22 0.16 -
206 - 2.47 3.68 2.43 2.52 1.57 1.99 0.28
207 - 2.60 2.16 1.59 1.27 0.93 0.67 -
209 1.39 2.20 1.57 1.63 1.59 1.23 0.83 -

300 210 173 | 479 | 2.59 | 2.07 | 1.81 | 1.10 | 0.92 | —

(fasting)
Mean 0.78 3.02 2.50 1.93 1.80 1.21 0.88 0.07
S.D. 0.91 1.20 0.89 0.40 0.53 0.27 0.18 0.14
302 - - 1.02 5.16 5.34 2.89 2.20 0.81
303 - 1.11 3.49 3.34 2.92 2.88 1.59 1.64
304 - 0.95 4.40 4.43 3.58 2.92 2.07 0.64

600 305 - — | 099 | 4.81 | 4.60 | 3.21 | 2.13 | 0.58
Mean - 0.52 2.48 4.44 4.11 2.98 2.00 0.92
S.D. - 0.60 1.74 0.79 1.07 0.16 0.28 0.49

— less than detectable lower limit (0.20xg/ml)

* time after administration

Fig. 17 Salivary concentrations of DL-8280 after Fig. 18 Correlation between salivary and serum

a single oral administration to male
healthy volunteers (mean+S.D.)
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Urinary concentration of DL-8280 (ug/ml)

Fig. 19 Urinary concentrations and cumulative urinary excretion rates of DL-8280
after a single oral administration to male healthy volunteers (mean+S.D.)
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Table 12 Cumulative urinary excretion rates of
DL-8280 during and after multiple
oral administration to male healthy
volunteers

300mgx 2/day for 3 days
Cumulative urinary excretion rate of
Volunteer DL-8280 (% of dose)
Ne. 24hr* | 48hr | 72hr | 96hr | 108hr
401 81.7 89.6 89.1 95.9 96.3
402 70.5 77.1 79.7 87.7 88.5
403 81.0 | 83.7 | 82.8 | 90.8 | 91.2
404 69.1 83.1 84.7 92.4 93.2
405 77.1 | 88.5 | 91.5 | 98.9 | 99.5
Mean 75.9 84.4 85.6 93.1 93.7
S.D. 5.8 5.0 4.8 4.4 4.3

s time after first administration

Fig. 20

Cumulative urinary excretion rates of
DL-8280 during and after multiple oral
administration to male healthy volun-
teers (mean=+S.D.)
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Table 1

O, @ ! cumulative urinary excretion rate

3 Cumulative urinary excretion rates
of DL-8280 during and after multiple
oral administration to male healthy
volunteers

200mg X 3/day for 3 days

Cumulative urinary excretion rate of
Volunteer DL-8280 (% of dose)
No. 24hr* | 48hr | 72hr | 96hr | 108hr
406 75.6 83.1 74.0 79.7 80.3
407 66.7 75.9 76.7 85.8 86.3
408 71.8 78.2 71.4 77.6 | 78.0
409 73.4 83.9 83.2 88.5 88.9
410 64.5 72.3 68.9 78.8 79.9
Mean 70.4 78.7 74.8 82.1 82.7
S.D. 4.7 4.9 5.5 4.8 4.7
¢ time after first administration

Fig. 21

Cumulative urinary excretion rates of
DL-8280 during and after multiple oral
administration to male healthy volun-
teers (mean=+S.D.)
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Table 14 Cumulative urinary excretion rates of
DL-8280 during multiple oral admini-
stration to male healthy volunteers

300mgx 2/day for 14 days

=S

Cumulative urinary excretion rate o

DL-8280 (% of dose)
1day* | 2days | 3days | 4days | 5days | 6days | 7days

501 66.0 (72.6 | 77.8|76.5|78.8(79.480.6
502 65.0|75.7|78.6|80.7|82.3|82.8/83.7
503 61.2)75.1(78.7(78.9|79.0)80.781.9
504 57.2|171.2/76.9(78.1|78.8)78.1|80.3
505 69.3(78.7(82.7(83.484.1|83.8|85.9
506 70.9(79.7 [81.081.4|83.0)83.4]|83.1

Mean |64.9|75.5(79.3|79.8|81.081.4(82.6
S.D. 51| 3.3| 2.2| 2.5( 2.4| 2.3| 2.1

Volunteer
No.

* time after first administration

Fig. 22 Cumulative urinary excretion rates of
DL-8280 during multiple oral admini-
stration to male healthy volunteers
(mean=+S.D.)
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4b), 300mg 1 B 2 [ 14 A (step 5) L% 600mg 1
B 2[E3 A (step 6) EEik 5 0I5, #5
RT%D2VREERIZEIT 5 LHHRERSY, The
4 Table 17~Table 24 iZF+, =D 5 b, EX-Yiiz ]
BER X UBHEERERE & LT, AIP, GOT, GPT n#B
# Fig. 25 IZ, BUN, creatinine DB E Fig. 26ic L
i, ZET 300mg HEHRSZHIC GPT A5 138
FIRIO 35U 26 46 UL LR L2 1 flk iz Ly, BER
52 VCREERBAICHSTRESS 5 VB 5- T
i, BIPRECREMASERIE LRI LT LR LI
A AP, GPT IZ# R i, IhLDEHITIE,

ECIR—EDMR, BERMBEZED LR b - Ic,

GOT, BUN, creatinine nDZEhiZ, WFh L ERGEA
DLDOTHhole, =Mook, MmgfbmzE,

ﬁﬁ#&ﬁi&;(ﬂmﬁﬁlﬁﬁilﬁvﬂi, 300mg 1 H 2

Table 15 Cumulative urinary excretion rates of
DL-8280 during and after multiple
oral administration to male healthy
volunteers

600mg X 2/day for 3 days

Cumulative urinary excretion rate of
Volunteer DL-8280 (% of dose)

No. 2he* | 48hr | 72hr | 84hr | 108hr
601 43.1 64.9 68.8 75.2 77.8
602 66.0 | 72.8 | 72.0 | 82.4 | 83.0
603 60.0 70.7 73.7 82.2 86.2
604 62.7 76.5 79.1 86.2 88.8
605 61.6 72.9 76.6 84.5 89.2
Mean 58.7 71.6 74.0 82.1 85.0
S.D. 9.0 4.3 4.0 4.2 4.7

¢ time after first administration

Fig. 23 Cumulative urinary excretion rates of
DL-8280 during and after multiple
oral administration to male healthy
volunteers (mean+S.D.)
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Table 16 Cumulative fecal and urinary excretion
rates of DL-8280 after a single oral
administration to male healthy volun-

teers
600mg
Cumulative excretion rate of DL-8280 (% of dose)
\Y

olunteer Feces Urine Total

No.
24hr* 48hr 48hr 48hr
301 3.4 4.2 93.4 97.6
302 0.4 3.2 95.2 98.4
303 1.8 2.5 101.0 103.5
304 n.d. 4.1 89.6 93.7
305 2.2 5.6 90.4 96.0
Mean 1.6 3.9 93.9 97.8
S.D. 1.4 1.2 4.6 3.6

* time after administration
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Fig.:24 TLC-bicautogram of urine collected after
a single oral administration of DL-8280
to male healthy volunteers (300 mg, n=5)

Adsorbent | Eastman chromagram sheet 6061 (Eastman)
Sample amount : 2z

Solvent : chloroform-~methanol—28% ammonia water (2:2:1)
Test organism i B. subtilis ATCC 6051 (spore)

«—— Front

Xl TY X XS

+«— Origin

DL-8280 0~2 4~6 8~12 24~48
solution 2~4 6~8 12~24
(2004g/ml} \ - - Time after'administration (hr)

Urine

[l 3 gL, 8 bilirubin 25, HKBEEZEO
0.7mg/dl 2 & 1i8RE#% 1.3mg/dl K LA L 714,
100 mg MEHST, HMBREKE, HEFEO 5,700/4l
25 15EHE 11,000/pl i LR Ue 1 4, 38 XU 600mg
1 B 26 3 AiTERRS ¢, ALK, MEHS 18
BB 9,000/l 2 bRMERETHIZ 12,700/1ic b
BL1AIZRE, LEEREAERE GRBT 55
EEOBEEHRIED biismolc, 18, HMHREE
FHNZ 2T, BIEPIEESR, BEREARICLS b
D LY s e,

IR D BAZEEIIC S\ T, Table 25 ITR+ X Sic4
step X WU CRELHIRD bRzh o &,

2 EIZ M PRE peak FEDMERBHC SV TH 525,
Table 26 IRI5EYD, SREICRSENICHDFh
B & FRET B A bR,

7o, REFERICOVTE, FRPEE peak BRI X
UCHBERHBEROLES RE LR, WFhORBREK
Iz { DL-8280 DA D bl -k,

EEHEE%&:?V\TM,, £ step EFEL, ELKRED,
B, RBRHERL Y OWLBER, BBRY O BEE
R, 262, BEV, HB5VIZEL BROBRERY
OFREERE &, BRI EEFTRIT 1L 2 ohi
Mol

L. # %

I G &t T A & e pyridone-carboxylic
acid iR L UHIH] DL-8280 DHERTFEL Wik 512D
20, WRABTIC Y BN, Rk UL g
N5 7w, SH—FEMR IR & 926 L 7,

DL-8280. B [ #-5-% D .1 i P BE 1 o001 b4 L
Tmox 2 2~3H MW (AHBBE LMD T, Coux B & T
AUC T3 WAfr s 555 R TE RS BB b, DT &
#%, DL-8280 O#% RN ASH T, Wl se 23 #e -4kl
Bk CIZE—ETH Y, HHIOM DRI A T BRI
T bz & B 7, one compartement open model
X BT L D EA L Vo 12, WIRoRRCEY:
Tb 1L/kg BAETH Y, FFOHMBITHELRIFTH
5T LAUFRE N, RINIC B KETRFOREIC OV
TiX 300 mg BAEHE G- CRM L7285, Tmax DEBEE
TR 2BM TCholenitd L, EHTHRKE Cid 1 M T
Hotre LM LAEAE, one compartment open model
X AL ) B LT Tmex 1, RHBERETEH2.1
Wi, ZEETHRE CEY LAKMTHY, MEOCERZ/ND
Edole, thbb, AR ORE, BREOKEL HE
DR, HRPTHBHZ &AHBAL K, DL-8280 300
mg LAZE3EM, &5 \ik200mg 1H 3E3 AM
HEEHEHREITRBT, MIFF Chax PREHAMS EH LIRS
ST, ke, BEEFIOREICSVWTL EAZED L
nih ok, —7F, 600mg 1 B2 [E 3 HHHEFEREICE
Wik, BEEFOMEPRECETOLARED b
7eds, TOWELRIX Chx P EAERRCH R Y T2
<, Cuax 133 E#5LI plateau iKY 52 E43H 5
Mmlitoic, 300mg 1 H 2[E 14 B EERRZRERIZISH
B MIES Crax 12, FBAMICIZEF—ELTRY, KEE
BTORE b LR OBEMIZED bhihoTe, ¥k, Z
HOD. Crox BLUEEERBRER, 300mg BEEEL
BRI D ML I8EE % A\~ 7z one compartment open
model {Z X% simulation curve & HiFIF—B L7z, T+
hbb, METEELS, 612, FEOEERECLS

BT R EERERILED bR o,

DL-8280 mEERRPH#E I, MEPRELICHEE L
T, BERIKELHEBER L, WG PRECHTS
0.7 Tholes $hbb, ARITERICBITLR
TCEMTHDB T LPRER SN,
 DL-8280 BEHLEH ORPBEITIE, BT # 5 &
KA RD oh, AHIE, REGIHS 5 24 5 b
BT 48 FEHElICh ). BRE TR Pt shiz, B
FRPPEERE, WFhoRERICE VT, 5% 48
R CIREE D 90% LA EITE L7z, 600 mg BEE 54
A8 FERE % CORTHRERIITS 93.9% THY, FKPH
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Table 17 Laboratory findings before and after a single oral administration of
DL-8280 to male healthy volunteers
100mg _
101° 102 103 104 105
Normal . —_
Item S a B
range B |A1|A2] B [A1]|A2] B [A1]|A2
) - 48 | S2 48[ 55]64]70]62] 57110
::é: ::ga;::; 3:-?: (495 | a79|as7 |48l a66]502[479]4.75] 484
Hemogiobin aan| 12-1 y [15.6 (151 |14z 147 148]16.0]156]154]15.1
H ; A = 467 45.2 | 43.142.5| 441 47.4|46.1] 46.0]45.6
ematocrit (%) | 37~-49 . . .0
Platelet (10,1 | 150=400 | 230 | 257 | 218 | 255 | 267 | 218 | 243 | 256 ] 215 } 197 | 223 | 151 | 238 20 | 220
Reticulocyte ) [05=20] 1.4 10| 1.5 1.5 |1r2z] 08|13 11 ]12]15]14}12 061316
Basophil 0~2 | 1 T o[ 1 [ | 0 0 4 1 2 0 0 o 2 0 0
Eosinophil 0~5 715 | s [ 1|1 3| 3|6 |3 ] 2]21 3 2 2 | o
8 | 5 [Myeloblast o | o o[ o] oo |ojojojojoejo}olo}o
T = Pro. 0 0 olo|o|o]ololol ool ololoT]eo
- 3 . - — - =
8 |3 Myelo. 0 0 o] olo]o]ofojolojlojojo0o]}]0}o0
£ | § | Newro e, o [ o o ool oo lo o000 oo
M S o5 T 1] o[ 1 [ s | 1] e 2ol rv]3j2]ojsi2]3
2 Seg. 4060 | 50 | 59 | 46 | 54 | 64 | 48 | 49 | 55 | s7 | 4 | 62 | 65 [ 66 [ 65 | 86
= [Lympho- | Small 25-40 | 37 | 29 | 4 | a2 | 33 | &1 [ 35 [ 32 | % | 47 | 30 | 28 | 2] 28|10
eyte Large 0-~5 0 o] oo | 0| 0 0 0 0 0] 0 0 [ 0 [}
Monocyte 317 e | 7 [ 1 7 1 4 7 6 7 ‘4 5 ‘ 5 3 1
ESR (1 hr) (mm)| 0~10 | 3 3 3 2 2 2 3 2 2 1 2 2 2 2 3
Total protein  (g/d)) | 6.5~8.2 | 7.0 | 7.0 67 72| 737371 (72]71[69]74([72] 6871
Albumin (gd | 3.9-58] 4.3 4.4 | 40 |43 4750|4646 48[ 40]43]47]44/45]¢7
BUN Tmg/d)] 8<22 | 8 | 10 | o | 14 [ 15 | 14 | 15 | W [ w6 6] w13 uln
Creatinine Tmg/al)| 0.8~2.0| 09 09| 0909|1010 [1.1[10[1.1]09]08|10]10f11]12
Uric acid mg/d)| 26 | 55| 57|66 |59 [53|51]|68]63][62]|52|52]50]63]59]6.0
Na* (mEq/L) | 136~148 | 140 | 143 | 141 | 142 | 144 | 142 | 139 [ 144 | 141 | 143 | 143 | 143 | 141 [ 143 | 141
K* mEq/L) | 3.5-53| 4.4 41| 4.7 | 38 | 43| 44 | 463844 |39]34[39[/43[40]456
Cl- mEq/L)| 96~107 | 99 | 101 | 104 | 102 | 103 | 105 | 100 | 103 | 105 | 104 | 104 | 108 | 100 | 103 | 103
Ca* (mEa/L)| 4.5~55] 49| 4.8 | 4.9 | 4.5 | 48 | 47 | 48 | 48 [ 46 45|46 4648|4948
z [PO— (mg/dD | 24~51] 28] 2.6 | 2.5 | 2.7 | 28| 2.7 |27 25|28 |29126]31]|28[28] 27
.2 Total bilirubin (mg/dl) | 0.2~0.8 | 05| 04 | 0.4 | 09 [ 1.1]07 |06 |06 |04 07107)03]07/|08] 0.6
£ [arp U] 3-10 | 40| 40| 48 8.2 79|83 495449706772 44]39]46
° [cot (U)| o0<50 | 19| 24 | 23 | 19 | 26 | 20 | 22 | 18 | 13 | 20 | 28 | 19 | 19 [ 25 | 19
g |[GPT (U)| o0~40 | 27 | 38 | 43 | 24 | 29 | 28 [ 25 | 25 | 21 | 29 [ 3 | 15 | %0 [ 23 | 23
@ [LDH (mU) | 150~214 | 207 | 220 | 233 | 137 | 163 | 152 | 174 | 173 | 154 | 135 | 157 [ 141 | 178 | 181 | 174
Total cholesterol (mg/dl) | 127~198 | 217 | 196 | 231 177 | 184 179 | 197 169 | 171 134 141 | 161 152 | 145 | 159
Triglyceride  (mg/dl) | 0~120 | 97 | 180 | 110 | 60 | 122 | 98 | 67 [ 100 [ 70 | 63 | 80 [ 61 | 112 | 147 | 100
7-GTP (mU/mh| o0~40 | 17 | 19 [ 18 | 9 [ 10 [ 10] 9 8 8 [] 3 s | 201613
LAP (U)] 150~200 | 134 | 152 | 153 | 146 [ 165 | 160 | 108 | 127 | 127 | 132 [ 144 | 149 [ 145 | 148 | 148
ZTT (U)| 4~12 [ 64506357 4859|9979 [77[85]|72[79]66]49]55
TTT (W] o~4 [30]35]40]33[36]|38|23][27[32[4e2[36]40]47[s55]s5S
A/G 14~26| 1.6 1.7 | 1.7 [ 1.8 | 19 |22 |17 18|20 13]|1.7]1.7]16]20]20
- CRP — 1 -1 =-1- — | - — _ 1T =T -1 =1 =1-=-
é & | Coombs | L - - — — — — — - — -
E _.: r[ndirect - - - - - - - - - - - - + t t
HBs - - - — —
pH 4.5~7.0 7 6 7 7 6 6 7 5 6 7 5 6 7166
Colour PY Y Y Y Y Y Y Y Y Y Y Y Y Y Y
Turbidity - - - t - + - - - — - - — - -
RBC 0~3  [1/71~8[1/7~8[1/1~8 [1/2=3 | 1/1~8 | 177~8 [ 1/3~4 | 1/1~8 [ 1/7~8 |1A~8 | 17~8 | 171~8 [ 1/5~6 [144~5 | 1/3~4
" Sediment | WBC 1~2  Jus~6[1/7~8 [ 1/7~8 [1/7~8 [14~5 [17~8 [13~4 [ 5~6 [171~8 1s~e [155~6 [17~8 [1n~s [1in-s [ 11~
s | (/hep Epithelium | 0~3  [1/7~8]1/5~6 | 1/1~8 | 1/1~8 [ 1/5~6 [ 1/1~8 [1/5~6 [ 1/1~8 |1/1~8 | 1/5~6 | 1/1~8 | 1/2~3 [177~8 [171~8 | 118
K] Mucus - - - - - - - - — ¥ e - py — —
5 | Sugar - - - - - - = = . - — - - — =
Protein - - - - - = p _ — p = P — - -
Ketone - - — - - - — — - - — — — = -
Bilirubin - - - — — - — - — — — — — — —
Urobilinogen - - - - - - — — - - - — = + -
Qccult blood - - - - - — — — — — — — — - -
# | Creatinine clesrance (ml/min) | 70~130 |126.2 111.9 12.7 91.3 %.9
£ |ECG N N N N
©  [Blood N
ood pressure (mmHg) 130766 131/718 113/75 12/m 1%/

B 11 week before administration, A-1:1 day

PY : pale yellow, Y : yellow, N : normal

+ volunteer No.

after administration, A-2 : 1 week after administration
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Table 18 Laboratory findings before and after a single oral administration of
DL-8280 to male healthy volunteers

300mg
N 201° 202 203 204 205
ormal
Item
" LB |Aar|az2| B |Aa1|Aaz2{ B |A1|A2| B |A1]|Az| B [A1|A2
WBC (10%ul) [ 3.7~8.2] 46 | 49 [ 44 |90 [97 (894031 |37 |58[87]|53[76]66]G6.6
RBC (10%/pl)|  €~5.5 [4.91 [5.04 [4.81 [ 4.89[4.95[4.96[4.17 [4.17]4.00 | 4.81 | 4.80 [ 4.50 | 4.82 | 4.90 | 4.72
Hemoglobin (gd)| 12~17 1157 716.0 [ 14.9[14.9[ 150 [15.3 [ 14.4 [ 14.5[13.7][15.1[15.0[13.7[15.2]15.6[14.7
Hematocrit (%) | 37~49 [ 46.3 [47.3 [45.2 [ 45.3[45.3[46.0 | 42.8 [42.9 [41.5 | 44.2 | 44.6[42.1[45.4][45.8[45.0
Platelet (10%/u]) | 150~400 | 196 | 203 | 187 | 278 | 279 | 239 | 236 | 219 | 187 | 221 | 205 | 190 | 198 | 207 | 182
Reticulocyte (%)]0.5~2.0 | 1.1 | 1.6 | 2.0 [ 1.1 [ 1.4 07 1.0 1010 051114 ]05]11]11
’g.opm 0~2 1 0 1 1 0 0 0 1 0 0 0 0 0 0 0
_E Eosinophil 0-~5 1] 1 0 1 2 1 3 1 1 4 1 8 1 7 5
2 | § [Myeloblast 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
H .t Pro. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
E | 2 | Neuteo- | Mrelo. 0 0 ool o oo+ o [0o]o o] o]o]o]o
S |phit  [Meta 0 0 0 0 0 0 0 0 0 ' 0 0 0 0 0 0
- Stab. 0~5 0 2 2 2 0 3 1 1 2 3 3 6 1 1 0
2 Seg. 40-60 | 60 | 62 | 61 | 60 | 58 | 60 | 46 | 71 | 55 | 62 | 76 | 49 | 48 | 53 | 42
= [Lynpho- | Small 2540 | 32 | 32 | 33 | 26 | 39 | 32 | 46 | 24 | 30 | 23 | 18 | 37 | 46 | 37 | 46
e [Large 0~5 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Monocyte 3~7 7 3 3 10 1 4 4 2 3 8 2 1 4 2 7
ESR (1hr) (mm)| 0~10 2 2 2 2 2 2 4 2 3 2 2 5 3 2 2
Total protein  (g/dl)| 6.5~8.2[ 6.9 [ 7.0 [7.2 [ 65 | 6.6 | 7.2 | 6.4 | 6.6 | 6.8 ] 7.8 7.1 73] 68]66]7.0
Albumin ig/d)[39~58 |44 4.6 | 48 | 4.3 | 4.4 |49 |43 | 45 |47 48| 47| 48| 4.2] 4248
BUN (mg/d| 8~22 | 21 [ 16 | 19 | 12 | 16 | 17 | 14 | 20 | 16 | 14 | 14 | 12 | 13| 14 | 16
Creatinine mg/dl' | 08~2.0] 1.1 [1.0 [ 1.1 |10 1.0 1.0 1111 ]13[10]1.2]11]1.0]10]11
Uric acid. (mg/d| 2~6 |73 |54 |59 535561 6462768277 78)61]51]53
Na* mEq/L)| 136~ 148 | 142 | 143 | 141 | 143 | 144 | 141 | 141 | 146 | 142 | 146 | 145 | 144 | 140 | 142 | 143
K* ‘mEq/L)[3.5~53]38 |4.1 43|37 36383941 [43]|42]40][45]40] 43/[438
CI- "mEq/LV| 96~107 | 102 | 102 | 104 | 104 | 105 | 104 | 101 | 104 | 104 | 104 | 105 | 107 | 100 | 101 | 105
[ mEq'L)[4.5~55| 4.8 | 4.9 | 48 | 4.5 4.6 | 4.5 | 4.7 | 48 | 4.7 4.9 [ 49| 47| 4.6 4.7 4.8
£ [PO— ‘mgdl | 2.4~5.1 | 28 | 2.3 | 2.7 | 26 |20 | 2429|3026 27 2527 3.4]32]3.2
2 [Total bilirubin _(mg/d1’ | 0.2~0.8 [ 0.9 [ 0.7 [ 04 [ 0.4 |04 |03 )06 [06[04]05]06]|04[04][04]04
£ [ap (U] 3~10 |53 47 5154556741 [39]40] 48] 43|49 44]41]4.0
< |GoT (U] ©0~50 | 16 [ 21 [ 17 [ 14 | 27 | 27 | 15 | 27 | 23 | 13 | 21 | 26 | 20 | 35 | 25
8 [cPT U'| 0~40 | 19 | 14 | 18 | 26 | 34 | 42 | 17 | 24 | 13 | 23 | 24 | 33 | 20 | 39 | 16
@  ['LDPH (mU) | 150~214 | 138 | 159 | 141 | 141 | 169 | 162 | 162 | 164 | 179 | 160 | 173 | 202 | 163 | 167 | 186

Total cholesterol (mg-dl) | 127~198 | 181 | 168 | 183 | 134 | 140 | 175 | 186 | 196 | 199 | 192 | 195 | 197 | 159 | 165 | 210
Triglyceride tmg/dl} 0~120 | 45 94 77 123 | 188 93 50 87 34 128 | 156 | 119 58 145 72

r-GTP (mU. ml) 0~40 8 19 6 22 22 34 12 10 11 11 11 10 11 10 10
LAP (U) | 150~200 | 126 | 156 | 144 | 167 [ 199 | 199 | 139 | 164 | 146 | 98 119 | 108 | 129 | 166 | 172
ZTT (U) 4~12 6.9 |58 163 [4.4 35 4.1 (65|58 ]6.1) 68| 53] 60/f55] 4.4 4.4
TTT 18] 0~4 2.6 (3.2 33|34 (36]35)|26)26]|25] 23| 24]29]|1.2]20]1.5
A/G 1.4~-2.6 | 1.8 (1.9 20 |20}20 |21 |20]21]|22]16[20] 19| 16]1.7] 2.2
X CRP - - - - - - - - - - - = + - -
25| Coombs |Direct S S S S St S S St S S S S S A W
E _: [ Indirect - = - = - = - - - - - - - -
HBs - — - - -
pH 4.5~7.0] 6 5 6 5 6 7 5 6 6 5 5 7 5 6
Colour Y Y Y Y Y Y Y Y Y Y Y Y Y Y
Turbidity + — - - - + — - - - - — - -

RBC
Sediment [WBC

41 2~¥1[1/7~8 {1/3~4 |1/1~8 [1/1~8 [1/5~6 | 1/7~8[1/1~8 | 1/7~8[1/1~8 [1/71~8 | 1/5~6
6| 1/2~3 [1/7~8 |1/5~6 [1/1~8 |1/5~6 [1/3~4 | 1/5~6 [ 1/5~6 | 1/7~8 | 1/5~6 | 1/7~8 | 1/2~3
8 8

1/1~8 | 1/

ol—~lo
!
wleo]w
=
S
]
o

6
Y
1/3~4 | 1/1~8 113~
5~
1~

-2 | (/hef) Epithelium ~ 1/1~8 |1/1~8 | I/ 1/5~6 |1/7~8 [1/7~8 |1/2~3 [1/5~6 [1/2~3 | 1/1~8 | 1/71~8 [ 1/7~8 | 1/T~8 | 1/1~8 | 14~5

—:‘ Mucus + - + - - = - + - - = - - -

-z Sugar - = - - - - = = - - = = - - -

2 [ Protein + - - - - - - - - - = - - — -
Ketone - - = = - = - - - - - - - - -
Bilirubin B I
Urobilinogen - - = - = - - - - - - - —~ - -
Occult blood - — - + + - - — - - - - — — -

o Creatinine clearance (m}/min) [ 70~130 | 99.9 95.0 90.6 105.1 103.1

2 ECG N N N N N

3 Blood pressure (mmHg) 107/62 120/72 125/80 123/66 107/71

B :1 week before administration, A-1: 1 day after administration, A-2 :1 week after administration
Y : yellow, N ! normal

* volunteer No.
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Table 19 Laboratory findings before and after a single oral administration of
DL-8280 to male healthy volunteers

300mg (fasting)

206* 207 209 210
Normal
Item -
ranke B | a1 | az| B | A1 | A2 | B | AL | AZ| B [ Al | A2
WBC T 37<8 2 70 [ 65 | 49 | 36 | 44 | 36 | 66 |63 [ 81 | 86 | 49 I 41l
RBC ::&:I) v55 | 4.98 | 5.35 | 5.09 | 4.18 | 4.3 | 4.05 [ 400 | 4.07 | 385 | S.74 | 5.60 | 5.62
Hemogiobin ™ (g/ah | 12=17 | 15.4 | 16.6 | 15.5 | 13.0 | 13.6 | 12.4 [ 135 ] 13.7 ] 13,0 [ 174 1 174 [ 17.3
Hematocrit (%) | 371-49 46.7 | 50.1 | 47.1 | 38.6 | 40.5 | 38.1 | 40.1 | 407 | 389 52.4 | 525 | 517
Platelet (10720 | 150~400 | 213 | 217 172 [ 253 | 240 | 181 ] 262 | 25.0 | 22.9
Reticulocyte %) | 0.56-2.0 | 0.6 | 1.8 | 0. 18 | 1y J o4 [ 1.3 109 | 10 [ 10
Basophil 0-2 1 o [ 1 o o | o |0 0 0 2
| Eosinophil 05 | 2 | 4 | 4 12 | s 0 I 1 1 1
S  [Myeloblast 0 0 0o | o | o | 0 | 0 o L 0 — 0 0 0
- Pro. 0 o o 0o 7o "o ] o 0o | 0 o T 0 0 0
£ | Myelo. 0 0 o [ o 0 0 o ] o 1o e [0 0 0
S | Neutro- "y o 0 0 0 0 0 0 o ;0 ] 0 v 0 0 0
ol L T 05 3 1 1 1 1 1 3 Voo 2 To T
2 Seg. 40-60 65 57 | 53 69 55 68 ) j 65 9 )
Z [Tympho- | Small a0 | 22 | 36 | 46 | s | 22 | & | 2% | 'no o | 2] 8 1 6
cyte Large 0~5 0 0 0 0_ 0 0 0 0 i 0 ,,,,0 0 0
Monocyte 3~7 7 2 4 6 6 2 3 1 4 2 +- 3 2 6
ESR (1 hr) (mm) 0~10 2 1 2 7 B 6 1 B 6 10 1 2
Total protein _ (g/dl) | 6.5-8.2 | 7.0 | 76 | 7.5 | 7.4 | 7.1 | 7.2 | 67 | 70 i 70 .71 | 73 ] 17
Albumin (g/dl) | 3.9~5.8 | 4.6 | 4.8 | 51 | 43 | 42 | 47 | 40 | 40 | 44 | ¢4 | ¢3 ] 49
BUN (mg/dD) 8~22 15 15 13 12 15 15 12 13 | I 9 12 13
Creatinine (mg/d) | 0.86~2.0 | 1.2 | 1.2 | 1.2 | 1.0 | 10 | 1.1 10 | 10 | 10 09 [ 10 1o
Uric acid (mg/dl) 2~6 67 | 63 | 61 | 63 | 57 | 59 | 59 | 58 | 58 . 65 | 6.6 | 1.5
Na* (mEq/L) | 136~148 | 143 | 144 | 146 | 140 | 141 144 | 142 | 144 | 145 | 140 | 144 | 141
K* mEq/L) | 3.5~53 | 4.0 | 4.2 | 41 | 38 | 3.8 | 40 | 40 | 47 | a1 | 41 | 47 | 44
Cl- (mEq/L) | 96~107 | 103 | 102 | 107 | 103 | 100 | 108 | 104 | 104 | 109 | 102 | 103 [ 105
~ |[Ca** (mEq/L) | 4.56~55 | 50 | 53 | 50 | 45 | 44 | 45 | 46 | 47 | 46 | 49 | 49 | 48
3 [PO. (mg/dD) | 2.4~51 | 3.1 | 2.3 | 3.0 | 31 | 23 | 26 | 23 | 20 | 24 | 28 | 27 | 3.1
‘®  [Total bilirubin (mg/dl) | 0.2~0.8 | 0.6 | 05 | 03 | 04 | 04 | 03 | 06 | 05 | 05 | 05 | 06 | 04
< [aP (L) 3~10 56 | 52 | 55 | 53 | 52 | 53 | 57 . 53 | 57 | 56 | 54 | 6.2
3 [coT (V) 0~50 18 25 20 18 19 20 16 33 24 u 39 2
= |[GPT (0) 0~40 15 26 15 23 25 23 | 13 27 15 35 “% U
LDH (mU) | 150~214 | 138 | 154 | 154 | 191 194 | 173 | 179 | 196 | 167 | 173 | 115 | 163
Total cholesterol (mg/dl) | 127~198 | 174 | 177 | 189 | 194 | 179 | 212 | 163 | 174 187 | 178 | 191 | 2
Triglyceride  (mg/dl) 0~120 | 62 120 9 86 136 73 102 | 1 9% 79 e | 11
7-GTP (mU/ml) 0~40 17 18 19 | 8 | 10 6 10 8 8 7 B 7
LAP (U) | 150~200 | 156 | 200 | 182 | 108 | 134 | 113 | 130 | 148 | 133 [ 17 [ 156 | 146
ZTT (V) 412 49 | 35 | 40 | 68 | 51 | 60 | 5.2 | 47 | 50 | 69 | 64 | 1.0
TTT () 0~4 2.2 30 | 20 | 23 | 19 | 05 | 1.8 | 20 | 29 | 36 | 4.0
A/G 1.4~26 | 1.9 7 | 21 1.4 | 1.4 | 19 | 1.5 | 1.3 [ 1.7 | 1.6 | 1.4 | 18
} CRP = = - = - - = - = = -
S Direct - = E = = = = = p
E 5 Coombs %lndirect - - - - - - - - - — -
= ° [wBs = = = -
pH 4.5-7.0 6 5 5 6 5 6 6 B 6 6 5 6
Colour Y Y Y Y Y Y Y Y Y Y Y Y
Turbity + - - + - — + — — — - -
RBC 0-3 1/7~8]1/7~8]1/7~8[1/7~8[1/7~8[1/7~8[1/1~2| 1~-2/1 | 1/3~4 [ 1/7~8[1/7~8]1/1~8
Sedi WBC 1-2 1/5~6[1/5~6 [1/7~8[1/7~8 [ 1/7~8[1/7~8 | 1/7~8| 1/7~8]1/5~6 | 1/7~8[1/5~6]1/7~8
7 (/hpf) Epithelium | 0~3 1/7~8[1/5~6 | 1/7~8[1/5~6[1/7~8[1/7~8|1/4~5]1/5~6 | 1/7~8 | 1/7~8|1/7~8]1/1~8
—-:' Mucus - - - + - - - + - - - -
E Sugar - - - — - - = — - - - -
= Protein - - - - - — — — — — - -
Ketone - - - - — — — — — - - -
Bilirubin - - - - — — — — — _ - -
Urobilinogen - - - - — _ — — — — - -
Occult blood - - - — - _ Y + — - - -
o Creatinine clearance (ml/min) 70~130 93.0 77.8 91.6 133.0
£ [Ecc N N N TN
o Blood pressure (mmHg) 131/84 116,79 129/81 125/81

B 11 week before administration, A-1:1 day after administration, A-2 : 1 week after administration
Y : yellow, N : normal

* volunteer No.
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Table 20 Laboratory findings before and after a single oral administration of
DL-8280 to male healthy volunteers
600mg
301° 302 303 304 305
Item Normal
range B |A1|[A2| B [A1]|A-2| B |[A1]A2]| B|A1|A2| B [Al]|A2
WBC (10°/u)) |3.7~8.2] 5.1 55 4.4 63 (5.1 [5.1]52[51][48[62]72]|85]63]57]|5.5
RBC (10%/ul) 4~5.5 [ 457 4.49]4.52 4. 68 [4.45]4.60]4.47[4.47[4.66[4.65| 4.88(4.68|5.12/5.05/5.27
Hemoglobin (g/d) | 12~17 [13.9[13.7]13.5[14.8[13.3[13.4[13.8[13.9[13.9[14.8/17.8[14.5]15.1(15.0/15.0
Hematocrit (%) 37~49 [42.0[41.5(42.045 .5[40.6[42.3]42.6[42.5[44.7[44.4[47.4]/46.1]46.7[45.5/47.5
Platelet (10%/u1) [150~400 [ 220 [ 218 | 222 | 171 [ 296 | 271 [ 170 | 183 | 179 | 207 | 229 | 191 | 248 | 280 | 266
Reticulocyte (%) |0.5~2.0 0708|1711 [09 10|09 06|12]10)22]11 19]13]22
Basophil 0~2 1 2 1 1 0 2 2 2 2 0 0 0 1 0 0
» | ~ |Eosinophil 0~5 5 0 3 3 2 1 6 ] 4 4 2 0 0 0 1
& | S [Myeloblast 0 0o o]Jo[oJoJoloJoJo[o]o]|]o]ofo
2 ls Pro. 0 0] 0] 0] 0] 0] ]o|]o]o|]o]o|]o]o]o]o]o
H s Myelo. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
= E Neutrophil Meta. 0 . 0 0 0 0 0 0 [1] 0 0 0 0 0 0 0 0
Stab. 0~5 5 6 2 2 3 1 3 4 1 1 4 3 2 3 5
8 Seg. 40~60 57 65 50 53 S5 56 61 61 61 52 60 51 64 63 56
2 [ Lympho- Small 25~40 31 23 36 38 31 36 24 24 30 38 28 40 28 30 35
cyte Large 0~5 0 0 0 0 0 0 00 0 0 0 0 0 0 0
Monocyte 3~7 1 4 8 3 9 4 4 4 2 5 6 5 5 4 3
ESR (1hr) (mm) 0~10 3 2 3 7 6 5 1 2 2 S 3 2 1 1 1
Total protein (g/dl) [ 6.5~8.2}7.2{70]|7.1|7.1]65 {6763 [6.1[6.1[7.0]64]|63[7.1]68]7.0
Albumin (g/dl) |3.9~5.8[ 4.7 | 4.7 [ 4.4 |47 [ 4.3 4.2 4.4 [4.2[4.0)4.9]45]| 4.4]4.8]47] 438
BUN (mg/dl) 8~22 17 16 14 13 14 14 17 12 11 11 15 14 18 17 11
Creatinine (mg/dl) [0.8~2.0| 1.1 | 11 1.2 11010 )10(10 1.2 ]1.2)1.3{14]13]09|1.1]10
Uric_acid (mg/dl) 2~6 44|47 ]53/60|57 (50|56 (52|49 (6.2|59[6.1[56]58]5.1
Na* (mEq/L) | 136~148 | 142 | 143 | 142 | 142 | 142 | 143 | 145 [ 144 | 143 | 142 | 144 | 143 | 144 | 142 | 142
K* (mEq/L) [3.5~5.3 | 4.0 | 3.7 | 4.4 [ 4.5 |40 |48 )4.4 [3.6 4.7 149 |44 ]48)|46/43]4.8
. ClI- (mEq/L) [ 96~107 [ 102 | 101 | 102 | 104 | 100 | 103 | 104 | 103 | 105 |{ 105 | 99 104 | 101 | 100 | 100
§ Ca** (mEq/L) [4.5~5.4 | 4.6 { 4.6 | 4.7 [ 4.6 [46 [4.8 4.5 (4.4 (45|48 |46 45]|49[48]5.0
‘E PO (mg/dl) [2.4~5.1] 25 ]2.2 2.7 (25|26 |32]27 |22([31 26122]26]|28]|25]3.1
.=: Total bilirubin (mg/dl) [0.2~0.8 | 0.6 | 0.6 | 0.4 | 0.6 | 0.5 [0.4 {05 |04 |0.3|0.4}05[06/[08/]08]0.4
AIP (U) 3~10 6.1 [52 53|41 |36 (38|42 40384647 |4.4)|60](55]5.7
B GOT (U) 0~50 15 14 15 17 15 13 13 15 13 21 15 15 15 14 12
£ GPT (U) 0~40 18 22 20 24 22 22 13 20 13 24 18 21 15 15 13
LDH (mU) [150~214 | 155 | 143 | 169 | 167 | 177 [ 200 | 150 [ 153 | 171 | 207 | 197 | 197 | 186 | 181 | 187
Total cholesterol (mg/dl) [127~198 | 158 | 165 | 142 | 248 | 218 | 217 | 164 | 160 | 156 | 208 | 184 | 190 { 175 | 177 | 176
Triglyceride (mg/dl) 0~120 | 104 | 141 | 108 | 89 | 117 | 95 | 103 | 110 | 55 | 105 | 213 | 107 | 74 | 120 | 129
r-GTP (mU/ml) 0~40 11 9 11 16 10 10 13 10 12 7 6 9 7 6 8
LAP (U) | 150~200) 130 | 144 | 121 | 145 | 135 {120 | 131 128 | 118 | 147 | 159 | 134 | 163 [ 172 | 167
ZTT (U) 4~12 8.2 | 6.4 |83 (58 4.6 66|40 |27 | 4.1 [4.4[29|4.5]65)4.4]5.9
TTT (U)| 0~4 [5.1 50393936 33|21 [24]1.4[20]3.2]21]45]47]44
A G 14~2.6 19201620 19 [1.7]23 |22 |19 [23 2323212422
. CRP - -1-1-1-1-1-1-1-1T-=-1=-1=-T1T-71-
5 Direct - - - - - - - - - -
EE Coombs }Indirec! — — — — = - - - - - - — + - -
= ° [HBs = = — — =
pH 4.5~7.0| 6 6 6 6 6 5 6 6 6 7 6 5 7 6 7
Colour Y Y Y Y Y Y Y Y Y |[PY]| Y Y Y Y Y
Turbidity - -1 -T=+]-[-T-1T-T-1T-T=-T-T=1T=-1-
RBC 0~3 1/7~8)1/5~6 |1/5~6 | 1/4~5 |1/7~8 |1/5~6|1/7~8 [1/7~8 [1/7~8 [1/3~4]1/5~6 [1/7~8 {1/5~6]1/7~8]1/7~8
Sediment | WBC 1~2 | 1/7~8]1/1~8 [1/1~8 [1/5~6 [1/7~8 [1/2~3 | 1/7~8 [1/5~6 |1/7~8 |1/5~6 |1/7~8 |1/5~6 |1/7~8 ] 1/1~8 | 1/1~8
E (/hpf) Epithelium 0~3 1/7~8{1/7~8 [1/7~8 {1/2~3 |1/5~6 [1/5~6|1/7~8 J1/5~6 |1/7~8 [1/4~5 [1/7~8 {1/5~6 [1/7~8]1/5~6]1/5~6
> Mucus — - - + - + — + — - — P — — -
]
E Sugar — - — - - — — — — - - — — — —
= Protein - - - — - - — - — - — - - o =
Ketone - — — - - - - — — - — = = p .
Bilirubin - - - — - - - - = — — — — — —
Urobilinogen - - - - - - - - — — — — — — —
Occult bluod — - - - - - — - — — = = = - —
[ Creatinine clearance (ml/min) | 70~130 |82.5 90.9 81.7 83.8 75.9
£ ECG N N N N N
© Blood pressure (mmHg) 120/79 112/64 124/76 133/85 117/63

B ! 1 week before administration, A-1:1 day after administration, A-2 : 1 week after administration

PY : pale yellow, Y : yellow, N : normal

* volunteer No.
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Table 21 Laboratory findings before and after multiple oral administration of
DL-8280 to male healthy volunteers
300mg X 2/day for 3 days
w1° 02 403 404 s
Normal
Item
range | g ol Ay | A2 B |A1|A2]| B |[A1|A2] B |Al|A2| B [Al[A2
WBC (10%/p)) [ 3.7~8.2 | 54 | 4.6 | 7.5 | 51| 465165 5756165563 /55174172180
RBC (10%u1) | 4~5.5 | 4.59 | 4.67 | 4.36 | 4.97 [ 4.96 | 4.72 [ 4.70 [ 4.64 | 4.24 | 4,61 | 475 [4.64 | 498 [5.00{4.70
Hemoglobin (@/d) | 12~17 |13.8 | 14.4 [ 13.2| 14.7[15.2 (14,4 | 14,3140/ 130 {143} 1521481153 1 15.4
Hematocrit (%) | 3749 | 43.5 | 43.8 | 41.3 | 46.2 | 45.8 | 43.8 | 44.9 | 43.6 | 40.9 | 44,8 | 45.4 [43.9 [ 48.2 149.0146.2
Platelet (10°/u1) | 150~400 | 233 | 237 | 255 | 257 | 256 | 253 | 221 | 204 | 208 | 200 | 201 | 169 | 239 | 226 | 245
Reticulocyte %) 05~2.0 09070311/ 09][10]10]08) 012 10 11 ]16]05]07]12
Basophil 0~2 0 1 0 0 1 0 0 0 0 1 0 0 1 0 0
Eosinophil 0~5 1 1 2 3 9 4 1 0 2 2 2 3 3 6 1
§ 8 [Myeloblast 0 0 o [ o] o] o]o 0oJ]ofo o o 0l 01010
R Pro. 0 [} 0 0 0 0 0 0 0 0 0 0 o 0 010
g |2 Myelo. 0 0 [} 1 0 0 0 0 0 0 0 0 0 0 0] 0
= S | Neutro- My 0 0 0 + 0 0 0 0 0 0 0 0 0 0 0 0
ol L T 0~s | 2 [ 4 | 6 [ 3 1[5 71|53 4« olz2] 6]z
a Seg. 40~60 | 55 | 40 | 60 | 59 | 49 | 50 | 69 | 72 | 78 | 46 ' 65 | 53 | 60 | 47 | 47
= Tympho- | Small 2540 | 38 | 7 | 28 | 30| 3 |32 ] 1 ] 24| 8 | 4] 19| 3] 2] 5] &
cyte Large 0~5 0 0 0 0 0 0 0 ol o 0 | 0 0 0 0 0
Monocyte 3~7 [ 6 4 1 3 9 4 3 ] 6 5 1 10 ] 9 2 [ 4
ESR (1hr) (mm)| 0~10 | 3 8 5 4 3 5 1 2 2 2 | 2 1 3 2 | 2
Total protein _ (g/dl) | 6.5~8.2 [ 6.7 | 7.1 | 7.0 [ 7.0 | 7.0 |69 |67 |67 63 66 6972707270
Albumin (g/dl) [3.9~5.8) 4.2 | 4.6 [ 45| 4.5 4.5 4.5 | 4.4 | 4.4 | 4.2 |41 44 41 47]49149
BUN (mg/dD,| 8~22 | 10 | 14 | 14 | 15 [ 17 | 14 | w4 [ 12 [ 16 [ 15 717 T 15} 13]17 ] u
Creatinine (mg/d) | 0.8~2.0 | 1.0 {09 | 1.0 1.1 |11 ({11 ]1.2 /12 [1]1 |10 10 06"’ 1.0/ /1.1]1.2
Uric acid (mg/dl) | 2~6 51 |62]56]63] 766562706652 63 55]/66]73]69
Na* (mEq/L) | 136~148 | 142 | 139 | 142 | 142 | 140 | 143 | 142 | 143 | 143 | 142 ' 139 | 142 | 140 | 140 | 142
K* (mEq/L) [3.5~5.3[4.6 | 43 [ 43| 46| 3943|4338/ 444332 ;38! 4638142
cr (mEq/L) | 96~107 | 104 [ 99 | 101 | 103 | 98 | 105 | 104 | 102 | 102 | 105 | 103 | 102 | 103 | 100 | 102
. (mEq/L) | 4.5~5.5 | 4.5 | 4.7 | 4.7 | 4.7 | 4.8 | 50 | 4.7 | 4.8 | 4.8 | 45 44 | 47 48)50]52
£ [PO (mg/dl) | 2.4~5.1]| 2.7 | 2.8 | 2.8 |29 |28}32]|25;21|291/|33 30131/[31]26]30
‘g | Total bilirubin (mg/d) | 0.2~0.8 | 0.6 | 0.7 | 1.3 | 0.5/ 04 |05 |06 )| 06| 04|01  04]07]04]|04/06
2 [aP (W) 3~10 |79 [90]100) 42| 44| 44|78 7491|6670 76]65]66]|720
- |[GOT W)| o~50 | 21 [ 19 | 18 | 14 | 12 | 14 [ 20 | 17 | 20 [ 20 ;17 |17 | 2 [ 19 [ 2
2 [cepPT (U)] o~40 | 24 | 26 | 26 | 18 | 20 | 19 | 20 | 23 | 18 | 34 ; 39 | 19 | 277 | 29 | 28
@ ['LDH (mU) | 150~214 | 218 | 174 | 170 | 176 | 164 | 163 [ 205 | 185 | 190 | 142 | 147 | 163 | 261 | 198 | 225
Total cholesterol (mg/dl) | 127~198 | 156 | 132 | 161 | 168 | 160 | 161 | 164 | 162 ; 156 | 136 | 129 | 128 | 201 | 182 | 203
Triglyceride (mg/dl) | 0~120 | 70 [ 100 | 87 | 68 | 93 | 61 [ 88 | 137 | 58 | 56 | 89 | 57 | 130 | 167 | 225
7-GTP (mU/ml) 0~40 [ 11 [ 10 1 6 7 7 8 7 9 8 6 5 [l
LAP (U) | 150~200 | 142 | 163 | 152 | 123 [ 138 [ 119 [ 139 [ 162 | 123 | 135 [ 159 | 156 | 156 | 186 | 168
ZTT (V) 4~12 160 | 4153604615257 45]| 4584171 /82/48)36]37
TTT (V) 0~4 3.1/30/f29 /2429231211 07/|38] ¢2|49[22/25]|27
A/G 14~26 |17 1818 18] 1.8/[19]19]19]|20/[1.6]18]13]20]21]23
] CRP - + - |- - - - - - - — -1 -1T-1-
H Direct - — - - - - - - - - — - -
.E ,g Coombs Ilndirecl - - - - - - - - - - - - - - -
HBs - - - — —
pH 4.5~7.0[ 7 6 7 5 6 6 5 6 6 17 6 6 [ 5 6 6
Colour Y Y Y Y Y Y Y Y Y Y Y Y |y ly [y
Turbidity - - - - - - + - - - - - - - -
RBC 0~3  |1/1~8|1/5~6 | 1/1~8 [1/1~8 [1/7~8 |1/3~4 [3~a/1 [1/2~3 [1/2~3 [1/5~6 |1/1~8 |1/5~s |17~8 |1/7~8 | 13~¢
Sedi WBC 1~2 | u/1~8 | 1/5~6 | 1/5~6 [1/1~8 |1/5~6 [1/4~5 [1/1~8 [1/7~8 |1/7~8 [1/3~4 |1/1~8 |1/1~8 |1/1~8 [171~8 |11
(/hpf) Epithelium | 0~3  11/7~8 [1/5~6 [ 1/7~8 [1/7~8 [1/1~8 [1/5~6 1778 [1/1~8 [1/a~5 |1/5~6 L1/5~6 |1/2~3 |1/1~8 La~8 L1
Mucus - = - = - - + + — + + + + - -
Sugar - - - = - = — — — — — — — —
Protein - - — — — - = = . — — = p . e
Ketone - - - = - = - - o — - - . py =
Bilirubin = - = p - - = = - p T T =T =-1T°<
Urobilinogen - - - - - . - — - — — = — = =
Oceult blood - - = — — - Py — — — — — — — —
Creatinine clearance (ml/min) 70~130 [111.9 101.3 96.9 91.3 87.2
ECG N N N % N
Blood pressure (mmHg) 131/78 12070 106770 T )

¢ g | Others

s volunteer No.

© 1 week before first administration,
. yellow, N : normal

A-1:1 day after final

administration, A-2 . 1 week after final administration
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Tabls 22 Laboratory findings before and after multiple oral administration of
DL-8280 to male healthy volunteers
200mg X 3/day for 3 days
406° 407 408 409 410
Normal
Item
™ | g |a1|az| B |ar]|az| B |Aar|az] B |A1][AZ] B [A1|A2
WBC (10%/uD) [ 3.7~8.2| 6.5 | 6.6 | 8.0 | 3.6 | 3.7 | 3.4 | 5.2 ) 5.0 57| 42|53 [47][72)]67]63
RBC (10%/ul) 4~5.05|3.95]3.863.70 | 5.02]4.75 | 4.53 [5.22[5.02 [ 4,90 [5.87 [5.86 | 558 ) 4.87 | 4.69 | 4.63
Hemoglobin (g/dl) 12~17 129 [13.0[12.6 [ 14.2[ 14,1 [ 13,4 [ 15,6156 [15.1 [17.6| 7.6 [17.0]13.9)13.9|14.1
Hematocrit (%) 37~49 40.5 [ 39.7[38.0[45.8[43.5] 41,8 49.5[47.046.1 [54.5|54.4|51.5/[44.443.3]|43.0
Platelet (10%/u1) | 150~400 | 194 | 199 | 195 | 160 | 159 | 157 | 188 184 | 181 233 | 253 | 230 | 144 151 149
Reticulocyte (%) ]| 0.5~2.0 [ 0.7 1.3 [ 1.7 1.3 16 | 1.1 [1.0 1.1 1.1 1.4 | 0.8 1.6 | 0.6 | 0.3 | 1.3
Basophil 0~2 0 0 0 1 0 1 5 4 3 1 1 1 0 2 1
& Eosinophil 0~5 2 2 0 0 0 0 8 7 7 2 1] 1 8 4 | 9
_: § Myeloblast 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
s | = Pro. 0 0 0 0 0 0 0 0 0 0 0 0 0] o 0 0
£ 15| N, 2ol 0 0 o[+ ] 0o lolo[o]o]o] o] o] o0l o0
g | i Meta. 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
- Stab. 0~5 3 1 2 1 1 3 2 3 4 2 2 0 2 1 1
2 Seg. 40~60 | 59 | 74 | 59 | 60 | 64 | 74 | 62 | 55 | 54 | 46 | 35 | 36 | 65 | 63 | 63
Z [Lympho- [ Small 25~40 | 32 | 21 | 34 | 28 | 32 | 20 | 21 | 28 | 29 | 46 | 52 [ 57 [ 21 | 24 | 24
cyte Large 0~5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Monocyte 3~7 4 2 5 10 3 2 2 3 3 3 9 5 4 6 2 _
ESR (1hr) (mm) | 0~10 6 6 7 3 2 3 2 2 2 1 1 1 1 1 2
Total protein  (g/dl) | 6.5~8.2| 6.5 | 6.7 | 6.3 ]| 6.7 | 6.6 | 6.6 | 6.7 | 6.6 | 6.7 | 7.1.| 7.1 | 7.0 | 6.5 ]| 6.2 | 6.4
Albumin (g/d) [ 3.9~5.8] 4.0 | 4.2 [ 4.1 ] 4.6 | 4.4 | 45 44 [ 44|46 45]45] 46 44]42] 44
BUN (mg/d}) 8~22 | 12 [ 14 [ 1 [ 17 ] 14 | 20 8 12 [ 13 [ 10 [ 10 ][ 15[ 1416
Creatinine (mg/d) [0.8~20[ 11 |11 |ta[ralrafro]1of1a[tafrr]rof10]1.2[13]1.2
Uric acid (mg/dl) 2~6 6173|6567 7173 44]50[54|79[74]77]60][73][7.1
Na* (mEq/L) | 136~ 148 | 144 | 143 | 145 | 140 [ 141 | 144 [ 141 | 141 | 143 | 141 | 139 [ 141 | 141 | 140 | 142
K* (mEq/L) | 3.5~5.3( 4.4 | 3.8 | 4.4 | 4.8 | 3.9 | 4.8 | 46 | 3.6 | 45| 4.7 | 3.5 | 4.6 | 46 | 3.6 | 4.7
Cl- (mEq/L) | 96~107 | 107 | 103 | 103 [ 103 | 103 [ 106 [ 102 [ 103 [ 105 | 103 | 100 | 106 | 104 | 100 | 107
Ca** (mEq/L) | 4.5~5.5| 4.5 | 4.5 | 4.6 | 4.7 | 4.7 | 4.9 | 4.6 | 4.6 | 4.9 | 4.6 | 4.6 | 4.9 | 4.5 | 4.5 | 4.8
5' PO« " (mg/dl) | 2.4~5.1] 2.5 | 2.6 | 2.5 | 3.2 | 2.4 | 3.1 29 26|32 |31]26]31 2.6 122 34
E Total bilirubin (mg'dl) | 0.2~0.8( 0.4 | 0.4 | 0.5 | 0.4 | 0.3 | 0.4 [ 0.3 | 0.3 ) 04 | 06| 0.4 ]07]05]04]0.4
,%’ AIP (U) 3~10 5.1159 (556365 ]|7.3]80]|76]|76]S5.1 5715059581 6.4
GOT (n 0~50 11 13 17 18 17 19 13 13 18 23 16 20 22 18 21
E GPT (U) 0~ 40 10 16 11 19 25 23 18 18 18 24 31 20 28 30 24
@ TLDH (mU) | 150~214 | 196 | 186 | 212 | 237 | 218 | 231 | 180 | 193 [ 187 | 180 | 157 [ 169 [ 182 | 142 | 205
Total cholesterol (mg’dl) | 127~198 | 157 | 169 | 160 | 180 | 165 | 191 | 110 | 104 | 122 | 192 | 156 | 195 [ 111 | 105 | 112
Triglyceride  (mg/dl) 0~120 67 113 99 67 140 57 81 121 81 53 131 79 58 136 65
r-GTP (mU/ml) 0-~-40 9 7 5 “ 42 28 5 5 8 8 7 8 6 3 5
LAP (U) | 150~200 | 140 | 145 | 119 | 186 | 223 | 173 | 126 | 158 | 128 | 132 | 161 139 | 139 | 166 | 133
ZTT (U) 4~12 5.1/35)40/6.8 )51 |55]52]35)38/[781]57]6.7|5.1 3.6 | 3.6
TTT (U) 0~4 0.8 /1208|1825 |17 |16 |29 [13 |28 44|30 |18]27]1.6
A/G 1.4~26| 1.6 | 1.7 | 1.9 | 2.2 | 2.0 | 2.1 1.9 {20 (22 |1.7 [1.7 1.9 2.1 ] 2.1 2.2
. CRP - - - - - - - - - - - - — - —
5 Wirect - - - - - - — -
E _? Coombs llndirect - - - - - - - - - - - - — — -
B HBs - = - = -
pH 4.5~7.0 6 6 6 5 6 6 5 6 6 5 6 6 7 6 6
Colour Y Y Y Y PY Y Y Y Y Y Y Y Y Y Y
Turbidity - - - - - - - - + + - - - - -
RBC 0~3 1/5~6 | 1~2/1 | 1/7~8 | 1/7~8 | 1/1~8 [1/7~8 [7~8/1 |1/4~5 [40~50/1{40~50/1]{1/5~6 [1/5~6 [1/7~8 | 1/7~8| 1/1~8
Sedi WBC 1~2 1/7~8 | 1/5~6 [ 1/7~8 | 1/5~6 [1/5~6 |1/2~3 {1/7~8 |1/5~6 |1/5~6 [1/7~8 [1/5~6 [1/7~8 |1/1~8 | 1/4~5 | 1/4~5
E (/hpf) Epithelium 0~3 1/7~8 | 1/7~8 [ 1/7~8 [ 1/7~8 | 1/5~6 [1/5~6 [1/7~8 [1/7~8 |1/4~5 [1/1~8 [1/7~8 |1/5~6 |1/1~8 | 1/5~6]1/7~8
—:‘ Mucus - - - + - + - - - + - + - - -
E Sugar - - - - - - - - - - - - - - -
= Prolein - - - - - - - - + - - - - - -
Ketone - - - - - - - - - - - - - - -
Bilirubin - - - = - - - - - - — - - — -
Urobilinogen - - - = - - - - - - - - + - -
Occult blood - + - - - = + - + - - - - ~ -
[ Creatinine clearance (ml/min) | 70~130 | 91.6 73.8 109.4 133.0 85.3
2 ECG
3 Blood pressure (mmHg) 129/81 122/19 102/65 125/81 96/64

B : 1 week before first administration, A-1:1 day after final

PY : pale yellow, Y : yellow, N :

* volunteer No.

normal

administration, A-2 : 1 week after final administration
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Table 24 Laboratory findings before and after multiple oral administration of
DL-8280 to male healthy volunteers
600mgX 21 day for 3 days
601° 602 603 604 605
Normal
Item
™ LB [a1|az2| B |a1|az| B [a1|az| B |Aar|az| B [A1]A:
WBC (10%/ul) | 3.7~8.2]1 9.0 [12.7]10.1] 6.1 [ 56 [ 6.0 | 5.1 [6.1] 6.0/ 7.0[6.6([6.164]50]86.1
RBC (10%/ul) | 4.0~5.5 | 4.99[4.92 | 4.71 [ 4.87[5.03 [4.53 [4.72 [4.75[4.42 | 4.62[4.88 |4.72|5.08]5.00]5.08
Hemoglobin (g/dl) 12~17 15.4 | 14.8 [ 14.3 [ 14.8(15.4 [14.1 [ 15.4[15.1 | 14.4 [ 14.6 153 |15.1 [16.8]16.6]16.7
Hematocrit (%) 37~49 [ 46.5 [45.7 | 44.1 [ 45.2 [ 46.8 [42.8 ] 46.5[46.8 ] 43.8 [ 44.5[46.7 [45.2 [50.6|50.9 |50.4
Platelet (10%/u1) | 150~400 | 285 | 259 | 239 | 236 | 254 | 214 | 203 | 205 | 172 | 225 | 231 217 188 | 173 | 174
Reticulocyte (%) ] 0.5~2.0 [ 0.8 | 1.1 1.1 ] 0.7 { 0.7 | 0.6 1.5 107 | 1.7 1.5 1.3 1.1 1.8 1.5 1.5
Basophil 0~2 1 0 0 0 0 0 1 0 0 2 1 1 0 2 1
? Eosinophil 0~5 1 1 3 2 4 2 1 1 1 2 0 2 5 2 2
K] 3 [ Myeloblast 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
HIR Pro. 0 0 | 0] 000 o o]0 0] 0|0 [0 000
= § Neutro- Myelo. 0 0 0 0 0 0 0 0 0 0 1 0 0 0 0 0
E phil Meta. 0 0 0 0 0 0 0 0 [1] (1] 0 0 0 0 0 0
& S tab. 0~5 2 3 6 4 2 9 2 3 4 1 1 1 0 6 4
g Seg. 40~60 51 60 50 53 55 48 47 49 59 61 54 60 73 66 52
2 | Lympho- | Small 25~40 43 31 37 36 33 39 40 45 31 31 42 29 18 22 40
cyte Large 0~5 0 0 0 0 0 0 0 0 0 0 0 0 0 0 0
Monocyte 3~-17 2 5 4 5 6 2 8 5 5 4 2 7 4 2 1
ESR (1 hr) (mm) 0~10 4 4 4 3 2 3 2 2 2 4 4 3 4 8 5
Total protein (g/dl) | 6.5~8.2| 6.8 | 6.8 | 6.2 | 6.8 | 7.4 | 6.5 (6.2 |66 60[69]|7.3|6.8]72]76]7.1
Albumin (grdl) [3.9~5.8 | 4.2 | 4.2 [ 3.9 [ 4.2 | 4.5 | 4.0 [ 4.0 ] 4.3 [ 3.9 4.4 4643 ] 42 4.4][4.1
BUN (mg/d]) 8~22 16 15 12 14 12 12 15 15 13 16 14 11 13 15 14
Creatinine (mg/dl) | 0.8~2.0| 0.9 [ 1.1 11109 |10 ]10]10|14[1.3]087)15]1.1]08]1.2]1.2
Uric acid (mg/dl) 2~6 6.2 6.0 ]6.2[57 )57 ]6.2|65)|6.4][69]|85]7.4]90]/84]8.1]38.S5
Na* (mEq/L) | 136~148 | 139 | 139 | 139 [ 139 | 137 | 139 | 140 | 141 140 | 142 | 140 | 140 | 141 139 | 138
K* (mEq/L) [3.5~5.3 | 4.1 | 3.7 [ 3.9 |39 /)40 4.4 [ 48[ d2]a2] 41 a0 de][e3]a1]44
Cl- (mEq/L) 96~107 | 99 101 102 98 98 100 98 100 | 101 101 101 100 98 99 97
- Ca** (mEq/L) | 4.5~5.5] 4.6 | 4.7 | 4.3 [ 4.6 | 4.9 [ 4.5 | 4.6 | 49 [ 4.4 ]5.2]5.1][50]49]5.0]47
E PO~ (mg/dl) [ 2.4~5.1 [ 2.5 [ 2.2 |22 |27 |24 [26]26[25]27[38]257]31]29][23]2.6
E Total bilirubin (mg/dl) | 0. 2~0.8/ 0.3 | 0.2 | 0.1 [0.8 0.6 |04 |05 ] 04[05]0.2]04]03]02]0.4]0.4¢
< AlP (v) 3~10 6.1 1 6.2 160 |9.5)103|9.6 | 4.7 [4.7 ] 43[6.5]6.0 55/ [50]54]5.0
3 GOT (U) 0~50 20 16 30 28 25 27 15 10 15 21 19 20 26 24 37
g GPT (U) 0~40 30 28 28 32 24 22 16 18 15 21 17 19 38 31 44
LDH (mU) | 150~214 | 159 | 148 | 163 179 | 165 | 157 177 180 | 200 | 157 164 174 | 184 189 | 221
Total cholesterol (mg/dl) | 127~198 | 146 | 139 | 137 | 165 | 158 | 142 | 156 | 157 | 160 | 197 | 200 | 194 190 | 208 | 204
Triglyceride (mg/dl) 0~120 | 147 | 177 | 115 | 137 174 52 154 | 201 151 188 | 254 | 166 | 188 | 282 | 167
r-GTP (mU/ml) 0~40 27 24 27 11 6 9 8 6 8 8 8 11 12 6 12
LAP (U) | 150~200 | 207 | 213 | 186 | 182 | 192 [ 162 | 152 | 166 | 156 | 162 | 195 | 168 | 174 | 202 | 168
ZTT () 4~12 3.1 |38 )34 |40 }59|52 30383543/ 54 /5.1]51/[6.5]5.8
TTT (U) 0~4 3.2 | 4.3 3.0 (365627 [1.8/30]19[29[5.1 ]34 [42]75]4.3
A/G 1.4~2.611.6 | 1.6 [1.7 [1.6 1.6 |16 [1.8 |19 19|17 171716 1.4]1.4
 |CRP - - I - [Tz~ -T-1T-1T-1-1-
5 5 Direct - - = - - - - - - - - - -
E g Coombs [Indirect - - - - - - - — - = = — — = =
= ° [HBs = - = = =
pH 4.5~7.0 7 6 6 6 6 7 6 6 6 6 6 6 6 6 6
Colour Y Y Y Y Y Y Y Y Y Y Y Y Y Y Y
Turbidity - - - t - - - - - + - * - - -
RBC 0~3 11-2 [1/5~6 [ 1~21] 1/7~8[1/1~8 [1/1~8 [1/1~8 | 1/1~81/7~8 | 1/7~8 [ 1/7~8 [1/5~6 [1/7~8 | 1/7~8 | 1/4~5
Sedi t | WBC 1~2 11~8 [1/1~8 | 1/5~6 | 1/1~8{1/1~8 |1/1~8 [1/1~8 | 1/7~8 [ 1/7~8 | 1/5~6 | 1/5~6 [1/3~4 | 1/7~8 | 1/7~8 | 1/3~¢
i (/hpf) Epithelium 0~3 1/1~8 [1/1~8 | 1/1~8 | 1/1~8{1/7~8 |1/1~8 [1/1~8 | 1/7~8 [ 1/1~8 | 1/1~8 | 1/1~8 [1/2~3 | 1/1~8 | 1/5~6 | 1/5~6
- Mucus - - - - - - - - - - - + - - -
E s“'lf - - - - - - - - - - - - - - -
= Protein - = - - - - = - — - + - — — —
KQ!OIIC - - - - - - - - - - - - - - -
Bilirubin = - = - - - - - - - - - - - -
Urobilinogen - - - = - - = - - - - — - = -
Occult blood + - + - - - - - - - - - - - -
n Creatinine clearance (ml/min) 70~130 | 95.0 111.9 83.8 74.3 104.7
2 [ECG N N N N N
<] Blood pressure (mmHg) 120/72 131/78 133/85 110/64 134/64
B 1 week before first administration, A-1:1 day after final administration, A-2 : 1 week after final administration

Y : yellow, N : normal

» volunteer No.
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Table 25 Variations of body temperature during and/or after oral administration of
DL-8280 to male healthy volunteers
100mgX 1 300mg - 1
Volunteer No. 101 | 102 | 103 | 104 | 105 Volunteer No. 201 | 202 | 203 | 204 | 205
7:00|35.5(36.0]36.0)36.2|36.0 Day of 7:00|36.0(35.5|36.0[35.9]36.]
Dd‘y.".ft o | 15700(36.3] 3663611365 36.7 D) O tion | 15000 36.7(36.81 36.6 | 36.4 | 36 5
2CMInISITAtion | 59 : 00 | 36.4 [ 36.4 | 36.0 | 36.5 | 36.2 22:00|36.336.7|36.5|36.13.5
1 day after final . 1day after final : 36.0135.9(35.9]35.1136.2
administration 7:3035.536.2 | 36.0 36.2 | 36.1 administration 7:30
300mg X1 (fasting) 600mg X1
Volunteer No. 206 207 209 210 Volunteer No. 301 | 302 | 303 | 304 _3()’:
7:00 | 36.5 | 35.7 | 36.1 | 36.2 7:00{36.6]36.3{35.8{36.2(36.2
Day of . Day of .
15:00 | 37.3 | 35.8 | 36.7 | 36.2 dministration 15:00{37.0[36.536.4)36.4|36.4
ini i mnis
administration | ). o0 | 36.7 | 35.9 | 36.6 | 36.5 adm 22:00|36.7]36.5|36.5] 36.4 | 36 4
1 day after final . 1 day after final . ;
administration 7:30 | 36.4 | 35.9 | 36.1 ) 36.3 administration 7:00)36.9)36.1136.1)36.136.2
300mg X 2/day for 3 days 200mg X 3 'day for 3 days
Volunteer No. 401 | 402 | 403 | 404 | 405 Volunteer No. 406 | 407 | 408 | 409 | 410
d ‘ 7:00|36.7|35.7|35.8(36.0]35.5 18t d p 7:00]36.0(35.8{35.9136.1]36.¢
0l
Ty o |1si00| 367|359 (3613641364 3R 1155001 36.6136.1136.3)36.3| 363
21:00(36.7|35.4|36.4(36.6!36.4 21:00]36.7}36.1136.6]36.5{36.2
ond d § 7:00|36.5|35.8|36.2|35.835.3 ond day of 7:00(36.0]36.536.1|36.1}35.6
a:minil:t:ntion 15:00| 36.5 | 36.2 | 36.3 | 36.8 | 36.6 a:mini;’"mon 15:0036.9]36.1136.5|36.2 36.6
21:00(36.6|35.7)|36.4(36.9136.7 21:00]|36.9)36.4)36.5|36.3|36.4
3rd d " 7:00]35.6|35.7|36.0|35.8]35.6 3rd d ‘ 7:00{36.0]35.9!35.8)36.3(35.¢
rd cay ol 115:00)36.5|36.5(36.2(37.036.4 rd cey ol 115:00{36.7|35.9|36.8]36.8 361
administration administration
21:00)36.6|36.3{36.5(36.71{36.3 21:00[36.8/36.1]36.6]36.2]|36.6
Lday after final| 7: 00| 35.8(36.0 | 36.6 | 36.1 | 35.3 1day after final| . o5 | 56 0| 36.0 | 36.0 | 36.2 | 36.0
administration administration
300mg X 2/day for 14 days 600mgX 2 day for 3 days
Volunteer No. 501 | 502 | 503 | 504 | 505 | 506 Volunteer No. 601 | 602 } 603 | 604 | 605
1st day of 7:00]36.5]36.4|36.1/35.7|36.3|35.5 1st day of 7:00}36.0(35.9]36.0(35.9|35.8
administration | 1900 36.1]36.4(36.836.4|36.136.3 administration | 19:00] 36.536.3|36.037.0]36.2
2nd day of 7:00)36.2136.4/36.2{35.9(36.3]36.3 2nd day of 7:00(36.1(36.0]35.9(36.1|35.8
administration | 19:00| 36.1 | 36.4 | 36.8| 36.7 | 36.5] 36.2 administration | 19:00)36.5|36.4|36.4{36.9(36.6
3rd day of 7:00|36.236.3|36.1[35.7(36.1135.9 3rd day of 7:00)35.9(35.5/36.0{36.3]|35.5
administration | 19 00| 36.5 | 36.536.7 | 36.3|36.5|36.3 administration | 19:00|36.7 | 36.2(36.4}37.0|36.4
4th day of 7:00)36.4|36.4)36.2(35.8(36.1]35.7 1 day after final . -
administration |19: 00| 36.6|36.3(36.8(36.8(36.3/3.5  administration | O 20| 35-8(35.7|35.9/36.11 355
5th day of 7:00)36.2]36.4|36.0{35.8(36.1]35.7
administration | 19: 00 | 36.4 | 36.5 | 36.6 | 36.8 | 36.3 | 36.5 Figures in the tables indicate body temperature (*).
6th day of 7:00(36.3]36.2)36.0[35.7{36.0/35.7
administration { 19:00{ 36.3 | 36.6 | 36.5|36.5| 36.4 | 36.4
Tth day of 7:00(36.1/36.3)|36.0[35.5(35.4]35.8
administration | 19:00 | 36.7 | 36.3 | 36.6 | 36.3 | 36.7 | 36.5
8th day of oy
administration ©00f36.1)36.3(35.935.7|36.0]35.7



VOL. 32 s—1 CHEMOTHERAPY 145

Table 26 Variation of blood pressure after oral administration of
DL-8280 to male healthy volunteers

300mgXx1 (fasting)

Volunteer No. 206 207 209 210
Ohr* 118/84 116/86 120/78 120/70
1hr 110/70 112/80 118/76 104/76
2hr 114/72 126/84 120/80 110/74

600mg X 1

Volunteer No. 301 302 303 304 305
0 hr* 114/70 | 100/59 | 112/60 | 136/84 | 100/68
1hr 110/70 92/54 | 112/64 | 136/84 | 100/70
2hr 110/68 | 100/58 | 112/66 | 124/80 | 100/64

300mg X% 2,'day for 3 days

Volunteer No. 401 402 403 404 405
1st administration Ohr* 122/78 | 114/60 112/70 120/74 120/58
3rd administration Ohr 120/66 110/60 108/70 110/72 132/72

2hr 106/58 | 102/54 | 110/60 | 120/66 | 110/60

(2nd day)
3hr 116/78 | 100/60 | 106/76 | 108/60 | 112/78

200mg X 3/day for 3 days

Volunteer No. 406 407 408 409 410
Ist administration Ohr* 118/72 | 116/72 | 110/60 | 114/74 | 104/62

Ohr 118/68 | 120/76 | 104/54 | 112/70 | 106/60
2hr 116/70 | 106/60 | 104/52 | 110/62 96/54
3hr 118/72 | 116/70 | 100/56 92/60 90,60

4th administration
(2nd day)

300mg < 2/day for 14 days

Volunteer No. 501 502 503 504 505 506
3rd administrati Ohr® | 134/60 | 112/70 | 116/68 | 130/82 | 120/74 | 122/68
' (aZ:Zimn;Sa ")a o 2hr 132/68 | 118/66 | 120/62 | 118/74 | 122/66 | 120/62
Y 4 hr 130/80 | 120/72 | 124/80 | 124/72 | 124/72 | 120/68
4th administration 0hr 124/80 | 122/70 | 120/72 | 130/74 | 124/74 | 118/68
(2nd day) 1hr 130/82 | 120/74 | 118/72 | 124/78 | 124/72 | 116/70

600mg X 2/day for 3 days

Volunteer No. 601 602 603 604 605
0hr* 116/66 | 124/72 | 132/86 | 110/64 | 134/64
3rd administration 2hr 108/66 | 118/72 | 126/86 | 110/70 | 128/68
(2nd day) 3hr 106/70 | 110/78 | 122/88 | 110/62 | 118/76
6 hr 116/68 | 118/70 | 130/84 | 120/68 | 132/80

+ time after administration
Figures in the tables indicate blood pressure (mmHg),
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Fig. 25 Influence of DL-8280 on hepatic function during and/or after oral
administration to male healthy volunteers
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Fig. 26 Influence of DL-8280 on renal function during and/or after oral
administration to male healthy volunteers
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PHASE I STUDY ON DL-8280

NORIKATA ICHIHARA

Department of Preventive Medicine, Kosei General Hospital

Haruo TAcHizawa, Mitsuvosul TsumMura, Tsutomu Unk and KEeik1 Sato
Research Institute, Daiichi Seiyaku Co., Ltd.

Phase I study on DL-8280, a new synthetic antimicrobial agent, was carried out in
healthy male volunteers and the following results were obtained.

1) Serum concentration of DL-8280 increased in a dose dependent manner after a
single oral administration at doses of 100, 300 and 600 mg. The peak value of about 3 ug/
ml was achieved 2 hours after administration of 300 mg and the biological half lives were
3~5 hours.

2) More than 90% of the dose was excreted into urine as unmetabolized form
within 48 hours after administration at single doses of 100, 300 and 600 mg. Dose response
relationship was found in urinary concentration of DL-8280. The maximum concentration
of about 290 ug/ml was achieved at 4~6 hours after administration of 300 mg of DL-8280
and the urinary concentration of about 130 p#g/ml was found at 12~24 hours later.

3) From the time course of serum concentration and urinary excretion of DL-8280,
no accumulation of the drug was found after repeated doses of 600 mg daily for 3 days,
600 mg daily for 14 days and slight accumulation of the drug was found after 1,200 mg
daily for 3 days.

4) No subjective and/or objective symptoms of adverse reactions and no abnormal
changes in clinical laboratory tests related to DL-8280 administration were noted at single
doses of 100, 300 and 600 mg and at repeated doses of 600 mg daily for 3 or 14 days, 1,200
mg daily for 3 days.



