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BAY 0 9867 (Ciprofloxacin) @ EaFR % —HER

INREAT - TEARTEC
BEWRKFEE AR
*BFARS )= s

BERADFEBEE2%S %11 %12 BAY 0 9867 (Ciprofloxacin) DEEFRE—HRERETY,
TOREM LRI - Pl oV TRET L7z, BEHE 58 T12200, 4008 & 1600 mg % RUATICAEOHX
Bz, #7°, 200mg # BRIH 5 VIRERICZOR - A —N—FEILL VRS LAFOREEREL
1. BEASHTE1HE2600mg & L, BEK200mg ¥2 3E, 7 AMEOHRS L,

BEmKE LT, 600mg | AHE5HEO 1 HIZIREAA, 200mg D7 TR « 4 —N—fF5TRER
5B 1 BIIREOKRC I ATRL O N, EHRSHETIR 1 FICBEOTEA, o 1 flIcER
THBHORMEICEEOBRMBRMENALRLY, IThbEVTht—BHTH 7, L0
B Mk, ME, WRE, IR, iR, OER, mE—iRE, msELFERE, REREC
BT, BAY 0 9867 DS ICHEL TV A L Ebn s REFRRBO 6N h o 12, 7272, 200
mg BEIE S O—FIZ GPT OBE LAMNR 6 nd, ABlIZBVTid, BEY % GOT, Al-P, 7
_GTPIRVWFNLEEHAATSH Y, RELSHFEE G LEALEBEBLIILLONOLRALN
BV, SHRORBRICBV CHBERFFEETAILENHL LD EEZ LN,

BAY o 9867 200, 4003 & U600 mg % 1 BEO%S L =B o MiE+FiRER, &5%1.5~2KHT
Vs %RL, ZORERZATNL2L 2458 L 03.33ug/ml Th otz E7, MFHHDHK
22,76 ~5. T1BRI T b o 720 1X 54248500 3 TORPEIK1244.6~54.4% ThH o720 Bik
5T ARSI LRI CBET 5 b OOFML 72 AUC 2R LIRIREICRIEN 2 EE

DEC 1985

X bNT, EEIXGRBRTIMERREDHBZ o O IRPHHEED & & TERMEMIZED 51k

nol

BAY o0 9867 (Ciprofloxacin) (3% K4 Y - /¥4 £y
HTARENLZFLVF ) VIRV BROMEHT,
L#HEE I Fig. LISRLAEZELTH B, AHIZ TS
LBEMES L URBEE S0 T ABMEREICH L THY
MEHEL, WLOTEARZ PVEET B,

4E, BERABFEEESGEZNRL LBRE—
HRABRLYITV, FHob MBI s2REMES L ORIL -
PEHE D BYRE 2 BRET L 720

I.E B 7 &

1. % %

1R ITEL20~405%, AES2~80kg, HF&K155~183
em DEABFTH o7 (Table 1), HERE RBRIOR
BRI CIEICRERZooNT, HEBREL LTHLTH
LEHEINEETHL, SNOWBREIRRICELD,
KB EH, NE, ERONESC s LHPER
o, BECLVRBREMICARELAEEETH -7

2. HEEH

¥x 5 3% % it BAY o 9867 100 mg @ £ #| (Lot
N0.929008) T %,

3. #&5E, k5%

REXF200 mg 1 [E, ZHEBEORS»HRHEL, £
LM EFER L 724, 400, 600 mg & BXBERIBE R
L otz, EHNIGEA 1BEMATICAKIO ml & & bIZIRA
L7to CHOHEERSARBREZRT LA, 1HH200me
Y70 - A—N—EIZE Y, HRIHBHVIERBIRS
L, EYBAROEE LRI L, KT, 1H200me
*1H30E, 7H0MERKSRRYERL ., ERE
£k 1 BEREICKI00ml & & b ICARA S &7,

BREICTRORRICEVTH, REMGHIEY,S
KRTRHAT TARS LA, AELR L BRI —EOH
WL BR—-HED b DX E/H 7 (Fig. 2, 3)o

Fig. 1 Chemical structure of BAY o 9867
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Table 1 List of healthy male volunteers

Volunteer Name Age Weight Height Boadryeas:ur/ia‘ce Study
No. (years old) (ke) (cm) ()
1 M. Y. 2 61.0 170 1.78
2 U. H. 22 80.0 173 2.03 Single
3 B. Y. 21 62.0 173 1.82 200mg X 1
4 A. H. 25 65.0 176 1.88 Fasting™*
5 M. W. 21 57.0 167 1.71
6 K.N. 21 62.0 167 1.77
7 K. W. 21 65.0 171 1.84 Single
8 T. K. 20 60.0 178 1.83 400mg X 1
9 T. W. 23 70.0 177 1.95 Fasting™*
10 T. 0. 22 71.0 176 1.9
1 H.A. 25 69.5 173 1.91
12 H. T. 24 60.0 178 1.83 Single
13 M. A. 25 69.5 169 1.88 600mg X 1
14 S. 1. 21 64.0 173 1.84 Fasting™*
15 S.Y. 2 66.5 169 1.84
16 I. A. 28 52.0 164 1.62
Single
17 Y. T. 23 65.5 183 1.94 Cross-over
18 S. A. 22 62.0 165 1.76 200mg X 1
19 G.Ss. 20 76.0 182 2.06 Fasting &
20 M. M. 25 56.5 163 1.67 Non-fasting
21 K. M. 26 65.0 172 1.85
22 K.S. 25 53.0 168 1.67 Multiple
23 Y. K. 33 59.0 170 1.76 fffmf Xdiys
24 M. S. 33 55.5 167 1.69 Non- fasting****
25 A. 0. 40 56.5 155 1.61

* A(m2)=W°(ﬁ§§’XH°ﬁ)5x75, 05/10000 (W : Weight, H :Height)

%% 1 hour before breakfast
%%% 1 hour after breakfast
*%%% 1 hour after each main meal
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Fig. 2 Schedule for examination

single (200, 400, 600mg and 200mg before or after meal)

. 7:00 12:00 17:00 21:00 7:00
Time -1 0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 %
| | | 1 | 1 1 1 | | | | | | | | ’/ ‘
Administration 1
Meal © or O (e) (@] o
Water (ml) 100 100 50 100 100 50 100 100
Clinical signs and symptoms 00000 O O (e} e} e} I}
B. P., Pulse rate O 0000 O O @) O (@] (@) e}
Respiratory rate e} o 0
Body temperature e} (e} e} 0
ECG e} e} o}
Hematology (e} [¢)
Biochemistry (e} 0
Urinalysis o 0
Plasma levels 1Tttt ¢+ ¢ 1 2 5 * * 1t
Urine excretions { f——

Fig. 3 Schedule for examination

multiple (200mg X 3 /day X 7 days)

Time 7:00 8:00 9:00 10:0011:00 12:00 13:00 14:00 15:00 16: 00 17: 00 18: 00 19: 00 20: 00 21: 00 22: 00 7:00
1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 }/ l[ 1
Administration t t t
Meal (©] O O O
Water (ml) 100 100 50 100 100 50 100 100 100
Clinical signs and symptoms 00000 O O O O O O O o}
_5‘ B.P., Pulse rate Q0000 O O O O O O O o
= Resp. rate., Body temp., ECG o o o
o2 | Hematology, Biochemistry, Urinalysis O (0]
= Plasma levels t ttt¢ t t t ¢t t ¢+ 1t t
Urine excretions / f—>
E Clinical signs and symptoms O O O O O O O O O O O
< _é‘ B.P., Pulse rate O O O O O O O O O O o
.;:‘E Resp. rate., Body temp. O O O
5 o2 | Uuine excretions — —>
Clinical signs and symptoms. O O O O O O O O O O (0]
B.P., Pulse rate O O O O O O O O O O (@]
é‘ Resp. rate., Body temp., ECG O O O
E Hematology, Biochemistry, Urinalysis (@) @)
Plasma levels 1t t ¢ t t 1t t t ¢t
Urine excretions { [—>
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4. REA ST 21—

HOHFREEOAYr Y1 — ) % Fig. 2, EHKx5HO
A4 —Y 21— )% Fig. 312k L7, REAIEE X Table
2ILRT T THhDH, BEEKIMZICE213H, &
BRERGFPIEORKICRE L, IE, R
fi, LERGBAITHEIE L 72,

5. BEHIE

BEZ O NIESIRSRBRIC BT AMF, RPBEHR
EABRBORMAY ¥ 2—)Vid Fig. 2, 3IZR¥T#@b
ThHb,

BRikiz, REEERC»ICHEEL, RERTT-20CH
TTREL,

WERAE X, B v THEB LU HPLC Hi2 X W EHE
L7z BHEEDEMEY Fig. 4, 5IIRL7S

I. & 3
1. &2t
1) BEER

BRSETCEZDOONT-HEEKLBE L7 (Table
3), 600 mg HEIFX 58T 1 FIAHkS 1 BRI ICIRR ®
FAA2EMMBICIEEERLL, 1EH200mg 7 O
A A—N—iEiZL Y, BRiHEVEERIES LR
THRERSO 1 PIrEEO R EHR 72,

1E200mg ¥ FA% 1A 30, 7 BMESFXKS L
BHT10I»%55SBEICEVEEBEX, o 16T7H
BOBRERT®E HENH, ROBFICEBEOKEN%E
Dl TNODEREVTROEE, —BHF0bLNT
Hot,

2) ME, ARig, FPRE, R, LEX
Fig. 2, 3IIRLAAY V2= NVIllt- THRE*ERK
L7-7%, BOs & ERKSHE LICRFEIEBDONE
o7 (Table 4 ~6),

3. BRBRE
BAY 0 9867 X GRIZ DMK —RE, MEBEILFR
E, RBRE BT HHE% Table 7~ 91IRT,

Table 2 Examination items

1. Signs and symptoms

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

3. Laboratory tests
1) Hematology

. RBC, WBC, WBC differential, Hb, Ht, Platelets, Prothrombin time

2) Biochemistry : GOT, GPT, ¥ -GTP, Al-P, LDH, T-bilirubin, ChE, A/G, T-protein, BUN, Creatinine, Na™, K*.Cl~,

Ca* T-cholesterol, TG, FBS
3) Urinalysis

. pH, Protein, Sugar, Urobilinogen, Sediments

4. Plasma concentration, Urine concentration (Urinary excretion)

Fig. 4 Microbiological method for measurement of BAY o 9867 concentrations in plasma and urine

Plasma

1

Determination

(Determination)
Test organism : E. coli Kp

Medium : Sensitivity disk medium (Nissui)

Urine

diluted with 0.1 M PBS (pH 7.0)

Medium amount : 10 ml seed layer/90 mm Petri dish
Inoculum size : 0.2% of overnight culture (Heart infusion broth, 37°C)
Diluent for standard solutions : Serum ; fresh human plasma

Urine ; 0.1 M PBS (pH 7.0)

Incubation : 37°C overnight
Detection limit : 0.02 xg/ml
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Fig. 5 HPLC method for mesurement of BAY o 9867 concentrations in plasma and urine

(Pretreatment)
Plasma 0.2 ml

o—7.0 ml dichloromethqne
(Shaking, centrifugation)

Urine 0.05 ml

Dichloromethane layer

<«— 25 pl ethylene glycol
(Evaporation to dryness under Ne)

Residue

*— 200 g1 mobile phase of HPLC
(Dissolution)

Water layer
5.0 ml Solvent A for

HPLC mobile phase
(Mixing)

HPLC

(HPLC operating conditions)

Apparatus : Liquid Chromatograph LC-3A (Shimazu)
Column : u Bondapak C 18 (Waters), 30 cm X 3.9 mm i.d.

Mobile phase : Solvent A-Solvent B (9 : 1)

Solvent A ; 25mM phosphoric acid adjusted to pH 3 with
tetrabutylammonium hydroxide (40% aqueous solution)

Solvent B ; Acetonitrile
Flow rate : 1.0 ml/min

Detection : Fluorescens Spectromonitor RF-530 (Shimazu)

Aex = 278 nm
Aem= 445 nm
Retention time : 5 min
Detection limit : Plasma ; 0.01 gg/ml
Urine ; 0.5 xg/ml

MBERES L URBEICBVT, FRKRSIZLLE
AONBRERDOON LD o7z, MBEELEREICSE
WT1[E200mg 1 B3, 7 HMERIXSED 1HIT
GPT OB EE LA (18U —48U) »'&o b hi7f, &5
KRTH4ETORETIIFIME (12U) IZBLTSHBY, ¥
7:B3E+ 5 GOT, Al-P, ¥ —-GTP % L DREMEIZ VT
N EREOHEATH ), LICHAL 22D LN
Zrohhhot, TOM, RTEENILL, KEHKICD
kA6 Al-P, B X I T. bilirubin fEASIEH #E 5 %
BB LB (No. 9, 22) MR ENIH, ThH6DE
Bz Cic—mEoMEm, KSEHEMEED oL h o
720

4. EPBHRE

1) HPLC &L HR % » 7MY

HPLC &L R4 » 7NN L, BEHESRRT
BonsmiEs L CRPIBRERNEES BV TR L7

R % Fig. 6 1IRT, MFPREICBVTIE, Y (X
R#v 7 =1.121X (HPLC) +0.013, #HMEEK
0.9818, FRBEEEIZHB\Tix, Y=1.369X—2.5094M
{F250.9870 & 12121 : 1M ARD b Tz,

L7chtsT, WUF, mlEEE b EMmL o, K
BEICOVWTIREBY » TEIZL BRI EHET %0

2) MmiE+FiRE

BAY o0 9867 200, 4003 & 1600 mg ¥ E#E5HOM
BB E R L7 (Table 10, Fig. 7). FHMm+
BEOY — 7 155 1 ~1.58M%kIc 2o o0, 20k
B zhe#nl.2l, 2.458 X U°3.33 ug/ml Th o 7%
6 DRFEMIC S & T & two compartment open model
(= & h H L 7: pharmacokinetic parameter % Table 11
IR L7 BESETO T max., C max. X EHME AN
LIfEMB SN EYMFHERM (T1/2) 112.76~
5.71B5M T d o 720 ML BExTBE R 45 T EfR (AUC)
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Table 3 Subjective signs and symptoms
Stud No. of
ey Dose o Results

No.| Type volunteers
200mg X1, 5

1 Fasting " P
400mg X1, s

2 Fasting n- P

— Single

600mg X1, 5 Sleepiness (No.13) : appeared 1 hour after administration and

3 Fasting disappeared after 2 hours.
200 mg X1,

n.lg Slight heart burn (No.18,in case of non-fasting administration)

Fasting . .

4 P 5 . appeared 1.5 hours after administration and

. disappeared after 2 hours.

Non-fasting
200mg X3/day, Slight headache (No.23) : complained only for 2 hours on 5th day.

5 | Multiple | 7 days 5 Slight cerebral anaemia(No.24) : observed at blood sampling in
Non-fasting the morning on 8th day.

PSRBT L, AUCOHOHEBZRSEOILL i1,

BIZEBALZETH 5 720

BAY 0 9867 DRI RIZFTAEFOHE L RETL /-
(Table 12, Fig. 8), 200 mg % ZZMBFIZIRE5 L7k &
DFEHMARE IES 1. SBEMBICE—rrAbhN, £
DREIZL.1 ug/ml Th o7, BERIZG TR 28
MigIcE— oA 6N, FOREI0.70 ug/ml & =M
RS L 2 R EMEATR & Nz af, LA ORIER T3
EFRVETH o720 ShHDZ ENL, FH ORI
BIRTEHORBRELAO N HBRERLE Q2
MEL 22TV DEER LN,

BAY 0 9867 200 mg % &% 1 H 3@, 7 HRH:ES
BELABOMFPREOHEB LB L (Table 14,
Fig. 9), MIEZSHOFYM+TBED Y — 7 fEid 2 B
M T, #DWEEIZ0.80 ug/ml T 57, HMEHIXE I
W 3HH, THEIZB2FHMmABEIIMEICKL
ETHETH o 7275, FMEMIAShLh o1,

3) Rkt

BAY o 9867 200, 4003 & U600 mg ¥i[a]$% 5-BF 7 FR
HEM % 8% L /- (Table 15, Fig.10),

FEHRFBEDOE — 2 13550~ 2BMIcA SR,
TDOMEIZFNFN373.1, 1092.38 & 1°1207.3 pg/ml
Thot:, T, H5%248M T ToORBKENKIZEF L
FN54.4, 50.98 X V44.6%Th 72,

200 mg ZERIRE & B WV id AKX S T O R P HEM % RET
L7 (Table 16, Fig.11), 2B 4x5 T O TR
BoOY— 21385 %0~ 2BMIZ320 5 LR 13302.3
pg/ml, G %24KEH ¥ TORMEINKIZ49.4%TH -
7o 372, BEHKGTOY -2 1335542 ~ 4 BERICER

BHOHN, MEEIZ143.8 pg/ml, K5 H24BEM T TO R
BXH1344.6% Td - 720

BAY 09867200 mg % 1 B 3[al, 7 BR:ESIKS L
1B ORPHEREIEIC BV TR EREF24BEM = & DR
FELRIZ34.4~48.7% TH h, 12iF—F L RFEIR
EATRE N (Table 17, Fig.12),

m. * &

BNA Y - )N{ T )3 THHL & 17z Pyridonecarboxy-
lic acid OB OHEH BAY o0 9867 DEERM% % FLs
THIELL, BRERABTFEEELHRICLT, XA
DM, RIN, HElE Tl 2,

BAY 0 9867 X REHI/ERA L, S. aureus, S. faecalis,
E. coli, Klebsiella, Citrobacter, Enterobacter, Proteus,
Serratia, P.aeruginosa, H.influenzae, N. gonorrhoeae, B.
fragilis 2 &, HEMELEL ST ABUE, 75 L48E
HEICH L TIRLCERZIED AL, BEALOHE
fE TR RHMD Norfloxacin % EWZH L 2 ~ 4 53RV IE
NERT I ENFEHTH B2,

FROBHERERBROERE, LDofiRvY 2B L
7y M THIRAR 5258~ 325 mg/kg, OS5
5,000 mg/kg \ETH h, {1 X THEOKSH2,500 mg/
kg AL THo7o 9o bBLUH N ICB T T aML
OB MEMRBREE T REAR CRE, KMk, ~
b2y b, ANESOECORT, RE, 2L T7F=
YOLERA, BOREMRICR: EREFEMARS N, 98
7 v MZB1 % ETHNE T b SR ENED & N7t
L MOHEFHETIRMEL 2 2MRRED LTV,
Vo 75, T PBLURYRATOABENT L REFT
RUGRRDH O TR0, KENIRIT 5 HBERY - BaRcH
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Table 6-3 Vital signs

200mg X 3/day X 7 days (non-fasting)

[tems |Time No.25 .A.O.

1st 2nd 3rd 4th 5th 6th 7th | 8th day
8:00| 120/66 | 117/66 | 122/67 | 115/67 | 102/64 | 120/68 | 119/63 | 115/71

8:30 | 109/67 118/65
9:00 | 119/69 | 111/65 | 94/58 | 102/61 | 99/55 | 112/64 | 110/61
9:30 | 123/68 116/65

10:00 | 111/66 | 120/71 | 102/64 | 106/62 | 104/60 | 107/61 | 108/61

B.P. |12:00| 114/73 | 108/63 | 98/58 | 102/60 | 109/60 | 97/57 | 110/59
(mmHg) | 14:00 | 88/58 | 113/62 | 107/65 | 107/62 | 109/60 | 108/62 | 111/62
15:00 | 97/63 | 107/63 | 110/68 | 107/60 | 113/64 | 114/68 | 118/64
16:00 | 113/73 | 97/65 | 102/60 | 117/66 | 113/63 | 107/66 | 110/64
20:00| 91/58 | 116/65 | 115/66 | 110/61 | 113/66 | 128/73 | 115/65
21:00| 93/56 | 90/53 | 115/70 | 102/66 | 118/69 | 115/69 | 110/67
22:00| 81/61 | 113/65 | 103/63 | 97/62 | 109/65 | 127/71 | 118/75

8:00| 47 47 51 47 57 56 62 72
830 | 49 61
9:00| 50 49 49 46 50 58 61
9:30| 57 66
10:00 | 47 46 44 51 49 49 59
PR. |12:00| 50 44 40 48 43 48 52
(/min.) | 14:00| 48 53 51 60 60 61 55
15:00| 45 50 46 52 55 65 55
16:00| 49 46 50 54 51 60 54
20:00| 50 61 55 54 52 57 58
21:00| 49 51 45 51 54 52 62
22:00| 56 51 54 49 54 49 62
R.R. 8:00| 10 14 18 14 12 12 19 12
(/min.) | 12:00| 14 16 14 12 14 14 16
BT 8:00| 36.0 36.1 36.2 36.0 36.3 36.3 36.4 36.4
(°'C) 12:00| 36.4 35.9 36.4 36.1 36.3 36.3 36.5
21:00| 36.3 36.3 36.4 36.0 36.1 36.4 36.3
ECG 800| WNL* | WNL* | WNL* | WNL* WNL* | WNL*
12:00 | WNL* WNL* WNL*
B. P. : Blood Pressure P. R. . Pulse Rate * sinus bradycardia
R. R. : Respiratory Rate B. T. ! Body Temperature
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Table 7-1 Clinical laboratory findings
200mg single (Fasting)
Normal M.Y. UH. BY. AH. M.W.
Items

range B A B A B A B A B A

WBC  (/mm®) 4000~8000 | 5,400 | 3,600 | 6,000 | 7,200 | 7,300 | 7,100 | 5,000 | 5,000 | 6,100 | 4,000
RBC  (X10%/mm® | 400~530 | 490 | 501 | 465 | 474 | 513 | 491 | 499 | 486 | 530 | 524

Hb (g/dl) 13~17 | 14.9 | 15.6 | 14.7 | 14.7 | 15.7 | 15.2 | 15.0 | 15.1 | 16.3 | 16.5
Ht (%) 40~52 42 43 41 41 45 43 43 42 47 46
%= | Neutrophil Stab. 2~7 3 3 2 2 7 7 6 1 3 6
2z Seg. 45~55 55 47 46 44 47 56 43 50 41 38
S|5] Lymphocyte 2545 | 32 | 47 | 45 | 48 | 40 | 31 | 45 | 47 | 42 | 40
£ |3 Eosinophil 1~5 2 1 4 3 11 | 1
§ Basophil 0~1 0 0 0 0 0 0

Monocyte 2~7 3 4 3 3

Platelets(X 10*/mm?) 13~35 27 32 27 30 22 32 22 24 21 34
Prothrombin time(sec) | 11~16 12 13 12 13 13 13 12 13 13 13
GOT (U) 8~40 14 11 13 13 13 13 17 16 14 12
GPT (U) 5~35 11 6 14 12 9 8 18 18 9 7
LDH (U) 50~500 | 262 | 273 | 266 | 259 | 241 | 219 | 244 | 218 | 304 | 264
Al-P  (KAU) 3~10 | 4.8 | 56 | 6.4 | 6.6 | 7.6 | 7.8 | 5.3 | 59 | 5.5 | 5.9
ChE  (ApH) 0.8~1.1 | 1.1 | 1.2 | 1.4 | 1.4 | 1.0 | 1.0 | 0.8 | 0.7 | 1.1 | 1.2

Y -GTP (U) <40 17 24 10 11 12 12 11 11 14 15
Total bilirubin (mg/dl)| 0.2~1.0 | 1.0 | 0.7 | 0.8 | 0.8 | 0.7 | 0.6 | 0.7 | 0.5 | 0.9 | 0.7

>| Total protein (g/dl) 6.5~8.5 | 7.2 | 72 | 7.0 | 6.6 | 7.1 | 6.7 | 6.8 | 6.4 | 7.1 | 7.0
g BUN  (mg/dl) 8~20 21 13 17 14 13 11 12 10 11 11
§ s-Cr  (mg/dl) 07~1.7 | 1.0 [ 1.0 [ 1.1 | 1.1 | 1.0 | 1.0 | 1.2 | 1.1 | 1.1 | 11
@ | T-chol (mg/dl) 130~250 | 171 | 160 | 243 | 210 | 123 | 111 | 110 | 100 | 167 | 143
TG (mg/dl) 40~172 | 8 | 130 | 93 | 130 | 70 80 77 81 | 105 | 116
Na*  (mEq/L) 134~147 | 138 | 136 | 141 | 138 | 139 | 139 | 141 | 139 | 141 | 141
K* (mEq/L) 3.5~5.5 | 4.2 | 4.2 | 4.3 | 3.8 | 4.6 | 4.1 | 4.4 | 4.1 | 4.4 | 4.2
- (mEq/L) 96~107 | 99 96 99 99 99 99 99 96 92 98
Ca*  (mEq/L) 4.2~57 | 5.2 | 4.5 | 53 | 4.7 | 4.9 | 4.6 | 53 | 4.6 | 5.2 | 4.6
A/G 1.2~2.3 | 1.57 | 1.57 | 2.04 | 2.00 | 1.84 | 1.91 | 2.09 | 2.20 | 2.09 | 2.04
BS (mg/dl) 70~110 | 90 84 84 88 90 85 79 88 82 83
Sugar H~B)| S | E | =S =)= ] =)=
Protein (=)~ ) || = == E =) (=) ] (=) ] (=)
.| Urobilinogen (£) (£) | () | (2) | (£) | () | () | () | () | () | (2)
_:? pH 4.7~7.5 | 6.0 | 6.0 | 6.0 | 6.0 | 6.0 | 6.0 | 6.5 | 5.5 | 6.0 | 5.0
§ RBC(/hpf) 121 | (=) [1-2/7-10]0-1/7-10| 0-111 [1-2/7-10| 5771 | (=) | (=) |1-27-10
Sediment WBC(/hpf) 2-3/1 [2-3/7-10| 1-2/1 |2-4/7-10| 1-21 | 1-271 | 0-1/1 [1-3/7-10| 2-31 | 1-2/1
Squamous/ /hp (=) |1-1-10{ (=) |1-2/7-10{0-1/7-10{1-2/7-10| 0-1/1 [1-2/7-10|1-3/7-10| (=)

Others loxalate (+)oxalate (+) bxalate (+)pxalate (+) bxalate (+)
B ! Before A  After
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Table 7-2 Clinical laboratory findings

400mg single (Fasting)

Ttems Normal K.N. K.W. TK. T.W. T.O.
range B A B A B A B A B A
WBC  (/mm®) 4000~8000 | 6,400 | 7,100 | 9,400 | 7,600 | 8,700 | 5,900 | 5,600 | 7,000 | 7,000 | 7,400
RBC  (X10*/mm®) | 400~530 | 483 512 488 486 439 431 522 504 495 | 524
Hb (g/dl) 13~17 15.3 | 16.5 | 15.2 | 15.7 | 13.8 | 14.1 | 16.3 | 16.3 | 15.6 | 16.9
Ht (%) 40~52 45 47 44 44 42 41 47 45 45 47
&=l N | Stab. 2~17 6 3 4 4 3 2 2 2 2 6
& | = | Neutrophil
S |2 Seg. 45~55 47 41 61 53 57 52 53 55 48 45
% E Lymphocyte 25~45 43 49 26 34 34 37 37 33 43 42
=3 Eosinophil 1~5 1 5 1 1 2 6
‘E Basophil 0~1 0 0 0 0 0
Monocyte 2~17 3 4 7 7 1
Platelets(X 10*/mm?) 13~35 20 27 28 31 28 32 33 30 27 37
Prothrombin time(sec) 11~16 12 12 11 12 12 13 12 12 13 12
GOT (U) 8~40 21 23 18 16 22 17 12 13 17 20
GPT (U) 5~35 19 20 11 9 19 17 10 10 12 13
LDH (U) 50~500 | 270 287 327 306 414 351 279 290 308 | 301
Al-P  (KAU) 3~10 3.0 3.9 7.6 6.4 5.3 5.2 5.5 5.7 7.5 | 1.5
ChE (ApH) 0.8~1.1 1.0 1.2 1.3 1.4 0.9 0.9 0.7 0.8 1.2 | 1.3
Y -GTP (U) <40 45 47 14 14 19 19 9 11 18 22
Total bilirubin (mg/dl)| 0.2~1.0 0.5 0.5 0.5 0.4 0.8 0.5 1.1 1.4 0.8 1.0
2| Total protein (g/dl) 6.5~8.5 6.2 6.6 7.6 7.4 7.1 6.4 6.5 6.7 7.0 | 7.4
‘2 BUN (mg/dl) 8~20 10 9 11 10 14 12 13 10 13 10
é s-Cr (mg/dl) 0.7~1.7 1.1 1.0 1.0 1.0 1.2 1.1 1.1 1.0 1.1 1.0
@ | T-chol (mg/dl) 130~250 158 157 146 140 188 160 146 140 149 | 164
TG (mg/dl) 40~172 114 149 104 121 58 55 64 64 133 | 169
Na* (mEq/L) 134~147 143 139 140 138 140 139 141 140 141 137
K" (mEq/L) 3.5~5.5 5.2 4.7 4.4 4.4 4.4 4.2 4.0 3.6 4.3 | 4.0
c1- (mEq/L) 96~107 103 98 97 95 103 98 95 98 98 93
Ca* (mEq/L) 4.2~5.7 5.3 4.5 5.3 4.8 5.3 4.6 5.2 5.2 5.3 | 4.7
A/G 1.2~2.3 | 2.10 | 2.00 | 1.62 | 1.55 | 1.96 | 2.05 | 2.25 | 2.19 | 1.92 | 1.85
BS (mg/dl) 70~110 91 98 75 98 83 79 76 86 86 79
Sugar E)~B) | )|GOS S = ==& =)=
Protein S~ D))= =) =) (=) ] =) =)
o | Urobilinogen (£) (£) | () | (B) | (£) | (£) | ()| ()| (£) | (1) | (B)
‘_% pH 4.7~7.5 5.5 6.0 6.5 6.0 6.0 6.0 6.5 6.5 6.5 | 6.5
£ RBC(/hpf) 1-2/7-10{1-2/7-10| 0-1/1 | 1-2/1 =) (1-27-10 (=) [1-2/7-10] (=) [1-2/7-10
a WBC(/hpf) 1-2/1 (1-2/7-10| 25-30/1 | 15-20/1 | 0-1/1 |2-3/7-10{1-2/7-10| 0-1/1 | 0-1/1 |2-3/7-10
Sedment Squamousi v 0-1/1 |0-1/7-10{1-2/7-10{0-1/7-10{ 0-1/7-10 | 1-2/7-10{ 1-2/7-10 | 1-2/7-10 | 1-2/7-10| 1-2/7-10
epithelium
Others bxalate (+) bxalate (+) o::;;:ée(:)

B . Before

A . After
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Table 7 -3 Clinical laboratory findings
600mg single (Fasting)

Normal HA. HT. MA. SL S.
ftems range B | A | B | A | B]|] A | B | A | B]| a
WBC  (/mm®) 4000~8000 | 5,100 | 4,200 | 4,800 | 4,300 | 7,100 | 5,200 | 6,600 | 5,100 | 5,400 | 4,400
RBC  (X10*/mm?® | 400~530 | 532 | 523 | 487 | 474 | 506 | 502 | 506 | 507 | 538 | 534
Hb (g/dl) 13~17 | 16.3 | 16.3 | 15.8 | 15.3 | 16.3 | 16.2 | 15.5 | 15.9 | 16.8 | 16.4
Ht (%) 40~52 47 47 45 43 47 45 46 46 47 46
% | Stab. 2~7 2 2 7 | 3 4 2 5 2 6 4
%15 | Neutrophil
2|2 Seg. 45~55 43 44 41 50 44 45 45 54 53 48
;Ej E Lymphocyte 25~45 50 50 40 36 42 45 40 33 37 42
=13 Eosinophil 1~5 1 1 8 7 2 5 8 8 0 1
§ Basophil 0~1 0 0 0 0 0 0 0
Monocyte 2~7 4 3 4 4 8 3 2 3 4
Platelets(X 10*/mm®) 13~35 27 22 29 29 28 32 20 32 28 20
Prothrombin time(sec) 11~16 11 11 11 11 11 11 13 13 11 11
GOT (U) 8~40 17 16 17 14 20 21 13 15 27 25
GPT (U) 5~35 10 9 9 8 21 17 9 9 22 22
LDH (V) 50~500 | 345 | 293 | 315 | 277 | 306 | 290 | 290 | 278 | 351 | 336
Al-P  (KAU) 3~10 7.3 | 55 | 6.3 | 45 | 6.5 | 4.8 | 7.3 | 6.1 | 4.5 | 3.2
ChE  (ApH) 0.8~1.1 | 1.0 | 1.0 | 1.1 | 2.1 | 1.1 | 1.1 | 1.2 | 0.9 | 1.3 | 1.0
Y -GTP (U) <40 13 14 16 15 39 39 12 13 49 49
Total bilirubin (mg/dl)| 0.2~1.0 | 0.7 | 1.0 | 0.5 | 0.6 | 0.5 | 0.7 | 0.6 | 0.7 | 0.8 | 0.9
Total protein (g/dl) 6.5~8.5 | 6.8 | 6.6 | 6.9 | 6.4 | 6.6 | 6.6 | 7.8 | 7.7 | 7.2 | 7.0
Z|BUN  (mg/dl) 8~20 15 11 17 11 15 10 17 12 11 8
2ls-Cr  (mg/d)) 0.7~1.7 | 1.1 | 1.1 | 1.1 | 1.1 | 1.0 | 1.1 | 0.9 | 0.9 | 1.1 | 1.0
§ T-chol (mg/dl) 130~250 | 170 | 157 | 140 | 126 | 151 | 154 | 176 | 164 | 204 | 204
@l TG (mg/dl) 40~172 | 239 | 229 | 82 87 | 129 | 182 | 208 | 157 | &4 90
Na*  (mEq/L) 134~147 | 142 | 144 | 142 | 140 | 140 | 140 | 142 | 144 | 142 | 143
K* (mEq/L) 3.5~5.5 | 4.6 | 4.8 | 4.5 | 4.6 | 4.3 | 4.6 | 4.4 | 4.4 | 3.0 | 3.7
cr- (mEq/L) 96~107 | 100 | 100 | 102 | 99 99 | 104 | 100 | 99 96 98
Ca*  (mEq/L) 4.2~5.7 | 5.0 | 5.2 | 5.0 | 5.1 | 5.0 | 5.2 | 54 | 55| 5.3 | 5.6
A/G 1.2~2.3 | 1.83 | 1.87 | 1.65 | 1.67 | 1.75 | 1.75 | 1.79 | 1.75 | 2.00 | 1.92
BS (mg/dl) 70~110 | 89 89 81 81 92 90 85 84 87 87
Sugar (F~B)| | | S| S| S| == =) =) ] =)
Protein E~B) | | OSSO = =SS
,» | Urobilinogen (1) () | () | (£) | () | ()| ()| (D) | (£) | (1) | (&)
2| pH 4.7~7.5 | 5.0 | 5.0 | 6.0 | 5.0 | 6.0 | 7.0 | 6. 5.0 | 5.0 | 5.0
§ RBC(/hpf) 1-2/7-10|1-2/7-10{1-2/7-10|1-2/7-10{ 1-2/7-10|1-2/7-10| (=) [1-2/7-10| 1-2/1 | (=)
= Sediment WBC(/hpf) 1-2/71-10| 0-1/1 | 1-2/1 |1-2/7-10{1-2/7-10|1-2/7-10|1-2/7-10| 1-2/7-10| 1-2/7-10] 1-2/7-10
Sauamous(/hof) (=) | (=) | (=) | (=) | (=) ] (=) | (=) [1:07-10[1-2/7-10] (=)
Others bxalate (+)pxalate (+) oxalate(+) bxalate (+)

B ! Before A : After



154 CHEMOTHERAPY DEC 1985
Table 8-1 Clinical laboratory findings
200mg single (Cross over, Fasting)
Normal LA. Y.T. S.A. G.S. MM.
Items
range B A B A B A B A B A
WBC  (/mm?) 4000~8000 | 5,900 | 5,000 | 4,200 | 4,000 | 5,000 | 5,000 | 4,600 | 4,300 { 6,500 | 7,000
RBC  (X10*/mm® | 400~530 448 481 522 514 488 518 556 563 513 | 548
Hb (g/dl) 13~17 14.3 | 14.8 | 15.8 | 15.7 | 14.4 | 15.0 | 15.7 | 15.7 | 15.3 | 15.6
Ht (%) 40~52 42 46 48 47 44 47 47 48 44 48
% | = | Neutropnit L5122 2~7 6 4 | 7 4 7 4 6 3 4 | 4
S| Seg. 45~55 39 55 52 59 38 52 50 58 49 52
% E Lymphocyte 25~45 48 35 32 35 51 36 39 31 38 38
TS Eosinophil 1~5 5 3 3 5 4
§ Basophil 0~1 0 0 0 0 0
Monocyte 2~17 4 4 5 2 3 2
Platelets(X 10*/mm?) 13~35 30 31 28 28 32 35 30 34 30 28
Prothrombin time(sec) 11~16 12 11 12 11 12 11 12 11 12 11
GOT (U) 8~40 16 16 14 16 21 20 18 17 22 23
GPT U) 5~35 8 8 9 9 14 16 9 10 18 18
LDH (U) 50~500 292 291 273 265 292 311 256 309 302 | 305
Al-P  (KAU) 3~10 3.7 4.4 6.3 5.7 5.7 5.9 7.7 6.2 8.8 | 6.1
ChE (&pH) 0.8~1.1 1.2 1.2 1.1 1.0 1.2 1.3 1.2 1.1 1.6 | 1.7
Y -GTP (U) <40 9 27 13 19 18 26 6 14 9 14
Total bilirubin (mg/dl)| 0.2~1.0 0.5 0.5 0.6 0.8 0.5 0.7 0.5 0.7 0.5 | 0.6
Z | Total protein (g/dl) 6.5~8.5 6.8 7.4 7.1 7.3 6.3 7.1 7.0 7.2 7.0 | 7.3
é’ BUN (mg/dl) 8~20 10 8 12 10 12 9 11 9 14 10
% s-Cr (mg/dl) 0.7~1.7 0.9 1.0 1.1 1.1 1.0 1.0 1.0 1.0 1.0 | 1.0
@ | T-chol (mg/dl) 130~250 182 191 162 168 147 159 189 192 182 | 199
TG (mg/dl) 40~172 79 129 136 184 77 133 43 74 146 | 246
Na™* (mEq/L) 134~147 138 139 137 140 138 141 138 137 140 | 138
K* (mEq/L) 3.5~5.5 3.6 4.0 5.1 4.8 4.3 4.2 4.1 3.9 4.6 | 4.2
CI~ (mEq/L) 96~107 93 94 96 93 100 98 99 92 105 93
Ca* (mEq/L) 4.2~5.7 5.1 5.4 5.4 5.3 5.0 5.3 5.2 5.4 5.4 | 4.3
A/G 1.2~2.3 | 1.72 | 1.64 | 1.73 | 1.81 | 2.00 | 1.96 | 1.69 | 1.67 | 1.92 | 2.04
BS (mg/dl) 70~110 79 89 79 85 79 83 75 80 77 82
Sugar )~ )| S| =S === =)
Protein E)~B)| )| S| S === = =) =)
» | Urobilinogen (1) () | (2) | (&) | () | () | () | () | ()| (2) | (&)
E pH 4.7~7.5 6.0 5.0 5.5 5.5 5.5 5.0 5.0 5.0 5.0 | 5.0
g RBC(/hpf) (=) [0-1/7-10|1-2/7-10] (=) |[2-3/7-10|1-2/7-10{2-3/7-10|1-2/7-10|1-2/7-10| (—)
= Sediment WBC(/hpf) 1-2/7-10{1-2/7-10{ 1-2/7-10| 1-2/7-10| 1-2/7-10| (=) |1-2/7-10| (=) | (=) [1-2/7-10
Sauamous ] 2] () | | | oo ]o]lo e
Others bxalate (+)pxalate () (+) (+)pxalate (+)
B ! Before A [ After
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Table 8-2 Clinical laboratory findings
200mg single (Cross over, Non-fasting)
Normal LA. Y.T. SA. GS. M.M.
ftems range B | A | B | a| B[] aAa|B]Aa] B[ A
WBC  (/mm?) 4000~8000 | 5,600 | 4,500 | 4,600 | 3,700 | 5,700 | 5,600 | 5,700 | 3,600 | 7,000 | 6,000
RBC  (X10*/mm?% | 400~530 | 447 | 443 | 458 | 453 | 458 | 488 | 516 | 517 | 483 | 480
Hb (g/dl) 13~17 14.8 | 14.8 | 14.8 | 14.6 | 13.4 | 15.1 | 15.0 | 15.4 | 14.8 | 14.6
Ht (%) 40~52 42 42 42 41 41 44 44 44 43 42
5 _ | Neutrophil Stab. 2~7 9 4 6 2 7 4 2 1 2 2
5|8 Seg. 45~55 44 49 49 54 40 49 49 59 49 48
E g Lymphocyte 25~45 | 44 | 40 | 39 | 36 | 47 | 39 | 46 | 26 | 46 | 41
= Eosinophil 1~5 1 3 3 4 4 1 12 1 3
@|  Basophil 0~1 0 0 0 0 0 0 0 0 0
& Monocyte 2~7 2 4 3 4 4 2 2 2 6
Platelets(X 10*/mm?3) 13~35 28 31 27 23 32 36 23 32 29 28
Prothrombin time(sec) 11~16 12 11 11 11 11 11 12 13 11 11
GOT (U) 8~40 20 16 17 15 22 23 14 13 10 15
GPT (V) 5~35 9 9 8 7 17 18 8 9 10 10
LDH  (U) 50~500 | 322 | 283 | 308 | 278 | 312 | 333 | 272 | 260 | 300 | 292
Al-P (KAU) 3~10 50| 2.7 | 68 | 4.8 | 6.4 | 5.2 | 7.7 5.7 | 9.2 | 6.9
ChE (apH) 0.8~1.1 1.3 1.0 1.0 1.1 1.1 1.0 1.1 1.1 1.5 1.0
Y -GTP (U) <40 22 19 16 15 26 28 13 16 13 12
Total bilirubin (mg/dl)| 0.2~1.0 | 0.5 | 0.5 | 0.5 | 0.7 | 0.4 | 0.6 | 0.5 | 0.8 | 0.4 | 0.4
»| Total protein (g/dl) 6.5~8.5 | 7.6 | 6.8 | 7.0 | 6.7 | 6.5 | 7.1 7.3 173 (7.0 7.0
g BUN  (mg/dl) 8~20 13 9 13 8 13 8 13 9 16 9
{:‘: s-Cr  (mg/dl) 0.7~1.7 | 1.0 | 1.0 1.1 1.1 1.1 1.0 1.1 1.1 1.0 1.0
;% T-chol (mg/dl) 130~250 | 205 184 153 | 144 160 171 196 188 | 167 158
TG (mg/dl) 40~172 | 126 66 75 90 120 116 44 59 127 172
Na*  (mEq/L) 134~147 | 140 | 140 | 140 | 143 | 141 | 143 | 142 | 141 | 143 | 144
K*  (mEq/L) 3.5~5.5 | 4.3 | 4.5 | 4.3 | 45 | 4.5 | 4.2 | 4.4 | 4.4 | 4.0 | 45
CI~ (mEq/L) 96~107 99 102 98 101 99 102 101 102 100 101
Ca* (mEq/L) 4.2~5.7 | 55 | 5.5 | 5.3 | 5.3 | 5.0 | 5.5 | 5.1 5.2 | 5.1 5.4
A/G 1.2~2.3 | 1.62 | 1.72 | 1.69 | 1.79 | 2.10 | 2.09 | 1.70 | 1.61 | 1.92 | 2.04
BS (mg/dl) 70~110 94 92 88 85 83 84 87 82 91 86
Sugar (S~ | ) | )| S| =)= (=) =) ] (=) | (=)
Protein )~ | || S S =) =) ] =) (=)
. | Urobilinogen (£) () | (£) | (£) | (£) | () | (£) | (2) | (£) | (£) | (&)
E pH 4.7~7.5 | 5.0 | 55 | 5.0 | 5.5 | 5.0 | 5.0 | 6.0 | 55 | 5.5 | 6.0
-g RBC(/hpf) 1-2/7-10|1-2/7-10|1-2/7-10{ (=) |1-2/7-10|1-2/7-10|2-3/7-10{1-2/7-10{0-1/7-10| 1-2/7-10
= Sediment WBC(/hpf) (=) |1-2/7-10|1-2/7-10|1-2/7-10{1-2/7-10| 1-2/7-10 | 1-2/7-10| 1-2/7-10 | 1-2/7-10| (=)
f;f::':,?“,‘:,‘”’"” S| S]] =) (=) | (=) (10
Others bxalate (+)pxalate (+) xalate (+)pxalate ( £ )jxalate ( +), bxalate (+)

B : Before

A After
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Table 9-1 Clinical laboratory findings
200mg X 3/day X 7days (Non-fasting)
Normal K. M. K. S.
range B | 2nd [ 3rd | 4th | 7th | A B |2nd | 3rd | 4th | 7th | A
WBC (/mm3) 4000~8000| 6600 | 5100 | 5200 | 5100 | 5300 | 5000 | 5700 | 5700 | 5700 | 6500 | 5900 | 6100
RBC (X104/mm3) | 400~530 | 486 | 501 | 483 | 497 | 483 | 485 | 571 | 584 | 566 | 572 | 522 | 529

Items

Hb (g/d)) 13~17 |14.4|14.615.2|15.0(15.0|14.7|16.9(17.4(17.3[17.2|16.9|16.9
Ht (%) 40~52 | 42 | 44 | 42 | 43 | 41 | 41 | 51 | 52 | 51 | 51 | 46 | 47
Stab. | 2~7 7| 8|6 | 4| 4| 4] 2]|3|3]3]3]3

% g | Neutrophil
2z Seg. | 45~55 | 50 | 56 | 53 | 52 | 57 | 51 | 46 | 52 | 55 | 53 | 46 | 52
é é Lymphocyte 25~45 | 39 | 32 | 38 | 41 | 33 | 39 | 46 | 37 | 38 | 39 | 44 | 40
& || Eosinophil 1~5 1 2 |1 1|2 |2 |52 |2]|3]z2]|3
R Basophil 0~1 olojo|Jojo]Jo]o|oOo|O]oO]oO]oO
= Monocyte 2~7 3 2 2 2 4 4 1 6 2 2 5 2

Platelets (X104/mm?3) 13~35 21 | 27 | 25 | 28 | 31 | 26 | 18 | 18 | 13 | 16 | 17 | 18
Prothrombin time (sec) 11~16 12 12 11 11 11 12 13 12 12 11 12 13

GOT (U) 8 ~40 20 | 15 | 22 |16 |17 | 16 | 16 | 15 | 21 | 19 | 17 | 18
GPT (U) 5~35 15 | 14 | 18 | 15 | 15 | 15 9 10 )11 |12 | 11 | 12
LDH (U) 50~500 | 333 | 329 | 354 | 329 | 347 | 345 | 252 | 266 | 281 | 270 | 279 | 265
Al-P  (KAU) 3~10 [4.9)|4.4|4.5|4.3|4.5|4.8(10.1|7.7|8.4]7.6]|9.2/10.7
ChE  (apH) 0.8~1.1 (1.3|1.2|1.1(1.2|1.1|1.1|1.1]1.2{0.9|1.1|1.0]1.0
y-GTP (U) <40 18 | 24 | 25 | 22 | 15 | 14 8 17 | 18 | 17 | 11 | 11

Total bilirubin (mg/d)) 0.2~1.0{0.5{0.4/0.4/05(0.4|0.4/04(0.7|/0.6|0.8]0.5]0.4

2 | Total protein (g/dl) 6.5~8.57.2(7.1|7.2|7.1|7.2|7.2|7.2[75|73|7.4|7.4|7.6
g BUN  (mg/d)) 8 ~20 129 (11|11 (12 | 13 | 10 | 10 | 11 | 11 | 11 | 13
% s-Cr  (mg/d) 0.7~1.7 {0.9(1.0|1.1 1.1 |1.1|1.1|1.1|1.4|1.1|1.0]1.0](1.1
{:% T-chol (mg/dl) 130~250 | 229 | 223 | 220 | 192 | 200 | 199 | 162 | 171 | 162 | 141 | 156 | 151
TG (mg/dl) 40~172 | 207 | 301 | 258 | 283 | 151 | 157 | 113 | 122 | 126 | 127 | 88 | 106
Na* (mEq/L) | 134~147 | 138 | 138 | 140 | 135 | 142 | 141 | 138 | 137 | 137 | 133 | 139 | 137
K+ (mEq/L) | 3.5~5.5|4.4|4.3/4.1/4.0|4.2|4.0|3.6{3.9({3.9|3.7|3.8/3.4
Cl- (mEq/L) 96~107 | 99 | 98 | 99 | 102 | 96 | 98 | 101 | 94 | 95 | 92 | 95 | 98
Ca*  (mEq/L) | 4.2~5.7 |5.2(5.3|5.1[5.3|5.1/4.9|5.3[5.5|5.2|5.6|4.9]|5.4
A/G 1.2~2.3 |1.67(1.84|1.77|1.73|1.77|1.77|1.77|1.68|1.70|1.74{1.74|1.62
BS (mg/dl) 70~110 | 73 | 80 | 74 | 78 | 78 | 81 | 75 | 84 | 81 | 76 | 85 | 81
Sugar E~B DS][ (=] =)
Protein ~B DS][ =) (=)
Urobilinogen () |[(B) [ [ [ | ) [ [(B) | (B) | (F) [ ()] (1) | (D)
ﬁ pH 4.7~7.5|5.0({5.0|5.0(6.0|6.0({6.0/55|5.0[6.0{5.5/5.5]5.0
£ RBC (/hpf) 231101210 | (=) |1-2/10| (=) |20 (12-0| (=) | (=) | (=) [rar10| (=)
=) . WBC (/hpf) 1-2/1-10{ 2:3/1-10| 1-2/1-10 | (—) |1-2/1-10 [ 1-2/7-10 | 1-2/1-10 | 1-2/7-10 | 1-2/7-10 | 1-2/1-10 | (—) |0-4/7-10
Sediment | Sawmous/ho OOl OTOOTOTO [l [ ]O
Others mzniln)ze malrn)te o)al’u)te

B : Before A: After
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Table 9-2 Clinical laboratory findings
200mg X 3/day X7days (Non-fasting)

Normal Y. K. M. S.

It
ems range | B | 2nd | 3rd | 4th | 7th | A | B | 2nd | 3rd | 4th | 7th | A

WBC (/mm3) 4000~8000| 6900 | 7300 | 6700 | 7100 | 8000 | 7400 | 5200 | 4500 | 4700 | 5000 | 5100 | 7300

RBC (X104/mm? | 400~530 | 499 | 498 | 475 | 458 | 474 | 482 | 508 | 492 | 509 | 486 | 479 | 499

Hb (g/d) 13~17 [16.3(15.7|15.8|15.7|16.4|16.5|14.6 |14.0|14.1|14.6|14.1|15.1
Ht (%) 40~52 48 | 48 | 44 | 43 | 44 | 45 | 45 | 44 | 45 | 43 | 42 | 44
Bl N | Stab. 2~7 3 5 4 3 6 3 1 3 4 4 3 7
&1 73| Neutrophil
3| & Seg. 45~55 42 | 40 | 45 | 40 | 37 | 32 | 51 | 48 | 44 | 44 | 44 | 45
§ E Lymphocyte 25~45 45 | 45 43 | 48 | 45 50 | 42 | 44 45 47 45 45
1B Eosinophil 1~5 | 6|8 |6 |6 8|8 |z]|3]|4a|s3|z2]1
8 Basophil 0~1 0 0 0 0 0 0 0 0 0 0 0 0
* Monocyte 2~17 4 2 2 3 4 7 4 2 3 2 6

Platelets (X10*/mm?) 13~35 28 | 30 | 36 | 35 | 32 | 32 | 28 | 33 | 35 | 37 | 35 | 33
Prothrombin time (sec)| 11~16 1 (12 |11 |11 |11 |12 |12 |12 |11 |11 | 11 | 11

GOT (U) 8 ~40 14 | 13 | 15 | 14 | 17 | 17 | 22 | 22 | 22 | 20 | 23 | 24
GPT () 5~35 12 | 10 9 9 12 | 13 | 15 | 16 | 16 | 17 | 19 | 23
LDH () 50~500 | 263 | 253 | 280 | 271 | 297 | 293 | 294 | 295 | 292 | 301 | 293 | 288
Al-P  (KAU) 3~10 |[5.2|5.2|5.3]|5.3[5.8[6.0(4.3(4.3(4.3|4.7/4.9]5.0
ChE (&pH) 0.8~1.1 |1.2(1.2f1.0|1.1|1.1|1.1 1.2 |1.1|1.1(1.2|1.1]|1.1
y-GTP (U) <40 8 15 | 17 | 17 9 9 13 | 21 | 24 | 24 | 14 | 15

Total bilirubin (mg/d) |0.2~1.0 | 0.4 0.4 [0.6]0.7]0.5/0.4]0.6]05]0.8]0.9]0.6]0.5
Total protein (g/d) | 6.5~8.5 | 6.6 | 6.4 |6.6|6.5|6.8|7.1|7.0]7.1|7.1]7.3]7.2]7.4
BUN  (mg/dl) 8~20 [ 10| 8 | 9 10|10 |12]22] 19| 18] 16] 19] 20
s-Cr (mg/d) |0.7~1.7 0.9 1.0[1.0|1.0]1.0|1.0{1.0]1.0]1.1]1.0]1.1]11
T-chol (mg/dl) | 130~250 | 159 | 151 | 158 | 133 | 155 | 154 | 171 | 166 | 166 | 141 | 155 | 156
TG (mg/d) 40~172 | 59 [111| 82 | 97 | 69 | 86 | 59 | 70 | 90 [ 124 | 77 | 76
Net (mEq/L) |134~147 | 136 | 138 | 140 | 136 | 141 | 139 | 140 | 140 | 140 | 135 | 141 | 138
K+ (mEq/L) |3.5~5.5 |4.4|38/[3.9(3.8[38[38(3.7/4.0[39/[4.1]3.8[4.4
Cl= (mEq/L) | 96~107 | 96 | 98 | 98 | 100 | 98 | 94 {101 ] 99 101 | 97 | 96 | 96
Ca* (mEq/L) | 4.2~5.7 5.0 |4.5|4.8|4.7|5.04.8|5.2|5.0(5.1[5.1|5.2]5.4

Biochemistry

A/G 1.2~2.3 [1.75(1.67(1.75|1.71|1.72|1.63(1.69/1.54|1.63|1.61|1.67|1.64
BS (mg/dl) 70~110 76 | 92 | 84 | 8 | 83 | 82 | 74 | 83 | 80 | 80 | 81 82
Sugar (S~ =) ] (=)
Protein (=)~ DS =) (=) =)
,,| Urobilinogen (%) () [ () | () [ (F) | (£) | (£) | ()| ()| ()| ()| (F)]| (%)
ng 4,7~7.5 5.0 55]5.5|6.0|55]7.0{5.0[55[5.0[6.0{[{5.0/5.0
5 RBC (/hpf) 12/1-10{ 12/1-10| L-3/+10| (—) | 12710 2-3/7-10 12710 12710 12710 | (=) | (—) [o1-10
= WBC (/hpf) 23/110(0-1/710| (=) |o-V710| (=) 12710124710 12410 | (=) [12/10]0-2/7-10] (—)
Sediment 5 quamous/hot
eotthelium (=) | (=) [0l (=) [ (D) [ ()| () [ (][ (=) [ (=) ] (=)
Ober s I 3 R

B : Before A: After
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Table 9- 3 Clinical laboratory findings

200mgX 3/dayX 7days (Non-fasting)

Items. Normal A.O.
range B [2nd | 3rd | 4th | 7th | A
WBC (/mm3) 4000~80001 4200 | 3600 | 4200 | 4300 | 4200 | 5000
RBC (X104/mm3) | 400~530 | 435 | 427 | 439 | 421 | 449 | 468
Hb (g/d) 13~17 |14.2(14.0(14.5(13.9|14.5(15.1
Ht (%) 40~52 |41 41 41 39 41 43
) Stab. 2~17 2 4 6 4 4 3
8| = | Neutrophil
—-g 2 Seg. 45~55 40 | 50 |41 38 |38 |38
H § Lymphocyte | 25~45 |51 |42 |46 |53 |52 |50
= 5[ Eosinophil 1~5 3 2 |1
@| Basophil 0~1 |0 [0
= Monocyte 2~17 2 4 8
Platelets (X104/mm3) 13~35 34 132 |36 37 |35 |36
Prothrombin time (sec) | 11~16 |11 |11 |12 |12 |11 |11
GOT (U) 8 ~40 17 16 |26 |27 |32 |29
GPT (U) 5~35 18 |18 |26 | 31 48 | 50
LDH (U) 50~500 |[366 | 362 | 397 | 375 | 385 | 377
Al-P  (KAU) 3~10 4.413.9(4.5|4.4|5.2|5.3
ChE  (ApH) 0.8~1.1 |1.1 (1.1 (1.0|1.1|1.0]|1.0
y-GTP (U) <40 7 15 18 16 10 11
Total bilirubin (mg/dl) | 0.2~1.0 | 0.3 | 0.5 { 0.4 | 0.5 { 0.3 | 0.3
Total protein (g/dl) 6.5~8.5 | 6.4 |6.5[6.7|6.5]|6.9|7.0
»|BUN  (mg/dl) 8 ~20 15 10 | 11 11 14 14
2 s-Cr  (mg/d) 0.7~1.7 11.1]0.8 1.1|1.0|1.2|1.1
";:‘;: T-chol (mg/dl) 130~250 | 177 | 176 | 177 | 151 | 172 | 173
@l TG (mg/dl) 40~172 57 | 105 | 112 | 115 | 94 | 135
Na+ (mEq/L) 134~147 | 139 | 141 | 139 | 138 | 143 | 139
K+ (mEq/L) 3.5~5.514.0]4.313.9|4.2|4.3|4.3
Cl— (mEq/L) 96~107 | 100 | 98 | 95 | 96 | 96 | 94
Ca* (mEq/L) | 4.2~5.7 [5.2 (5.1 |4.8|4.7|5.1|5.4
A/G 1.2~2.3 [2.05(1.95(1.91(1.95(2.00(1.92
BS (mg/dl) 70~110 82 | 93 | 87 | 87 | 8 | 90
Sugar (E)~B) ||| ===
Protein (E)~B) ||| ==
Urobilinogen (%) () [ () | ()| () | ()| (L)
é pH 4.7~7.5 | 5.0 | 6.0 | 5.5 | 6.0 [ 5.5 | 6.0
£ RBC (/hpf) (=) j-277-100 (=) | (=) |r2/10(0-/710
5 WBC (/hpf) 12/1-10{ 1-2/7-10| 1-2/1-10| 1-3/7-10| (=) | (—)
Sediment Squamous/hat — — —
epithelium (=) | (=[] (=) [ (=)
Oters R N

B : Before A: After



VoL 33 §—7 CHEMOTHERAPY 159
Table 9-4 Clinical laboratory findings Follow-up
Normal 200mg single (fasting) 400mg single (fasting) 600mg single (fasting)
Items range M.Y. |U.H. |B.Y. [A.H. [MW. [K.N. |[K.W. |T.K. |[T.W. [T.0. |[H.A. |H.T. [MA. [S. L. |S.Y.
WBC (/mm?3) 4000~8000|7300/6900| 6200|5900 | 3300|6900 | 6000 | 6400 | 6700 | 6500 [ 4000 | 3900 | 5300 | 5400 | 4700
RBC (x10¢mm3) | 400~530 | 522 | 516 | 533 | 515 | 558 | 547 | 502 | 461 | 537 | 519 | 517 | 491 | 529 | 503 | 568
Hb (g/d) 13~17 |15.5{15.5(15.1]15.2{17.0/16.8|15.2(14.2(16.8|16.5|16.1|16.7(17.4|15.3|17.1
Ht (%) 40~52 47 | 47 | 50 | 46 | 51 | 47 | 43 | 43 | 47 | 46 | 47 | 46 | 48 | 46 | 51
%l= _ | Stab. 2~7 8 2 1 0 1 5 1 4 0 2 |8.5(22.5(13.5| 10 1
& |7a | Neutrophil
E ;E, Seg. 45~55 59 | 42 | 46 | 60 | 52 | 46 | 51 | 42 | 53 | 42 |40.5|27.5(51.5| 54 | 50
£ 8| Lymphocyie | 25~45 | 28 | 52 | 51 |36 | 34 | 46 | 41 | 50 | 44 | 54 |44.5) 35 | 27 | 29 | 48
T |8 | Eosinophil 1~5 | 2|4 |2|3[10/2|6]3|2]|2]/05[652 1
g Basophil 0~1 0 0 0 0 0 0 1 0 2 10.5] 1 0
= Monocyte 2~17 3 0 1 1 1 0 1 0 4 [8.0] S
Platelets (X104/mm3) 13~35 21 |25 |32 |27 | 24|29 |34 (21|21 |31]|32]|16|30]|27]|16
Prothrombin time (sec) 11~16 13112 {13 (13 (13 {12 {12 |12 | 14 | 13 | 13 | 15| 12 | 14 | 12
GOT (U) 8 ~40 17 | 34 | 11 | 16 8 23116 | 29 | 38 |19 | 14 | 12 | 19 | 14 | 28
GPT (U) 5~35 8 8 8 11 6 13 | 10 | 18 5 12 | 10 3 13 | 8 26
LDH (U) 50~500 | 259 | 239 | 208 | 221 | 226 | 278 | 252 | 510 | 294 | 298 | 161 | 187 | 216 | 251 | 334
Al-P  (KAU) 3~10 (5.66.2|8.1/4.9(7.1{4.9/5.9(6.5|5.4(8.5/6.8/7.3[6.7|7.2|4.7
ChE (apH) 0.8~1.1 {1.4|1.3/1.1{0.9]0.7|1.4]1.7|1.1/0.8]1.5 1.3]1.5
y-GTP (U) <40 10 | 11 2 5 21 {4514 | 25|10 | 23 |10 | 14 | 36 | 10 | 45
Total bilirubin (mg/dl) | 0.2~1.0 {1.3]0.9(0.5|1.1|1.4|{0.7|0.5/0.8(1.4]/0.7]0.7/0.6|/0.9[0.9]|0.6
» | Total protein (g/d) 6.5~8.5(7.9(7.4|68(7.1/6.8|7.4(81(7.6|7.0{7.9{6.6|7.4|7.0|8.2|8.0
:_:? BUN (mg/dl) 8 ~20 12 | 9 8 12 19.4110 (10|15 |11 (12} 9 17 | 16 | 13 | 11
_E’ s-Cr  (mg/dl) 0.7~1.7 {1.1{1.110.9(1.3/0.8/1.1{1.0({1.1{1.0{2.0f1.1(1.2|1.7]{0.9|1.1
g T-chol (mg/dl) 130~250 | 197 | 177 | 99 | 150 | 169 | 186 | 160 | 182 | 146 | 169 | 172 | 156 | 188 | 151 | 219
TG (mg/dl) 40~172 117|208 | 73 | 86 | 159 | 115|103 | 88 | 61 |182|263| 71 | 130|128 | 103
Nat (mEq/L) 134~147 | 141 | 142 | 135 | 143 | 141 | 142 | 139 | 140 | 142 | 139 | 147 | 146 | 143 | 140 | 139
K+ (mEq/L) 3.5~5.513.8/4.6|3.9|4.3/4.3|/4.5{4.0{4.6|3.9(4.1(3.6(4.2|4.1|3.7|3.8
Cl- (mEg/L) 96~107 | 99 | 101 | 101 { 100 | 105 | 96 | 96 | 95 | 96 | 94 | 108 | 105 | 105 | 102 | 98
Ca' (mEq/L) 4.2~5.715.7(5.7|4.8|5.2|4.5|5.5{5.4|5.4|5.0{5.3(4.7|/4.6|/4.8/5.5(5.3
A/G 1.2~2.3 |1.55/1.96(1.83{2.09/1.4 ({1.85(1.53|1.81{1.92{1.63|1.78(1.49]1.59(1.65|1.67
BS (mg/dl) 70~110 | 84 | 73 | 98 | 88 [ 112105121 | 91 | 89 | 8 |[119| 95 | 103 | 97 | 87
Sugar (=)~ @) (D)D) (D[ (S (=) (=) (=)
Protein (=)~ @) ()| S ) [ (=) [ (=)
« | Urobilinogen (1) () [(F) [() [ () [ () [ () [ (£) [ () [ (£) [ () [(£) [ (£) [ (1) | (1) | ()
% pH 4.7~7.515.5(5.0({7.0/5.0({5.0[{6.0|5.0(6.0[6.0/5.5[/5.5/5.0/5.5/5.0]7.0
55; RBC (/hpf) 0-1/1-10{ 0-1/7-10| 0-1/7-10{3-4/1 | 0-V7-10| 0-¥/7-10| 2:¥7-10 | 0-/7-10 | 0-1/7-10 | 0-/7-10 | 1-2/7-10 | 1-2/2-10 | 1-9/7-10 | 1-2/2-10 | 0-v7-10
. WBC (/hpf) 0-1/1 |0v710{2-3/1 |0-1/1 | 3-4/1|1-2/1 | 20-25/1 | 0-V/7-10 | 0-V7-10 | 39710 | 12710 [2-3/1 | (=) |3-4/1 |1710
f“.m";n“h"‘ 2¥110(2-3/1|2-3/1{1-3/1|1-2/1|0-1/1 |10 [ovrn [ovrto|ovro | (—) | (=) | (=) [z3710]1:27 00
Oter e e B sy

B: Before A: After
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Table 9-5 Clinical laboratory findings
Follow-up
Items Normal 20mg cross over (non-fasting) 200mg cross over (fasting) 20mg X 3/dayX Tdays (non-fasting)
range |LA.[Y.T.|S.A |G.S. [MM. |LA. [Y.T. [S.A |G.S. [MM [K.M |K.S. [Y.K. [M.S. A0
WBC (/mm?3) 4000~8000| 5900|4200/ 5000|4600 | 6500|6300 | 3800|5200 | 5500 | 5900 | 5400 | 6900 | 7200 | 7800 { 4100
RBC (X104/mm?) | 400~530 | 448 | 522 | 488 | 556 | 513 | 479 | 520 | 520 | 535 | 502 | 510 | 537 | 511 | 476 | 437
Hb (g/d)) 13~17 | 14.315.8 14.4{ 15.7/ 15.3/ 14.5/16.2/ 14.8 15.5 14.7/ 14.8 15.8 16.2 13.§ 13.6
Ht (%) 40~52 42 | 48 | 44 | 47 | 44 | 46 | 48 | 49 | 48 | 45 | 45 | 49 | 50 | 43 | 43
%l= | Stab. 2~7 6 7 7 6 4 3 3 8 3 3 2 3 4 |11 0
& | = | Neutrophil
g £ Seg. 45~55 39 [ 52 | 38 |50 |49 | 51 |47 [ 53 | 60 | 58 | 48 | 53 | 55 | 42 | 40
5 E Lymphocyte 25~45 48 | 32 | 51 | 39 | 38 | 37 [ 37| 35| 29| 34|40 | 36 | 34 | 43 | 59
= 13| Eosinoph 1~5 | 3|5 3] 3 3 413 ]ofo
f-% Basophil 0~1 0 0 0 0 0 0 0 0 [ ]
= Monocyte 2~17 4 2 6 1 2 4 4 1
Platelets (X104/mm3) 13~35 30 | 28 (32|30 |30 (23|23 |34 |3 |23]30]|11|31]37]33
Prothrombin time (sec) 11~16 12 (12 {12 | 12 | 12 | 13 13 {14 (13 | 14 | 13 | 13 | 13 | 14
GOT () 8 ~40 16 | 14 | 21 | 18 | 22 | 19 | 19 | 15| 12 | 20 | 17 | 18 | 16 | 21 | 14
GPT (U) 5~35 8 9 14 9 18 | 13 9 12 | 11 | 14 | 17 | 14 | 12 | 19| 12
LDH (U) 50~500 | 292 | 273 | 292 | 256 | 302 | 294 | 315 | 265 | 242 | 363 | 329 | 231 | 260 | 247 | 354
Al-P  (KAU) 3~10 [3.7/6.3|5.7|7.7|8.8|4.0| 6 |6.3/6.7|8.8/4.3(8.0/6.1|5.54.3
ChE (apH) 0.8~1.1)1.2|1.1|1.2|1.2|{1.61.1{1.0({1.3|1.3(1.9(1.1/0.9|1.1|1.2|1.2
y-GTP (U) <40 9 | 13|18 6 9 8 (2323|1418 10|11 |10 (3215
Total bilirubin (mg/d) 0.2~1.0 |0.5|0.60.5{0.5/0.5({0.4({1.2(0.6(0.8(0.5/0.7/0.9/0.9|0.5/0.6
2> | Total protein (g/d) 6.5~8.516.8|7.1/6.3{7.0{7.0[7.3(8.1(7.1/7.5/8.0(8.1|7.8/7.5(8.3]|7.3
g BUN (mg/d) 8 ~20 101212 (11|14 |10 (12|11 |13 |17 |16 | 12| 8 | 14|10
'g s-Cr  (mg/dl) 0.7~1.7 {0.9|1.1}1.0/1.0|1.0{1.2|1.2|1.1|{1.1|{1.0({1.4(1.2(1.2]|1.1|1.1
@ | T-chol (mg/dl) 130~250 | 182 | 162 | 147 | 189 | 182 | 184 | 177 | 135 | 186 | 171 | 247 | 182 | 171 | 178 | 192
TG (mg/dl) 40~172 79 | 136 | 77 | 43 | 146 | 58 | 86 | 62 | 38 | 122|237 | 129 | 66 |124| 77
Na+ (mEq/L) | 134~147 | 138 | 137 | 138 | 138 | 140 | 142 | 140 | 140 | 138 | 141 | 141 | 140 | 140 | 139 | 140
K+ (mEq/L) | 3.5~5.5|3.6(5.1|4.3(4.1|4.6|4.4|4.6[4.2|/4.0/4.7|3.8/3.6(3.6/[3.8]/4.0
Cl- (mEq/L) 96~107 | 93 | 96 | 100 | 99 | 105|102 | 100 | 103 | 101 | 101 | 101 | 101 | 101 | 100 | 100
Ca* (mEq/L) | 4.2~5.7 |5.1|5.4|5.0(5.2|5.4|4.2(5.2|5.1|5.2|4.9|4.6|4.6[4.5|5.0/5.3
A/G 1.2~2.3 |1.72|1.73|2.00(1.69]1.92 1.53|{1.84{1.59(1.67 1.31]1.70
BS (mg/dl) 70~110 | 79 [ 79 [ 79 | 75 | 77 | 96 | 83 | 89 | 95 | 93 | 87 | 99 {115| 96 | 91
Sugar E~E) DD [ [ =)
Protein (S)~E) OS] S &) (=) )
» | Urobilinogen (%) (£) [ () [ () [(£) [ (£) [ () [ ()| () [ (£) | () [(£) | (£) [ (+)|(2) | (£)
E pH 4.7~7.5 |6.0|5.5|/5.5|5.0|5.0[5.0({6.0[5.5[5.0[5.0{5.0[6.5|5.0[5.0({7.0
'§ RBC (/hpf) (=) [ran-10|2-3/1-10|2-3/1-10 | 1:2/7-10 | 0-1/7-10 | 1-2/2-10 | 1-2/1 | 1-2/1 | 2:3/2-10 | 0-1/7-10 | 0-1/7-10 | 7-10/1 | 1-2/1 120140
= ! WBC (/hpf) 1-2/1-10 | 1-2/1-10 {12110 | 1-2/1-10 | (—) |0-1/7-10|2-3/1-10| 2-3/1 | 1-2/1|1-2/1 | 1-2/1|1-2/1| 3-5/1 | 3-4/1 | 2310
Sediment fqi;.‘m:/hpr v | (=) | (=) | (=) | (=) [rarn|z3m0]1-2/1 | 2-3/1 {0110 1-2/1 [e-11-10 | 01/-10 | 2-3/1 1210
Others o;(ujl:u)te ox(ur)te (ox(t;l:n)!e
B : Before A: After
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Fig. 6 Correlation between BAY o 9867 concentrations in body fluids measured
by HPLC method and bioassay method (single administration)
pg/ml pg/ml .
Y Plasma Y Urine
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Table 10 Plasma concentrations of BAY o 9867 after a single oral administration to male healthy volunteers

Fasting, Bioassay

Dose | Volunteer Time after administration (hr)
(mg) | No. 0.5 1 1.5 2 3 4 6 8 10 12 24
1 0.39 1.64 1.62 0.99 0.48 0.44 0.26 0.15 0.07 0.04 —
2 0.48 0.81 0.71 0.56 0.34 0.28 0.13 0.08 0.05 - -
3 1.47 1.68 1.00 0.65 0.46 0.34 0.15 0.09 0.05 - -
200 4 0.50 0.88 0.93 0.92 0.68 0.46 0.29 0.17 0.10 0.07 -
5 1.34 1.04 1.14 0.83 0.50 0.34 0.19 0.10 0.06 - -
Mean 0.84 1.21 1.08 0.79 0.49 0.37 0.20 0.12 0.07 0.02 -
+S.E. 0.23 0.19 0.15 0.08 0.05 0.03 0.03 0.02 0.01 0.01 —
6 0.89 2.15 3.96 1.98 1.53 0.82 0.51 0.36 0.19 0.10 —
7 0.20 0.82 1.88 1.29 0.80 0.46 0.43 0.27 0.19 0.11 0.02
8 0.32 1.15 2.19 1.55 1.05 0.83 0.67 0.49 0.28 0.28 0.03
400 9 2.04 2.98 2.59 1.84 1.23 1.03 0.59 0.34 0.28 0.14 0.02
10 0.51 1.94 1.63 1.31 0.96 0.66 0.50 0.31 0.23 0.15 0.02
Mean | 0.79 1.81 | 2.45 1.59 1.11 0.76 | 0.54 | 0.35 | 0.23 | 0.16 | 0.02
+SE. | 0.33 | 0.38 | 0.41 0.14 | 0.13 | 0.10 | 0.04 | 0.04 | 0.02 0.03 | 0.01
11 1.17 2.95 4.58 3.00 1.61 1.35 1.09 0.67 0.49 0.35 0.04
12 1.22 2.46 2.77 1.71 1.13 0.69 | 0.66 | 0.39 | 0.26 | 0.18 —
13 1.63 2.54 3.20 | 2.30 1.72 1.29 1.04 | 0.60 | 0.46 0.23 0.03
600 14 3.69 | 3.23 2.66 1.72 1.36 | 0.76 | 0.58 | 0.30 | 0.18 | 0.10 —
15 2.37 2.48 | 3.43 2.87 1.51 1.10 | 0.88 | 0.52 | 0.39 0.21 0.04
Mean | 2.02 2.73 3.33 2.32 1.47 1.04 | 0.85 | 0.50 | 0.36 0.21 0.02
+SE. | 0.47 | 0.15 | 0.34 | 0.27 | 0.10 | 0.13 | 0.10 | 0.07 | 0.06 | 0.04 0.01

— . Less than detection limit (0.02 g g/ml)
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Table 11

Fig. 7

pg/ml
4.0

3.0

2.0

Plasma concentrations

1.0

Plasma concentrations of BAY o 9867 after a single oral administration to
male healthy volunteers (Bioassay)

/I/ \ ——— 200mg fasting (n=5)

————— 400mg fasting (n=5)
— - —-— 600mg fasting (n=5)

c—_—

i i =

Fasting, Bioassay

1 2 3 4 6 8 10 12 24 hr.

Time after administration

Pharmacokinetic parameters of BAY o 9867 in male healthy volunteers after a single oral administration

Two compartment open model

Parameter
Dose Volunteer
(mg) No. ka a g to Cmax Tmax T1/2 AUC
(h=1) (h™1) (h=1) (h) (ug/ml) (h) (b (ug+hr/ml)
1 1.40 1.68 0.19 0.45 1.71 1.07 3.63 4.95
2 2.13 1.35 0.29 0.31 0.81 0.99 2.38 2.79
3 4.07 3.14 0.32 0.38 2.05 0.71 2.17 4.20
200 4 1.12 0.82 0.20 0.20 0.95 1.45 3.55 4.92
5 6.06 0.38 0.33 0.00 1.33 0.49 2.09 4.16
Mean 2.96 1.47 0.27 0.27 1.37 0.94 2.76 4.20
+S.E. 0.93 0.47 0.03 0.08 0.23 0.16 0.34 0.39
6 1.25 1.03 0.11 0.40 2.99 1.34 6.25 10.80
7 1.26 0.84 0.08 0.47 1.43 1.52 8.49 7.21
8 1.30 0.95 0.10 0.44 1.75 1.52 6.69 11.00
400 9 2.62 1.56 0.22 0.30 3.04 0.91 3.16 11.02
10 5.20 0.93 0.18 0.46 1.95 0.95 3.96 8.33
Mean 2.33 1.06 0.14 0.41 2.23 1.25 5.71 9.67
+S.E. 0.76 0.13 0.03 0.03 0.33 0.13 0.96 0.80
11 1.47 1.06 0.10 0.40 3.77 1.30 6.81 18.62
12 1.63 1.37 0.13 0.35 2.65 1.11 5.32 10.97
13 1.43 1.16 0.16 0.25 2.86 1.25 4.26 15.34
600 14 2.46 1.36 0.24 0.00 3.70 0.57 2.85 11.49
15 1.08 0.85 0.10 0.05 3.07 1.20 6.78 14.99
Mean 1.61 1.16 0.15 0.21 3.21 1.09 5.20 14.28
+SE. 0.23 0.10 0.03 0.08 0.22 0.13 0.76 1.40
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Table 12 Plasma concentrations of BAY o 9867 after a single oral administration to male healthy volunteers

200mg cross over, Bioassay

Administration |Volunteer| Time after administration (hr.)
condition No. 0.5 1 1.5 2 3 4 6 8 10 12 24
16 — 0.41 0.88 0.79 0.71 0.55 0.39 0.20 0.18 0.08 —
17 — - 0.52 0.71 0.66 0.42 0.27 0.20 0.14 0.08 —
18 — 0.82 0.68 0.77 0.67 0.42 0.29 0.17 0.16 0.07 —
Non-fasting | 19 | 0.06 | 0.17 | 0.57 | 0.48 | 0.46 | 0.51 | 0.34 | 0.18 | 0.15 | 0.07 -
20 0.06 0.37 0.67 0.76 0.47 0.36 0.22 0.12 0.06 0.06 —
Mean 0.02 0.35 0.66 0.70 0.59 0.45 0.30 0.17 0.14 0.07 —
+S.E. | 0.01 0.14 0.06 0.06 0.05 0.03 0.03 0.01 0.02 0.00 —
16 1.15 1.39 1.22 0.89 0.55 0.46 0.28 0.18 0.11 0.07 —
17 0.75 1.15 0.92 0.69 0.53 0.37 0.23 0.15 0.13 0.07 -
18 0.30 0.88 1.07 0.68 0.51 0.37 0.22 0.16 0.10 0.05 —
Fasting 19 | 0.15 | 0.43 | 1.04 | 0.62 | 0.41 | 0.32 | 0.21 | 0.13 | 0.08 | 0.05 | —
20 — 0.41 1.29 0.69 0.46 0.35 0.24 0.14 0.07 0.05 —
mean 0.47 0.85 1.11 0.71 0.49 0.37 0.24 0.15 0.10 0.06 -
+SE. | 0.21 0.19 0.07 0.05 0.03 0.02 0.01 0.01 0.01 0.01 -
— ! Less than detection limit (0.02 xg/ml)
Table 13 Pharmacokinetic parameters of BAY o 9867 in male healthy volunteers
after a single oral administration
200mg cross over, Bioassay Two compartment open model
Adminis- Parameter
. Volunteer
tration No ka a B8 to Cmax Tmax T1/2 AUC
condition ’ (h™1) (=Y (h=1) (h) (ug/ml) (h) (h) (ug+hr/ml)
16 3.86 0.24 0.19 0.86 0.86 1.66 3.62 4.98
17 1.23 1.15 0.15 1.12 0.73 2.18 4.50 4.03
18 11.48 11.19 0.20 0.50 0.90 0.73 3.48 4.47
Non-fasting 19 0.71 0.28 0.13 0.45 0.53 2.68 5.15 3.93
20 1.48 1.20 0.21 0.79 0.73 1.74 3.23 3.43
Mean 3.75 2.81 0.18 0.74 0.75 1.80 4.00 4.17
+S.E. 2.01 2.10 0.02 0.12 0.06 0.32 0.36 0.26
16 1.91 1.58 0.20 0.18 1.43 0.88 3.42 5.51
17 5.87 1.06 0.20 0.38 1.20 0.81 3.51 4.62
18 1.58 1.41 0.19 0.40 0.98 1.22 3.71 4.11
Fasting 19 8.10 3.03 0.23 0.97 1.38 1.20 3.06 3.43
20 9.14 3.63 0.24 0.99 2.02 1.18 2.90 3.68
Mean 5.32 2.14 0.21 0.58 1.40 1.06 3.32 4.27
+S.E. 1.55 0.50 0.01 0.17 0.17 0.09 0.15 0.37
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Fig. 8 Plasma concentrations of BAY o 9867 after a single oral administration to
male healthy volunteers (Bioassay)
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Fig. 9 Plasma concentrations of BAY o 9867 after multiple oral administration to
male healthy volunteers (Bioassay)
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voL. 33 S§—7 CHEMOTHERAPY 167
Fig.10 Urinary excretion of BAY 0 9867 after a single oral administration to
male healthy volunteers (Bioassay)
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Fig.11 Urinary excretion of BAY o 9867 after a single oral administration to
male healthy volunteers (Bioassay)
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Fig.12 Urinary excretion of BAY o 9867 after multiple oral administration to
male healthy volunteers (Bioassay)
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BEEREMIZERL, FRAOREMEIIO W THEIIR
L2, BEERZ O ICMBEFERE, MEEbFER
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WTHY, AR LERGEEEBLETY Eur. J. Clin. Microbiol. 2 : 111~115, 1983
DEFEZONZWVY, LUKkOBRABRTCRo0EEY 2) Wise, R; J. M. Anprews & L. J. Eowaros : In vitr
BTAULENSALDEEZLNT:, KA L RRKEDOE Activity of BAY o 9867, a New Quinoline Deriva.
OMEFOSERER E L TRIELSERSELR L DT, tive, Compared with Those of Other Antimicrobial
I NA KCERE SN TW A HERR, 2ofid v, 556 Agents. Antimicrob. Agents Chemother. 23 : 559

DEIERFERALEMEL 25700, FEIR(HZ, BE ~564, 1983
IT07205, WTFhORABIIBWTLE(EDONL 3) BAY o 9867 (Ciprofloxacin) DHEE, /N{ 1)
AP WAN ELEH

PLE, 4MEER L 7z BAY o0 9867 D ERIK 5 —H KBk 4) INVESTIGATOR'S BROCHURE, BAYER AG &%

PHASE I STUDY WITH BAY o 9867 (CIPROFLOXACIN)

HiroYuki KoBayasHI and MASAFUMI SHIMURA*
The First Department of Internal Medicine, Kyorin University
% Kofu Clinic

BAY o 9867 (Ciprofloxacin), a new pyridonecarboxylic acid derivative, was administered orally to healthy adult male
volunteers to investigate the safety, absorption and excretion of Ciprofloxacin.

In the single dose group, the drug was administered orally in a dose of 200, 400 and 600mg one hour before the
breakfast. Two hundred mg of Ciprofloxacin was administered 1 hour before or after breakfast in cross—over fashion.
In the repeated dose group, Ciprofloxacin was given to the test subjects 200mg t. i. d. 1 hour after each main meal for 7
days.

With regard to subjective symptoms, one test subject each in the single dose group complained of sleepiness with
600mg dose and slight heart burn with 200mg dose after meal. In the repeated dose group, one test subject each re-
ported slight headache and slight cerebral anaemia. All of these side effects were mild and transient.

No abnormal findings which were definitely attributable to Ciprofloxacin found in other subjective and objective signs
and symptoms, blood pressure, pulse rate, respiratory rate, body temperature, ECG, hematology, blood chemistry and
urinalysis. Slight elevation of GPT was found in one test subject given 200mg t. i. d. for seven days. However, other en-
zyme GOT, Al-P and gamma GTP were remained within normal range, therefore this elevation probable not related to
Ciprofloxacin. In future clinical studies, attention will be required to be given to the liver function.

The peak values of the mean serum concentration observed at 1.5 or 2 hours after administration of 200, 400 and
600mg of Ciprofloxacin were 1.21, 2.45 and 3.33 g g/ml, respectively. The elimination half—life from the blood ranged
from 2.76 to 5.71 hours. The urinary recovery within 24 hours after administration ranged from 44.6 to 54.4 %.

The effect of meals was investigated in a cross—over design using the 200mg group. It was found that meals had no
appreciable effect on the absorption of this drug. Even when daily dose of 600mg was orally administered for 7 con-

secutive days, there was no tendency for this drug to accumurate in the blood.



