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BAY 0 9867 (Ciprofloxacin) BN IFAIFRZE

(AES' &S
A R A T PRI B PR

IIREST - EATREZ - RIS
EHRREE MR

BRAY - NAZTVHTERSESNRLZE) Ky A VK BEZDHEH BAY o 9867
(Ciprofloxacin) 22w T, BERABFEEE %R 1 [H300, 400mg, 18 2[@, 7 BEEH
ERAL, MA@, ERPRE, RPFEEEZRET L, 300 mg R TCORSMABREIIFERE]
~2BMIZA LN, F190.89~0.93 xg/ml T, MEHDBE IFERK 2 ~4BETRES LY, £0
BE DR 1L F350.33~0.46 ug/ml TH o 720 BHRPEIUNEKIZTI929.1~36.4% T - 725 400 mg
FERR TR M AR 13300 mg EFBE & FAMERA% 1 ~ 2BMIcA 5N, F391.50~2.05 4 g/ml
T, MR PREGERAL2 ~4BMTRE LY, #BEI30.46~0.824g/ml Th -7, BRURHME
UNH 13 F329.8~35.2% Td - 72,

ABRYMS, BMREEREF 2 7L, SEHERRAZEML T, BAY 0 9867 DL &M% &5t
L7 300 mg EMBET 16, GPT D LRAS, F7:, 400 mg {EMHET 16112 GOT, GPT, o> 1 i
T GOT, GPT, Y-GTPDERPEDOLENLA, wTFh b —BUTH -7, F01Mt, BMEIEIX,
M —# - MEELFE - RIREIZBVTId, BAYo 9867 A LMAET 2 & Bhbh 2 BERE X
Dohlehotz, 7, BEMIIRPERERIIOVTRELY T 7275, BEFHEIASRL A -

A

BAY o0 9867 (Ciprofloxacin) ¥ KA > - N1 1L
HTERENSEY K - ANE/BEROH L WHER
T, Z0{L¥HE 1 Fig. 1 1SRTINC TH B, AHI
FILGMEBLURBEEE LS T AR LI
RWHBEARY b7 ALBWREEE AT 52, 40,
FAEARDO1E300mg 3L 0400mg 1 H2EH, 78
BESER I L 5 BYBNRELR & iZE eIz THRET
L7

1. HRBLUVHE

1. #EE

HEE L, Table 11I/RT10%T, Ew22~258%,
#54~63.2kg, HFE160~175cm DEEHEAEFCTH 5,
BRE I VTN b BEHRELR 5 CICTEDBRERBREIC
bEDEERRRICET A LHTEENbDTH B, KB
KERLYL, BBRECRERMOEE, EBE/ER, BEA,
RBOBHEATE oV THSLRHBL LODL, &
KTHEE*B,

2. HEREH

AEREHIZ 15T BAY 09867 100 mg ¥ EH T 5 H
.58 (Lot No. 974244), B L U200mg *&F T HHHE
$€ (Lot No. 974228) *fERL 72,

3. EHE - FHE

#5813 1M300mg 3 & F400mg T, 1 H 2, 7
HREEHGER L, AFILH - FED 1 BER%I2K100
ml & &b ICRA SR,

BERE ISR, SR THRHAT TARR s ¥ 12,
HEL O WIZHKKIE Fig. 2IIRT A7 P a— LIlftw
—EORLICE£AR—D b D FERNE €72,

4. RERA»YrT 21—

AREOZXyr 12— V% Fig. 2IZR L7, BEHEHE
X Table 2ZRTIMLC THbH, HEFEKIZOWVTILR
ZIlLBiEr, SHREBGFHEORKICEEAL L,
37, ROPBEOERIIOVTIRERNICRIL RS
MRICHEMBET (Rik#E) THEL,

Fig. 1 Chemical structure of BAY o0 9867
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Table 1 List of male healthy volunteers for multiple—dose studies on BAY o 9867
Volunteer Name Administration Age Weight Height Body sur-
T D
No. (initial) " o conditions (years old) (kg) (cm) “/:?n?;)eg
1 M. Y. 24 70 173 1.91
2 K.S. 23 62.5 165 1.76
300mg X 2 /da;
3 T.0 Multiple 8 Y Non-fasting 2 57 169 1.73
7 days
4 Y.S 25 57.5 160 1.66
5 H.F 22 61.5 168 1.77
Mean
+S E 23.2+0.58 61.7+2.34(167+2.17 1.77+£0.04
T.S 22 54 164 1.65
7 K.S 23 60 173 1.79
00mg X 2 /da
8 M. K Multiple | 400me 2 /day Non-fasting 23 63.2 173 1.83
7 days
9 A.N. 24 61 167 1.76
10 M. U. 24 61 175 1.82
Mean 23.220.37  [59.8%1.55170.4%2.09 1.770.03
*+S.E.
* A (m2) = WO-425 x H0-725 x 75 05/10000 (W : Weight, H : Height)
Fig. 2 Examination schedule for multiple—dose studies on BAY o 9867
T 0 1 2 3 4 5 6 7 8 9 10 11 12 13 4 15 %
ime
7:00 8:00 9:0010:00 11:0012:0013:0014:00 15:00 16:00 17:00 18:00 19:00 20:00 21:00 22:00 23:00 7:00
) L 1 L L 1 L L | L 1 )
* % 4
Administration 300,400 mg 300,400 mg
Meal (e} (@] (e]
ea | o | | (snack)
Water(ml) 100 100 50 100 100 100 100 100
| | I 7
| J} I (L I ‘
Clinical signs and symptoms | O (l) | (o] (I) (i) : ? (') o]
B.P., Pulse rate fe) o o 6 (o] (o] o o (o] (:)
1st |Body temp., ECC le) (g (I)
7 th |Hematology, Biochemistry [e) o]
days |Urinalysis le) +
Plasma and salivary levels o) o] (o] (o] (@] (0] (o]
Urine excretions | ==--- : ‘# 7/
I | K48
2 nd |Clinical signs and symptoms o] (|) (ID o (o] (') O o ()
4th |B.P., Pulse rate (B (o] ? 6 (l) (e} (l) 6 6
6 th Body temp. ‘ [e) &
days |Urine excretions | ====-=- I | | rl[
)
1 0 J) I !g g
Clinical signs and symptoms (o] [©) o o] o] O [o]
| (B | | J) | | | é
B. P., Pulse rate o] (I) o o] [e) [e] 7
3rd |Body temp, ECG [e] ?
5th |Hematology, Biochemistry (I)
days |Urinalysis excretion o
Plasma and salivary level s e} O O ([D (I) (e} o
) . | PR
Urine excretions -—- ’l 7l I 7/ L
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Table 2 Examination items

1. Signs and symptoms

2. Blood pressure, Pulse 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*, CI",

Ca**, T—cholesterol, TG, BS

3) Urinalysis : pH, Protein, Sugar, Urobilinogen, Sediments

4. Plasma concentration, Urine concentration (Urinary excretion)

5. Saliva concentration

Fig. 3 Bioassay method of BAY o 9867 concentrations in body fluids

(Pretreatment)
Plasma

diluted with Moni—trol 1
(DADE)

Saliva and Urine

diluted with 1/15M PBS
(pH 7.0)

Determination

(Determination : Agar well method)

Test organism : E. coli Kp

Medium : Heart Infusion Agar (Difco) 40 g/L
Medium amount : 10 ml seed layer/90 mm Petri dish
Inoculum size : 1% of overnight culture (Heart Infusion Broth, 37°C)
Diluent for standard solution : Plasma ; Moni—trol I (DADE)
Saliva and urine; 1/15M PBS (pH 7.0)

Well size : 8 mm
Incubation : 37°C, 18 hr
Detection limit : 0.02 g g/ml

5. REHE

M, W, RAPBEUNERREORBA Y ¥ 2— N
I3 Fig. 2080 ThH 5, BEIZ, REULESL DI HE
L, HlErE T—20C AT TRIEL .,
EWREORE X Agar well EVIZE W 175 72, BIE
BB % Fig. 31377,

I.E B B #®

1. e

BAY 0 9867 1300 mg ¥ 7-13400 mg % 1 H 2 [,
7 HEEH 40 % O M F iR B DR % Table 3,
4, Fig. 417" ¥, 300 mg {3 B B o> fn h i BE 13 A [E 4%
5%1~ 2B CRE (F1590.89 ug/ml) EL, 20
RO T b AHOKB (F190.89~0.93 ug/ml) %71

L, BEREDO LBRAZED N H 570 BEEHH
DRER, FH 2EBER5ATFY0.19 ug/ml TH Y,
D513 350.19~0.20 pg/ml DETHEB L, EHEH
KE2EAMRELETREDON LD 5 12, 400 mg f#
REOMmMPREMOERKL 2BECES (F1.50
pg/ml) (EL, DEMERS, 5, 7TREOMECRS
MARER TR OEIRBHERE L ~ 2B/MTALN,
F191.50~2.05 ug/ml DERRL, EHEFEHICL 28
B PREE D LRSI H 6 N b o 7, BEEEE OB
Eix#E, 2 BB CTFEH0.27 ug/ml TH Y, LU
%13F350.27~0.38 ug/ml THH LESERICL 5K
EFEZBDo e h o7,

SNHDRPESEIZS & T & Two compartment open
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Fig. 4 Plasma concentrations of BAY o 9867 after multiple oral administration to male healthy volunteers

— — —— 300 mg X 2/day X 7 days
400 mg X 2/day X 7 days

Mean (n =5)

png/ml

7th day

1st day

2.5

2.0
1.5
1.0

SUONEJIIUIIUOD BWSE|]

0.5

Time after the 5th administration Time after the 9th administration Time after the 13th administration

Time after the 1st administration

model {2 & h & H L 7z Pharmacokinetic parameters ¥
Table 5 27R%, 300 mg A # TDC max. iXF1H0.95
~1.09 £g/ml, T max. ixF3591.4~2.0 hr., AUCo~10 hr.
13F394.91~6.04 pg -hr/ml, EA 1,7 BB TOLEY
FHERM T2, ThEn3.538 & 3.57hr. T
o 770 400 mg A THC max. 1XF3H1.57~2.30
pg/ml, T max. ixF31.4~2.4hr.,, AUCo~10 hr. 133y
7.77~10.81 pg *hr/ml, fEM 1,7 H B TOEYZHE
BHATL1/212, ThZEN3.178LU3.15hr. THo 7,

2. EERAPIRE

BAY 0 9867300 mg 3 7-13400mg # 1 H 2\, 7H
PESEHEOERPREDHTME % Table 6, 7,
Fig. 5 12783 BAY 0 9867 fEHKOEH P RFJREN,
WFhOFEHRICEVCLER 2 37213 4 KR OHE
BEicE0 5, 300 mg i A B CF390.33~0.46 pg/ml,
400 mg {E B T F90.46~0.82 ug/ml TH Y, Mk
BELRBESRICKELABELENZD ORI,

3. RAHE

BAY 0 9867 300 mg ¥ 7213400 mg %# 1 H 2 [, 7H
ERESHORPH TR 2 5 IS BRRPHRTER
Table 8, 9, Fig. 6 {Z7R ¥ o 300 mg £ A B T i3 M A
5. 1424R5 R TEI29.1% OHEER T LA E THMT 5 b
DODIIT—E L =Pt EZRL, F31932.6~36.4%NDF
BROHHETH o 72, 400 mg A TIX, DEKS
%24B5 R T29.8% PEitt s h, 2 H B LR IR 3.8~

35.7% D RAER PR &R L7,
4. et

1) BEERL S CICERREE

BAY o0 9867 300 mg % 7213400 mg DWW Fh ORI EH
KBWTOLHEMNREEZHFAL bR, FRED
OMmE, WREL, iR, LERZ CICRERRIZDS
Nh o, Fig. 2 120> TRE S h - BRRENER
% Table 10, 11iZ7R T,

300 mg fEABET 1601 GOT DEEE LA A A LN
400 mg fEFABE T3 1 611 GOT, GPT, 1o 18T GOT,
GPT, 7-GTP DEBELENALNA, ThbidWnT
Ny —BUT, 20HOEHAECHEFRIELTY
A

2) Rep#E&

BRI L 2R IZOVWT, RiLE & SAMET °H
BL, ROEROFELRFELZY, WTFhoREtih
BAY 0 9867 D&ESIZED LN h o 12,

m. % ®

EY Ry - ANVEBROF L EOMREHA BAY o

9867 NEMBEL 6 IR EH IOV TRERASF
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2 Fig. 6 Urinary excretion of BAY o0 9867 after multiple oral
;—3 é ; g ; ; g ; : administration to male healthy volunteers
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Table 10-1

Clinical laboratory findings

300mg x 2/day X 7days (Non-fasting)

Items Normal MY. KS. .

range B |[2nd | 3rd | 5th | 7th| A F B |2nd |3rd |5th | 7th | A | F
WBC (/mm?®) 4000~8500 | 7700 | 7200 | 6100 | 6200 | 6600 | 7400 | 5700 | 6800 | 7600 | 7300 | 7300 | 7300 | 6900 | 8500
RBC (x10‘/mm®) | 400~560 | 498 | 512 | 487 | 466 | 477 | 518 | 448 | 486 | 484 | 493 | 484 | 462 | 469 | 450
Hb  (g/d]) 14~18 |15.8(16.2|14.5|14.9(15.1|15.7|14.2|16.0(15.5[15.7|15.4|15.5|15.3|15.3
Ht (%) 40-55 |47.7|48.1|46.6|44.3|44.5(48.9(42.5(48.9|48.0|49.2(47.3(45.8(46.8[44.0
§E Neutropkil Stab. 2-6 2 | 46| 6|3 |6 ]| 4|5]|6/|61|3]6]6 5 |
<|g Seg. 41~59 47 | 47 | 43 | 40 | 40 | 38 | 46 | 51 | 47 | 49 | 43 | 44 | 41 | ;1
g 5| Lymphocyte 28~48 43 | 42 | 44 | 46 | 48 | 48 | 41 | 38 | 40 | 38 | 45 | 44 | 48 | 39
| £ [ Eosinophil 3 | 3|3 |3 ]|2]4]3 s2 8|21 ]1 1
8 Basophil 0~1 0 0 0 1 0 0 0 0 0 1 0 0 0
2| Monocyte 3~7 5| 4| 4|5 |5 |5 3|5 4|6 |5 ]| 4]4
Platelets(x10*/mm?) 12~35 [32.7(27.6|28.6(26.3|27.8(30.0(29.7(26.7|26.6(27.6|26.9|28.4|27.1|33.3

Prothrombin  time(sec) 8-12 |10.4110.8| 9.0|11.3|11.5(11.2 11.0(11.1{10.9(11.2{11.7[11.6

GOT (U) 8~40 21 | 19 | 22 | 21 | 23 | 22| 18 | 14 | 13 | 17 | 13 | 18 | 13 | 12
GPT (U) 5~35 6 | 9 (1013|114 |8 |10|5]|5|7|9]|8]|5]F¢
LDH (U) 170~400 | 228 | 248 | 208 | 201 | 261 | 207 | 244 | 205 | 228 | 179 | 175 | 206 | 169 | 158
Al-P (KAU) 2.7~10 |4.7|6.3|5.7|5.4|5.3|5.7|4.2(7.0{8.3|8.0[7.7(7.2]|7.3]|5.4
ChE (ApH) 0.6~1.2 | 1.01.1]0.9|1.1|0.9]/1.0{1.1{1.0]1.0]/1.0[1.0|1.0]1.0]1.2
7Y-GTP(U) <60 20 | 30 | 28 | 28 | 20 | 21 | 20 | 9 | 19 | 14 | 13 | 13 | 15 | 14
Total bilirubin(mg/dl) | 0.3~1.2 | 0.7 | 0.6 | 0.6 | 0.7 | 0.6 | 0.9 | 0.4 | 0.6 | 0.4 | 0.3|0.4|0.4]0.7]0.4
%Totalptotein(g/dl) 6.5-8.5 | 7.7 | 8.0 |7.1| 66 |6.8] 72|65 |72 |7.3][71]7.0[7.1]7.4]71
'E| BUN (mg/dl) 8~20 |12.3| 9.8 |14.0(17.6|17.7[15.0|22.0|13.9|11.4| 8.1 [14.2]15.6]19.0|13.5
% s-Cr  (mg/dl) 0.7-1.5 | 0.9]1.2|1.2|1.0|1.0|1.1{1.0{1.1[1.3[1.3|1.0]1.0]1.1]1.2
'SED T-chol (mg/dl) 120~250 | 169 | 184 | 167 | 164 | 164 | 175 | 169 | 136 | 143 | 152 | 164 | 178 | 185 | 169
TG  (mg/dl) 40~170 | 60 | 83 | 72 | 51 | 49 | 47 | 72 | 114 | 139 | 140 | 153 | 137 | 133 | 108
Na  (mEg/L) 134~147 | 141 | 141 | 141 | 140 | 141 | 143 | 141 | 141 | 141 | 140 | 140 | 140 | 141 | 143
K (mEq/L) 3.5~5.5 | 4.3 4.1(3.9|4.0(3.9(3.9|3.9(4.3|4.1|4.3|4.1]|4.1]4.1]3.8
Cl (mEq/L) 98~108 | 106 | 104 | 106 | 107 | 107 | 108 | 106 | 108 | 105 | 107 | 107 | 109 | 106 | 101
Ca  (mEq/L) 4.2~5.5 | 4.9 (5.0 4.3|4.9(5.0|4.8|4.5(4.8|4.4|4.6|4.7|4.8]|4.8|4.5
A/G 1.1~1.7 {1.3|1.3|1.7|1.5|1.5|1.5|1.9]|1.3|1.2|1.3|1.4|1.4|1.5|15
BS  (mg/dl) 70~120 | 94 [ 109 | 96 | 93 | 91 | 89 | 97 | 95 [ 100 | 99 | 94 | 91 | 93 | 102
Sugar |- -|-1-|-|-1-1-1-/-1-1-1-1-
Protein (=~ | - |- -|-|-]-|-1-/-1-/-1-/-]-
Urobilinogen () + | || x| x| x| x| x| || x| x| x|z

é pH 4775 | 5 | 7 | 5 |55 5 | 5|5 | 5| 51| 5| 5| 5 |55|5.5
'S R B C(/ hpf) 1-2/3-4[1:2/3-4(2-3/3-411-2/3-4[1-2/3-4{1-2/3-4]1-3/3-410-1/1 {0-1/3-410-1/3-4{0- 1/3-40-1/3-4[1-2/3-41-2/34
S Sediment WBC(/hpf) 1-2/3-40-1/3-42-3/3 41-2/3-42-3/3-4)1-2/3-41-3/1 |1-2/1 [2-3/3-400-1/1 [1-2/3-41-2/3-4f2-3/3-42-3/3-4
o ousy/hol 2-3/3-4[1-2/3-4)1-2/3-4]1-2/3-4[1-2/3-40- 1/3-4[1-3/1 [1-2/1 [2-3/3-4[1-2/1 [2-3/3-400-1/3-4)0-1/3-4{ 13/
others ;"+) ;+) :+) ;+)‘ ;+)I m(‘:]a’le "u:rc;h . x(;:te ""?;3": ;«_u)‘ :H'

1:2/1 2-3/1
B:before, A:after, F:follow up
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Table 10-2 Clinical laboratory findings
300mg x 2/day X 7days (Non-fasting)
Normal T.O. Y.S.
Items
range B [2nd | 3rd | 5th | 7th | A F B |[2nd | 3rd | 5th | 7th | A F
WBC (/mm?) 4000~8500 | 5100 | 5300 | 5200 | 5200 | 5700 | 5000 | 5000 | 4400 | 5100 | 6000 | 6100 | 6400 | 6100 | 3400
RBC (x10‘/mm?®) | 400~560 | 464 | 484 | 475 | 475 | 463 | 464 | 459 | 481 | 493 | 482 | 479 | 497 | 509 | 451
Hb  (g/d]) 14~18 |[16.1]15.5|15.8(15.7[16.1|15.6(15.9|14.8{15.0(15.1|15.1|15.7(15.7|14.3
Ht (%) 40~55 |47.8(48.7|47.7|48.2|46.6(47.3|46.2|45.9|47.1|45.3|45.6|46.2|48.5|41.9
g 5| Neutrophil Stab. 2~6 5 4 6 6 6 6 5 5 6 | 4 4 3 3 3
5| E Seg. 41~59 52 | 49 | 45 | 50 | 53 | 45 | 55 | 41 | 42 | 43 | 43 | 41 | 40 | 40
% g Lymphocyte 28~48 38 | 40 | 39 | 37 | 38 | 38 | 35 | 47 | 44 | 43 | 47 | 49 | 48 | 50
|5 | Eosinophil 1-3 3| 3 3 2 2 3 2 3 3 3 1 3 2 1
Q[ Basophil 0~1 o121 ]lo| 1o |l1]o]|1|z2]0]1]1
§ Monocyte 3~7 2 3 5 4 1 7 3 3 5 6 3 4 6 5
Platelets(x10*/mm?®) 12~35 |26.9(32.2(30.7|23.2|24.1{23.8(30.6(19.8(18.0(21.3|19.7|21.4|22.9|22.1
Prothrombin time(sec) 8~12 [10.8(11.0[11.0(10.8(11.9{11.9 11.3(11.4(11.1|11.0{11.3|11.7
GOT (U) 8~40 16 | 13 | 16 | 20 | 25 | 17 | 11 | 13 | 14 | 14 | 18 | 27 | 25 | 9
GPT (U) 5-35 6 8 8 |11 | 13|10 | 10| 5 7 8 | 12 | 12 | 10 | 17
LDH (U) 170~400 | 183 | 184 | 164 | 182 | 209 | 206 | 208 | 171 | 192 | 160 | 166 | 174 | 172 | 186
Al-P (KAU) 2.7~10 |8.4(9.4|9.2|9.6|100|9.6|6.8(4.7|5.3|5.8|5.4(6.3|6.1|4.4
ChE (&pH) 0.6~1.2 | 0.8/0.8|0.7/0.7|0.8/1.0|1.0|0.7|0.7[0.7[0.7]0.7]1.0]1.0
y-GTP(U) <60 15| 16 | 14 | 9 8 {10 | 11 | 7 | 18| 18 | 12 | 13 | 19 | 25
Total bilirubin(mg/dl) | 0.3~1.2 | 0.6 | 0.4 | 0.4 | 0.3 | 0.4|0.7]0.3|0.6|0.5[0.4|0.5|0.5|0.7]0.9
2| Total protein(g/dl) 6.5~8.5 | 7.7 7.6 |7.3|7.4|7.4|7.6|7.3/6.6|6.9|7.1|7.6[7.3|7.4(7.1
é BUN (mg/dl) 8~20 |16.0(14.4|13.8|16.6|22.5|21.5(15.8|12.2|11.1| 8.2 |11.4[13.9|14.9{10.7
%s-Cr (mg/dl) 0.7~1.5 [1.1{1.3|1.3|1.1|1.1|1.1|1.1]1.0]|1.2|{1.2/1.0] 09 |1.1]1.1
EE T-chol(mg/dl) 120~250 | 185 | 175 | 164 | 175 | 175 | 176 | 221 | 124 | 124 | 130 | 122 | 118 | 132 | 160
TG (mg/dl) 40~170 | 75 | 105 | 122 [ 127 | 97 | 113|101 | 34 | 50 | 125|103 | 82 | 89 | 67
Na  (mEq/L) 134~147 | 141 | 141 | 141 | 141 | 140 | 141 | 143 | 141 | 140 | 141 | 145 | 139 | 141 | 140
K (mEq/L) 3.5~5.5 | 4.6 | 4.2 |4.3(4.3|4.4[4.5|4.2|4.1|4.2|4.4|4.1]4.2|4.2]3.9
Cl (mEq/L) 98~108 | 106 | 107 | 109 | 105 | 106 | 106 | 104 | 108 | 108 | 107 | 108 | 106 | 104 | 102
Ca  (mEq/L) 4.2~5.5 | 5.0 4.5|4.6|4.9|4.8|4.7|4.7|4.7|4.5|4.7|4.5|4.7|4.9|4.6
A/G 1.1~1.7 | 1.3|1.3|1.5|1.6|1.5|1.6|1.6|1.7|1.7|1.5|1.4|1.7]|1.2] 1.8
BS  (mg/dl) 70~120 | 96 [ 109 | 102 | 90 | 93 | 89 | 95 [ 100 | 111|106 | 98 | 97 | 95 | 95
Sugar -~ -1-'-'-'-'-1-1-/-|-1-1-=-1-1-
Protein (- - -'-1-1-1-1=-|-1-1-|1-1=-1-=-1-
Urobilinogen (%) + + + + + + + + + + + + + +
é pH 4.7~7.5 | 5 | 55| 5 |5.5]| & 5 5 5 |6.5[55]| 6 5 5 7
E R B C(/hpf) 2-3/3-4(2-3/3-4[1-2/3-4(1-2/3-4{0-1/3-4(2-3/3-4{0-1/3-4(2-3/3-4[1-2/3-4(0-1/1 [2-3/3-4]0-1/3-4[2-3/3-4)0-1/3-4
S Sediment WBC(/hpf) 1-2/1 [2-3/3-41-2/3-4[1-2/3-41-3/3-4[2-3/3-40-1/3-4{1-2/1 [1-2/3-4[2-3/3-41-2/3-4[1-2/3-4]2-3/3-4/0-1/3-4
ouamous/he) 1-2/3-4{1-2/3-4)0-1/3-4{0-1/3-41 2/3-4{1-2/3-4/0-1/3-4(1-2/3-40-1/3-4(0-1/3-4|0-1 /34| 1-2/3-4[2-3/3-41- 3/1
o  [nubecuta] N urate [nubecula|nubecul
Others e o NS oo ey ! e e ot BT A I v s
2:3/1 1234] 121 | 121
B:before, A:after, F:follow up
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Table 10-3 Clinical laboratory findings

300mgx 2/day X 7days (Non-fasting)

Normal H.F.
Items range B |2nd | 3rd | 5th | 7th | A F
WBC (/mm?®) 4000~8500 | 6400 | 5600 | 6900 | 6800 | 7000 | 6100 | 4200
RBC (x10‘/mm®) | 400~560 | 480 | 492 | 482 | 482 | 488 | 486 | 479
Hb  (g/dl) 14~18 [15.4/15.0/15.3|15.3|15.4|14.9[15.2
Ht (%) 40~55 |43.9(45.2(43.9(44.3|44.1)|44.4|43.5
Bl — .| Stab. 2~6 4 5 5 5 3 5 6
© | '« | Neutrophil
3|E Seg. 41~59 43 | 44 | 46 | 48 | 48 | 43 | 43
%E Lymphocyte | 28-48 | 44 | 43 | 42 | 41 | 41 | 47 | 44
T |:Z| Eosinophil 1~3 3 | 22|33 |1]0
Q| Basophil 0~1 0 1 0 0 0 0 1
E Monocyte 3~7 6 5 5 3 5 4 6
Platelets(x10/mm?) 12~35 [17.3/19.1]18.7|17.8|18.4[19.9(22.2
Prothrombin time(sec) 8~12 11.611.7(11.3|11.2|11.7|11.1
GOT (U) 8~40 17 | 17 | 20 | 24 | 42 | 34 | 18
GPT (U) 5~35 6 | 7| 8 | 12|20 |10 12
LDH (U) 170~400 | 176 | 172 | 158 | 198 | 203 | 153 | 194
Al-P (KAU) 2.7~10 |5.6|5.8|6.0]6.3]|6.4|5.8]5.1
ChE (ApH) 0.6~1.2 | 0.8 0.8|0.8]/0.9(0.8|0.8|1.1
7-GTP (U) <60 8 | 11|14 {10 | 7 5 | 12
Total bilirubin(mg/dl) | 0.3~1.2 | 0.7 | 0.5| 0.6 | 0.6 | 0.6 | 0.9 | 1.1
= Total protein(g/dl) 6.5~8.5 | 7.7(7.3|7.6|8.1|7.9|7.4|7.6
g BUN (mg/dl) 820 |8.3]9.0[11.0(12.0|16.0|17.6(11.3
% s-Cr  (mg/dl) 0.7~1.5 | 1.0 1.2|1.1[0.9|0.9]|1.0] 1.2
b% T-chol (mg/dl) 120~250 | 170 | 152 | 157 | 157 | 159 | 158 | 191
TG (mg/dl) 40-170 | 68 | 111 | 131 | 209 | 82 | 82 | 46
Na (mEq/L) 134~147 | 141°| 139 | 141 | 146 | 139 | 139 | 141
K (mEq/L) 3.5~5.5 [ 4.23.9|4.4|3.9|3.9[4.0]3.9
Cl (mEq/L) 98~108 | 107 | 103 | 106 | 111 | 104 | 106 | 99
Ca (mEq/L) 4.2~5.5 | 5.0 4.7|4.8|4.9([4.9|4.7|5.0
A/G 1.1~1.7 | 1.4|1.4|15|1.6|1.2]|1.2|1.8
BS  (mg/dl) 70~120 | 102 | 102 | 104 | 99 | 96 | 101 | 95
Sugar (=)~ - -1 -|-1-1-1-
Protein =)~ - -1 -1-1-1-1-
Urobilinogen (%) + + + + + + +
»|PH 4.7~7.5 | 5 | 6 |5.5| 6 [5.5[5.5]5.5
E» R|B C(/hpf) 1-2/3-4{0-1/3-411-2/3-40-1/3-4{0-1/3-4[1-2/3-4[1-3/3-4
§ ) WBC(/hpf) 1-2/3-4/0-1/3-41-2/3-40-1/3-4[2-3/3-4[1 2/3-4[1-3/3-4
S| Sediment Soummouhon 10-1/3-4{0-1/3-4{0-1/3-4{0-1/3-4/0-1/3- 41 -2/3-4[1-3/3-4
epithelium
Others +) R ) PRI RSO
1-2/3-4 1-3/1
B:before, A:after, F:follow up
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Table 11-1 Clinical laboratory findings 400mgx 2/day X 7days (Non-fasting)
Normal T.S. K.S.
Item range | B |2nd|3rd|5th|7th| A |F7th| B |2nd|3rd | 5th | 7th | A |[F3rd/F7th|Flath
WBC (/mm?) 4000~8000 [5000(5100|5100(7100|6500|5600|4700{5400|4800|4300(5800]|4900|5000(6400]5200|5400
RBC (x10*/mm?%)| 400~530 | 430 | 410 | 431 | 454 | 448 | 428 | 423 | 495 | 484 | 513 | 507 | 492 | 487 | 490 | 522 | 525
Hb (g/dl) 13~17 |14.0|13.2(13.7|14.0({14.2|14.0{14.0|14.5|14.4|15.1({14.8(14.4|14.7|14.7{15.8|16.1
Ht (%) 40~52 41 | 39 |42 |44 | 42 | 41 |42.9| 43 | 43 | 45 | 45 | 43 | 43 | 44 |45.6]46.5
3 — | Stab. 2~7 2 0 2 3 2 2 3 3 1 1 3 1 2 4 5 6
O | ® [Neutrophil
§ ‘g Seg. 45~55 53 | 61 | 57 | 60 | 51 | 52 | 45 | 54 | 48 | 55 | 58 | 56 | 46 | 48 | 48 | 44
E§ Lymphocyte 25~45 38 | 34 [ 37 | 30 | 42 | 38 | 47 | 33 | 39 | 33 | 30 | 38| 39 | 43 | 42 | 44
% = [‘Eosinophil 1~5 2 |1 2 2 25 1]3]1 42| 2] 2
Q| Basophil 0~1 1|0 0 o1 |2 |1]|2]0]1]01]0
§ Monocyte 2~7 4 | 4 5 3 (7|5 |7 |6]|1]|8]|3]3
Platelets(x10*/mm?) 13~35 24 | 22 | 24 | 27 | 25 | 22 (25.2| 25 | 27 | 22 | 25 | 26 | 25 [18.4|24.9
Prothrombin tim(sec) 11~15 12 |12 (12 |12 |12 ({12 |12 | 12 | 12 | 12 | 12 | 12 [ 12 [ 12 | 12 | 12
GOT (U) 8~40 17 |18 | 17 | 18 | 21 [ 24 |17 | 15| 16 | 18 | 21 | 57 | 58 | 42 | 35 | 21
GPT (U) 5~35 9 9 11 (10| 10 | 18 | 12 | 14 | 15 | 13 | 17 | 48 | 59 | 47 | 43 | 23
LDH (U) 50~500 | 293 | 281 | 265 | 287 | 291 | 277 | 257 | 291 | 274 | 263 | 286 | 343 | 325 | 313 | 284 | 277
Al-P  (KAU) 3~10 4.8/5.0/5.1/4.6{5.1{5.1/4.6|7.3|7.2|6.8/5.8/6.6/6.8/6.2(7.3|/6.6
ChE (ApH) 0.8~1.1 [1.3|1.1{1.1|1.0{1.1|1.1|1.2|1.1f1.2|1.1|1.1|1.1|1.1|1.1]|1.2|1.2
ZTT 2~12 7.116.6|6.7|6.4|16.4|16.3(6.7|4.7(4.7[4.9(4.7|4.5|4.6(4.0{4.3|4.5
7-GTP(U) <40 17 | 19 | 19 | 18 2 21119 (16 |18 | 19 | 15 | 17 | 19 [ 15 | 20 | 18
Total bilirubin(mg/dl) | 0.2~1.0 {0.5|0.6|0.6|0.6|0.6|0.6[0.8/0.9{0.7[/0.5(/0.6/0.5/0.6|/0.9{0.5[0.8
g Total protein(g/dl) 6.5~8.5 (7.9(7.2|7.5|7.6/8.1/7.5/8.1{7.1/6.9|7.0({7.0(7.1{6.9(6.9|7.3(7.6
E BUN (mg/dl) 8~20 15|14 [ 10 | 15 | 13 | 16 | 14 9 9 7 9 10 9 7 9 11
%S—Cr (mg/dl) 0.7~1.7 {1.1{1.0{1.0{1.11.1}1.0{1.2|{1.0|1.0/0.9(/0.9(1.0{1.1|1.1|1.1|1.0
;% T-chol(mg/dl) 130~250 | 193|177 | 180 | 164 | 178 | 160 | 222 | 147 | 137 | 130 | 123 | 146 | 139 | 141 | 180 | 176
TG (mg/dl) 40~172 | 56 [ 89 | 69 | 119|102 | 74 | 46 | 55 | 70 | 72 | 146 | 89 | 70 | 72 | 70 | 94
Uric Acid 3.0~6.5 {4.5/4.313.9|4.6|{4.7|4.6|5.5|5.0/5.3|5.0(5.8(5.8(5.8{5.7/4.9|5.3
Na (mEq/L) 134~147 | 139|139 138 | 140 | 138 | 139 | 138 | 141 | 143 | 140 | 145 | 140 | 140 | 142 | 140 | 142
K (mEq/L) 3.5~5.5 [4.0(3.8/4.7|3.9{4.0{4.0|3.9(4.2|14.2|4.2|4.7(4.3(4.2|14.0/3.9/|3.9
Cl (mEp/L) 96~107 | 102 101|102 | 102 | 98 | 99 | 102 | 103 | 104 | 101 | 101 | 98 | 100 | 104 | 103 | 103
Ca (mEq/L) | 4.2~5.7 |4.3|4.1|4.1|4.34.2|4.2|4.1(4.2|4.2|4.2|4.3/4.1|4.2]|4.0(3.9(4.4
A/G 1.2~2.3 |1.39|1.48(1.42(1.37(1.31{1.34(1.38{1.54|{1.65|1.69|1.69/1.63|1.65[1.76[1.61]/1.62
BS (mg/dl) 70~110 | 94 | 93 | 100 | 86 | 81 | 83 | 91 | 95 | 88 | 92 | 80 | 80 | 78 | 94 | 97 | 95
Sugar (=)~ (D[] [ [ =) |[(=)
Protein (=)~(£) [(D [ (DD [ (D[ (DD (=) [ ()] (=) [ (=)
Urobilinogen (%) ()| ()| (£) | (£) [ () [ () [(£) | (£) | (£) | (£) [(R) [ ()| (£) | (£) [ ()
) pH 4.7~7.5 6 5 5 5 5 5 5 6 5 5 5 5 5 5 5 |5.5
E RBC (/hpf) 1-2/1-10 0-1/1{1-2/1] 217 -10{0-1/1{1-2/1| 0-1/1 0-1/1{0-1/1| -1 -10| 1-2/1-10| 0177 10 1-2/1| 3-5/1
.g 2 WBC (/hpf) 0-1/1|0-1/1 0-1/1{0-1/1 3-4/1|3-5/1|0-1/1 2-3/1{ 12710 [ 0-1/1| o-1/1-10 | 10-12/1 | 15-2001
= E essil:}a,re?ﬁ,‘;:(/hpn 12/110 3-4/1|v2/110 1-2/1-10  1-2/1-10 | 1-2/1-10 | 0-1/2-10 | 3-5/1| 1-3/1
'ﬁ Nubecula (+)|(+) (#) ()| () (+) (+) (+)
“[0Oxalate (H) | (H) ]| (£) | () ()| (+) | (+) 1-3/1
Others ko @y ity »(Af])d
B: before, A:after,: F:follow up
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Table 11-2  Clinical laboratory findings

400mg x 2/day X 7days (Non-fasting)

I Normal MK. AN.
tem range | B |2nd | 3rd | 5th | 7th | A |F7th| B |2nd | 3rd | 5th | 7th | A [Fard|Frn
WBC (/mm?) 4000~8000 | 5400 [ 5000 | 4500 | 5000 | 5100 | 4500 | 4600 | 6500 | 7400 | 6600 | 6500 | 7300 | 7200|6800 | 9100
RBC (x10*/mm?’)| 400~530 | 484 | 444 | 449 | 463 | 461 | 453 | 465 | 486 | 453 | 448 | 469 | 471 | 466 | 496 | 487
Hb (g/dl) 13~17 15.7|14.4|14.2(15.0(14.8(15.0(15.1|15.8|14.6{14.3|14.9|14.8}15.1(15.9(15.9
Ht (%) 40~52 43 | 40 | 40 | 42 | 41 | 40 |41.5| 46 | 43 | 42 | 44 | 43 | 43 |46.8|45.5
2| = | Stab. 2~7 0 0 1 0 0 0 3 1 0 1 1 0 1 3 3
& |. [Neutrophil
"é s Seg. 45~55 54 | 50 | 42 | 49 | 52 | 60 | 48 | 62 | 59 | 57 | 47 | 51 | 42 | 48 | 49
2|5 Lymphocyte | 25-45 | 28 | 31 | 32 | 34 | 37 |w+1"| 41 | 31 | 36 | 35 | 41 | 40 | 48 | 41 | 40
= |'5 [ Eosinophil 15 | 8 | 12| 14| 7] 5] 9] z2]0]0]1]2 2 3
Q| Basophil 0-1 21| 1fo0o]o|1|o0] o] 1 1 0
é Monocyte 2~7 8 6 10 | 10 6 3 6 6 4 8 6 5
Platelets(x10* /mm’) 13~35 20 | 21 21 | 23 | 26 | 27 (22.6| 23 | 22 | 21 | 23 | 27 | 21 | 23 |24.5
Prothrombin time(sec) 11~15 12 12 12 12 12 12 12 12 12 12 12 12 12 | 12 | 12
GOT (U) 8~40 14 13 11 15 21 21 15 16 14 17 20 39 56 | 39| 21
GPT (U) 5~35 11 7 10 12 19 20 12 11 11 11 17 45 | 66 | 62 | 24
LDH (U) 50~500 | 348 | 340 | 295 | 322 | 317 | 310 | 313 | 284 | 273 | 244 | 273 | 314 | 331 | 273 | 272
Al-P (KAU) 3~10 6.9/6.7|7.6|/5.4|6.2|6.5|/8.0(3.8/3.9/3.3[3.2|3.8({3.7[4.2(4.1
ChE (apH) 0.8-1.1 {1.1|/1.0/0.9(1.0|0.9|1.2|1.0|1.4|1.3(1.2|1.2(1.3/0.9|1.5]|1.6
ZTT 2~12 2.712.7|12.7|12.6|2.4|125|2.8/6.4(6.0(/5.6/5.8|5.8|5.6|5.6|5.6
Y-GTP(U) <40 17 | 19 | 20 | 16 | 32 | 16 | 19 | 23 | 23 | 19 | 23 | 35 | 42 | 50 | 43
Total bilirubin (mg/dl) 0.2~1.0 | 0.9/0.8(0.5/0.6|0.6[/0.7|0.6|/0.6{0.5(0.3{0.4/0.4|/0.4(0.6{0.4
% Total protein (g/dl) 6.5~8.5 | 6.9(6.2|6.1/6.6|6.4/6.2[6.9|/7.6/6.9/6.6|7.0[(7.5]|7.1|7.9]|8.0
é BUN (mg/dl) 8~20 14 | 10 8 9 9 9 8 11 8 7 8 8 8 11 (9
-g s-Cr (mg/dl) 0.7~1.7 {1.0/1.0/0.9({0.9/0.9/0.9/0.9|1.11.1(1.1|1.0({1.0]0.9]1.2|1.1
% T-chol(mg/dl) 130~250 | 135 | 114 | 106 | 101 | 110 | 110 | 141 | 155 | 139 | 124 | 114 | 137 | 135 | 197 | 197
TG (mg/dl) 40~172 50 | 46 | 46 | 73 | 51 55 | 90 | 83 | 134 | 143 | 230 | 205 | 163 | 145 | 48
Uric Acid 3.0-6.5 | 4.313.9(3.7|/4.0{4.0[4.0|4.3|/5.4|5.5[4.7[5.5/5.2|5.5/6.0]6.1
Na (mEq/L) 134~147 | 142 | 141 | 140 | 144 | 140 | 140 | 142 | 139 | 141 | 139 | 141 | 139 | 140 | 140 | 139
K (mEq/L) 3.5~5.5 {3.9(3.7|3.8{3.8({3.6(3.7|4.0(4.5(4.2|4.2|4.1|4.0(4.1]3.9]|4.1
Cl (mEq/L) 96~107 | 105 | 105 | 105 | 106 | 103 | 105 | 105 | 101 | 104 | 102 | 103 | 99 | 100 | 101 | 102
Ca (mEq/L) 4.2~5.7 |1 4.213.9(4.0|14.1{3.9(4.0/3.8{4.2(4.0(3.9(4.2]|4.1|4.1|4.2]|4.0
A/G 1.2~2.3 (2.00]1.95|2.05(2.00(1.91|1.95(1.76|1.45]|1.65|1.65|1.59(1.50|1.54|1.47(1.50
BS (mg/dl) 70~110 | 94 | 93 | 96 | 88 | 82 | 77 | 91 | 90 | 83 | 8 | 79 | 76 | 71 | 91 | 96
Sugar (=)~(£) | ()| (D) [ (D[ (D[S (D[ (D[ [ [ [ ()| (=) [ (=) [(=) (=)
Protein (=)~ () | ()| () [ (D[ (D[ (D[ ([ (D[ [ (=) [ () () [ (=) [(2) ][ (=)
Urobilinogen (£) ()| (£) [ (£) [(2) [ (1) [ () [ () [ (£) [ (£) | ()] ()] ()| () |[(D)]|(£)
9 pH 4.7~7.5 5 6 6 6 5 6 5 6 6 5 5 6 5 5 5
2 RBC (/hpf) 1-2/1-10 1-2/1-10 0-1/1 | 1210 [ 0-1/1 | r-or-10 | 127710 0-1/1{ 12710 | 1-27-10 | 0110 | 0-1/1
E | WBC (/hpf) 1:2/1-10 1210 | 0-1/1 | 12210 12/1-10 | 1-2/1-10 1210 |1-3/1]1-2/1
5| & [Samon7m 1o 011 yilon
'S | Nubecula (+) (+) (+)
N Oxalate H#) | (+) (+) ] (+) (+)
Others & & e
B:before, A:after, F:follow up *ZRE) > <3k
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Table 11-3 Clinical laboratory findings

400mg % 2/day X 7days (Non-fasting)

Normal N.U.
tems range B |2nd | 3rd|5th |7th | A [F7th
WBC (/mm?®) | 4000~8000 | 5800 | 5400 | 5800 | 6000 | 5700 | 5700 | 5600
RBC (x104/mm?) | 400~530 | 481 | 490 | 496 | 497 | 480 | 479 | 445
Hb  (g/dl) 13~17 [14.5|14.5(15.0(14.8|14.4|14.6|14.1
Ht (%) 40~52 | 44 | 45 | 45 | 45 | 43 | 43 [42.5
&= | Stab. 2~7 1] 2 | 2 o 1] 3
S | . |Neutrophil
3|2 Seg. 4555 | 54 | 54 | 51 | 64 | 57 | 54 | 48
g }:, Lymphocyte | 25~45 | 35 | 33 | 31 | 28 | 33 | 33 | 41
T |5 [ Eosinophil 5 | 5|68 8 | 3
| Basophil 0~1 oo |1 1] 0
= Monocyte 2~7 5 5 7 3 5
Platelets(x10/mm’) 13~35 | 29 | 27 | 29 | 26 | 24 | 28 [25.5
Prothrombin time(sec) 11~15 |12 |12 |12 | 12| 12 | 12 | 12
GOT (U) 840 | 15| 19 | 20 | 18 | 21 | 25 | 16
GPT (U) 5~35 | 12 | 9 | 16 | 20 | 21 | 23 | 12
LDH (U) 50~500 | 259 | 272 | 268 | 275 | 276 | 274 | 266
Al-P  (KAU) 310 |6.1|6.1[5.8]/5.7|6.1[6.1]86.1
ChE (ApH) 0.8~1.1 | 1.1|1.2|1.2]1.1]|1.1]0.9] 1.1
ZTT 2~12 | 6.6|6.4|6.5|6.5|6.5|6.5]6.2
7-GTP (U) <40 | 30 [ 32| 34|31 | 24| 25/ 34
Total bilirubin (mg/d) | 0.2~1.0 | 0.6 | 0.5]0.3]0.5[0.4]0.4]0.4
2 [Total protein (g/d) 6.58.5 | 7.2]|7.2]|7.2|7.2]7.3]7.1] 7.0
2[BUN (mg/d)) 820 | 9 | 10| 8 |11 |9 | 9 |1
£[s-Cr (mg/dl) | 0.7-1.7 |1.0]0.9]1.0]|0.9]1.0]0.9] 1.0
& | T-chol(mg/dl) 130~250 | 126 | 125 | 126 | 129 | 130 | 122 | 122
TG  (mg/dl) 40~172 | 73 | 119|138 | 140 | 116 | 106 | 49
Uric Acid 3.0-6.5 | 5.4|5.1/4.8({6.0(5.8]5.5]5.8
Na (mEq/L) | 134~147 | 138 | 139 | 139 | 136 | 137 | 139 | 140
K (mEq/L) | 3.5~5.5 | 3.9|3.9[4.2|3.7|3.8[4.1]4.0
Cl  (mEq/L) | 96-107 | 100 | 101 | 102 | 103 | 100 | 101 | 106
Ca (mEq/L) | 4.2-5.7 [4.2[4.1|4.2|4.4]|4.0]4.3]3.7
A/G 1.2-2.3 [1.40{1.40]1.40[1.48[1.35(1.45|1.41
BS  (mg/dl) 70~110 | 95 | 96 | 97 | 88 | 85 | 85 | 122
Sugar (=)~ () [ (D) [ (DD ([ ([ (=) [ (=)
Protein (=)~(B) [ () [ (D[ (=) (=)
Urobilinogen () [ ()| (B) [ () [ ()| ()| ()| (%)
«|pH 4775 | 6 | 5 | 5 516 |5
B TRBCUhpD) vr0 [ 0-1/1 | 0-1/1 ] 0-1/1[0-1/1 | wamw | 1-3/1
£ |, [WBCUhp) v 131
S| 2|t 0-1/1
'§ Nubecula (+) | (+)
@ [Oxalate (+) () [ (B | () [ (+)
Others Mold Moid

B:before, A:after,

F:follow up
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I3 b N b o 7o 5) % 2 [0 BAY 0 9867 IASRKEH £, BAY o
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PHARMACOKINETICS WITH BAY o 9867 (CIPROFLOXACIN)

FuMio MaTtsumoro
Department of Internal Medicine, Kanagawa Prefectural Nursing and Hygienic School Hospital

Hiroyukt KoBayasHi, KEnji TAKAMURA and Hiroakl TAKEDA
The First Department of Internal Medicine, Kyorin University

Pharmacokinetic study with BAY o 9867(Ciprofloxacin), a new synthetic antimicrobial agent, was conducted in heal-
thy male volunteers. BAY o 9867 was given 300 or 400mg b. i. d. for 7 consecutive days. Concentration of BAY o
9867 in the blood, saliva and urine were measured and the following results were obtained.

In the 300mg dose group, the peak plasma concentrations were attained 1 to 2 hours after administration and the
their mean values ranged from 0.89 to 0.92 xg/ml. The maximum salivary concentration was reached 2 to 4 hours af-
ter administration, and mean concentrations ranged from 0.33 to 0.46 gg/ml. The urinary recovery of BAY o 9867
was 29.1 to 36.4% within 10 hours. In the 400mg dose group, the peak plasma concentrations was reached 1 to 2
hours after administration, and their mean values ranged from 1.50 to 2.05 #g/ml. The maximun concentration of saliva
was reached 2 to 4 hours after administration, and mean concentrations ranged 0.46 to 0.82 xg/ml. The urinary recov-
ery of BAY 0 9867 was 29.8 to 35.2% within 10 hours.

With regard to side effect, no subjective symptoms of adverse reaction was noted. Slight elevation of GPT was found
in 1 case of 300mg dose group, and GOT, GPT and GOT, GPT, gamma GTP in 1 case of each in 400mg dose group.

However, at the follow up examination, all the measurement were recovered within normal range.



