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1. JUBT) | BRERHRO% S & UBRAR AR 18H 5908k 125 2T, &H|& NA, PPA, NFLX,
GM, SISO # & " AMK OMIC % I L LBIRE L 72, 2 0&R, AFIISEE T ~TIc LT,
NABLUPPALNIZ4~9%, NFLX L D31 ~ 4 EENHEN LR L0 M. preumoniae 20
BRI $ 2 AH| D MIC 120.2~1.56 g/ml (¥ —2120.39 pg/ml) T, OFLX L I2IZF%, ENX &
DL AEENTBETH -7,

2. in vivo FLETER | M. preumoniae (Mac 112) DEBRBYGN B 5 ARB OEHMER, NbZ
- R TRET L, EMBSHETIEIBAL 2 2MAEROB 4 SN, A B L U OFLX
BREBTE, MBHRCLLAEL2EZEZALR L, 57,

3. MPB L BEETIRE BESEREESRE 26112, AFI300mmg 2 E0O#KE L1, BEMLE
WEIHRS 1 BERIRIC1.71~1.86 ug/ml ITE L 7oo WERPIREED Y — 7 1345575 1 ~ 3BRIH 124
b, ZOMREIZ0.60~0.99 xg/ml %KL 72,

4. WRERREAHE ST A BRER B L URIER | RESERBEIF A AR E L, AF OB
REBWERICOWTRET L7220 ED 261, H5h2260, KB 7 61, %) 26), HEREE 45,
AEREIT2.7% Th oo BIEAL L THRMBERS L VEEN 1A LN, REMBTIR, X

M4 EEEK, GOT, GPT, ALP 3 & U°LDH ®—@tM L&A 56 BlicA 6ty

BRAYDONAZVHTHLIFEEEN/ZZBAY o
9867 (Ciprofloxacin) X, Fig. 1iZ/RLZZ& 912, 1
fiLiZ Cyclopropyl X% B+ 5%/ )V A NK UV BEROE
DHEBMEFITH 5,

FEGEOKS Xy, ER-mMARE & RPHER A
Boh, BHB~NOBITIBFTHEI L, BIUHE
EHOHII BV UEANE2E U7 7 4 BHEB LU
S LEHEIRIEVIIEARS b A2F TR ERE
HEHTH B,

A EIFLE, EBOFEL L TEHFD in vitro 1281}
AMENEMOERERMEROZR ERBE T E L b

I, BURERRERE R HRICEF RS L, Mo
L UBEHRPBEOEIL L BB ICHE L 272, B
B IPRAFEIIEITHC AR 2 k5 L, ZOBEKREL
5 WICEWERIC W TIRE 2R 20T, Zh 6 DR
oW THET %,

Fig. 1 Chemical structure of BAY o 9867
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I. B @miE

1. 5iEH

1) E£BHE

RIS KZEZH B REREBHEZRFORERK
20Kk &, LREIIC BV CEEOBKRIED - R o 8
N, 75 LEEHIERE2108k (Staphylococcus aureus 32
Bk,  Staphylococcus epidermidis 33 #K,  Staphylococcus
haemolyticus 338k, Enterococcus faecalis 394k, Enterococ-
cus faecium 34#k, Streptococcus pneumoniae 39%K), &
U Y5 LIEHARH 3808 (Haemophilus influenzae 324k,
Escherichia coli 31¥k, Klebsiella aerogenes 30%k, Entero-
bacter cloacae 32%k, Enterobacter aerogenes 2T¥k, Seratia
marcescens 328k, Proteus mirabilis 30¥k, Proteus vulgaris
358k, Pseudomonas aeruginosa 32K, Acinetobacter cal-
coaceticus 34 ¥k, Citrobacter freundii 33 ¥k, Morganella
morganii 328k) D ET619%k % v T, BAY 0 9867 D&
MNREBEHILRE MIC) *HIEL, FHLEZDEHM
B#T & % Nalidixic acid (NA), Pipemidic acid (PPA)
B X U Norfloxacin (NFLX), #hiZ73I /7 Z7Vav ¥
F P K O Gentamicin (GM), Sisomicin (SISO) # &
U Amikacin (AMK) O&h & HBL 7,

MIC Ol 1 MIC 2000 (¥4 +7 v 7)) FHwL
Iyu7M4 a3y AERECRAL, BEHEE, Hin
fluenzae M A 10* cfu/ml & L, o> B & Ti310° cfu/ml
E B IS ICAB L, RELEEREFIBENER
FHAREICL B MIC EOHMEICOWVWTIR, $TIZ
£300 B AL EFEFSBRIIBTHE LA™, K
EO B ERERFGRENL® cfu/ml HERO L DL
B TR 2 HEAEIZD O T 2,

3 72, Mycoplasma pneumonice 20¥k (RRHERE 2 ¥k, R
FRSBEBRI8EE) 12DV T, BAY 0 9867 ® MIC % i€
L, Ofloxacin (OFLX), Enoxacin (ENX), Tetracy-
cline (TC) 3 X UfJosamycin (M) D ZFh & B L 72,
MIC DHIFERERFREIZTBI 2V, EEERIZI0°
cfu/ml & L7,

2) EBE#

HEARHF OB BRI T 2 A H O MIC 21D
T{& < (Table 1), 7 FUERE I L Ti30.2 xg/ml
LT, 32039 h 2L Tik1.56 ug/m LT TE
NEBERRIEL, NFLX, PPABXUNA L h b6
CERREEEER L

—%, 77 LABMAREICH LTIk S o IcEHLHERE
HhHLN, LITFT7ERBEEBRVAIIEALDOKRD
RE#0.05ug/ml LT CHIEL, FH S L UHBKRE
DB E 272 6 FH] (NFLX, PPA, NA, GM, SISO
BLXUAMK) 0% 2Tk, FA%d5 Vi ERD EDE

n-EEE LR L,

o PR AR BEBR 18 B RES90RK IS X § B A B L UM 6
EHOMBEFEH OB E, MIC 5Hi% 6 - BFRMHR
T Fig. 2 ~19IZ/R L 72

S. aureus (23Xt $ A AK| D MIC 130.1 gg/ml IZE— 2
MA& o, NFLX £ h 2%, PPA, NA X h 7~ 9%HE
NEMENERL, £80.39 xg/ml LT TRE ML
ant: (Fig.2).

S. epidermidis, S. haemolyticus \ZxF L Tix, »Ihi
0.2ug/mliZMICOE—2HA 6N, PPA, NA X b 4
~8%, NFLX £ h b 1 EERI- AN ETR L (Fig.
3, 4),

E. faecalis, E. faecium \2%F L Tix, PPA, NA Zi3&
ACHBIEEDS RO N D5 7255, KEO MIC DOE-—
3 FENFNO.T8 ug/ml, 1.56 pg/ml T, 7 EH|F &K
LIENSIEESELERL (Fig. 5, 6)

S. pneumoniae 12313 % AHF| O MIC 120.78 ug/ml 12
Y—shaohn, 7ERPRLEL, PPA, NA, AMK
Ihd 5%, GM, SISO LD b 4%, NFLX £ h b 3%
En-mENERLL (Fig. 7).

H. influenzae \23F L Tix, L K ICHEVWIEAETRL,
328k 28kk (87.5%) #%0.0125 pg/ml LAF T, /-4
BR#%0.025 ug/ml LT CTHEEEMHIE S, NFLX £ h
3%, MSER LG5~ SEREERLMENERL
7= (Fig. 8),

E. coli, K.aerogenes, E. cloacae, E.aerogenes \23t+3 %
AHOMICHY =212, WTFN$0.05xg/ml AT T,
7ERBHE LML, NFLX £ 9 6 1%, thsER L b
2~ 6 BEREELTWV: (Fig. 9~12),

S. marcescens T EHHEH & b ([ZIBE W MIC 24 A5
I T As, AFNZ0.05ug/ml LLTFIZE =27 2 A L&,
6K E D LS »ICERTW (Fig.13),

P. mirabilis, P.vulgaris \Zxt3 5AHF O MIC &, ¥
NH0.05ug/m UTIZE—2HA6n, 7TEAFED
¢, NFLXXh b 1~2%, fisEHRLHL4~6%F
EnHEHERLE (Fig.14, 15),

P. aeruginosa W AFIIZ & 5> TEBRA0.78 wg/ml LT
TREHVMEIE SN, MICHHOEY—2130.1 pg/ml i2A
Sh, BOTENRLAEFEENED ORI, 16 FH &
D LESHICENRTEBY, NFLX &0 b 3EENLNE
H %KL (Fig.16),

A. calcoaceticus \23F L Tid, BIEH & b IZRILV
MIC FAidtH b h, EHOY —2130.2 ug/ml 122D H
N7, THiEGM B X USISO L IZIFAI%SOHENTS
H, NFLX BXUNA L h b 4 BEENLEFEECH -
7- (Fig.17)o
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Table 1 Antibacterial spectrum of BAY o 9867 and other antibiotics
Inoculum size: 10° cfu/ml
BAY o 9867 | NFLX PPA NA GM SISO AMK

S. aureus SMITH 0.1 0.2 6.25 50 0.1 | = 0.05 0.39
S. aureus ATCC 25923 0.2 0.39 12.5 50 0.1 | = 0.05 0.78
S. epidermidis ATCC 12228 0.1 0.39 12.5 100 =< 0.05|= 0.05 0.2
M. luteus PCI 1001 1.56 25 >100 >100 0.2 0.39 0.78
M. luteus ATCC 9341 1.56 25 100 >100 0.2 0.78 0.78
B. subtilis ATCC 6633 =0.05 0.2 3.13 3.13| = 0.05|= 0.05|= 0.05
E. coli NIHJ JC-2 =0.05 0.1 1.56 3.13 0.39 0.39 1.56
E. coli BHN <0.05 < 0.05 0.39 0.39 0.39 0.39 1.56
E. coli KP =0.05 = 0.05 1.56 0.78 0.39 0.2 1.56
E. coli ATCC 25922 =0.05 0.1 1.56 3.13 0.39 0.39 3.13
S. dysenteriae EW3 =0.05 < 0.05 0.78 0.78 0.39 0.2 0.78
S. flexneri 2a EW10 <0.05 =< 0.05 1.56 3.13 0.39 0.2 1.56
S. flexneri 3a EW14 =0.05 = 0.05 0.78 3.13 0.39 0.39 3.13
S. boydii EW29 =0.05 = 0.05 0.78 0.78 0.39 0.39 1.56
S. sonnei EW35 =0.05 < 0.05 0.78 0.78 0.78 0.78 3.13
S. typhi H901 <0.05 0.1 3.13 3.13 0.1 0.1 0.39
S. typhimurium ATCC 14028 <0.05 0.1 1.56 6.25 0.39 0.39 3.13
K. pneumoniae PCI 602 <0.05 = 0.05 1.56 0.78 0.2 0.2 0.78
K. pneumoniae DENKEN <0.05 < 0.05 1.56 1.56 | = 0.05|= 0.05 0.2
K. pneumoniae ATCC 13883 <0.05 0.2 3.13 3.13 0.2 0.1 0.78
E. cloacae ATCC 23355 <0.05 0.1 3.13 12.5 0.39 0.39 1.56
S. marcescens ATCC 8100 0.2 1.56 6.25 6.25 1.56 1.56 6.25
P. vulgaris ATCC 21100-1 <0.05 < 0.05 1.56 0.78 1.56 0.78 6.25
P. vulgaris ATCC 13315 <0.05 < 0.05 3.13 1.56 0.1 0.1 0.39
A. liquefaciens Y-62 <0.05 < 0.05 0.39 0.78 0.78 0.78 3.13
Ps. aeruginosa KOBAYASHI 0.2 1.56 50 >100 12.5 3.13 25
Ps. aeruginosa NCTC 10490 =0.05 0.2 6.25 25 12.5 3.13 25
Ps. aeruginosa ATCC 27853 0.1 0.39 25 50 6.25 3.13 12.5
Ps. stutzeri =0.05 0.1 3.13 12.5 | = 0.05| =< 0.05 0.39

Medium : Mueller Hinton Broth (Difco) supplemented with Mg®* 25ug/ml and Ca?* S0ug/ml

Method : MIC 2000

C. freundii, M. morganii \=x3 3 % &K D MIC 120.05
pg/ml LTIZE—2dA6h, ZHhid NFLX &3z
EOREEMT, PPABIUNA LD b5 ~6EEN
B TH - 72 (Fig.18, 19),

DEoB#r Tt oTaBE, TTHRFEEZOER
JLE# (NA, PPA B & U'NFLX) & DHETIE, KA
BIXToOFEBIIH L TR OERZRENERL, C
freundii B & O M. morganii ® 2 BRI L TOAEH|
& NFLX I3RS OMEEE* R L, 473

MIC (ug/ml)

7) a3y FREAHR (GM, AMK # £ 1°SISO) L Dkt
BTk, XHNLS. aureus, S. epidermidis {2 XF L T GM
BLUSISOIZ1 ~2%EH Y, A. calcoaceticus 123 L T
13 GM B L VSISO & IZFZDMEIENE % 7 L 72 LS
B, $XTORBIF L CAR RO ERIED & T
L7,

M. pneumoniae 1= 33 B AH| O MIC 120.39 pg/ml i
¥— 2 HA 6N, OFLX EIRIXEE, ENX $h b 4%
BN HEEEER L, $2TC L b 1 BERTY
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72, IMEDIE3EELBETH -7 (Fig.20)o

2. invivo FUEER

1) EBHE

M. pneumoniae FEHERR (Mac 112) #RERW & L, 4%
3EBDNLRY — KBIOICICEFERY S €, Ptk 7
HE & 9 &KAl#B L OFLX, EM 2 X 2B L7,
Y%7, 10, 12, 14, 17, 21HBIC#FhFRS5LSD
EBHRL, MAOEKLAEL 2, BEHZIR7.9X107
cfu/ml & L, EXoOKE5E X, FH)1Z 3 mg/30g/H,
OFLX 3 3mg/30g/H, EM i 6 mg/30g/B &L, 1A1
EROKRSE 2B % 57,

2) EERR

M. pneumoniae (Mac 112) % BREF S E /124 2
=T AR DERFE LY, OFLX BLUEM &}t
LT Fig.2llIR L7, EM RSB T MBI ig
BFICHANTHS 2 ISR BB A & 7z hs, KEIRS B
BLUOFLX &5 HECExBEIIL~T, MBS
LRBVEEAAONT b DD, HELEZIEDONL
o 7_‘o

3. M9 s & OEEPIRRE

1) EBAH#*

B[R EELERE 2 6123 L TEHI300 mg 20
BE L (T3t RO, Sag it i dia %305
£5), &5%1, 2, 4, 6 BLUSKMEICRMN%
B ot, FIREICERIZO VT, B5H5 & OKRS
®INMECEEErEHE S, SN CRIRL .,

WEH i, E coli KPBREBRER & L 7= Agar well iE
I2& o7z, EIEFARSH#EIZ 13 Heart Infusion Agar (3HF)
* A, FFHE AR 13 M AR R % 12 12 Moni—trol 1
(DADE) %, BERFIBERMEIZIX1/ISM )~ BEE
#® (pH7.0) *AVTIERL 72,

2) EERAK

DA% Fig.22, 2313k L7, MPBENY— 4
BT OESH IBMBIZALSH, £hEN]1.86ug/
ml B L U171 pg/ml Th o7z, BHEDEE R, Fig.22
DIEBI T AFIE G4 1 ~ 2BBBICY— 2 A 6N
0.60 ug/ml DE% /R L, Fig.23DFEHITid 2 ~ 3 B5S
BIZE—2HAaoh, 0.9 ug/ml 2R L7, WFR D
REMAPBREN32% 5 & U58% &\ 5 BIF % BITIREE A
Booh, ABILIKRELEEIAONE D 512,

I. B & & #% 5

1. HREB, K5HEBLUKSE
RIBRFEFERE AR S L 2 0MEREICHBT 5,
AbEd L UNROFR BFRAFEEEIYL (BH208, &
H17%8) #XF L Lz, EFORFIE, MiksH, B
REXRISH, REIRETH, 0 AMAERES
RA4P, RELHE+RE1P, MAE+RLE 16, B
Bffi% (PAP) 1BITd o7, 5 HEIR 1 EAE100~
400mg # 1 H2~3EEOKRS L, H5HEIIES5 ~14
HE& L7z, #Ix58133.2g259.8g &% 572,

2. PRUEELE
BRRROHE IR, FAZRSRI%OBEER WX

Fig.21 Viable count of M. pneumoniae in lung of hamsters inoculated intranasally with

M. pneumoniae (Mac 112) and treated with antibiotics

1 3 5 7

Inoculum size : 7.9 107 cfu/ml
10 14

[ Days of Administration

M. pneumoniae Countation (log of cfu/ml)

Control

OFLX (3mg/30g Hamster)

BAY 0 9867 (3mg/30g Hamster)
EM (6mg/30g Hamster)

Days after inoculation
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WERE, BERNMEERE, BMIRE, CRP, KitfE, #
B EORBERBESEZIILT, BEABHIIED (M),
AL (4), 2F% (+), £ (—) D4EREIITH
E L7,

3. ERFRAHL
37TBIOBREH 2 BB % Table 2, 3 IR L7,
EFIRELV LITPFEQEF A FEIINIA, £D5 5
BURETRD 26 (EBI3M, 36), REXILKRED 1
Bl (FEFI35) 13, RAEREHABEHEL 72D, F7: PAP
b7 16 (FEFIRT) BN EZELbNI 0,
WERLHEREE (?) & L7,

37BIhEINIE 2 BIT, BEh22sl, AT 6, ER
26, FIEARGEABIE 2, SHRHETEETH - 72336)
h AL EIR2460T, FOHBERIIT2.7% Th 7,
EENERY A TAHL L, MRkiE5BIFLEFIER
LET, SEHRED D50, BAZHRIZI0%TH -
7o BHAEIRTIE, 18FIFHERE2H LR L,
AL L1115 THRERES.8%, FEIMRIETIE 7 H)

Fig.22 Serum and sputum levels of BAY o 9867
T.T. 73y.0. F. 42kg (300mg p.o. fasting)
Dx. Chronic bronchitis

(pg/ml)
2 300mg
o
z
E
2
& 17
0 1 2 4 6 8 (hr.)
1.86 0.83 0.42 0.25 0.11
(y2g/ml) (ml)
r6
5]
3
E]
_ 7
4 T4 s
- £
E 14
5! 2
2 >
v T Fe
F—“ .
— :
0 1 2 3 4 6 7 8 (hr)
0.54 0.60 0.34 0.34 0.18 0.08 0.11

FHEREIFAZRCE, BHULRI4BITHEDE
66.7% L, WTFh b hBMBIF2AMETH oL, U'E
ABRARE SR 4BIF 2 B2 ER), 2800 RH%
Thotzo TORPREXMES L UMSREICEN LR
BgEF S LAZIFIIVTROENTH o 720 EXHBI
2 (EBIL, 16) Zabh, wIh b REiEIRA510
FEPEICOI- b PEEDERTH o720 EFI 13 H in
fluenzae & P. aeruginosa %, FEBI1612 S. pneumoniae & P.
aeruginosa BEFNFNREES LTV B EEXL LN, K
FIIx 5% b REFTROYES A O N D o 1272 DIER
L7,
MEFHBRERRE % Table 4 3 & U Table 517" L
oo SIWRBELIOAHEINAI-EEN ) L,
Streptococcus & Neisseria XV 72 DEXRLTHEH, &
TLORREELIMETE A, -2 bDbETATV S,
H. influenzae "Bk b Z C 4D L5 BES /=25, 0
5136 (92.9%) HBREShTw/i,

S. pneumoniae 13 8 PN LHRIB E izas, EDIHI L5

a —

Fig.23 Serum and sputum levels of BAY 0 9867

Y. 54 y.o. F. 47kg (300mg p.o. with food)
Dx. Chronic bronchitis

(pg/ml)
2.0 300mg
3
>
2
g
=
5
< 1.0
0 1 2 4 6 g (hr)
1.71 1.56 0.94 0.67 0.44
(ml)
r6
(pg/ml) 5
3
a
n
s
E fe
2 2
g 1.0 2
5
& L2
]

0 1 2 3 4 5 6 7 8 (hr.)

0.09 0.83 0.99 0.57 0.52 0.41 0.34 0.27
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Table 3 Clinical efficacy of BAY 0 9867
(#) (+) (=) ? Total
Pneumonia 1 5
Asthma Br. + infection 1
Pul. emphysema —+ infection 1
P. A. P. 1 1
Bronchiectasis 2 1 7
Chronic bronchitis 1 3 2 2 18
D. P. B. 2 4
Total 2 i 7 2 4 37
Efficacy rate 24/33 (72.7%)
Table 4 Bacteriological effect of BAY 0 9867
Isolates No. of strains Eradicated Decreased Persisted
S. aureus 5 4 1
S. pneumoniae 8 5 1 2
H. influenzae 14 13 1
E. coli 1 1
K. aerogenes 4 3 1
K. ozaenae 1 1
P. vulgaris 1 1
P. aeruginosa 4 3 1
Total 38 31 4 3

Table 5 Strains appearing after treatment
with BAY o 9867

H. influenzae 1

P. aeruginosa

Bl (62.5%) ABRE, 1F»RIL, FHD2HIIBV
TRARIZEEEROAETH o 2o S. aureus 7°5 B, P.
aeruginosa B5 4 B, K. aerogenes ¥4 B A HNTZHY, %
hen 4% (80.0%), 3% (75.0%), 3F (75.0%)
MBS N7zo P.aeruginosa O 1 Bl ARF LG4 b K
Tdhotie #0OMB, E. coli 1B, K. ozaenae 1), P.
vulgaris 1 BIDsA o h7zd, WIhbREShL, £F
HREOEEZEYATHDL L, BFPREE N6 D3]
B (81.6%), A L7bD 4tk (10.5%), FEDLD
3t (7.9%) Thotio BBERFIHLICHIALL
B L LT, H influenzae 1 ¥k, P.aeruginosa 3 ¥R7A*G2
LoYo¥ (A
m=& 4% A

Table 2 DA &EFOBMEH ZEERZRL,
Fig.24 ~ 2612 AR ERIRICBIT A, MERE (Hb,
/), BF#EE (GOT, GPT, ALP), B##E (BUN,

Creatinine) NEBZ/R L7, EF S EAFHRS%S H
BXbhEEEER 7HBXWIFESEAIHRLL, KA
o531 BEET O, BEERG 2 ~ 3 BMKIZNK
FL, COEFE, UEHICORZVY VREBLDE
72 LRMAERICHT AT LU —EROBREESFT
H5DTHo7,
AFREHRMFOBRREMBOEE L LT, fEFIL3IC
B UKRHMFEEERO —@tE LR 2B 7o, EFI6TIR
GPT D —@tE E R M A & n7zhs, KFLIEEFL£%E
BELERITH Y, AH & ORBIIBES»TidRH o7
Z DI HFEPFIL7T ALP, fEFI20T LDH, HEFI33T GOT
EGPT, fEBIBSTGPT D EhFh—BH LR LRD,
V. £ £

BAY o0 9867 (Ciprofloxacin) &8 K4 v d/xAf )
HIZEY, HLLEARESNAEF )Y U HINKRVBROZ
OMEHIT, MAME*EC S 2BHEB LTI 4
FBEtECH LT, BLCERREESEL AT 5 L HE
EhTway,
FRIDHEFEEICE LT, RERFOEERK L BR
FEEREMRE LT, invitro TO MIC ¥R L 72, £
DFEE, FEXTNTOEREICH L TERD TERZINE
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Fig.24 Laboratory data before and after administration of BAY o 9867

Hb (g/dl) 56.7 PLT (X10%

before after before after

Fig.25 Laboratory data before and after administration of BAY o 9867

GPT (K.U)) 159 Al-P(mU/ml)

2 /

74

40 400
30 300
20 200

10 B

100 =——— ]
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Fig.26 Laboratory data before and after administration of BAY o 9867

BUN (mg/dl) Creatinine (mg/dl)
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EED A LN, HERE % - EROROINERTH
%5 NA, PPA & hix4~9%&#E, NFLX L hiz1~4
EREENEETH 570, £CIIT T LBMEICHT
HERBOMENZENTE Y, H influenzae {2353 5
MIC {ED ¥ — 7 130.0125 pg/ml AT, #DKFD 7
5 ABRMEICH LT MIC DY —2130.05 gg/ml LATF
¥R L7 %7 P aeruginosa 1233 LT MICHOE— 7~
130.1 wg/ml I2A SR, NFLX &0 b 3EENRHET
Holo TI/ 7YY FRIAEHF (GM, SISO B LU
AMK) & DOHEETIE, S. aureus & S. epidermidis {25+
BEFDOMICHDY—2 (FNZFN0.1ug/ml £0.2 ug/
ml) 2AGM BLUSISO & hb1~2&EH- LA,
TRTCOBEEIIN L THA IR SENHEEEEAL
TWwWiz,

M. preumoniae RZHERR B L WEEIR D8k, A 51200k
x4 B AHF D MIC 130.2~1.56 ug/ml I2FAL, £D
¥—21320.39 ug/ml iZHh btz Zhiz OFLX & 13iT
Fi, ENX &0 b 4 EENTBETH -7

EHRERRENEBEID, AF00mg ¥ FEOKS L
EHAEOMFTRENOY -7 35 % 1IBEBICALR
1.71~1.86 pg/ml ThH o7z DL EDOEHFPIRED
Y—2ix1~38MEICALR, 0.60~0.99 xg/ml 2
EL, MPEENY— 7 D32~58%DETH o720 FH
DEFEF~DFEITIZ NFLX &1 IZFETY, ENX BL U
OFLX & Y BEBBETH - 7249, KH|OMAF B L U
KPP DWEED Y — 1%, Enterococcus & S. pneumoniae %
BCETRTOBEOMICOE -7 fEix EE-THY,
IO OEEIC L BPRBEIEICB TR, BOHR
PHFETEL LD LB bR,

BEPRA9ICAH] % $85 L 7=37811d 3 b IR B3 AR AiE
<, 1E&100~400mg ¥ 1 B 2 ~ 3 AREOHKRS L7,
BRPR%h ¥ E T B 2 336 4B M E R U LT, ZDHEH
RUT2.7% L EBRTH o 72, MEFBHRTHE, H in-
fluenzae H14BIH 136 (92.9%) HPREINTEH, £
DI S. aureus H5 FHH 4 B (80.0%), K. aerogenes
& P. aeruginosa A5 & b\ 4 Flep 3B (75.0%) BRE &
N7, TOREE, Sho OBEBIIHET 2 5H 0 MIC

PEBOTRF L2 ERLICRBLAbDEEI LN,
—7% S. pneumoniae (=3t L Tk 8 Bl 5B (62.5%) 7%
BREshELOD, 24 (25.0%) EARETHY, Th
AR OEREB~DBITIRE & S. preumonice 12353 %
MIC Lt DM 2BERICL2 DL BEbhiz, BET
5 ERFNE, SHORTONRL % o 72 FFRIEFRGAEE
ZHoOSMEICH L TId, HEMBITFL2RENEL
B, LTI ARMEIGTLTRERTHELZD .
BIER L LT, 18ICEREERS L EENAL
h, REMEREL LT 1GTESRO—BE LR, £
DIEH 5 FIC GOT, GPT, ALP & 5\ i& LDH 0—i@%
ERETOAN, WThOEBELREREEL LD
M olzs
PlEsR~7=Z & <, BAY 09867 137 J LB L U
BHOBLVWERICH LT, o TERHEEE:2E
THEHTHY, BWER LD, HRBELEDSEH
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LABORATORY AND CLINICAL STUDIES ON BAY o 9867
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MasaTakA HIRoTA, ATsusHl Sarto and KoHE! HARA

The Second Department of Internal Medicine, Nagasaki University School of Medicine

Kazuo Nopa, CHikakO MocHIDA, KAzuyUkl SUGAWARA and KEIZo YAMAGUCHI
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TAKASHIGE Mivazaxi, TSUNEO TsutsuMi, TSUNETOSHI KOTEDA
Co-—studied Hospital of The Second Department of Internal Medicine,

Nagasaki University School of Medicine

Laboratory and clinical studies on BAY o 9867, a new antimicrobial agent, were carried out and the results were as
follows:

1. Antibacterial activity: The in vitro activity of BAY o 9867 was determined against 29 standard strains and 590
clinical isolates including 18 different species by a microbroth dilution method and compared with those of nalidixic
acid (NA), pipemidic acid (PPA), norfloxacin (NFLX), gentamicin (GM), sisomicin (SISO) and amikacin (AMK).

As the results, BAY o 9867 showed excellent activity to both gram—positive cocci and gram—negative bacilli of stan-
dard strains. Furthermore, this was 16 to 512 times more effective than that of NA or PPA and 2 to 16 times than that
of NFLX against the all kinds of species of clinical isolates.

MICs of BAY o 9867 against Mycoplasma pneumoniae (2 standard strains and 18 clinical isolates) were 0.2 ~ 1.56
pg/ml. This was so close to that of OFLX and 16 times more effective than that of ENX.

2. Serum and sputum levels in chronic respiratory infections . Two patients with chronic bronchitis were given
300 mg of BAY o 9867 orally. The peak serum levels were 1.71 ~ 1.86 xg/ml one hour after administration, and the
peak sputum levels were 0.60 — 0.99 xg/ml 1 ~ 3 hours after administration, respectively.

3. Clinical effects and adverse reaction: Thirty seven patients with respiratory infection (Pneumonia 5, Chronic
bronchitis 18, Bronchiectasis 7, Diffuse panbronchiolitis 4, Bronchial asthma with infection 1, Emphysema with infec-
tion 1, PAP 1) were treated with BAY o 9867. Overall efficacy rate was 72.7% (24/33) (excellent 2, good 22, fair 7,
poor 2, not evaluable 4). As a side effect, Pruritus dermal and hoarseness were observed in one patient. The transient
slight elevation of eosinophil, GOT, GPT, ALP and LDH were noted in 6 patients.



