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Fig.1 Sensitivity distribution of clinical isolates E.coli 20 strains
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Fig.2 Sensitivity distribution of clinical isolates Klebsiella pneumoniae 20 strains

10° cells/ml

(%) Inoculum size 10°cells/ml
100 .
]
o—o PC-904 4 I
o—e T-1220 il l[
w-=« CBPC i i
&—a SBPC ,',' !
i /]
s0- T ]
"
i
i
i
f
il
Drug 0.19]0.39 | 0.78 ] 1.56[3.12 6.25 | 12.5] 25 | 50 | 100 '>_10; $0.19(0.29)0.70 | 1.5 |9.12)6.25| 12.5] 25 | 50 | 100 [>18
PC-904) 20 5[ 1 1{13
T-1220 20 41 3|12
CBPC 20 20
SBPC 20 20

Fig.3 Sensitivity distribution of clinical
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Fig.4 Sensitivity distribution of clinical isolates Profeus morganii 14 strains
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Fig.5 Sensitivity distribution of clinical isolates Proteus rettgeri 9 strains
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Fig.6 Sensitivity distribution of clinical isolates Proteus inconstans 11 strains
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Fig.7 Sensitivity distribution of clinical isolates Serratia marcesccns 20 strains
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Fig.8 Sensitivity distribution of clinical isolates Pseudomonas aeruginosa 20 strains
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Fig.9 Sensitivity distribution of clinical isolates Pseudomonas aeruginosa 39 strains
(Melanin produced)
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Fig. 10 Sensitivity distribution of clinical isolates Pseudomonas aeruginosa 5 strains
(GM resistant)
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Fig.11 Sensitivity distribution of clinical isolates Pseudomonas cepacia 19 strains
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Fig.12 Sensitivity distribution of clinical isolates Pseudomonas maltophilia 21 strains
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Fig.13 Sensitivity distribution of clinical isolates A.xylosoxidans 58 strains
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Fig.14 Sensitivity distribution of clinical isolates Alcaligenes fazcalis 9 strains
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Fig.15 Sensitivity distribution of clinical isolates Flavobacterium meningosepticum 40 strains
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Fig.16 Sensitivity correlogram Pseudomonas aeruginosa 20 strains
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Fig.17 Sensitivity correlogram Pseudomonas aeruginosa melanin 39 strains
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Fig.18 Sensitivity correlogram GM resistant 11 strains
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Fig.19 Protecting effect of PC-904 against experimental infection in mice
(Administration : S.C., 1hr. after infection)
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Fig.20 Protecting effect of PC-904

against experimental infection in mice

(Administration : S.C. 1hr, after infection)
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Fig. 24 Protecting effect of PC-904 against Table 1 Serum levels of penicillins in mice
experimental infection in mice
(Administration : S,C, 1hr. after infection)

1
Dose, 5. C. Serum level (ug/ml)

Drug (mg/mouse) |5 iy |15 min. [30min. | 1 hr.

H. influenzae 29

Inoculu:n size 1mg 20.5| 34.0 | 16.5 | 3
12.5¢ —r PC-904 | o 5mg |11.0|19.0| 56| 3
.51
§ 1mg |23.4] 320 10.6 | 2
g suf T-1220 1 o 5mg | 83| 108 | 43| 2
w 1.56fF
3 1mg |44.0] 540 | 21.0 | 3.9
g 0.78r- CBPC | 05mg |17.5] 22.0 | 1.5 | L9
1mg |75.0| 54.0 | 27.0 | 4.0
10- SBPC | o05mg 320|200 | 150 30
0o M(+) 5) 4v7r=vFECHTHEMEE (Fig 249)
= T-1220, ABPC THE L =M% Fig. 24 KRL 1z,
é 3HE LIRS RIZ ot
En 5k 3. ~<v RAMmiFhME (Fig.25 Table1)
S PC-904, T-1220, CBPC, SBPC % +h£h 1mg, 0.5
= mg FTRE LI~y AMHEMEOTISY Fig.25 3
XU Tablel IR
PC-904 iz — 721 15 5C I1mg 58DV — 2
A f 1 % 34 ug/ml CHoiz,
Drugs PC-904 T-1220 ABPC T-1220 2 15 SIC¥— 7 3% b, 32 ug/ml, CBPC
N I’:((:)) otod i 15 §23¢ ~ 7T, 54 ug/ml, SBPC i35 5~
ICR mouse, 14E, 3 (17-19), M(+):5% mucin T 75 ug/ml TH o1,
6animals/group C.D. :challenge dose
(cells/mouse)
Fig.25 Serum levels of PC-904, T-1220, CBPC and SBPC in mouse
[ PC-904 [ T-1220 [ CBPC [ SBPC
- -e——e 1 mg/mouse
. 80F - L |-0-=—00.5mg/mouse
T ol I I -
< 6o - - -
£ sof : i
:
[72]

515 30 60 515 30 60

(min.) (minJ)
Mice : ddN, 5W, (19~21g) 8mice/group S.C.
Cup method B. subtilis PCI 219
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III. = ®

PC-904 DM FOF#Mn G, Ampicillin D
fEREnZ, 77 MRERECHTAERLIHETY
DT ENHER IR,

LU in vitro TR M2 BARHIEIER & 1,
BIREELSVBERIL, RERHENLDIFEANEDL
hise

D REBTRTIE EDgo HBH /NI L, TEhBRYR
FRLR,

thHOBEBE LT PC-904 v AD i i ME
A%, SBPC,CBPC ImlbRTH < ind, BEIEAMN LB
B iNnEXLHLI D,

7 PO BRIERRE S I AT D P.cepacia, P.ma-
ltophilia, A.xylosoxidans Y=t in vitro Hi B {EH
¥RLI,

L L in vitro TREIEIRRTA, HBERYEN &
HTHBH0R, ThOLOBETERBPLHIIRBEL
RAROETHBLETRERbRWHLEEL LA,
CORETRERLFMITEREBbh %,

IV. & ®
INMER=> Vv D PC-904 D in vitro, in vivo ¥

WEAYRNLICHR, 72 AREBRHOARMICRIT
RHEEALED bRl

in vivo TIXARERR, L RWART P. aerugi-
nosa WX LT, SBPC,T-1220 X h MRz R iF T
Dol

¥ 7 Gentamicin fift: DRIMBIC & in vitro, in vivo
THEMNED bR,

LML Serratia ¢ix PC-904 (31 DI # M 14 B
ERRFT hhboP, HHTHoT

HREEERCHL, —efiittEiRTS © o MRS
77 ARUREC S in vitro THEFALZRL 2,
in vivo DRIRIZH LM TIZE V.

X 3

1) #8525 BAFXLEREELQRS, FR v HOoY
A1, PC-904 #hésk, 1977

2) BRFMEES MIC MERS: B/RHTHLE
g (MIC) B ogtkikico v T, Chemo-
therapy 16(1) : 98~99, 1968

3) BXRFEREFS MIC HEEREEZASL : B/
REMELBE (MIC) BjEEHkiTe o, Che-
motherapy 22(6) : 1126~1128, 1974

ON THE IN VITRO AND IN VIVO ANTIBACTERIAL ACTIVITY
OF PC-904, A NEW SYNTHESIZED PENICILLIN, AND
THERAPEUTIC EFFECT ON EXPERIMENTAL
INFECTION IN MICE WITH GRAM-NEGATIVE BACILLI

MasaTosur Ocawa, Yasuko Kaneko, Axivosur Tsuj

and SacHiko Goro
Department of Microbiology, School of Medicine, Toho University, Tokyo

In vitro and in vivo antibacterial activity of PC-904, broad spectrum, semisynthesized penicillin,
were examined, and it was revealed that the drug has a strong activity against various strains of

gram-negative bacilli.

1) The effect of therapy with PC-904 was better than with either SBPC or T-1220 against P.aeru-
ginosa when in vivo experiments with challenge by a large inoculum or small inoculum were applied.
2) It was revealed that PC-904 had marked antibacterial activity én vitro or in vivo even on gen-

tamicin-resistant Pseudomonas aeruginosa.

3) Against Serratia, PC-904 was ineffective, though other conventional drugs were susceptible.
4) PC-904 was revealed to be effective #n vitro on glucose non-fermentation gram-negative bacilli

which were resistant to conventional antibiotics.



