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3 AR 53. 0% Ht <6.25 ug/ml {2424 L1z, Entero-
bacter, Serratia, Proteus {3\ T hd /et Hh TIg
IR RTH, 2D 5L Pr.mirabilis 9 gk, Pr. mo-
rganii 6 ¥k b 66.6% », =<12.5ug/ml THoto —
7, Pseudomonas aeruginosa : 12 #kix+_T <25ug/
ml D MIC®#/RL, AR_=>V viLTEbHTER

TREFRATH B, fods, MM b MIC ¥
BDHERED L {, Peptostrept. anaerob. 5 ¥kiz+T
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<6.25 ug/mlTeHEF DK L E L bh %,

Fig.1 Comparative inhibitory concentrations to
PC-904 of various organisms
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Table 1 Susceptibility of clinically isolated organisms to PC-904

No. of MIC (#g/ml)

strains 1<0.05(0.1]0.2[0.4/ 0.78 | 1.56 | 3.12 | 6.25 [ 12.5| 25 | 50 | 100 |>100
Str. pyog. 2 2
Str. faecalis 7 5 2
Staph. aureus 26 2 1 4 3 4 2 2 7
Klebsiella spp. 21 4 6 3 1 4 3
E. coli 30 7 5 4 3 1 2 8
Enterobacter 10 1 2 3 1 2 1
Serratia 8 2 2 1 3
Proteus vulg. 8 2 3 1 1 1
Proteus mir. 9 1 2 1
Proteus morg. 6 2 1 1
Ps. aeruginosa 12 3 4 3 2
Peptostr. anaerob. 5 2
Peptococ. anaerob. 2 3 1 2
Bacteroides 16 1 5 3 2
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II. % 4R HE it

M. luteus ATCC 9341 %M@ & L, HIA (pH 7.2)
RAWIEH y FER XD, b MMEPIREERIE Lo B
WHEABULL/ISM U vRiBEE (PHT7.0) @A L1,
PC-904 1 2.0g % 20% >V b — 20ml iRHMRL,
5min. 3T one shot BEL, FhiX5%F>v Y b —
A 500 ml @M L 120 min. TARIMEE Lice

B ST EARIEITMA 5 B (SEM 19~26 B, 4K
47~54kg), FEMKNAE 2 5I(4EM 54 RIAE 41kg,
55 R K 51kg), St 13 I TR %,

1. REEMACIST S ERRE

BERART V74 75RIckA 2.0g kL5 L, one
shot M & STEMEERE DRI % cross over test I X
b B L7 (Fig.2),

One shot M 15 A2 92.6 (70.3~138.5)
agiml LEURATHBN, 30 FHIciX 54.0 (39. 4~
75.8) ug/ml L{ETF L, 1B§MEMETIX24.7(17.6~30.2)
usgiml L¥—7m 1/3~1/4 THB, 2RMEMEE 13.8
(9.7~17.4) pg/ml LWAL, 3, 4BMEREZHER

Fig.2 Blood level of PC-904
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zoommmm

" sew— 2.0g i.v. /5min,

100 -,,\ —o— 2.0g d.i. /120min.
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Fig.3 Urinary excretion of PC-904
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6.3(4.6~8.5) ug/ml, 3.9(2.8~6.1) ug/ml CHh b,
6 B2 1% 0.8(0. 3~1.9) ug/ml L fg 51,

chiest U 2g AMMIER DM REL, 30 FEDOF
35 28, 5(24. 7~36.2) ug/ml T B H' 1 B5HIfl 42. 9(36.5
~A47.0) ug/ml, siHE T BSD 2 B5MHA  — 7 ¢ 51.8

(43.1~57.3) ug/ml TH%, =D X5 IR\l

R T LHICREITET L, 3HMIH 24.0(19.8~
30.5) ug/ml, 4 BMIA 13.0(9.6~17.6)ug/ml L ich,
6 B4l 3. 1(2. 5~4.2) ug/ml T 5 7o

RebE T ER L REYR®LT, #50~2
;MR Tix one shot MIEREA 2160ug/ml L MM iE
BX Do, 2~ 480K TIX 420ug/ml &
BLTW3, R, RPdhthiz, 0~8BMTABLRT
Bredcizicd, R EIREX one shot MR
30.2%, MKEBIERs 28.5% Tdh -7 (Fig.3),

2. FEBBECKITHERRE .

Pv7F=2vrv77vA (Cor) 42, 27Tml/min
CETLTWAFERKYAE 2 Alics L, PC-904 %
2.0g SEMIELI-EL A, FigdimmrLizX 51K, 305
A5 21. 4ug/ml TH b, 1B5MHEME 29.74g/ml, 2B%

Fig.4 Blood level of PC-904
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Fig.5 Urinary excretion of PC-904
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Fig.6 = Transfer of PC-904 into umbilical cord Table 3 Clinical effects of PC-904
blood and amniotic fluid Clinical off
inical effect
(ug/ml)PC-904 2.0g d.i. Diagnosis IEZ'SC": P
AT _H. + + [ ?
oMaternal blood .
_ «Umbilical cord blood Intrauterine 3 3
e . infection
*Amniotic fluid P S
Intrapelvic
infection 3 2 1
Sepsis 1 1?
Post-operative '
infection 3 2 1.
Urinary tract
infection 4 1 3
Total 14 1| 10 2 1
1 1 1
4 6 7(hr.)
Table 2 Clinical effects of PC-904
Body : .. .
; ; ; . PC-904 Clinical | Side
No. |Age|Sex w&lgxt Diagnosis Iso}aﬁ:@ organism route g X timesx day | effect |effect
124 | F | 48 | Infectious abortion d.i. 2.0x2X5 + -
. Bacteroides (.78ug/ml . _
2|26 | F | 58 | Lochiometra Staph. aureus 1. 56 d. i. 2.0><2><6» +
! Ectopic pregnancy ? . .
3/31| F | 47 s adnexitis iv. 1.0Xx2X8 +
1) Bronchial pneumonia i.v. 1.0X1
4/ 42| F 2) Post op. . ? fever
myoma of uteri iLm. 0.5X1
5/ 43| F 54 | Pelvic peritonitis d.i. 2.0x2%x17 + —_
.- ... b. sp. 6. 25— .
,6/67|F 38 | Sepsis ?_»pyelonephnt;s Kle sgermh-a 25 d.i. 2.0X2X10 -2 —_
7|38 | F | 62 | Post op. UTI E. coli 3.12 iv. 1.0x2X5 + | =
8/ 42| F | 55 | Post op.UTI Pr. mirvabilis 12.5 i.v. 1.0X2X5 + —
1) Pregnancy (10 months) )
9/24| F | 45 2) Early rupture of bag i.v. 1.0X2X4 + —
—sprotracted delivery
(1) Cervical cancer relapse E. coli 25 * )
10(54 | F | 41 —Peritonitis carcinomatosa | Staph.aureus 0.78 | d.i. 2.0X2X6 — -
(2) SLE, chronic UTI
11| 42 | F | 63 | Myoma of uterus d.i. 2.0X2X5 + —
Infection rupture of d i L0X2X .
12|35 | F 56 vagina and perineum L 1.0x2x4 +
13/ 26 | F | 54 | Puerperal cystitis E.coli 6.25 iLv. 2.0X1X4 + —
1) Cervical cancer(stage 4) . .
14| 55 | F 51 ( gnemia ( E.coli 3.12 i.v. 1.0X2X5 H —
(2) Chronic UTI

* replaced (Proteus)
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Fig.7 Case 26y F 58kg Lochiometra

24/Oct. 28 5/Nov.
[PC 904 208x2 d.1 |
Delivery

|

37°c-—-4 - . -

Lochia serosa i + +
WBC 9700 6200

Intrauterine organisms Bacteroides 2 0.78 ug/ml

S. aurcus i 1,56

Fig.8 Case 24y F 45 kg Early rupture of bag
—Protracted delivery;Lochiometra

8/Jan. 11 14/Jan. 18
Early rupture of bag Delivery
WBC 17600 11300 12500 8400

RIfE 44.0ug/ml THBEN L, THIXBEALT V74
7 DMFRERHERPREN 5T LL, 3RRHIER
26.2ug/ml T Ll prolongation DHFEXEL,
A B¥fME 16. 4ug/ml, 6 BREMIfE 5. 2ug/ml CH 51,

FmeE (Fig.5) 1%, 0~ 2B§MfEFH 1430 ug/ml
T BREACER 2 2 & {, 2~465/HE
840ug/ml, 4 ~ 8 B5MIfH 460ug/ml C, = hLAEiTdc
‘?%Eﬂﬁ&ﬁ‘ L1

RepEIE (0~ 8RFHFE) % 26.1% Thh, &
BAXDIPLEVWEBETH T

3. RREMBTT

S 1 ~ 2 B0 PC-904 2. 0g/500ml1/120min
AEBELT, RHEE O M, EKNOBTYHE
L7 (Fig.6),

EFIC X bhish kEVELND BN, AT 1~ 58K
¥ TIX5~10ug/m]l BEOBEHMREXTRT L 1 %
&, 5~ T7EsfIfEIZ<2ug/ml TH»TH

o YR /R I PR VX A T 1 BRI I1/6~1/7
Thh, 285 1/2~2/3, 3BERI1/3, 485R11/2 OF
NEMN ST, 5T, RHEm X BEHmARITEL
{1eh, FRUBIIPEFEATH - o FRBTILAR
#%, BRYEBLT1LEDLRL,

III. B K R &
ERAPHREY 14 Flicxi L, PC-904 % 12 BERiRIFRC

Fig.9 Case 81y F 47 kg Ectopic pregnancy?—
Adnexitis

15/Sep. 18 26
— e 102 91228 8 PE7—

Body temp. ~~-
37°C

Abdominal + + + -

pain

Genital

bieeding _ T + = *
Puncture(+)

WBC 13600 8100

ESR 72/108 30/45

Fig.10Case 54y F 41 kg Carcinoma colli relapse
—Peritonitis carcinomatoa ; SLE. Bedsore
infection. Chronic UTI

27/Nov. 3/Dee.

Culture

Alciles?:’"’:"{g'ﬁ.,“s!’{;"/lml Proteus Indole( +):125 ug/ml P. acruginosa’25ug/ml

Urine Protexs Indole{~) :6.25ug/ml C. albicans

Psecud acr’ 100 ug/ml

Paeruginosa>100,g/ml Pacruginosa:25xg/ml
C. albicans
WBC 18000 21400 12500

Feces C.albicans

Secreting fluid of bedsore

1.0~2.0g ¥*0 4~17 HRIBRARELICE 25, ER
BERE, FESRRBERBRERRLL 11 AEBRSR
7L, 1ARBOIDEE LI LT (Table 2,3),

1. ERMTEANRR

B, EREEIE, FHBKEEL > BEFRDO
3 Bl A #K| 2.0~4.0g/day, 4~6 M5 LicL = 5,
VRS B O NI TR R DI,

EREBEML, FENZAD S Bacteroides L Staph.
aureus W FIRFCKRIN L, Z# 2.0g 3084 D A TGkHE
T 6 HETSTOERMNMEBL, WMIERERCT
AN EMTBIOTHS (Fig.7),

D BIABOK AT 5 BESBRAIE 38.0°C OR#MEEL
Toh’, A#1.0gx2/day 4 BRMHE CRESHERZS
Z et (Fig.8),

2. BRARRPLY

T, HSsEm, EBERIEREL, X X7 AZEH
[ DEEBIIL, £ DERTFE IR 5% D 2H TAHA 2. 0g/day

8 HFEIE U CREERT R DIRF L @EKE %R L1 (Fig.9),

37.5°C Rtk DR B 2 B TV 1o B RARES
Blix, 4.0g/day SiGHE TR, THRABEIWOF
EY 8 RRITILZED D, BRIEO®, Sbr#s
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‘Fig.11 Case 67y F 38kg Pyelonephritis—Sepsis

21/0ct. 27/Oct.  30/Oct. 10/Nov

B.T{C) _

37°C-mmmmmm == mmm memm e e
Pyuria (#) (#) () (#)
Bacteriuria 510X 10¢ 75%10¢ 23x10*
Culture
Blood (=) (=) (=)
Urine Klebsiello sp. 6.25ug/ml (=) Serratia ¢ 25 ug/ml Serratin
WBC 24000 10700

Fig.12 Case 26y F 54 kg Asmyptomatic bacteriuria Puerperal cystitis

14/Feb. 18 21 25
[PC-904 2.0g i.v.
Delivery
B.T(C)--= T A AT A A AL A A AT

Pain on urination — - # # - = - - = -
Cloudyuria - + - -
Proteinuria + E - -
Pyuria + + + -
Hematuria + + - -
Bacteriuria 10 10° 0 0
Bacterial culture E. coli E. coli: 6.25 ug/ml — -
(Urine)

Fig.13 Case 55y F 51 kg Cervical cancer (IV) ; Chronic UTI; Anemia

Day 1 2 6 10 15 17
SCE-129 0.5g i.m.

PC-904 2.0g i.v.

Pain on urination — - - + * - — —_
Micturition + + + + # — —_ —
Cloudyuria + + + — —_ -
WBC 12500 10800 12100 11600
Pyuria + H# H# — - —
Bacteriuria >10° <10° 10¢ (=) (=)
Culture E. coli G.N.B. (?)E. coli

: $C:100ug/ml SC:400g/ml
AM 200 48/ml )1+~ 400 4g/m] PC:3.12



484 CHEMOTHERAPY APR. 1978
Table 4 The laboratory findings of blood tests
Dosage RBC Ht Hb Reticulocyte]  WBC Platelet
Case Di . ag X 10¢/mm? % g/dl %0 /mm? | x10¢/mm?
No l1agnosis g Xtimes
: X day |before| after |before| after before| after beiore} after beforel after (beforej after
Infectious
1| hotion 2.0X2X5 | 412 | 39539.8 40.3 |14.1(13.7 | 12 | 9 12500’ 5400 15 | 11
2 |Lochiometra ([2.0X2x6 | 375 | 301 |36.2|36.0|12.5|12.2| 17 14 9700| 6200, 21 16
3 | Adnexitis 1.0X2x8 | 408 | 390 (37.4|37,6|13.4|12.8| 15 16 | 13600 81000 13 15
Bronchial 1.0X1 .
4 |pmeumonia  l0.5x1 | 39 42,1 14.5 18 10700 12000 17
s (Pelvic b ouov1r 300 | 378 |38.2|39.6|13.4|13.7| 17 | 14 | 14100 8800
peritonitis * * Vv * :
g | Sepsis b.ox2x10| 275 | 240 |21.4 |22.3| 7.6| 7.4| 3 | 3 | 24000 10700 12.1 | 13.5
pyelonephritis |’ ' ' ' : . .
7 |Post op. UTI {1.0X2X5 8900
8 [Post op. UTI {1.0X2X5 | 442 | 425|43.1|45.0|14.7 | 14.4| 13 10 7600, 8200
o |Barly rupture |y oypxs | 330 | 340 |32.6|33.5( 9.8(10.4| 10 | 8 | 17600 11300 28 | 32
Peritonitis
10 | osa [2-0X2X6 | 210 | 196 |22.3[20.4| 7.1| 6.8| 4 | 3 |18000 21400 13 | 11
13 f;‘:{i’t’fs’al 2.0x1x4 | 374 | 381 (36.1(37.8|14.2|14.0| 13 | 15 | 7800 8100 16 | 23
14 {Chronic UTI [1.0X2X5| 250 | 266 | 24.1 | 23.0 | 10.3 | 11.5 5 7 | 108001 12100, 22 18
Table 5 The results of liver and kidney function tests
Case Dosage | s-GOT | s-GPT | Al-P s-Bilirubin | BUN | s-Amylase "Cg:‘/‘é{"“
Diagnosis | g X times j—T—=—|r—T>7 —T
Ro. X day lf’gr e feir lffre ?efr before| after |before| after l;.: re taefr before| after [before| after
Infectious
1 | o, 2.0x2x5 (10| 13 8| 6| 3.2| 27| 0.3| 0.4[12|14| 56 | 78
2 |Lochiometra [2.0X2X6 | 8 8 5| 7| 994| 31| 0.4 0.5|12{10| 56 62 0.9| 0.8
3 | Adnexitis 1.0Xx2x8 12| 10 6| 6| 3.7| 4.2 0.5 0.5| 9|10| 53 48 0.8| 1.0
Bronchial ! 1.0x1 ol
4 |pnoumonia  [0.5x1 | 15 9 2.8 0.4 13 55 0.8
Pelvic
5 peritonitis 2.0X2X17| 14 | 33/10|(15( 3.8| 3.0 0.5| 0.5 8|10 | 62 53
6 | Sepsis 2.0X2X10/ 82 | 76/ 57 (52| 7.3 | 8.6| 0.7 0.7 42|29 102
pyelonephritis [ . . . . 85 1.7 1.9
7 |Post op. UTI [1.0X2X5 | 10 8 3.0 0.5
8 |Post op. UTI [1.0x2x5 (12| 100 7| 7| 2.7| 3.1| 0.4| 0.6 |13 |16 | 74 51
9 ff’gg'g’“pt““’ 1.0x2x4 15| 18 10|10 | 1.8| 1.2| 0.5| 0.4|15|12| 97 |110 | 0.9 0.8
Peritonitis
10 | osa [2-0X2X6 | 85| 110174 | 86 | 21.4 | 16.7 | 0.8 | 0.7 |63 (58 | 52 | 47 | 2.2| 1.8
Puerperal
13 cystitis 2.0X1%X4 |13 | 11 8|10|16.0|12.5| 0.6 | 0.4|15|10| 62 53
14 |Chronic UTI [1.0X2X5 |77 | 93 65|60 |16.2 |15.4| 0.6 | 0.8 |43 |52 | 80 88 3.1| 2.7
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Table 6 The laboratory findings of urine tests

COOMBS test
Case ) ) Dosage | Proteinuria | Glucosuria | Urinary sediment
Diagnosis g X times ; Direct Indirect
No. X day -
" |before| after [before| after | before after |before| after before| after
1 i%i:.i:;us 2.0X2X5 - - — — | Normal | Normal — - - —
2 | Lochiometra 2.0%X2X6 + — - — | Normal | Normal — - - -
3 | Adnexitis 1.0X2x8 -— - - — | Normal | Normal — — - —
Bronchial 1.0X1
4 pneumonia 0.5%1 - — — — | Normal | Normal —_ - — -
Pelvic
5 peeritonitis 2.0%x2x7
Sepsis - HematuriaHematuria|
6 pyelonephritis 2.0x2Xx10 | * - ~ | pyuria pyuria - - - -
7 | Post op. UTI 1.0X2X5 + - - — VPyuria Normal
8 | Post op. UTI 1.0X2X5 + —_ — - Pyuria Normal — — — —
9 ff‘“gz'g Tupture |y oxox4 | + | — | £ | — |Normal |Normal | — | — | — | —
10 _Peritonitis 2.0X2X6 _ + _ — | Normal | Pyuria _ _ _ —
carcinomatosa ' : y .
) Puérperal _ _ _ : _ _ _ _
13 cystitis 2.0X1X4 + Pyuria Normal
14 (Ehronic UTI 1.0X2X5 + - - - Pyuria Normal — — — -
! . |
P . | .
rEIHLOCTHB, | 1 RMGIT, 4.0g/dayx5 BRIKS LTHOM K FHLE
FERBRC X sBERIRAHRANE, BA25 E Lio ¥, BEBRUETCREER LR LLATD

coli, Staph. aureus » ¥, L, PC-904 4.0g 06 H4
FRESRE Lich, T#&R s &, Proteus Indole (+) I©
BEAR L (Fig.10),

3. RuffE

2;8M% 38~40°C 5e#h, ERMFOFGKTCHETA
DOBMECER L2 I TEE AR L 16
13, IXUBRME Klebsiella sp. %4 L, Cefale-
xine P§JR, Thiophenicol % ZiF 725, EEIRZED
oo bDTHb. ARARER, LEL
fTlcblt\WCTHE G TRABORIIC DL DI, Lk
L, %, ROVThnrbdbBEEIMLEVE%, TH
HEZTRLIL UTco AFAIREAEOEARL—BREL D
ML T, fokic¥ Z OFSic—B L T PC-904 oS
YHBLEST THYADILDOTHE, —FH, #E5F
EERE Bbhb Serratia % FEELIcR¥HeEL
5L, AAOBHRHEIEHEELONRD (Fig.11),

4. RS

FEGEOIDFELAMES B B 1T 37.6~38.4°C

R 5T X D RIESWOMD %Kz Lo

HRRESIMAEONL, EHRE 2 ~ 3B REHY
BLcied, BWEBEELRSEHIELT,

5. REERBH

otk RER Y, EBBERER OSBRI E. coli 36,
Proteus mirabilis 14 TH5HMN 2.0~4.0g/day ¥
4~58MHT, MER- -BRLEOFTRISECHEL
7= (Fig.12, 13),

6. FAREDEGRITTHE

BifeBELTIY, EfRd7TVvAF-RIEEBbI S
38°C gtk DRBY, FHMETIHE2~3B MK
CELEARDHH, EARTIIEBETH -7 Ll
= O FE Mezlocillin 2 T-1220 D X 5 I fh DA<=
VY v THRELREBEY R, BERORERSKELTH
X, IR Proteus, Serrvatia WAREE LTHBE L,

—7, ERRSHECEST  ERRERETCIIL
KAOHEC LB EELORBERRALR I »
(Table 4,5,6,7),
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Table 7 Change of laboratory findings before and after administration of PC-904

No. of Before—After
cases | Normal— Normal— Abnormal— Abnormal— Unknowh
Normal Abnormal Abnormal Normal
RBC 10 6 4
Ht 10 6
Hb 10 6 4
Reticulocyte 10 8 2
WBC 11 2 4 4 1
Platelet 8 8
s-GOT 10 7 3
s-GPT 10 7 3
Al-P 10 7 3
S-Bilirubin 10 10
BUN 10 7 3
S-Amylase 10 10
S-Creatinine 6 3 3
Proteinuria 12 6 1 4 1
Glucosuria 12 11 1
Urinary sediment 12 5 1 1 4 1
Direct COOMBS test 10 10
Indirect COOMBS test 10 10
IvV. & ¥ > A SIS Hhich o
X L3

FLLBARIhIEARR =) v ThH5 PC-904 iz
DWW, OB, RBTE XOBRKBRR LR
L, UTogR¥HB,

1) EEKZ M 168 BkDREZIES A Tk GNB L k&M
BiexT 5T S RIcHidfEAN B X » 7o Klebsiella
sp. 61.9%, E. coli 53.9%, Ps. aeruginosa 58.3%,
Bacteroides 82.5% »% <6.25ug/ml @ MIC % % 7=,

2) &% 2.0g BIRABETHE, € il P RE IR
one shot T 92.6ug/ml, AjG#ET 51.8ug/mlp v
— 7 v_A%RLTc. RPBEY 30% M TH -1

FRRABTIMLOER = Y YIGEU L - REFIoRE
%%E\.LT\:O

3) AL 14 Hlic 2. 0~4.0g/day 4~17 AR
HMIRAER S Lick =5, BERERIE, FEBRTRREE
Rir o 11 ICEERBEXTR LI BlffAE LTI
Bl s A bhich, ZhMIERARSC X 58

1) FAREK : Piromidic acid B§3 5 B %, Che-
motherapy 19 : 557~561, 1971

2) % 25 BIEX(LFREFLEBL, HX o vHOY
41, PC-904, 1977
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THE STUDIES ON PC-904

Kangt Seica and Masao Minacawa
Department of Obstertics and Gynecology, Kobe Social Insurance Central Hospital

Kunmiko Yaman and Yoko Suciyama
Kinki Mothers and Children Infection Center

In order to evaluate the clinical effects of a new semisynthetic penicillin, PC-804, the antibacterial
activity, absorption, excretion and clinical effects were studied, and the results obtained were summ-
arized as follows ;

1) Clinically isolated bacteria (168 strains) were tested for susceptibility to PC-904. It exhibited a
good antibacterial activity against G.N.B. and anaerobic bacteria. For example, 61.9% of Klebsiella sp.,
53.3% of E.coli, 58.3% of Ps.aeruginosa were sensitive to 6.25 #g/ml or less of the drug.

2) Human serum levels of PC-904 attained to a peak of 92.6ug/ml after a single intravenous
injection, and 51.8 ug/ml after 2 hours’ drip infusion of each 2g of PC-904. Its activity was detectable
even at 6 hrs. About 30% of the given dose was recovered in the urine within 8 hrs. PC-904 was
found to be well transferred to fetal organs.

3) The therapeutic efficacy of the drug was evaluated in gynecological fields. PC-904 2~4g a day
were given intravenously or drip infusion for 4~17 days.

PC-904 was effective to 11 cases of lochiometra, post-operative urinary infection and others

No side effects or adverse reactions on labolatory findings were noticed except a case with fever.



