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I. SREBHAEROVICRERMKK

1. BERHESEE T 558D

i) ERHE

RIER%FEETHBRERERCI VT, BEOERK
BB S D8 X iz 976 Bk (Staphylococcus aureus 81,
Salmonella 33, Citrobacter freundii 63, Escherichia
coli 81, Shigella 47, Evwinia herbicola 11, Kleb-

siella aerogenes 81, Enterobacter aervogenmes 43,
Enterobacter cloacae 42, Serratia marcescens 161,
Proteus vulgaris 56, Proteus mirabilis 51, Proteus

Table 1 Antibacterial activity against standard

strains
MIC(ug/ml)
Strain

PC-904 | SBPC
Staphylococcus aureus FDA 209P 1.56 6.25
Staphylococcus aureus SMITH 1.56 6.25
Staphylococcus aur?‘l;RASHIMA 0.78 6.25
Sarcina lutea PCI 1001 =<0.20 | 0.20
Sarcina lutea ATCC 9341 6.25 | 50
Bacillus subtilis ATCC 6633 0.78 | <0.20
Salmonella typhi H 901 3.13| 25
Escherichia coli NIH]J JC-2 3.13| 12.5
Escherichia coli BHN <0.20 1.56
Escherichia coli KP 1.56 | 25
Shigella dysenteriae EW3 <0.20 0.78
Shigella flexneri 2a EW10 0.39 6.25
Shigella flexneri 3a EW14 0.78 6.25
Shigella boydis EW29 0.39 3.13

Shigella sonnei EW35 <0.20| 25
Klebsiella pneumoniae PCI602 12.5 [>100
Klebsiella pneumoniae DENKEN 0.39 3.13

Aerobacter liquefaciens Y62 25 >100
Proteus vulgaris ATCC21100-1 <0.20 1.56
Pseudomonas aeruginosa

NCTC10490 | =0-20| 0.78
Pseudomonas aeruginosa

KOBAYASHI | 313| 50

Pseudomonas stiitzerii 1.56 | 50
Pseudomonas pseudoalcaligenes

ATCC17440 | 3-13 100
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Table 2 Antibacterial activity against the organisms isolated from clinical materials

MIC (ug/ml)

Strains Drugs
<0.20,0.39 | 0.78 | 1.56 | 3.13 [ 6.25 | 12.5 | 25 50 | 100 {>100

Staph. aureus PC-904 16 11 10 9 11 2 4 10 8
81 str. SBPC 1 25 39 11 5
Salmonella PC-904 4 14 10 3 2
33 str. SBPC 1 8 15 3 3 3
Citrobacter freundis PC-904 5 6 4 6 5 9 4 24
63 str., SBPC 2 1 3 4 7 1 6 1 38
Escherichia coli PC-904 2 19 9 9 2 7 2 7 25
81 str. SBPC 4 18 6 5 2 46
Shigella PC-904| 1 6 21 10 2 1 1 5
47 str. SBPC 1 8 22 8 2 6
Erwinia herbicola PC-904 3 1 2 2 3
11 str. SBPC 1 1 2 1 6
Klebsiella aerogenes PC-904 1 1 3 11 16 17 10 | 22
81 str. SBPC 1 1 1 78
Enterobacter aerogenes PC-904 11 6 2 4 2 5 13
43 str. SBPC 1 10 4 2 26
Enterobacter cloacae PC-904 1 9 3 5 4 2 18
42 str. SBPC 1 5 4 9 2 21
Serratia marcescens PC-904 5 20 23 17 12 7 77
161 str. SBPC 3 18 17 17 9 97
Proteus vulgaris PC-904 8 6 4 1 3 2 2
26 str. SBPC 1 1 1 2 8 9 4
Proteus mirabilis PC-904 18 13 5 3 4 3 4 1
51 str. SBPC 10 17 5 1 2 4 5 7
Proteus rettgeri PC-904 2 2 3 15
22 str, SBPC 1 1 1 19
Proteus inconstans PC-904 2 2 8 1 3
17 str. SBPC 1 3 2 2 4 4
Morganella morganii PC-904 17 10 3 5 4 3
42 str. SBPC 1 1 9 15 10 6
Aeromonas hydrophila PC-904 2 4 10 2 2 3
23 str. SBPC 1 1 2 1 3 8 7

Vibrio parahaemolyticus |PC-904 | 1 14 5 3 1
24 str. SBPC 4 10 10
Pseudomonas aeruginosa | PC-904 3 8 26 19 16 22 20 20 7 5
128 str. SBPC 3 24 37 19 45
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vatigeri 22, Proteus inconstans 17, Proteus morganii
42, Aeromonas hydvophila 23, Vibrio parahaemoly-
ticus 24, Pseudomonas aeruginosa 128) ¥ XU
RAEEOMMER 23 BROH 999 oW T, BA{L¥ME
saEEOHEY K- T, PC-904 & SBPC DR/INR
HIEIEME (MIC) %R, MA QMM % LB L o
J5E FIEAREE 2, Heart infusion agar (BBL) #{f
AL, 2 KA OWMBERFIL 100 ug/ml b 2 fEHKRL
7= 10 RFI%EW L THV Ao Trypticase soy broth
(BBL)I. X % 87°C, 4~ 6RSMIEIMM (#910%/ml &)
YERERLL, SENT7 17—V (RELE) T

Fig.2 Correlation of antibacterial activity
between PC-904 and SBPC
(Staphylococcus aureus 81 strains)
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Fig.3 Correlation of antibacterial activity
between PC-904 and SBPC
(Shigella 33 strains)
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MR RT3 % P 77 © M Table 1 iKiRL %o
Staphylococcus aureus 209 P #ric x5 MIC i3,
PC-904 1.56 ug/ml, SBPC 6.25 ug/ml, Escherichia
coli NIHJ JC-2 #ricst+2% MIC 3, PC-804 3,13 ug/
ml, SBPC 12.5 ug/ml THotco T DffiDERICDVT
% PC-904 |3 SBPC LA INIBHEARZ b I A%
HL, £ SBPC X b /& MIC R LTco

MR M st 5 U ) D% Table 2 1R L,

Fig.4 Correlation of antibacterial activity
between PC-904 and SBPC
(Citrobacter freundii 63 strains)
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Fig.5 Correlation of antibacterial activity
between PC-904 and SBPC
(Escherichia coli 81 strains)

>100 2
100 1| 6
50 2

E 1 6

-]

2125 1 1

P-4

&6.25 2 3 3

(8]

A3.13 3|22 2
1.56 3 |11{3 1]1
0.78 1] 1
0.39

0.39 0.78 1.56 3.13 6.25 12.5 25
SBPC (ug/ml)

50 100 >100



374 CHEMOTHERAPY

APR. 1978

T EMicoWwTD PC-904 & SBPC Lo M /74E50
% Fig.2~16 &/RrL70

Staphylococcus aureus 81 %, PC-904 Tl 0.78
ug/ml > >100 pg/ml ¥ CHEKL 44iL, SBPCT
1 1.56 ug/ml ;& 12.5 ug/ml & 76 #(93.8%),
>100 pg/ml 2 5# (6.2%) M54 Lizo SBPC, >100
ug/ml @ 5 ¥, PC-904 Tt 3.13 ug/ml i 1 #, 50
ug/ml 2 2,100 ug/ml iz 18k, >100 ug/ml 1820
ﬁﬁbf\:o

75 A&PEBE T2, PC-904 13 SBPC itibLoMic
2 ~ 3 By ROMH B SRR Lico12. 5 ug/ml kM

Fig.6 Correlation of antibacterial activity
between PC-904 and SBPC
(Shigella 47 strains)
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Fig.7 Correlation of antibacterial activity
between PC-904 and SBPC
(Klebsiella aerogenes 81 strains)
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BoORR LTS L, SBPC it T PC-904 1Mtk
t%, BB, L7c Escherichia coli 81 ¥Cix 18 # (22.2
%), Wt Salmonella Tix7# (21.2%), Citro-
bacter freundii T\ 5# (7.9%), Shigella Ci3 2%
(4.3%), Klebsiella aerogenes “Ti% 15 ¥ (18.5%),

Enterobacter aerogenes T\3.18 ¥k (41.9%), Entero-
bacter cloacae Ti 12 ¥ (28.8%), Serratia marce-
scens T3 28 ¥ (17.4%), Proteus vulgaris Ci% 15
¥ (57.7%), Proteus mirabilis i3 6 ¥ (11.8%),

Proteus rettgeri TIX1¥ (4.5%), Proteus incon-
stans T 2% (11.8%), Pseudomonas aeruginosa

Fig.8 Correlation of antibacterial activity
between PC-904 and SBPC
(Enterobacter aerogenes 43 strains)
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Fig.9 Correlation of antibacterial activity
between PC-904 and SBPC
(Enterobacter cloacae 42 strains)
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Fig.10 Correlation of antibacterial actlivity
between PC-904 and SBPC
(Serratia marcescens 161 strains)
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Fig.11 Correlation of antibacterial activity
between PC-904 and SBPC

_ (Proteus vulgaris 26 strains)
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Fig.12 Correlation of antibacterial activity
between PC-904 and SBPC
(Proteus mirabilis 51 strains)
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Fig.13 Correlation of antibacterial activity
between PC-904 and SBPC
(Proteus retigeri 22 strains)
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Fig.14 Correlation of antibacterial activity
between PC-904 and SBPC
(Proteus inconstans 17 strains)
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Fig.15 Correlation of antibacterial activity
between PC-904 and SBPC
(Proteus morganii 42 strains)
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Fig.16 Correlation of antibacterial activity
between PC-904 and SBPC
(Pseudomonas aeruginosa 128 strains)
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Tz 91 (71.1%) Abhic, PC-904 iy T SBPC
DL, Citrobacter freundii 1% (1.6%),
Serratia marcescens 1#k (0.6%), Proteus incon-
stans A¥k (23.5%) Hxbhie Tichb, PC-904
1% SBPC X b b hBWHENYEL, BRAYSY
* 24 BRIt o\ T b 28k, PC-904<3.13 ug/ml &5
#i Li=Dicst LT, SBPC Tit = 50 ug/ml w34 Lico

2. MeBWEELS X UERABTIRE

i) EBHE

ML, PC-904 2g % 5% ZFUVEBCEMRL,
fhHE 33~46kg OBEWECEE XX\ BHREXX 3
Bl (BRERL, 2, 3) 2BEMATTARBEL, &
TEBAMAH 7 ~ 8 @i e » TR M % 77 - T, Micro-
coccus luteus ATCC 9341 #»BTEHEHE Li-h » 7T
BUE Utco EHEHRIT, & miExX AV

BRABTRER BERYEET5BEIETNK 2
#l FEM1, 2) &, PC-904 2g #Hijic L RARCAF
BELLBSORERY BB ERL, PH 7.2,
1/15M ) vBREBERAZEREL Lich » 7HETRIEL

ii) RWMRK

A BITEN & & DB % Table 3, Fig.17, wEfk
B{FMEY Table 4, fEF 1 DERBITREHS ¥ Fig.
18 IER Lo

b AL, MM TSI Y — 2 [liA 5 - T 59 ug/ml
Mo 126ug/ml %R LTco AR THRECHICTRL,
6 MBI 4.2 ug/ml M5 9.0 ug/ml DEY I,
A P R 0. 5~0.8 BEMITH - Tco

2 ORABTREL, EF 112 — 7 0.62 ug/
ml O (BRmFMED 1.05%) 418, EHM2TIX
0.06 ug/ml (BB MMED 0.05%) THoTo

3. 5y leRIIRBASH

i) KBFHE

K 200g Bk Wistar %5 » ki 15 Dok A\,
& 370k 12EE L PC-904 20 mg/kg #5EH 307, 1,
2, 4RIV 6RMBICERL, MmN B HiXU%
DERBAIMEY pH 7.2, 1/15M Y vBESH Y EE
WL Lich v THETHME LI, MEXBRV-EREAR
KR, ARERy3EEmL TREFEREYF 4 XL
i) O?Wﬁ Lf:o

Fig.17 Serum levels of PC-904 (5% glucose
500ml+PC-904 2g d.i.)

Case 2.
S.K. 59y.0. 33kg.F

(ug/ml)

Case 3.
T.Y. 61 y.0. 46kgF

100f

s

po—d. j. —o

Case 1.

Z.0. 59y.0. 43kg.M

(br)
too Tods, EMEEERIT, WEA T LIFER LI,
Table 3 Serum levels of PC-904 (5% glucose 500ml+PC-904 2g d.i.during 2 hrs.)
Blood During drip inf. After infusion
Case | Name | Age | Sex |B. W. take(r,loon
1/2 | 1 2 | 12 1 2 4 | 6(br)
1 Z.0.| 59 M 43 5th day |[34.5| 55 59 38 26 15 8.8 7.2
2 | S.K.| 59 F 33 3rd day - 65 126 73 46 30 18 9.0
T.Y.| 61 F 46 5th day — 56 100 52 26 16 8.4 4.2

(ug/ml)
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Fig.18 Concentration of PC-904 in sputa (5% glucose 500ml+4PC-804 2¢g d.i.
Case 1 Z.0. 59y. 43 kg, M. Diagnosis : Chr. bronchitis

(ug/ml)
4+ A Vol. of sputa
o——= Conc. of PC-904
3
Sth day 6th day Vol. of SP.
10ml
2 TITTTT,
1- d.i. d.i.

Table 4 Concentration of PC-904 in sputa
(5% glucose 500ml1+PC-904 2g d.i.
during 2hrs.)

Table 5 Organ concentration of PC-904 in
Wistar rat (20 mg/kg i.m.)
Average of 3rats

.. . Hours after intramuscular
Case Blood _quing' After drip infusion Organ injection
taken on | drip infusion 0~2 | 2~4 42;6) 1/2 1 2 4 (h?'.)
1 5th day 0.32 0.46 | 0.62 |<0.05 Lung (ug/g) 3.2 |1.54 | 0.08 | trace 0
6th day <0.05 0.07 | 0.3 |<0.05 Liver (ug/g) 13.9| 88| 2.1|0.1 |trace
i s . . . t
2 |3rdday | <0.05 |0.060.06 |<0.05 Kidney (ug/g) | 6.2] 3.1 2.40.15 | trace
) Serum (ug/ml) 2.3| 1.2| 0.2 |trace| 0
(u#g/ml)
i) ERRK Fig.19 Organ concentration of PC-904 in

% 3% Table 5, Fig.19 Rl i,

H5%k 30 D, FEEWBEAREIC—IEERD, 4
~ 6 RIS I ESRE CH - foo FNOBTHIERE
BfFe, BF>BOM=mEOIETH - oo BB MTERE
LRERESENBRE L o i, BF 6.04, B 2.69, Bh
1.39 THoto

4 BERGH

i) RBER BEFESIVREE

SREMT, BAS514E6 A»OLRM52E3ETD
YR 2 Wt X OBIERBE O ABR BT, PRR B RRHUE
1500 (REXM% 96l BUESEIR46, BHECEA
BRASEXL10, MRchRELER1A), RER
REE2 64, B> % (FIAEE) 1M 18 SlicEA
Lo EMITI9ENL T8, BiEIM, LHEIFATH
Py

158X 2~4 gC, 1H1~2@KSPTEHE
BEL, #58R7~150, BF5R1z 10~44g T
Botes

i) BHEHE

PR BRRME I, B, MR EOHFEIER L BM
R¥, CRP, Mytfli/c & 0RIERER, M vigE
(BB, S, FREMETIXARER KR, K

Wistar rat (20 mg/kg i.m.)
Average of 3rats

6
(he)

FRIEOMHADOERE, BOS£TIX B EER KEMN
R, BHEEOHROBFE,LLREHCTELHHD), AL
(1), ©XHEH (), &2 ()04 BECHE LI,



CHEMOTHERAPY APR. 1978

378

paaoaduny (=) |o006°‘s ¢ sfep . vjuowndud d ‘08 ‘02
= ) ApP3ea9po uw ?f Sm ‘v u.:: SIN Zx 332 ~ogouosg "L °
N *ida435-2
pasoxdunr | 9 | (F) |o00z2% Dsousd .:.ﬂ °d shuep wwomnoud | W ‘98 ‘61
=) (#) ! t ﬁ D349SSIIN 3 U5 ip . 8
wsowry | ¥2 | (+)v | 0069 124150 2x 3z _~owpuolg L'S
9 000 ‘¥ sAep , eruownaud I ‘6e ‘99
uondnig | (—) padueyoup 1 t 1 - 4
% | (—) |oove %32 -oyouolg ‘W'S
smIew paAoaduy 24 (=) |oo1°‘s sAep g eruownaud W vy ‘sg
= | @ t ot t 1 . 9
S3qeiq isouy 98 (#) |oor‘ir (H) 31007 Zx32 -ogouoxg W'1
DSousInaav sq sAepg snuorgduoiqued W ‘€S ‘oF
) +) padueqd joN |t t ) 1 §
8T | (+)1 | 002‘L DSOuIINAID ‘Sd 1X32 asnyip “Iq) ‘NX
paaoadut 74 (=) |00z eIOP JRWION sAepg snIyouolq I ‘sv e
= # 1 1 1 1 4
Anygansg 82 | (+)T | 000 apzumgfus Iy ZX31 ‘199 ‘H'H
pasoxduit 4 (+) | o00zZot sauaSosap )3 | shepg snIgouoIq d ‘o ‘19
(G M 1 1 1 1 €
£pudus | ve | (+) | 00T‘9 () svzuanyus g 1x32 Iq) ‘AL
panuUnUOoISIp 09 (+) |oov‘s psousdnian'sq | L X Aep/gX 3z snIydu0Iq I ‘se ‘65
wondnig | (+) paduegoupn | 1 1 1 1 ‘ (4
(+)431311e D4 0s | (¥F) [00s‘9 () psousdnaan sq |gxAep/Ix3g o) NS
() apzuangus fr
sifesesered 9¢ (+) |o08‘21 saualossn 131 sfep » snIyducIq N ‘st ‘68
(G ) paduegoupn | 1 t 1 1 I
gy 99 (#) |o0s‘L (+) souadosan 131 1X32 14D ‘0°'Z
(i) psousdnaavn-sq
syIeWway awwmh% 19939 Le1-y 1s3yq) mﬂw d30 29M wﬂw_ﬂuwwk 0 %WWMWQ sisoudeiq Numun\%mmwu? *ONl

$06-0d 3o 1993 [edu) 9 3|qe]



379

CHEMOTHERAPY

VOL. 26 S—2

uorjdayur joea) Areurrn : ILM

Lrav “h Aacummuuﬁoauv o% A+qvm Sw.m A.m.v skepg (® suoss) | W ‘89 ‘sg o1
| ururesues, panoddmy | gy | (+)v | oog'or 1o>°q 1x8z | sunsoon) N°L
() |oor'e s03°g skep 4 4 ‘ev ‘8L
G | @ | (M enEl) t t t L0 i
(=) |oos‘e 302°g 1x3g MK
Jwopuss (=) |o0sy skepg 4 '8 ‘w
- () 1 1 t | 1w/orXy pa ydoss LN o1
snoxgday 8 (H) |o006°L I1X3g '0'H
99 00 ‘2 ) sfep gy N ‘99 ‘ev
J3oued 3un ) (+) pa3ueyd joN t t t t xeloylokg 43
28 | (+)9 | 0086 2030013 "4 Zx31 4L
paaoadur 29 | ()1 |o0s‘s 'IOR [RWwION | SAepy eruownaud W ‘st 99
) 10 t t t 1 148
A[aje1apoy 80T A+vo 00Z ‘11 eIOY [RUWLION Z%X31 -oqouolg ‘WX
paaoxdury oy (=) |oot‘s elog Jewlo) | sAepgr eruownaud d ‘sv ‘gL
) (#) 1 t 1 1 el
£13391dwo) 0L | (+)g | o008°9 elog [eWION IX3g -ogouoxg ‘XL
plyassqaryy shepy
_ « DI4ISSIIN o ¢
‘ ) ) paAoxdur M ( : ) oow i 4 1424150 ZX31 eruowmaud d ‘se ‘sg 71
, ) sowyy | 08 | (4)Z | 009°L u.:ua.:z s4ep Mxm -oysuoig W
¥ . ‘1daays-» (4
DI4ISSIIN
Jowin) ) a4 pasoiduir @_m A+~Vm cohﬂ ‘s .uﬁu&%mlﬂ sfepg eruownaud W ‘sv 99
— jas
[eunSEIpO K[23e19pON es | (+)9 | oov‘9 DI4ISSIIN 2X3g -oyouorg ‘N'L
‘1dassg-0
9020019 1457
paroxdur | I | (=) |[o00i°‘S t sfep eluowndud | W ‘g9 ‘gy
G €1)) 1 1 1 D349SSIIN or
jsouy oe | (+)€ | 006° ‘14a435-0 Zx3z -oydouoig L'V

wpzuInyus ‘rr




CHEMOTHERAPY AFR. 1978

380

X3pUul SNIIIOT 4

81 1¢C | €2l | 17¢E 0I< | 06 | 98T |66 681 18 148 (45 0€F |GGy (9F%L |¥'ST | €SV 99¥% 81
€9°0 L€l 8y 0 6'8 €2 9€ 0-2¢e 101 €0e 41
S¢ L€ 18 9 10 20 €0 €0 (9GS L6 ST ¥e 91 p44 8°€C |€€C | T4 99 6.8 8.8 91
86 2°0~0 0°'1~0 661 61 12 688 Z°€l Svy ST
11 1T |86 9¥1 0°'1~0|0'T~0| .6 |S'8 0e 1€ L8 (4 886 |68 |T€l | €€l | LS 1S€ 4
2¥'C {69C |€62 |€8 | G20 | 610 |20 |20 |99 02 (44 €l 8¢ 81 0€C |0'€ |14 S°L 144 144 el
60 0T 06 (A1) § 1S 1€ ¢l 8y 12 0'GE | S68 [OFT |C¥PI | €OV eey (48
1 €1 [¥6 9°11 ¢°0~0 I~0 | 8°G 19 48 4 81 95 vy |0€ | ¥P¥T | O°ST | 6SF 6.y 11
¢l 0l |1I-stT 01> |0°T> | S8 98 (48 1) 02 ST 66 |80V | L€l |OF¥L |gey csy 1)
0°S 1) 81 8°9¢ | 6728 |92l |6CL | ¥y 897 6
01 0T {¥PST [I€T 0°1> |0°1I> | 4°S 19 (1] 8 01 81 |48 o€y [ €TF |9F%T | O¥L | 00S 697 8
11 60 |9F%1 |L2CT , Vi 11 4 8€ L8 | 6°¢L |9CL |8se 04 L
[} 0T [8F1 LT {0 I~0{0'T~0{0'I~0|0'I~0| L6 [ 8 19 29 (44 144 TI¢v (2'.e [6°C€L |€CL |G6V Ley 9
80 80 (4 91 z0 €0 G0 |94 601 ST 12 18 14 2'8€ |80V |TL°€T |OVI | 9%F €Ly S
] vS (1] 8 0oL Ve 8T T06 [LT1€ |[TOL [9°0T |see 1s€ 14
80 60 (48 €1 60 80 | .8 (92 €1 PAS 61 14 6cr | 1.8 |9°€T |6°IT | 29% 66€ €
80 L0 11 148 20 Vo 09 48 61 (44 (43 96¢ | IV€ | 21T |8°0T | 6€E e 4
80 8°0 18 €l 10 €0 €0 L0 |T1°S (A2 8¢ iy 6¢ 84 ¢8¢ |08 |€°II |8'IT | SS¥ 53414 T
1o1ye |a10jaq | 1a1ye |a10jaq | TOME [210F2A | I9MJE [3I013Q | 1511p 51059q | 1a3ze |a10jaq | Ieye |a10jaq | zeiye |aiojeq| 1eiye |aiojaq | 1eyze |e1ojaq oN
wanq [eioL
Rl N (0 VLD I LS| e — (VI dV| (W LD | (W 109 | (%) m | (pB) a | GEEHOLX) [0

$06-Od JO uolLBIISIUIWPE I3}Je pue ai0jaq s3uipuy Alojeroqe 2 Iqel,



VOL. 26 S—2

CHEMOTHERAPY 381

iii) FERRI

FERBEFIB 18 Blo—%% Table 6, F¥(f ART# D
kA% Table 7 ©R L1,

FRRBRYIE 15 BITIR, B4, EH6H,
w40, BH1HAT, (WU EERLE LeEDRI
66. 7% CHholoo RERRERIE 2 Bliz, E 1B, 2K
16l BRO5 81 AXERTh oo MBI IT A
U EEREZ L LcHRI®IL, 66.7% LicoT,

iv) BIffA

R 26 (Case 2, Case )AL KAt Case 2
AFIR SR ERECHICER L, Case 7 2T ATAET
# »1-oTransaminase {ff, Alkaliphosphatase {§® B
#1160 (Case 18, fAd 5 $s+JARLE) Abhtcdl, &
FEERLIS ONE S DTHTH 5

. II. * »”

RSO BEFAOMBIELL, RIBHE, MLB
B 25F7E, 77 ARMERECH L THEGITEESE
PETREFEREROMRBECHN LIEOR TV 3,

Penicillin iz, ML H BRI W HAHRTHS
B, TO% Penicillin BZICE T VA S E O EEH
Penicillin FIApARE X h, FEORRPEDCHEYBET
LTET\Ww3,

4, AHTHR IR Penicillin Rf44HHE PC-
904 12, Ampicillin OFEHE T, TOHEIITFRBEIC
bR XY, BEOKRFTIEEDEKME MBS L
TRENOILLBEA IR TY5 SBPC L %M X il
HRNORBY¥ B O I, Thbd, FHIX, AEHO
b bix SBPC L AE1 Thl EOBRHBENHF N
5LTHTHbDo

AHDEA BB I1X, fbod> Penicillin FHjic b L CH4E
RN DY, HEDF v BT IERTLFCRD
BWRENRSBLAhI, ¥, ZFlOL FMFERE L OK
AR 98% LEVHD, ZhiXTHEHETHD, AHE
HELCBEom+hREHESI, ABRTRACY -2
4% T, SBPC oMhRE#BLIZISEAR TH-
1Y BRNBRE V1 b, BREMLPRED 0.05~1.05
% DIETHFED Penicillin F & RIEABORKTH -
o

FRBRPLELHROE Lic 18 AIOBEEKSRE, 12 6
BT, BBHRIL 66.7% Tholo 1 BHR5EIT 2
~Ag L Ltch, YURTIRD HDEECDEEE LK,
RpRhr, BEAELEHF O MIC, HhABRELE»D,
BER HEEH, BEMRREIRDOLAZIRETH
Z)o

. # B3
Penicillin ko FHitEHE PC-904 1o\ ToOERELY

BRIV R 1T hevy, ROMRL 181,

1) HED) : BEOAMOMIKHBMNGS M & h e
976 ¥ (Staphylococcus aureus 81, Salmonella 33,
Shigella 47, Citrobacter freundis 83, Escherichia
coli 81, Erwinia herbicola 11, Klebsiella aerogenes
81, Enterobacter aerogenes 43, Enterobacter cloacae
42, Serratia marcescens 161, Proteus vulgaris 26,
Proteus mirabilis 51, Proteus rettgeri 22, Proteus
inconstans 17, Proteus morganis 42, Aeromonas
hydrophila 23, Vibrio parahaemolyticus 24, Pseu-
domonas aeruginosa 128) 3s L O'BERIEDOHMEL 23
BroO B 999 #kiz o\ T, PC-904 & Sulbenicillin (SBPC)
DR/NFEEIRIEWE T RD, HEL LB LA,

PC-904 i3, 2fic SBPC LE%h, 2~3FH\
Eﬁ&/’?ﬁ Lo

2) F oy MCBTHMBARE : Wistar R 7 » b RE
~20 mg/kg FHE LA OAMBPIMER, F>E>
Bti= M DIEC 2 Lo

3) MWE  FRECEE LR\ BEREI SO
3fEflIc PC-904 2g% 5% IRk 500ml L L HIC 28F
FAEME L@ aomPRERB, AER TRIC
¥ —7{f 59~126 ug/ml, #TH 2 BB 15~30
ug/ml, R TH 6B EIC 4.2~9.0 ug/ml TH ot
IR REF I, 0.5~0.8 B¥EITH - o

4) BRABITRE : BERYZHBEZEL 26
2, AFI2g% 2 R AREE L -BE OBRRNBE L,
v —7{H 0.06ug/ml (BEMm+RED 0.05%), 0.62
wg/ml (BEIHRED 1.05%) D%

5) EEIRIGH : FERBERIIE 15 61 (REXM%9,
BUSEXIR4, B~ Y HEAMKEX X1, BI91),
RERRRAE 2 B, 1RO 541 MG 18 flic, F#H %1
B 2~4g 5 LI-BAOEKRBHRIL, EBHSH, 58
78, RLEHSH, BHIATD -0

2 Fe RS EHich, 1AEEHEEEREL, 16
R EHITATETH - 1

ARXOERE, # 25 HEREMEFLRS (R
kB, M0 52 4£6 B) TRERLL,

X .3

1) PC-904, fERLFIRHKALHEN

2) # 25 EAKRLEREFELRS, FERyvHEOY
AT, PC-904, 1977

3) HRFEHREFES, R/ORHEMELREMIC)HE
% (1968 “EHTE, 1974 43 FT)o Chemotherapy
23:1~2, 1975

4) WA B FE HE, R EE KHER £k
EH, HEEX HAREZE K #T7: B

TR 28 R R E & PTAE AR —4%ic,  Sulfobenzyl
penicillin BIH# L T— HK & BF7E 52 : 238
~248, 1975
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FUNDAMENTAL AND CLINICAL STUDY ON A NEW
PENICILLIN, PC-904
—ESPECIALLY EFFECT ON RESPIRATORY TRACT INFECTION—

Masaru Nasu, Masao Nakaromi, Nosuniro HorrucHi,
Kinicur Izumikawa, Tsuneo Tsutsumi, Masakr HiroTa,
Nosuokt Mor:, Atsusut Saitro, and Kouer Hara
Second Department of Internal Medicine,

Nagasaki University School of Medicine
Katsuniko SawaTari, CHikako MocHipa, Fumiaki Iori,
A1 Havasur and Takasuir Itoca
Clinical Laboratory, Nagasaki University School of Medicine

Fundamental and clinical examinations were carried out on newly developed antibiotic, PC-904,
and the following results were obtained ;

1) Antibacterial effect

Against 976 strains isolated recently from various clinical materials (Staphylococcus aureus 81, Sal-
monella 33, Shigella 47, Citrobacter freundii 63, E.coli 81, Erwinia herbicola 11, Klebsiella aerogenes
81, Enterobacter aerogenes 43, Enterobacter cloacae 42, Serratia marcescens 161, Proteus vulgaris
26, Proteus mirabilis 51, Proteus vettgeri 22, Proteus inconstans 17, Proteus morganii 42, Aeromonas
hydrophila 23, Vibrio parahaemolyticus 24, Pseudomonas aeruginosa 128) and 23 standard strains
which were kept in our department, each MIC when PC-904 or Sulbenicillin (SBPC) were applied was
determined, then these MICs were compared each other.

In general, the antibacterial effect of PC-904 was as same as or a few times as powerful as that of
SBPC.

2) Drug concentration in organs of rats

The drug concentration in organs of male rats (Wistar) after the intramuscular injection of 20 mg/kg
of PC-904 was the highest in the liver, then in the kidneys, lungs and serum in order.

3) Serum concentration

2g of PC-904 diluted in 500 ml of 5% glucose solution were drip infused for 2 hours into 3
chronic bronchitis patients whose renal functions were normal, then serum concentrations of PC-904
were measured, The peak levels were from 59 to 126 ug/ml at the end of infusion and it was from
15t030 ug/ml at 2 hours after and from 4.2 to 9.0 ug/ml at 6 hours after the completion of infusion.

The half life of serum concentration revealed to be from 0.5 to 0.8 hours.

4) Diffusion of PC-904 into sputum and its concentration

When 2g of PC-904 were i.v. drip infused for 2 hours into 2 chronic bronchitis patients characte-
rized by purulent sputa, the peak drug concentrations in sputa were from 0.06 to 0.62ug/ml, which
was from 0.05 to 1.05% of the maximal serum levels.

5) Clinical application

The effects of PC-904 (from 2 to 4g per day) on 15 respiratory tract infections (9 bronchopneumonia,
4 chronic bronchitis, 1 chronic panbronchiolitis, 1 pyothorax), 2 urinary tract infections and 1 cholecy-
stitis were considered excellent in 5, good in 7, fair in 5 and poor in 1 case.

Among them, skin rashes were noted in 2 cases, but they were recovered quickly after withdrawal
of the drug in one case and in the other one drug administration was continued without additional
troubles.



