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1) EBRA&E

BERFOEEKR22M L FHBEAMKL VRSN
7 7 LM E54%k (Staphylococcus aureus 54) B L UF 7
5 MR E 7768 (Salmonella 36, Citrobacter freu-
ndii 38, Citrobacter diversus 32, Citrobacter amalon-
atica 11, E.coli 54, Shigella 45, Klebsiella aeroge-
nes53, Enterobacter aerogenes 54, Enterobacter clo-
acae 54, Serratia marcescens 54, Proteus vulgaris 12,

Proteus mirabilis 42, Proteus retigeri 22, Proteus incon-
stans 16, Proteus morganii 43, Aeromonas hydrophila
20, Pseudomonas aeruginosa 54, Pseudomonas putida
31, Pseudomonas maltophilia 33, Pseudomonas putrefa-
ciens 14, Flavobacterium 50, Acinetobacter anitratus
8) NHES2KIZDOWT, BERLEREFE LML -1
S TR/IREMILRE (MIC) + MEL 72, Bk
Cefazolin(CEZ)iz DWW T L MEL T, AMEHEBRL L,
M@ Bz & L T Trypticase Soy Broth (BBL), #M%
FIE#sz i & L Tiz Heart Infusion Agar (BBL) #+4#
M L, Proteus 721113 BTB K21 (5K8) £ Bz,
Mk L L iz, E.coli NIHJ JC-2 + Hv- W& &
{310%cells/ml & L 7=,

2) EBRM

HiERMH% Tablel, 2, 3, 4BFU5IZRLL,
@tk & L 72 E.coli NIHJ JC-2 iz CS-1170, CEZ
ELi21.56ug/ml TREHMIEES N,

ki kizT 2 MICI2 7 Fo kB 2BV T2
Gl %, F 7212 CS-1170 H¢ 1 ~ 2 L EEVWHEHET
L7,

BEFK 9 MER 1204 LTIz, Staphylococcus aureus Tid
€% CS-1170, CEZ & $i21.56ug/ml TRk X N7z b,
CEZ »1 ~2HEEEN/ B Ah%E L,

735 LW T2 Salmonella, Citrobacter freundsi,
Citrobacter diversus, Citrobacter amalonatica, E.coli,
Shigella, Klebsiella aerogenes, Servatia marcescens,
Proteus vulgaris, Proteus mirabilis, Proteus refigen,
Proteus inconstans, Proteus morganii, Aeromonas
hydrophila, Pseudomonas putrefaciens ¥ |1 Flavo-
bacterium spp. T CS-1170%¢ 1 ~ 2 FF2 MM\ B N %
wL7,

Enterobacter aerogenes, Enterobacter cloacae, Pseu-
domonas aeruginosa, Pseudomonas putida, Pseudo-
monas maltophilia & % \»\3 Acinetobacter anitratus T
13 CEZ i3IS NHEH£mRL, MR bLlOOaZ/ :
mlLEIZZni3 L A Enky BT,
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Table 1 Antibacterial activity of CS-1170 and
CEZ to standard strains

MIC (ug/ml)
Organism

CS-1170| CEZ
Staphylococcus aureus FDA 209P 0.78 | 0.39
Staphylococcus aureus SMITH 1.56 0.39
Staphylocaccus aureus TERASHIMA 1.56 | 1.56
Micrococcus luteus PCI-1001 $0.20 {50.20
Micrococcus luteus ATCC 9341 S0.20 {50.20
Bacillus subtilis ATCC 6633 0.39 | =0.20
Salmonella typhi H-901 0.39 1.56
Shigelia dysenteriae EW 3 0.39 0.78
Shigella flexneri 2a EW 10 0.78 1.56
Shigella flexneri3a EW 14 0.78 1.56
Skigella boydii EW 29 0.78 1.56
Shigella sonnei EW 33 0.39 0.78
Escherichia coli NIHJ JC-2 1.56 1.56
Escherichia coli B 6.25 6.25
Escherichia coli BHN 0.39 3.13
Escherichia coli KP 0.78 1.56
Klebsiella pneumoniae PCI-602 =0.20 6.25
Klebsiella pneumoniae Denken =0.20 0.78
Proteus vulgaris ATCC 21100 1.56 6.25
Enterobacter liguefaciens Y-62 1.56 100
Pseudomonas aeruginosa NCTC 10490 | >100 |>100
Pseudomonas aeruginosa KOBAYASHL >100 |>100

(Inoculum size 10%ells/ml)

DECANHBICOVWTNHCS-1170 & CEZiz 1t ¥+ 3
MIC »#aRA % Fig.2 ~1412RL 72, 12.5ug/ml £ B&
HNRMET B L, Staphylococcus aureus T1354% 4%
BRAE #|012.5ug/ml THHIE S N 72,

Salmo:ulla 36#+ Ti3 CEZ |-t (12.5ug/ml LI L)
T CS-1170 i W& ¥ o> ¥k 13368 & 1 #k, [ % iz Citro-
bacter freundii 38tk 4 ¥k, Citrobacter diversus 32%
% 4 #k, Citrobacter amalonatica 11%+ 8 #k, E.coli 54
W 78k, Klebsislla aerogenes 53%:h 10#%k, Entero-
bacter aerogenes 54#kth2 ¥k, Enterobacter cloacae 54%
% 1 Bk, Serratia 54¥k 134k, Proteus vulgaris 12¥p11
¥, Proteus mirabilis 420k 22, Proteus rettgeri 22
¥kt 14 Bk, Proteus inconstans 16 %k b 8 ¥, Proteus
morganii 438k 28%k, Aeromonas hydrophila 20% 9
¥k, Pseudomonas aeruginosa 54¥%k 4 ¥k, Pseudomonas
putida 31%k 2 ¥k, Pseudomonas maltophilia 33¢k 1
¥, Pseudomonas putrefaciens 14 % & 13%k, Flavobac-
terium spp. 50 2 ¥ ThH -1z,

CEZ iz ® % T CS-1170 (= it ¥ o #% 1 Klebsiella
aerogenes T 1 ¥k, Enterobacter aerogenes T 1 ¥,
Enterobacter cloacae, Proteus mirabilis, Aeromonas
hydrophila T4 FNEFN 1K TH 12,

Tqblé 2 Antibacterial activity of CS-1170 and CEZ to the isolates from clinical materials

MIC (ug/ml)
Organism Drug

. <0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
S. aureus CS-1170 19 35

54 str. | CEZ 1 41 10 2
Saimonella : CS-1170 1 17 16 1 1

36 str. | CEZ 2 26 6 1 1
C. freundii CS-1170 1 2 5 3 7 10 10

38 str. . CEZ 7 1 1 28
Ci diversus | CS-1170 2 13 10 3 2 1 1

32 str. |CEZ 6 12 3 7 1 3
C. amalonatica| CS-1170 1 3 6 1

11 str. |CEZ 1 1 1 1 2 5
E. coli CS-1170 10 30 3 6 3

54 str. |CEZ 15 8 10 9 5 1 6
Shigella CS-1170 2 22 17 4

45 str. |CEZ 3 32 6 2 2

(Inoculum s;ie loacell“s/ml )
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Table 3 Antibacterial activity of CS-1170 and CEZ to the isolates from clinical materials

MIC (ug/ml)
Organism Drug
=0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
K. aerogenes | CS-1170 4 4 7 16 8 3 1 2 8
53 str. | CEZ “ 7 10 8 4 1 2 17
E. aerogenes | CS-1170 1 5 1 1 2 5 38
54 str. | CEZ 3 2 2 1 1 1 “
E. cloacae CS-1170 ' 1 1 3 10 )
54 str. | CEZ ‘ 1 1 2 1 3 46
S. marcescens | CS-1170 i 1 2 1) 7 2 s 2z
54 str. | CEZ 1 1 52
(Inoculum size 10%ells/ml)
Table 4 Antibacterial activity of CS-1170 and CEZ to the isolates from clinical materials
MIC (ug/ml)
Organism' Drug -
) =0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
P. vulgaris | CS-1170| 1 L2 5 4
12 str. | CEZ 1 1
P. mirabilis CSs-1170 2 3 31 3 1 2
42 str. | CEZ 1 12 10 2 2 9
P. retigert CS-1170 1 2 3 8 3 2 2 1
22 str. | CEZ 16
P. inconstans | CS-1170 2 1 6 3 1 3
16 str. | CEZ 1 1 14
P. morganii CS-1170 12 16 10 3 2
43 str. | CEZ : 43
Aeromonas | CS-1170| 1 1 2 4 3 2 2 2 3
hydrophila
20 str. | CEZ 1 1 4 12
. (Inoculum size 10%ells/ml)
Table 5 Antibacterial activity of CS-1170 and CEZ to the isolates from clinical materials
MIC 1
Organism Drug (ug/ml)
=0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
P. geruginosa | CS-1170 1 1 2 1 1 48
54 str. |CEZ 1 53
P. putida CS-1170 2 6 23
31 str. |[CEZ 1 1 1 28
P. maltophilia | CS-1170 1 2 2 7 21
33 str. [CEZ 33
P. putrefaciens| CS-1170 1 5 7 1
14 str. |CEZ 1 13
Flavobacterium| CS-1170 1 1 12 10 7 19
spp- 50 str. |CEZ 1 2 47
A. anitratus CS-1170 2 3 3
8 str. CEZ 8

(Inoculum size 10%ells/ml)
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Fig.2 Correlation of sensitivity between CS-1170 I'ig.3 Correlation of sensitivity between CS-1170

and CEZ and CEZ
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ug/ml ug/mi
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2 80
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Fig.4 Correlation of sensitivity between CS-1170 and CEZ
N Genus Citrobacter +C. diversus (32 str.)
C.freundii (38 str.) C. amalonatica (11 str.)
ug/ml
>100 1 1 6 10 10 >100 | .2 ; ] 3!
100 ! 100
50 . 50 1
25 1 25
N
N
sl o2z W 125 1
6.25 625 1
.13 3.13| .2 .6
1.56 1.56 -5
0.78 0.78
0.39 0.39
0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
CS-1170 #8/ml €s-1170 ug/ml

Fig.5 Correlation of sensitivity between CS-1170 Fig.6 Correlation of sensitivity between CS-1170

and CEZ and CEZ
E. coli (54 str.) Shigella sp. (45 str.)
ug/ml
>100 2 L 2 ) 100
100 50
50 25
25 3 1 1 12.5 1 1
Q ’ N
12.5
3) L & 6.2 1 1
6.25 2 7 1
3.13 1 2 3
3.13 2 6 /
1.56 1w’ 12
1.56 ‘ 12
0.78 2/1
0.7
0.3 0.39
£0.20 <0.20

£0.20 0.390.781.56 3.13 6.25 12.5 25 50 100

CS§-1170

100<
ug/ml

<0.20 0.390.781.56 3.13 6.25 12.5 25 50
CS-1170

(Inoculum size 10%ells/ml)
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Fig.8 Correlation of sensitivity between CS-1170
and CEZ

Serratic marcescens (54 str.)

Fig.7 Correlation of sensitivity between CS-1170
and CEZ

Klebsiella aerogenea (53 str,)

Hg/ml ug/m) -
>100 5 2 2 8 >100 2 10 7 2 LI 4
100
1
50 2 100
25 1 50
N a
12.5 1 1 1
2] (5]
) 25
6.25 3 2 2
12.%
3.13 4/3 1
1.56] 2 /2 1 6.28
2 1
0.78 .13 !
0.39 )
1.56
£0.20
$0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 1.86 3.13 6.25 125 25 S0 100 >100
CS-1170 ug/m Cs-1170 wa/ml

Fig.9 Correlation of sensitivity between CS-1170 and CEZ

Enterobacter aerogenes (54 str.)

Genus Enterobacter

Enterobacter cloacae (54 str.)

ug/ml
>100 1 17 5 a7 >100 2 9/
100 100 17 2
50 50 1
2
N % ~N B 2
3 R
o
12.5 12.5 .
6.25 1 625 N
\\ f
3.13 2 \ 3.13
1.56) 1 1.56
0.78 0.78
0.78 1.56 3.13 6.25 12,5 25 50 100 >100 0.78 1.56 3.13 6.25 12.5 26 50 100 >100
CS-1170 ug/ml Cs-1170 ug/ml
Fig.10 Correlation of sensitivity between CS-1170 and CEZ
- Proteus vulgaris (12 str.) Genus Proteus *Proteus rettgeri (22 str.)
irabili P
. Proteus mirabilis (42 str.) ug/ml rotevs inconstans (16 str.)
>100 | g 2 .5 3 1 >100 2 3 -8 .3 -2 .2 -]
16 1 1 1 s 31 3
100 100 L
11
50 50
2
25
25 L e .
12.5 ‘1 12.5
N 2 17, 1 ~
o625 6 8 6 \
3.13 3.13
1.56 1.56
0.78 0.78
0.39 ! 0.39
s0.20 1 020
$0.20 0.39 0.781.56 3 136.2512.5 25 50 100 >100 $0.20 0.39 0.78 1.56 3.13 6.2512.5 25' - 50 100 >;00I
. ug/m
CS$-1170 ug/ml CS-1170

(Inoculum size 10%ells/ml)
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Fig.11 Correlation of sensitivity between CS-1170 I'ig. 12 Correlation of sensitivity bstween CS-1170
-and CEZ and CEZ
sered Proteus morgonii (43 atr,) g/ml Aeromonas hydrophila (20 str.)
>100 2 16 w3 2 >100 3.2 2 2 1/2
100 TR 1 1
BTN 50
3 1
50 25
N s .
%
© s
12.5 313 1
6.25 1.56
0.78
3.18
0.39
1.56 S0 20
1.56 3.13 6.25 125 25 50 100 >100 $0.200.390 781.56 3.13 6.25 12.5 25 50 100 > 100
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Fig. 13 Correlation of sensitivity between CS-1170 and CEZ
- Pseudomonas aeruginosa (54 str.) Genus Pseudomonas + Pseudomonas maltophilia (33 str.)

putida (31 str.) putrefaciens (14 str.)
ug/m! Ty g
>100 ‘1.2 5 1 1 23 >100 | 1 4 7 1 1 2 2 -7 2
100 1 100
50 1 1 50
% ! 25
N N
) 12.5 1 12.5 1
3] o
6.25 6.25
313 3.13
1.56 1.56
0.78 0.78
0.39 0.39
" *0:99°0.78 1.56 3.13 6.25 12.5 25 50 100 >100 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
ug/ml CS-1170 ug/ml

Cs-1170

Fig. 14 Correlation of sensitivity between CS-1170
and CEZ

« Flavobacterium (50 str.)
e Atlnetobac.tler nt.l;:ratufl()(a 's7lr.) — 2 BN X UHR
>100 2 3 /s 1) A28 5mPRES & URRABIT
o 2 (1) EBFE
THEEE R ) 3EEFIC CS-1170 1~ 2 g # Sl iE
50 1 L7
d s % 1 51I246%, 3Tke?BFOMO 5 Hasie |2 ke L 7B
25 R E (Fig15)i= €M L 224 CS-1170 1g #500ml 4
B IERL 2B M CASRREL 22, SiBBARSTE 1 BEM
b H, Ail#TH, #T#1, 45L06RMEICRML,
313 F-simbArs L D 18MEI, IMIcbl-TeE%
Lo EHL, mF, EHEHEO CS-L170 MELMEL 72, R
e 2, 8 2 P59, 53keRMED £ 7 F T RIS,
CS-1170 ug/ml 1g %#300ml & AKICT 1 RERIARAEL, SH%TH,

(Inoculum size 10%cells/ml)
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MTik1, 2, 4 6MBICHRML 2 (Fig2l),
272, % 3F T4k, 45kg B i e MEAMALE B 12 CS
1170 . 2 g %£500ml 4 &Kiz T 2 B ML iRMHE £ 4TV,
GIRSI Sl LREME, MTHS, MTHX, 1, 2,
4B LU6BMBICRML, hPRENHBE AL
(Fig.16),
me, "B ikEElz Micrococcus luteus ATCC 9341
YIREMETIME Y o THTMEL 72, WEHEN
L T2 Heart Infusion Agar ($K8F) %R L, ikl
Wi, M MENEISIIALRE R, EIRERNE
212 pH7.4, 1/15M 1) > ARG % B TIERL 72,
(2) FEMRLM
CS-1170 1g# 1%L 2KMAMMEL 2%ED
mHiRENOBRBEIZ VT AL LERTRTH), Tl
13120~130xg/ml T# - 72 (Fig.15, Fig2l), £7:2 &
2 B T o A B 0 I 8 L M U )RR R T B T
270ug/ml T& - 7z (Fig.16),
JHEEHI L bz i T %6 B¥M B T L 10ug/ml Bk
hiREERL,
Fig15i2R$ & 5 12K B A% TREL ) ML,
MTHD 1~ 28MICIIRESmlsEL 7, KN CS
-1170 i B3, SilBAts1% 1 65 B T 2 ug/ml AT IZFE

FL, AikMe T e 3BEM B o MAR3.8ug/ml 2L 12, &
W TRTEME TY 2ug/mINIRTHS T2,

2) MitAMTRARX

(1) RRFiE
IMTENRIBEME K- CS-1170 1g MilkMits
17, Mk, AiE#T D IMIZ b1z > T, T-tube
&N 1M iEt ¢ e RIRmL 22,

it PR AT IR O RISE (2P E K Pl ME DIB2 & Ik
i2h v 7&ETHEL 2,

Fig. 16 Serum level of CS-1170

300

(270)

Case No.2 TY 74 y.o.M. 45kg.
Pneumonia and pyothorax

200+

Concentration of CS-1170(ug/ml)

0% 1 2 4 6

Time after injection(hrs.)

Fig. 15 Case No. 4 A.N. 46 y.o. M 37kg, Lung abscess, Cyst infection

Hospital days 26/11 28 I/m 2 3 4 5 6 7 8 9 10 11
T I CS-1170 1g D.1.X2/day
38 GOT 17
. GPT 16 T
BUN 10.6
36| ESR 51 (‘;Iren. 0.8 N _ _ESR 32 K ESR20 .
wg/m] BC 12500 WBC 6600 WBC 7000
S-Sk Sputum level(ug/ml) GoT 33 GOT 73 S
. lg GPT 32 GPT 101 70
Fo4ar :
d.i. ’,’(\\ BUN 13.9 BUN17.4 11.8
3t 3t )(l . Crea. 0.9 Crea. 1.0 1.1
RIS
2t 2t - - RS
\x\\
111

1304 26/ 11

Serum level (ug/ml)’
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2) KRR

B E Fig 1712 iR L7z BB R M4 10m] Ntk ne
RERE N0, BMEIZ WM T3 ~ 406ME T18ml T
Hote, CS-1170 R T Tic il & N BRITHICBH 5
n, AiERT 1~ 2680 E I BMM20ug/ml 2R 12,

3) Reb#itt: RPBROM

1) RMF&E

EREHL D U 3F (B~X4H) ORBMREER):
CS-1170 & SRRMEL , sUMBIRERE & ) 1 BEMEIC, AR
RELRAT—TUVRERERL 22, ML ZRIZSL
R ERSBIE I L, —HRI3 EAERE N2 —20C
COREREL 2. RPEEMI0EMARIC TRIEL, W
SERMEME L TId BTB (%8F) 2#ERL, 17AE%LT
Jo=—MEHML 2, R CS-1170 iz » » 7%
AoTREL, WBHMEN L ROKRIZ 12 pHT 4,
1/15M ) B % ERIL 12,

(2) FWECR

Fig.18ic (3683, S1ke, B¢ TR &+ EREKEB LT 2
WUBERREREZRL 2, RE L) £ 75 F 7 4107/ml LA
Lzl I N T2, CS-1170 1g #250ml 4 & ki
T1RMSRBiEE L ), #3,000ug/ml HAEEH RS
ZBATL, U oNT, SdMTH# 1IMMERLINE

#H10'~10"ml L i L 72hf, ikt 6 EME 3 T
BRRTIZ L7+ TONRIBALN L1, HM4BE
L& N EI2FTIIRFPENNEL 22, THES N M
12349 3 C8-1170 » MIC (3200~400ug/ml TH » 72,
TR, KET, ATF—TIREN) £FFT LGN 2
20 ¥N10%/ml £ 10*/ml LA EReSICHERH S f17: 7 €M
Tl % RN & T 5 MR R EF)IC, CS-1170 1
g #500ml $EREIZ T ol L 72 & & WA M HEFS
& CS-1170 nRp i % Fig.19i2iR L 72, Ml ) 1 B§

Fig. 17 Biliary excretion of CS-1170

ug/ml 1g H.1. 63 y.o.F wug/ml
d.i. Common bile duct cancer
S/ S
I\
14
/
15 -
| %
\ / \
10 8 / \
! K / .
[ £ T \
5 L E ,')' \\
= Sx-A-—Xs
N I
o

3 4 5 6
Time after injection (hrs.)

7 8

Fig. 18 Case No. 20 S.M. 68 y.o.M. 5lkg Chronic cystitis (Serratia marcescens)

]
Ed
o
o
2
jﬂ I CS-1170 1g D.1.X2/day
>
ug/ml
10000 ¢ 101[_
{Urinny level of CS-1170
A
105k / ————S.marcescens(disk)
!
4000 - ' CET(-) CEZ(5 ABPC(-
3000 - *
& !
1°F /
2000 !
/
!
!
1
L 10'T
1000 ] A 4axi0t
! Ps. aeruginosa
!
1
/
500 F 10°[ ll
!
i / Viable count of S. marcescens in urine
/
- !
102 ' 1g
201 ' DL
10
100 T r T r T v . —T + +
Time 8:00. 9 10 12 2 4 5 6 7:00
Date 26/Jan. 27 28 29 31 1/Feb. 2 3 4 5 7 9
MIC 200 400 200 200 200 200 200 200 200 200 (pg/ml)
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BB &) #4,000ug/ml DA H ), MK S 1R
ME, 2KMEIZI28,000ug/ml & EAL 725, i8S
HOBEME T, MMBEOEMBUCIZIZEA LBRILY U
Motz, HRMKGEIBEICIZEIFTHMEL, WX
ATF—TNRERE L) KRN LiHK L 22, CS-1170
€ 7FTH & URBEIZ Y 2 MIC j2rtidf & £ 800ug/
ml TH- 72,
242k Y B M R0 55 M G 06 e AT D59k, 53ke
DRI, FH 28 * 2 RMAHBEL, £OHI108:M 2
TORP KRB & KA IRENBKE Fig20izaiL 72,
Rep & D5 M & 7K MM : BTB# M 1 Smooth
colony & Rough colony?» 2 &0 % B L, (33 E &Iz
(104/ml LA E) e & 7z, CS-1170 #5-141088M % T
DORF TIZHIRE N KK DOBATIC L b H T H B3
13 & A SR A L N - 7254 Smooth colony i3
2 HHic, Rough colony Biz 3 HEHIZRP L NiHKL
2o B, OEFIIZ ORI (19779 4 A28H) (2R
#1E (Urea-N. 91, Creatinine 5.0) DK T, EN12sd
B CS-1170 DR P ~ OB H A & 1, R KR BB
DOBEEIT SHEMKT %7 RME T, 1,500ug/ml TH-

Pzo ABEEEO) S BE L ) KM AR & 172, CS-1170
N1B4gHRSIc L) mEZAEL, LREMITEH
WMHMAWITEN, REELIWL, WEMI to
— NN LAEBICERH LA, $4 » AikIZRE
ENETFTHI/MIMBEND LI U7:DT, B
U CS-1170 1 g SLiMiELPOEL 72, -

Fig2Li2 [EEF DR b EAIRE & MK LOPHES T L
1t SOMBRIENABS LIS DLT, ARBT %
185 B iz i3 A4, 500ug/ml DY ALILI, Th.
ZONTHNKGMA L, AT ik3ssMELIRIZHR
[ E=E (R R/ E AN

t, 2 Az = OB Urea-N (220mg/dl, Creatinine
120.8mg/dl & IJIZTEEXTH 72,

3. EROREOGNN s RNBRE

Sy MIC £(2 5 512 L E 2 EHORBPHBITH
BizabndiztrdrbsLT, ROBEKOEDEE
2R TARL Th v, CS-1170 {5922 nEWA)IZ 1
THHEMNOHBRNER L RE T2 20012, 7RED
MIC 2iMEL 7=,

Fig. 19 Case No. 30 M.T. 73y.0. I Chronic cystitis, Subarachnoid hemorrhage

L CS-1170 1g D.I.+ 1g im/day
Viable count
10°
MIC S, marcescens =800 ug/ml
ug/ml P. aeruginosa =800 ug/ml
10000 107 F Urinary level
[ _é._—‘ S. marcescens
5000 - 108
4000 Ps. aeruginosa
3000 / \
1081 ! \
! \ ml
2000
1g D.L| \ 10y
\
\\
1000 | 0t | o s X
%r 3 2
N H - ®
k ~ o o @
> -—
3l
sol- 07| > |z : §
Il N50p © E &
r_ =) o 0
| o
]
ol | l
200 |- /’ 251 !
I
|
1|
10 % e
+
Time‘9:00 10 11 12 1 2 3 4 5:00
5 7 8 10/ W

Date 4/1
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(1) KR (2) KIRILAR
CS-1170 & M ¥ 4= k£ BR 89 (hourly) 2 2 i34k H &Y Fig.188 & U Fig200 FHUSTRT & 512, &B§M 2

(daily) =53 S L2 Mtk CS-1170 i2 0+ & MIC % REBIZOME L HERMIZIEMICOMKIZA LN
BA(LFRERE QMBI - THEL 722, T, T EL L,

Fig. 20 Case No. 41 F.Y. 59y.0. I 53kg Dx sepsis, IM., Renal abscess
| cs-1170 2 D.Lx2/day

u.g/ml V{able

. 2 D.L X
1400 count /x-" \\ ~——O=— Smooth colony
1300F 107 E. Cﬂll(Rouxh’I,’ N # Urine Level ——u — Rough colony
1200} L ; \
7~ \ ‘ml
\ ml
100F 00| / \ \ 160
; L
/ \
1000F wh /)( E. coli(Smooth) \ | E
- y & E
28/ W 100k
soob BUN 91 2
102t Creat. 5.0 I D:
200 101
100 ;
ime 9 10 12 1 y N
Time 0w NOON } ® ! P M. CEERA R A
| Date 28/ N
OfS-E.coli <1.56 <1.56<1.56 <1.56 <1.56 <1.56 <1.56
S| R-Ecoli <1.56<1.56<1.56 <1.56 <1.56 <1.56 <1.56 <1.56 (pg/ml)

Fig. 21 Case No. 36 F.Y. 59 y.o. F.53kg Dx U.T.I. DM. (Postnephrectomy, Rt.)

URINE [ Ccs-170 1g D.I.x2/dsy
ug/ml Viable

1
10000E count < ¥, . '
o108 m m ———0—— Viable Count of S.marcescens
5000 F Urine Level Urine Vol.
f
108 N /| 100 20/V0
/
/ \\\ + BUN 20
’ o Creat. 0.8
200t 100 K % L
! . \ ——e = ==Y
! \
! \
1000} - \ Jal L 5
\s‘ L\ 3
-4 7 ok ®
500 > \ H]
102 NS N |1t
\* D
200 10!
—o——o— —o0—— —_——
T Timel0AM. 11 1z 1 2 3 4 5 6 1PM
Date 30 31/
{ 120
- 60
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4. BEER{EMAR

1) SRESIL L Ik EFiE ok

DR B3 MR EE 280 (Mtige17, MH{CAMER 6, NS
g6 2, MlikEdk3), FRESMRULH10((MIEMRE S 75, W
WY 361), REmMiEE 26 (B #k2), LUK
mE 2 Flo42ER L MBIz, 1B2~4g% 181
~2@TS5 ~2AMBEL 12, —HOBEFENENT
{3, FAIE L UMM E 23 AR TARMEL 7.

2) ERFRRLMR

BRI RIZ, $5ATM0E mEkY, CRP, mitfl, &
2% YOREMRRC, RRBRELE T3, WL M, X
WK, UEgE, DRURER K7 & OODENR 3R AK XCE 05 P AEEN O K
E¥, REMRILE T2, REK HRNLTL0BERER,
ROMEOMNRES L BT R e BEIC L, IENRRE
TIAWER, BITNMNE L, 70 RBOLE T3 hAEE
HEPEEZLT, RABICEDH) HDHH), LLHR
(+), ®H(—)DIEEHE THE L 72, % 5, retrospective
1= PTB. L2MEn-LORUETRL LOIR(?)E
L.

*onm#% Table6, 7, 8, 9, 10icRL 7,

AL LIZ, MPIRBFRILAE CTIIMR, HBL LnH
EARES % D8 228050 166173% THh - 12 REEBPLE
Ti3EBEIZ 10605 9 $190%, RRERREE T3 2 Hid 1 6]
50%, % 7:RRMfE Tl 2 Bl 2 H1100% TH - 72, L 7od¢
- TLENAREIII6FP28F»FRLILE LY, 77.8
%TH~12,

BIfEE & LT3, GOT, GPT LR L 7: b 581, 4
MM IPBLURBEZHRI LD IFNH TR TH
272, 2 0fth, mAFH, EILFEHNRRE & URRERE
i % Table 11 2R L 7245, FRORBIZ AW L h
72,

m, # ®

4@, KA THLIBRI 77242
FHERK CS-11702%2, KDL 7 7o X H) o FRMHF]
2t L T, B-lactamase (2%t ¥ 2B HHEL, 7T
LEEMEB LU 77 BT EICH L (RN HEN.2E
L, indole(+ )Proteus, Serratia 7c ¥ |25\ & H %K
L. S8, %5ic Bacteroides fragilis iz % 2T
Wb, FrBE BECCECLPBRENFBRLN, —#
M, BEHLLIZET7 7)Y Y, 2770 LD
Baiclntdntns?,

SEbNbNHRE L 2R ¥k L & HERK S B
2%t 2B S11L, Staphylococcus aureus T3 CEZ H¢
E1 T\ 712 5%, Enterobacter aerogemes, Enterobacter
cloacae, Pseudomonas
putida, Pseudomonas maltophilia %, % \» |3 Acinetoba-

Pseudomonas aeruginosa,

cler anitratus Ti3i21E1% T, Salmonella; Citrobacter,
Klebsiella, E.coli, Proteus group, Servatia %z ¥ T4,
CS-1170 ¢ 1 ~ 2 B REN 1SR L1872,

A28 5 ARMERESNRS, 12 105M, 1g 20§
MbHdwit2g 2HMNNTNNREIZ L, MilkhTH
I iREMALN, AiRRTR6BEME TLI10
ug/ml BN EMHUERE Nz,

WIEE LT 5 MIEMERZ 51T 5 CS-1170 nog
EA~NOBITIZ 18 2 MM ENR S, BM3.8ug/
ml T, mpRARE(130ug/ml) & Niiz$50.03( 3 %)
THRENDL7 7o AK) L HEIZIZRETH -1z, Bit
AATIE, 630, KIERBEEBBEKIZ1g SRMENRE,
MilMT 2B IC20ug/ml TH 12,

Serratia marcescens H'MH S N7z 2 DR BRILE
& Serratia marcescens t kMM ARG IZHEBA S N7z 1
i, o4 R G AR M 1 iz DT, CS-1170
HRMERORTERRE: RPEROHELRH L
7z,

FEM9NE S SR T L ) BiREN CS-11700
R #ith iz o>NTA LN, BEXH107/ml LY
105/ml Flgic WA L 72, SR T L) 78 2 THOMES
T2 TEEMBIZ10¢/ml ¢ SR S, EORPNORS
iREI2800ug/ml X2 % ) BIRETH - 12, &5, GRH
w55 8H &Y Serratia marcescens 3B ENLU U ~7z,

iz FEBI30(Fig.19) nIBA L SR T 6 B¥M 2 T
DRET T2, Serratia 510°/ml & 1) 10°/ml ~F&A L 125,
BIRENIZ 21T L A VLA UD 12, Serratia (s 2 H
BLOiEkL, BREI N—>HT=TAlkEIZLY
HEL, COMDBANREIZMSL T leh vl
BEEEZ LN B, MREEIZHT 5 CS-11700 MIC
12800ug/ml T&H -7z,

fER4] & EER36IE R —IEM T, Fig.20i3 M) ABKB¥
DEMEBE RPAE (Ecoli) r XMRELTL,
Fig21i3, BAKBORNOKRE L 72, )0 ABRIC I3
BOEDKET, R, ML) ABEHIRHIN, B
ft LR % N 91, Creatinine 5.0 * R&F&E O K E T, CS
-1170 DR P HEHBE D A LN, ZNOREL Fig2ln®
ﬁﬁgiﬁﬁmﬁém‘?ﬂtlif)".’f')@*ﬂi!t‘&hhk. 1
[ B AR I3FTRD L B ) RP L ) KWelEH 2 HE
B & /A%, Smooth colony k Kgghiz 2 HHIC,
Rough colony XMt 3 BEHICRP L NiMKLZ. B
2 [ B ABSHE I B & L7z Servatia, marcescens i3 CS
-1170 1g 1 MO SR T, STk 3FMAEL VI
Bz N k-1,

REBUIE NS, GRFALEL D >4 ) BRIZHRE
RENH MIC %13 222 L2 BRDRPBITHIHEIC
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Table 6 Clinical effect of CS-1170 in pulmonary infections
Dosis
Clinical Chest Side effect
No Neme e (deys) |Bacteriology | WBC. |CRP.|ESR.| " | Effect e eree
Age. Sex. Wt.| diagnosis Total X-ray Remarks
T.A. 2X 2 |Normal flora| 7800 | (—)
) Broncho- (7) . . . (#) (=)
5 pneumonia Improved C.C.F.
21 M. 83 28g | Normal flora| 6100| (—)
TY. ) 2X1( 1) ] Peptostrept. | 29400 |6(+)| 124
2 Pneumonia 2X2(14) | (Pleural eff.) | . L\ |improved| (#) (=)
Pyothorax 2x1(5) ! P C.CF.
74 M. 45 69g (=) 5800 [4(+)| 112
i X
M.K. Obstructfve 1 X2 (Normal flora| 7200 (4(+) 38 Not GOT(25—55)—37
3 pneumonia (15) 1) 1) } 1) h d (7)
change
69 M. 46| (Lung cancer)| 30g 4500 [3(+)| 21 8 GPT(16—51)—17
AN. Lung abscess 1X2 [Normal flora| 12500 |4(+)| 51 GOT(17—73)—54
4 Cyst. inf (11) ! : } b |Improved) (#) GPT(16—101)-70
% M. 37 22¢  |Normal flora| 7000| (=)| 20 -
KM. 1X 2 [Normal flora| 3900 (—)| 22
5 Broncho- (14) I T T B N e (-)
pneumonia i d
45 M. 49 " 28g Normal flora| 6200 (—)| 4 improve
M.N. P ) 1 X2 {Normal flora| 6500 (—)| 18
6 neum?nu (14) ! i ! ! Not (=) (-)
(chronic) changed
63 F. 49 28g |Normal flora| 4900| ()| 31
S.N. 1X2 |Normal flora| 11300 (1(+)| 15
7 Lung abscess (14) 1 ) 1 ! |Improved| (#) (=)
48 M. 78 28g |Normal flora| 5400| (—)| 7
TY. 5 1x2 5100 | (£)| 60
8 roncho-. (11) | Nosputum 1) ! ! |Improved| (+) (=)
pneumonia
54 F. 60 22g 4600 | (—)| 25
N.Y. 1X 2 |Normal flora{ 3900 |1(+)[ 33
s Broncho- (14) ! L Stiehtly 1) (-)
76 F. 45 pneumonia 286 Ent cloacae | 4900 (=) improved
K.0. Obstructive 1x2 39800 30 ,
10 pneumonia (3) Not tested ! i) ? (7) Died
64 M. 30| (Lung cancer) 6g B
T.T. 1X 2 (H. influenzae| 10100 [4(+)| 30
" Broncho-' (13) i ! ! ! |Improved| (#) (=)
28 M. 55| Prevmoni 26g |Normal flora| 6200| (=)| 5
K.M. . 2X2 Normal flora| 20100 [6(+)| 115
12 gneu}:nonla (12) l 1 1) ! |Improved| (4) (=)
t)
82 M. yorharax 48g | Normal flora| 10300 (=)| 10
T.T. 1X 2 |K. aerogenes| 6100(2(+)| 61
i Not
13 fhmn}:? . (13) ! . ¢ ! c:anged +) =)
3 M. 50 ronchitis 26g |Normal flora| 7600| (+)| 30
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Table 7 Clinical effect of CS-1170 jn pylmonary infections
— - - Dr— —— T—r——
Name Clinical osis Chest g Side effect
No. ) . (days) |Bacteriology |WBC.|CRP.|ESR X o Remark
Age. Sex. Wi, vdugnosls Total -ray a marks
. 2X2 |Staphylo- 6800 78
H.M. Ch P
14 N ron: . (7) [eoceuy ! i | Improved | (#) Hesdache
% F 4 ronchitis 28g Ps.aeruginosa] 6000 60
X 700 30 - .
K.Y. Acute 2X2 [Normel flora| 3
15 pneumonia 1x2 1) I | | Improved | (+#) (=)
20 M. 53 38g Normal flora | 2600 i
- 2 X 2 300 (2(+)] 71
16 S.F. Lung abscess (16; ,Normli flora IOlO (l )w ! Moderately (#) Eosino
54 M. 60 62 6700 |(= )1 30 improved 1—-+6%
1X 2 |Normal flora| 7500(4(+)| 90
H.H. P.T. B, Not S e
17 suspected (7) l l ! ' changed ) =1
18 F. 45 P 14g 5000 [3(+) 96 & '
. 1X 2 |Normal flora| 4700| (—) 5
H.K. Lung abscess
18 , : g abs (10) 1) Vol | | Improved | (#) (=)
3 M. 5 20g 5500 (—) 4
x + -
E.Y. Broncho- Lxz 4900 6(+)| 40 Moderately
19 . (14) | Not done 1) i L 4 (+) (—)
monia ove:
48 F. 51 |pneu 28g s200| (—)| 16 | ™"
2X2 Ps. 1 12400 |5(+ )| 118
H.K. Lung abscess E.saeﬂfgmosa () Moderately
20 o | (acL) (7) ol A I P NES (=)
mprov
2z M. 5 24g ? 7000 (=) 40 | :
LY. z2x2 4500 | 1(+)| 51 | )
21 . ) P.T.B. (7) | AFB(+) l ) { hanged (7) (=)
change
noF4 28g 6100|1(+)| 65 |8
. 1x1 7700 |5(+)| 42
T.M. Pleuritis Not
2 76 M. 52 | (tbhc?) 1(1)(2)2 AFB(+) ! \ ! c:n ed (n =)
. ) % 232 . 1 3( +) 53 ang
2X1 N 11l 6300 (6(+ 86
" Y. M. Broncho- 12) °”"“l ore , (1) * |Stightly | 1GOT(23-90)-22
pneumonia 5 —
2 F. 38 24g | Normal flora| 8100|2(+)| 110 | ™FoVed GPT(13-75)-23
Y.N 2gX 1 K.aerogenes | 6700 111
24 B M 42 Pneumonia? (12) N ! ! | Stable (7) (=)
: 24g Normal flora| 6300 133
N.L Broncho- 2X1 E. coli 9200 62
25 8 M. a4 pneumonia (17) K.aerogenes l | | Improved | (#) (-)
. ¢ Pleuritis 34g Normal flora| 7200 35
HH. ‘ 1 X2 |S.preumoniae| 11500 87
26 5 M 48 Pneumonia (13) { ! I |Improved | (#) (-)
' 25¢ (-) 7700 37 | )
K.T. Acute % ; % Normal flora| 7800 112
7l e R pneumonia (18) ¢ ! i4 | Improved | (4) (=)
) 25g 6500
S !
N.F. Lung abscess 2 | Normal flora| 7700 64 Not
B YRV | l ! b haneed | 7) (-)
o 26g Normal flora| 7500 45 cvangve } -
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~ Table 8 Clinical effect of CS-1170 in urinary ;raét infections
Name Clinical Dosis Side effect
No. (days) Bacteriology WBC |CRP | ESR | Effect
Age Sex Wt.| diagnosis Total Remarks
1x2 S. marcescens 10°< | 5800 | (—) [ 8
S. M. C : (=)
Bl hronic (21) ! I O A
. cystitis 42‘ (_) 6300 (_) 12 MIC 200ug/ml
1x2 S. marcescens 108< 8200
30 M.T Chronic (7) Ps. aseruginoss 106< | 6(l+) Gf (#) (=)
titi v
‘ '{3 F cystitis 14g ) 7300 1 (+) 22 MIC 800ug/ml
M. F 1X1(1) E. coli 10°< 9800 GOT(49—87)—45
S £ 3 Pyelitis 2x2(10) i i (%)
il s 6400 GPT(40—90)—48
HoT. 2Xx1 E. coli 10'< 10600 {6 (+)| 50
32 Pyelitis 7 l ) -
50 F 46 (7) 1) ! 1) (#) (=)
14g (=) 6000 | (—) | 15
K0 Cheon 1X2 | Pr. mirabilis 10'< | 10100 50 .
3 61 36 br;::;lcitis (9 ¢ l’ E ! (#).. (=)
1 F 18g (-) 8100 60
: N.A . 1x2 | a-Strept. 14700 48 | GOT(44—59)—27
54 . . Pyelitis (5) St ep;deniudxs 1 I (+)
M. 10g 4 5500 " | GPT(41-63)—24
S M UTL 1X2 | Citro. freundii 105/ml | 12500 |3 (+ )
35 o, 8) o I (+) (=)
54 F. (Lung cancer) 16g (—) 11400 |3 (+)
) 1X2 S. marcescens 10¢<
36 F.Y. Chrt?n‘lc (7) i (+) (—)
59 F. 53 | cystitis Te (-) MIC 200g/ml
1X1 Pr. retlgeri 7000 45
K. H. :
a| Chronic (14) ! RS (—)
83 Y. F.40 | cysuts 14g (-) 6700 \
Y. S Chronic 1x2. Ps. aeruginosa 7100 27 |
38 iti (7) | i | L) (=)
71 F. 40 cystitis 14 Ps. aervginosa 5200 47
Table 9 Clinical effect of CS-1170 in biliary tract infections
. Doci .
No.|  Neme Clinical (days) Bacteriology WBC | CRP | ESR| Effect| ~pide effect
Age Sex Wt diagnosis Total emarks
S.N. 1X2 Neisseria, a- Strept. 5600 7
39 Cholecystitis (10) (Bile) ) (+) (=)
66 F. 48 ' 20g e 3800 6 =
2X2 _— 13700
40 S.N. Cholecystitis | 2X1(10) Not done ! tS (#) (=)
4 F. 45 " 34g 3900 20
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Table 10 Clinical effect of CS-1170 in septicemia
ini Dosi Ch ;
No. Name Chmc'l. (do:;:) Bacteriology WBC |CRP|ESR est Effect Side effect
Age Sex Wt.| diagnosis Total X-ray Remn;k'
i 2X2 E. coli 14100 100 -
41 59 F'FY' 53 g:g:::onia (5123) (Bl?Od) | | |Improveds (#) MIC( )
: U.T.L J L) 8600 8 1.56ug/ml >
@ S. Y. Sepsis 2( >5< )2 11000 )
46 F. 51 suspected 20g Unknown 6100 (+) =)

Lhadrbb¥, FNREHR (EHMREORD) 3hF
DFARL T, £FZT, CS-1170 M |2 KAz
HTLHEEIUALHLORTHIAL T, K{(HAI2DH
CanERNT A0z, Mg EN Bk
MIC % BiSE L Cte#e L 72 »¢, Fig.18, Fig.20 » FEXIZ R T
&Iz, HERATEO MICI12131Z—€ T, HEBEOHB
A, FrIEEMIC < - 2B BRERN R 2B
LEBZLNTRREVWbNEEZ LN,

28F 0F IR BBRRARSE (Bidel7, FHILAREE 6, MMEAE
X2, MEEKINC1B81~20E, 2~4g%7~20H
MG L 7-miikiz, HWETRE L2200 16612 HRLL LT
Holz,

SMEEREYNIZ A B L, Haemophilus influenzae ) 1
B, Klebsiella aerogenes ) 3F TIIREHRHI A LN
2. EOMOKRBFIIERBEHTHTH - T, HME¥HY
ZHERITURETH - 72,

R % Tid Serratita marcescens o) 3 Fivh 3 B, E.coli
7 2 ch 2 ), Proteus mirabilis > 1 vk 1 B, Proteus
rettgeri 0 1 ivh 1 5, Citrobacter freundii o 1 i 1
BB 2 N 7:h, Pseudomonas aeruginosa ) 1 #)i-
3B THH- 12,

IEE R, BomfEiRERHDHERBETH 25, M
fE (KIBH) D 1Bz ERMTH- 12,

L ERAENZI1377 8% AR LETH 1o, ZORR
BRERN L7 7028 > RPH L T, FEID DL
NENLLDTHBEILERTLNEEDLNS,

BIfER & LTI, KFHinE, WHkeE, MAFHIRTRS 2
VIZE - BRI OV T, AR SRR TRET L 7285,
GOT, GPT »» LB L 7- 5, 158k % 1 Pl K U BRSk
¥ RZ V0D THTH- 12,

GOT, GPTH LRIZMHE L L 1 Hl% D&\ TIZ1004
MUTTHY, 483 CS-1170 Gt —AtEc LR %
Areh, REGIEEPICERICHEL, 1S dEicE
NDIE#IZHL 7z, SARm%EFHRZ - 1 FlidtboiER ST
LERDRZ Hh » 12, HEEKE S0 1 Bz RGP

%3 BBIZ1-6%L ERL, ENH%L4%TH,
XElickabntEi b, 7—LABME THIZH
WTRIBL 72754 TR ULRBIIBHLN L2,

LEED, EAIZ0FRGEYLE, RBRLE, 1BHE%
PREHLVCIMOELYIZZADOTHBUEMEEL L
nas,

Iv. % P4 »

+7 7oA FRHER CS-1170 iz DT, X%
HETV, FLPRBRIE, REREE, BEREG
B L UBMEIZHRS LT, KOKKEBI-,

1) High

HE R OE 5228k & 6K 5 M $%830% (Staphylo-
coccus aureus 54, Salmonella 36, Citrobacter freundii
38, Citrobacter diversus 32, Citrobacter amalonatica
11, E.coli 54, Shigella 45, Klebsiella aerogenes 53,
Enterobacter aerogenes 54, Enterobacter cloacae 54,
Serratia marcescens 54, Proteus vulgaris 12, Proteus
mirabilis 42, Proteus retigeri 22, Proteus inconstans
16, Proteus wmorganii 43, Aeromonas 20, Pseudo-
monas aeruginosa 54, Pseudomonas putida 31, Ps-
eudomonas maltophilia 33, Pseudomonas putrefaciens
14, Flavobacterium 50, Acinetobacter anitratus 8 )P
F8S2BKICOWTH RILF MEF SFERICENT,
CEZ ¢ | T MIC #®IEL 72,

PR K228k (2 DV Tt Staphylococcus aureus % NE
WTIZRI% D MIC T - 72,

BEPRSTBEHRIC DV i3, BEdHR X BT |7 BRI TH
CEZ 1 ~28BBEENIRBENERLE, 77 KK
BT I2ITEEACS-1170 41 ~ 2 BREEVWHED
¥Rl

2) P iRES & UTERNBAT

lg® 1~ 2KMadBEgonbidENt— 71ElR
WENL SRR TR T, £0liI3120~130ug/ml TH-
72, 282 BERS R ERNC 2 S TR Y — 78270
pg/ml ZR L 1o, SMT i 6 BRI I L 10ug/ml Hijfk



VOL. 26 S$-5 CHEMOTHERAPY 385
Table 11 Laboratory findings before and after administration of CS-1170
HEREE IS
5 before| after [before| after |before| after |before| after [before| after |before| after [before| after
1 442 | 508 12.8 | 14.2 25 33 23 30 5.6 7.0 19.6 | 16.7 1.2 1.1
2| 432 351 12.5 | 10.8 28 30 15 24 7.5 7.6 38 16 1.8 1.3
3 354 355 13.0 | 12.3 25 §5 16 51 15,5 | 15.7 { 12 |11 0.9 0.9
4 393 359 9.7 9.4 17 73 16 101 9.4 | 11.6 | 10.6 | 11.8 0.8 1.0
5| 412 | 410 15.2 | 14.8 7 3 3 3 6.5 6.5 | 15 12.8 0.9 0.8
6 | 401 384 12.2 | 11.8 16 19 13 10 6.3 8.0} 15 9 0.9 0.5
7 543 454 17.5 | 14.1 19 18 11 13 7.7 [ 4 0.8
8 | 360 351 10.9 | 10.6 19 19 9 9 5.3 5.1 1 11 0.6 0.7
9 | 466 435 14.8 [ 13.5 19 16 13 11 7.6 5.8 | 15 11 0.7 0.6
10 450 14.0 72 27 | 43 I, 1.9
11| 491 453 15.2 | 14.2 14 18 16 14 8.6 9.4 | 18.7 | 13.4 0.9 0.8
12{. 314 320 10.4 | 10.6 17 11 10 10 9.8 6.3 16.2 | 17.1 1.2 1.1
.5 13| 437 469 13.7 | 15.0 15 17 10 18 9.4 9.1 | 13 14 1.2 1.1
E.‘} 14 424 421 9.8 | 11.2 27 23 16 14 6.8 3.6 6 5 1.1 0.9
E 15| 377 | 398 | 7 71| 40 | 38 34 | 40 | 5.8 7.1| 11 10 0.9 | 0.9
E 16 [ 434 441 14.8 14.‘3' 20 34 29 27 7.4 7.0 10 10 0.7 ‘ 0.7
§ |17] 380 | 341 | 109 97 15 17 10| 16| 57| 55 5 0.6
E 18| 389 401 13.7 | 14.1 21 26 22 27 4.3 11 12 1.0 0.9
19| 403 358 11.9 9.4 19 17 10 14 4.6 2] 20 11 0.7 0.4
20| 351 310 10.1 9.8 30 29 57 39 6.1 .41 30 13i 10‘ 0.6
21| 381 452 12 12.6 16 22 7 16 6.3 5.2 8 7 0."9 0.9
22| 409 14.4 9 11 3 22 7.9 15.2 1.2
23| 445 476 11.9 12.6 23 97 13 107 10.1 13.2 6.6 7.4 0.9 1.0
24| 387 385 12.7 12.5 29 15 19 10 9.1 10.6 | 16.9 17.9 1.2 1.2
25| 387 413 11.6 12.7 19 14 } 10 10 18.2 9.0 | 12.4 14.6 1.3 1.1
26| 360 | 405 | 122 | 136 | 22 | 16 15| 10 77| 8.0
27| 398 392’ 13.2 12.8 23 26 15 28 3.6 58 18.7 7.2 0.9
28| 467 440 13.7 13.7 15 12 9.7 10.7 1.0
291 424 426 10.3 11.2 22 17 16 | 7 7.5, 6.5 15 15 1.5 1.1
30| 363 413 11.6 13.7 28 21 29 15 8.5 11 0.9 |
,E 31| 424 343 14.9 11.9 49 87 40 90 7.6 8.4 24.8 | 15.5 1.1 1.0
f_-:’ 32] 438 | 397 | 13.5 | 11.9| 15 11 10 10| 68| 58|11 1587 1.0 | 1.1
'f 33| 294 324 8.6 9.8 25 36 10 12 ‘5.7 10 39.1 19.9 0.8 ’ 1.1
E 34| 393 414 12.1 12 44 59 41 63 | 7.2 10.2 | 21 16 1.9 1.4
; 35| 429 432 12.3 12.3 36 38 29 27 14.5 11.5 15 15 0.7 0.5
£ |36| 376 | 354 | 11.3| 10.7 | 18 22 18 18 | 43| 41| 20 2 | 08 | 09
5 37| 388 331 12.1 10.2 38 37 18 18 7.9 6.8 O
38| 341 | 333 11.2 | 10.6 20 18 14 13 6.3 7.0 nediin
. g 39| 421 | 405 | 109 | 102 | 22 | 17 12 9 | 9.7 84/ 15 18 0.8 | 0.4
g £E[40] 420 | 404 | 135 | 1 62 43 | 104 42 | 8. 6.7 | 17 8 1.0 | 0.7
'é lm4l . 358 380 107 11.3 724 ‘22 36 14 5.9 2.5 91 17 5.0 . 1.0
& \_42 . 375 331 13 12.5 33 41 26 44 3.3 4.9 4 5 l.OH 0.8
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NEERNEMLA LN,

1.2 2 BEM) SRR I 18 0 MR RS AT AT MM T 1k SRR
ME THEM™3.8ug/ml Th- 12,

3) BiHRBiT

ARMEE R 1 g 1 KM il We ik R 0 BRI A AT IR
ITEMMT L 268 E T, 20ug/ml TH -1z, 7HM
BTY 2 ug/ml Bk A SN2,

4 ) BReh$kitt & Rrp N HEHAk

Serratia marcescens % ¥ $ M & ¥ & IRESMRIEE 2 ),
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FUNDAMENTAL AND CLINICAL STUDIES
ON A NEW SEMISYNTHETIC CEPHAMYSIN CS-1170

Masao NakaToMi, MasaRU Nasu, ATsusHI Saito, NoBuoki Mori, TosHiaki HAvasHi,
YOSHITERU SHIGENO, AKIMITSU ToMONAGA, HIROMARO IwaAsAki, MICHISUKE OTA,

KinicHr Izumikawa, RokusHi OkA, Masaki HiroTa and Konei HARA
The Second Department of Internal Medicine, Nagasaki University School of Medicine
CHIKAKO MocHIDA, KATSUHIKO SAWATARI, Fumiaki Iori,
A1 HavasHr and TakasHi Itoca
The Department of Clinical Laboratory, Nagasaki University School of Medicine

Fundamental and clinical studies on CS-1170, a new semisynthetic cephalosporin were carried out and

the results were as follows.

1) Antibacterial activity : The in vitro antibacterial -activity of CS-1170 was tested by the serial
agar dilution method. The minimal inhibitory concentrationrs (MICs) against 22 standard strains and 830
clinical isolates (Staphylococcus aureus 54, Salmonella 36, Citrobacter freundii 38, Citrobacter diversus 32,
Citrobacter amalonatica 11, E. coli 54, Shigella 45, Klebsiella aerogemes 53, Enterobacter aerogemes 54,
Enterobacter cloacae 54, Serratia marcescens 54, Proteus vulgaris 12, Proteus mirabilis 42, Proteus retigeri
22, Proteus inconstans 16, Proteus morganii 43, Aeromonas 20, Pseudomonas aeruginosa 54, Pseudomo-
nas putida 31, Pseudomomas maltophilia 33, Pseudomonas putrefaciens 14, Flavobacterium 50 and Acineto-
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bacter anstratus 8.) were compared with those of cefazolin (CEZ) . MICs against 22 standard strains
were almost same as those of CEZ with the exception of those of Staphylococci. MICs against clinical
isolates were 2~4 times lower than those of CEZ in almost all bacteria except for Staphylococcus.

2) Serum levels in man : Two patients with pulmonary infections were injected 1 gram of CS-1170
by intravenous drip infusion with normal saline solution for 1~2 hours. Peak serum levels were 120~
130 xg/ml at the end of infusion. A 74y.0. male patient with pulmonary infection was given 2 grams of
CS-1170 by drip infusion for 2 hours and peak serum level was 270 ug/ml at the end of injection.
Serum levels were around 10zg/ml even six hours after drip infusion.

3) Penetrations into sputum : A 46y.0. male patient with lung abscess who had purulent sputum
was given 1 gram of CS-1170 by drip infusion for 2 hours with 5% glucose solutlon Peak sputum level
of the drug was about 3.8ug/ml at 3 hours after injection.

4) - Biliary excretion : A 63y.o. female patient with common bile duct cancer was injected 1 gram
gﬁ CS-1170 by drip infusion for one hour. Peak biliary level was 20ug/ml 2 hours after injection. The
drug was still detected in small amount at seven hours after administration.

5) Urinary excretion and behavior of bacteria in the urine : CS-1170 was administered to two
patients with urinary tract infection due to Servatia marcescens, one patient with U.T.I. due to both
Serratia marcescens and Pseudomonas aeruginosa simultaneously and one patient with U.T.I. due to E.
coli by drip infusion. Urine samples were collected hourly after injection and determination of viable
counts of bacteria were done by using ten-fold dilution method immediately after collection. Urine levels
of drug were measured by using thin layer cup method. Viable numbers of bacteria decreased
gradpally with raising of drug concentration which were higher than MICs of CS-1170. But the organi-
sms did not disappear from the urine during 7~10 hours study in three cases. Serratia marcescens
was in fourth case disappeared 3 hours after injection but viable count of organism was less than 10/
ml at the beginning.

6) Consecutive determination of MICs against same organism isolated from a patient : Consecutive
determination of MICs against same organism isolated hourly from a patient were carried out in order
to check developing of resistant strains after administration. But MICs were constant during the study.

7) Clinical effect and adverse reaction : 28 cases with pulmonary infections (pneumonia 17, lung
abscess 6, chronic bronchitis 2, P.T.B.3) , 10 cases with U.T., 2 cases with cholecystitis and 2 with
septicemia were given 1~4 g of CS-1170 daily for 7~21days. Overall efficacy rate was 77.8% (28/36)
(Excellent 15, good 13, fair 6, poor 2, not judged 6). Raised GOT and GPT was observed in five cases, and
it was transient in 4 cases. Value of GOT and GPT became normal immediately after discontinuation of
drug in the last case. One patient complained of headache during injection and one had eosinophilia
6%)



