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CS-1170 o> %Aey - ERAREIMES

BAERF - KARK

"R ORE

EHRY - BTREE - T
BOTEBR f A — M EH R

I.g L o
HEMOESZ, SIHOER, HEZL LD
o, —H, HERBSU 7 7 ARG RIREINMML, &
Liz Mk R BF ORIz & & cephalosporin #f 4% K A<M
MEuBInES 1, Iz N B-lactamase (HEHE D
BENOMBYMED LN T B, Uun T CS-117013
cephalosporin B 7 (Zi2 # F ¥ L & LDV bW B
cephamycin RO ELEF T, ZHEASHIC $oTHER
2L ThHY, S-lactamase (2 EHELFOL
. otLTEREZNS,
4@, EELIt, SOHERMIZOV TRRE, BKSIZ
RiAT oML L BLOTRET S,

. R REME

MU W, 1L U—BRBRFNIZHOWT, C5-11700
MIC(#/ R ¥ .ILIME) £ ME L, Ampicillin (ABPC)
& L U Cefazolin (CEZ) n&tL L ek L 72

Hikid B AL REFE WL L &7 ERPARS
K - 1e,

Staphylococcus aureus (30%k) = ¥+ 2 MIC i3 CS
-1170 T3, 9 5198k H0.8ug/ml i2HN 7 #kH71.6ug/ ml
i=# 3%, CEZ Tz A5 0.2~1.6 ug/mlizh ",
ABPC Ti30.1~100xg/ml LA L (1.6xg/ml LAFD LD
&, 12.54g/mlLLEN L DD 2 #81E 2 & » OIZES S
LT3 (Tablel, Fig. 1),

Table 1 Sensitivity distribution
Staphylococcus aureus (30 strains)
MIC ug/mi ' 1 ) L
by uemi1<o.1] 0.1 |02 |04 |08 |16 131 |62 125 25 | 5 | 100 [>100] Total
: ‘ *
C5-1170 X1 1 19 7 1 2 30
CEZ X1 1 4 7 9 8 1 30
ABPC {1 X1 1 3 1 4 1 1 5 9 2 1 2 30
# Dilution of the original culture X1%= 10*/ml
Fig.1 Cross sensitivity
Staphylococcus aureus 30 strains
MIC( ug/ml) Dilution X 1 MIC(ug/mi) Dilution X 1
>100 >100 2
100 100 1
50 50 111
25| 25 6|3
N 6.2 1 © 6.2 )
W 3. @ 31 1
O 16 1 3{311 < 1.6 1 3
0.8 IRE 0.8
0.4 51| |1 0.4 41
0.2 4 0.2] 3
0.1 0.1 '
0.05 0.05
<0.025 1 =0.025
<0.025 0.10.20.40.81.63.16.212.525 50 100>100 <0.025 0.10.20.40.81.6 3.16.212.525 50 100>100
€8 -1170 MIC(ug/ml) 0.05  ¢s-1170 MIC(ug/ml)
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Klebsiella pneumomiae (138F) T3 0 0h 5 3 IR (49
10*/ml) T CS-1170» MIC {20.8~6.2i= & 1) 100ug/ml
1%T, FRULOKRIZES S, CEZ T3, 1ug/
ml (2 58k, 4 #AH100ug/ml Ll Eiz4 ), ABPC Tk 2
$H0.dug/ml T2 HY, 9BHAT00ug/mILLEIZH D,

WM O1001E A KR (#10%/ml) T2 CS-1170130.4~
1.6 ug/ml iz LEHEL N 1~ 2 MIC 3/ &8 (%
5,

CEZ TI310015 KB M T3~ 4B MICH/ 8 (4B L
Ohid ), 1EE A EH0.4~6.2ug/ml {2 AT, 100ug/ml
LAFi3 28k & % 35, ABPC Ti30.4ug/ml iz 3 #k, £ A
(2 ~T12.5ug/ml LA LT, B TI00ug/mlizd 72
9k S B 4 #kH50ug/ml LIz % » 72 ( Table 2a,
Fig. 2a),

E. coli 30% (MMM sZ %R ) o> CS-1170i= %3 5 MIC
11— 27 50.8~1.6ug/mlizdh D, 1#H100ug/mlLL
LTowttEE TR TUN0.4~6.2ug/ml 2T 5> T B,
Znicrt L TCEZ Ti33.1, 6.2ug/mliz# N FN 9K
Ne—7%mL, 0.8~100ug/ml Ll EF THEL ( 9Hi L
Twa, 372 ABPC o MIC (3 9 #%A%100ug/ml LL Lo
Bt T, fi36.1~25ug/mlizH 3,

10045 A IRB 7 T2 CS-1170n MIC & — 7 A 1EXF
H' T0.4~0.8ug/ml (25%) 2%+ L, CEZ TI3EM
L O AMRIZHES 0 0.4~50ug/mI DRIz AH ), 5 H14
Al .6ug/mlizh 5,

ABPC T13100ug/ml Ll FORIMEHEIITZETH %
h5, 25ug/mILLIF B A 1 ~3 A MICH /& (e B

(Table 2b, Fig.2b),

Proteus- mirabilis 25 tk o) M= FE Mz L 5 CS-
1170 MIC (320.8 ~ 6.2ug/ml (=, CEZ T {31.6~50
ug/mliz, ABPC T20.4~100ug/ml LL EiZVGIE ¢ 5
L, B #0045 A R T3 CS-1170, CEZ % & v
ABPCoO MIC AL 7212 1 BRI E (L B3 ThHh -
7- (Table 3a, Fig. 3),

Proteus vulgaris 5 ¥k @ CS-1170i= ¥4 2 MIC (3 1%
EERIEMS & 10015 AR e L2~ T50ug/mi LUF
1Zh 275 CEZ T3 5% & L 100ug/ml LA L&tk £ 01
L7z,

ABPC T4 i TF~XT100ug/ml LL L, 100/ /KR T
28 MIC ph % ) & % » 7z (Table 3b),

Proteus retigeri 4 ¥k 153 5 4 T MIC (2 CS
-1170 T3 $XT50ug/ml B ki & 5 55, Bl 100154
RT6.2~50ug/mlIZIETT 5,

CEZ & vr ABPC T3~ T100ug/ml LL_t o &t
L, 75 ABPCo 1 #7217 A #1004% & R T50
wug/mliz% - T3 (Table 3c),

., BA7s 6 it

CS-11703% B0t P B LU T - MiZBIT 5 ENEK
%, Micrococcus luteus ATCCOMIKEMEM LT 5
WraiENc LN MEL 7,

Standard curve {2 CS-1170 Monitrol f1 ¥ FR &,
PH 7.2 n MR I FH RO 5 TERL, mPikEM
FIZIIME L, RSt MNE (12 EOMBETM L A
Wz,

(0 ErzHTI>RR

ErmiRE: BnMOEEIZ 18D CS-1170%50
mlN/s L b= IZiERL T 285 TilkL, Mtk 1
~8EME T IMMEZRA, FNOORPRELMEL
P2, Mi¥T B (BALG 2 BEMIi%) D MP RIS, 68ug/ml
T, ED%EWKTIEL:A, SBMikIZUE 2.1ug/ml £
7,

F7:, ALt FToRBHERL bR kME & Rk
CS-1170ix44MAt4ik 4, 6, SOSAN-IXR, REEMEL,
% N—EBR % pHT. 200 105 4% 10 M T40f% I/ RL, CS
-11700BE % BIE L 7 x4 % 8 B £ THORPENE
1259.2% T4 ~7: (Fig. 4),

—7%, CS-1170 500mg ¥ BHiE L -3 8N a+iRE(R
—A—AaMm%) 4+ CRPH#RE Fig. 512mL7, £
NE— 713 285 M%IZH ) 6.6ug/ml T, 6RERKICEH
WT 40.76ug/ml L MERRAIZ -7, L, 68H
FTCORPERRIZT A% TH 12,

) FybtBaAM

Ty MBI ORBNBRE 7 F3MEFI1IRLL,
100mg/kg NHCS-1170 851+ 1%1/4, 1/2, 1, 2, 4 BERIIZE
NEXLT, ZNFNORBI-LY 3> EEML, U
ByiGikE I MEL, TN LiFEREE L TCS-11700
MELXPEL -,

RIE Hikiz Micrococcus luteus ATCC 93418k % 3
WERIZ L - 72, Bi#ki2 Fig. 6 3 £ (f Table 4 (2R T
EIIROMESYL - 2 LB, FF L RUCIECiRES
AL, 2OThH, B, WOETH-1:,

— %, CS-11700) = NSRBI 2N 3> 1 LORBE
MNEE% 4 ug /ml 35 & 40ug/ml TR L2 E 25,
TXTI00% % -3 b2 ENETH -7 (Table5),

L72p-T, EdoRBRREIIZTENE ETD
w3 “total” NREETRTLOEEZ LN,
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Table 2 Sensitivity distribution
a) Klebsiells pneumoniae (13 strains)
MIC pg/ml '
A HEM <o 0102 | 04|08 |16 |31 |62 125 25 | 50 | 100 |>100] Total
Antibiotic ¥
X1 5 3 2 2 1 13
CS-1170
, X100 2 | 8 | 2 1 13
| x1 1 1 5 1 1 1 3 13
CEZ
X100 3 1 2 1 3 1 1 1 13
X1 2 1 1 9 13
ABPC
X100 3 1 3 1 5 13
*Dilution of the original culture X 1% 10%ml X 1002 10¢/ml
Fig. 2 Cross sensitivity
a) Klebsiella pneumoniae 13 strains
MIC(ug/ml) Dilution X 1 MIC(ug/ml) Dilution X 100
>100 1)1 1 >100 !
100 1 100 - 1
50 50 LT
2 1 25 N
12.5 1 12.5 "“l'(‘ =
N 6.2 6.2 - 112
P 3.1 3 171 m 31 1
o 1.6 O 1.6 2
0.8 1 0.8 1
0.4 1 0.4 [ 1]2
0.2 0.2
0.1 0.1
0.05 0.05
<0.025 £0.025
<£0.025 0.10.20.40.81.6 3. 6.212.5 25 50 100 >100 <0.025 0.10.20.40.81.6 3.1 6.212.5 25 50 100>100
CS-1170 MIC(ug/ml) CS-1170 MIC(ug/ml)
MIC(sug/: Dilution X 1 MIC(ug/ml) Dilution X 100
>100 4(1]2]1 1 >100 3(1 1
50| 1 50 1
25 25 3
;12.5 1 12.5 1
6.2 6.2
O 3.1
0 3.1 a,
a,
3 1.6 C<° 1.6
0.8 0.8
0.4 2 0.4 112
0.2 0.2 _
0.1 0.1 R i
1 0.05 0.05 N
a
S0.025 P <0.025 i
T <0.025 0.10.2.04 1.6 3.1 6.212.5 25 50 100>100 <0.025 0.1 0.20.40.81.6 3.16.212.525 50 100>100

[P

CS§-1170

MIC(ug/ml)

CS-1170

MIC(ug/ml)



306 CHEMOTHERAPY OCT. 1978
Table 2 Sonsitivity distribution
b) E.coli (30 strains)
MIC ug/ml
“E <o 0.2 | 0.4 |08 | 16|81 ]|62]|125[ 2 | 50 [ 100 |>100] Total
Antibiotice »
X 1 3 10 11 3 2 1 30
CS-1170
X 100 14 11 1 2 1 1 30
X 1 1l 3| 9| 9 |1 2|2 2| 1| 3
CEZ
X 100 1 4 14 5 1 3 2 30
X1 1 6 8 5 1 9 30
ABPC
X 100 2| 3| 8| 5 | 3 9 | 30
* Dilution of the original cultuse X 1 #10*/ml, X100%10%/ml
Fig. 2 Cross sensitivity
b) E. coli 30 strains
MIC(ug/ml) Dilution X 1 MIC(ug/ml) Dilution X100
>100 1 100
100 11 7 100
50 50 11
25 1 1 25
12.5 12.5 3
i 6.2 11413 6.2 1
i 3.1 35 o3 11| L2 1
O 1.6 112 O 1.6 518
0.8 1 0.8 311
0.4 , 0.4 1
0.2 0.2
0.1 0.1
0.05 0.05
. 20.025 . 0.025
=0.025, 0.10.20,4 0.8 1.6 3.1 6.212.525 50 100>100 <0.025 0.102 0.4 0.8 1.6 3.1 6.212.5 25 50 100>100
CS-1170 MIC(ug/ml) CS-1170 MIC(ug/mi)
MIC(ug/ml) Dilution X 1 MIC( g/ mi) Dilution X 100
>100 2]2]3 >100 6|2 1
100 100
50 50
25 1 25
12.5 1(1 1 12.5 1 2
U 6.2 3|4 8 6.2 113
g 3.1 1/3]2 @ 3.1 205 1
< 1.6 1 < 1.6 3
0.8 0.8 11
0.4 0.4
0.4 0.2
0.2 0.1
0.05 0.05
$0.025 <0.025 ERE
50.023 - 0.10.20.40.81.6 3.16.212.5 25 50 100 >100 <0.025 0.10.20.4 0.8 1.6 3.1 6.212.5 25 50 100 >100
= Cs-1170 MIC(g/ml) 005 cs-1170 MIC(ug/ml)



¥OL. 26 S-5 CHEMOTHERAPY 307

Table 8 Sensitivity distribution
a) Proteus mirabilis (25 strains)

MIC ug/ml
Antibionie . 0.11 0.1 0.2 0.4 0.8 1.6 3.1 6.2 { 12,5 25 50 100 | >100 |Total
X
CS-1170 1 2 | 10 8 4 1 25
X100 2 2 13 6 1 1 25
CEZ X1 1 1 11 5 4 3 25
X100 11 9 4 1 25
: X1 2 10 6 1 1 1 ¢
ABPC 2 2 %
X100 2 2 17 3 1 25

* Dilution of the original culture X 1310%ml, X100 % 10%/ml

Fig. 3 Cross sensitivity

a) Proteus mirabilis 25 strains

MIC(ug/ml) Dilution X 1 MIC(ug/ml) Dilution X 100
>100 >100
100 100
50 112 50
25 2|2 25 1
12.5 1]2 1 12.5 1 1
6.2 2163 6.2 5|31
: 3.1 1 : 3.1 2)2]6
o 1.6 1 o 1.6
0.8 0.8
0.4 0.4
0.2 0.2
0.1 0.1
0.05 0.05
£0.025 £0.025
<0.025 0.10.20.4 0.8 1.6 3.16.212.5 25 50 100 >100 <0.025 0.10.20.40.81.6 3.16.212.525 50 100 >100
CS-1170 MIC(ug/ml) 005 e MIC(ug/ml)
MIC(ug/ml) Dilution X 1 MIC(ug/ml) Dilution X 100
>100 2 >100
100 11 100
50 50
25 1 25
12.5 1 12.5
o 6.2 1 ) 6.2 1
& 31 33 & 31
< 1.6 614 < 1.6 112131
0.8 0.8 11
0.4 2 0.4
0.2 0.2 2
0.1 - 0.1
0.05 0.05
£0.025 =0.025
* £0.025 0.10.20.4 0.8 1.6 3.1 6.212.5 25 50 100>100 <0.025 0.10.20.4 0.81.6 3.16.212.5 25 50 100 >100

005 cs-1170 MIC(ug/ml) 005 cs-1170 MIC(ug/ml)
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Table 3 Sensitivity distribution
b) Proteus vulgaris (5 atrains)
— ] - ——p——
— _MIC(ug/ml) <0.1{ 0.1 | 02|04 08/ 16] 3162|125 25 | 5 | 100 [>100] Total
Antibiotics )

X 1 1 2 1 1 5
CS-1170

X100 1 3 1 5

X1 H] 5
CkZ

X100 5 5

X1 5 5
ABPC

X100 1 1 3| s

c) Proteus rettgeri (4 strains)
% 1 1 1 2 | 4
5-1170

Cs-117 o0 . ] . "

X 1 4 4
CEZ

X100 4 4

X 1 4 4
ABPC

X100 1 3 4

* Dilution of the original culture X 1 =10*/ml, X100=10%/ml

Fig.

4 Blood levels and urinary excretion of
CS-1170 (1g/500ml d.i. 2hrs.)
Leukemia : 50y.o0. male
©g/ml
Assay method
[CS-1170 1g B.C.M. )
100[500ml d.i. Micrococcus luteus ATCC 9341
49 Serum standard
al 38
10}
Urinary excretion
(Buffer standard)
xcr, %
hrs. me ° 2.1
1k ~4 | 320 [32.4
~6 210 | 21.0
~8 58 5.8
Total | 592 | 59.2
1 i i 1 1 4 1 A
1 2 3 4 5 6 7 8 hrs.

Fig. 5 Blood levels and urinary excretion of CS-1170
(500mg i.m.) ‘
©g/ml Leukemia : 50y.0. male
Assay method
B.C.M.
Micrococcus luteus ATCC 9341
Serum standard
10

6.6

3.7 3.7

Urinary excretion
(Buffer standard)

Excr.|
%

1.4

0.76
0.48 4 36.0
6 23.6
Total | 71.4
1/2 1 2 3 4
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Fig. 6 Tissue concentration of CS-1170
(100mg/ kg i.m.) : Rat
ug/ml

Assay method
B.C.M.
Micrococcus luteus ATCC 9341

100} PBS standard

wl

1
1/41/2 1 2 4hrs.

IV. Bl 5k {% A Al ik

MR BmAE 14, ERSRIE 3L & ORI
1PN 5P THS, 1 H1.5%L 4g D CS-1170%
7~15B MM (B, oneshot BiE, T 7:(3HikkiE)
L7 (Tableé6 ),

fEM1 KY.50%& $ BMmiE (ALK

EZF IR AWRME O DK TARMMFP, 9CEORR
2&72L, muh k) Staphylococcus epidermidis % #& H
L. 2z k aMmsE & L TCS-1170 1 H1.5g(0.5g %
SENBEZT > 2 +2 4RI BLAT,3HB &
D1B4g(2g x2@) nHiEBEI~EEL, 688
DFEMELY, mME bR L XD CS-11705518 o
RizThEe LHBLATHS,

XMool mEkR A2 E L 72 Daunomycin i & % 4 &
tEzons (Fig.7).

EM2 TU. 38% B HFHRFEEF (AM0K)

BB~ 7 1RSI T, BRERTELE

Table 4 Tissue concentration of CS-1170
100mg/kg i.m.(Rat n=3)

Time [ ‘

Tissue (hrs.)) % % ! ¢ 4
Liver 214.5 ] 103.3 | 55.1 4.0 0
Spleen 7.7 1.0 0 }0 0
Kidney 291.3 | 159.6 | 51.0 | 6.1 0
Lung 3.6 180 5.2 0 0
Muscle 56| 4.3| 0 0 0
Brain 0 0 0 0 0
Blood B2.8| 41.0 | 19.4 | 4.5 | 0.8

ug/g

Table 5 Recovery rate of CS-1170 from tissue

emulsions
(Rat n=3)
Theo. val. * 4 ug/ml 40 ug/ml

Tissus Recov. * % uglg % ug/g %
Liver 4.12 103.5 43.5 108.8
Spleen 4.20 105.0 44 .4 111.0
Kidney 4.38 | 1095 | 43.9 | 109.8
Lung 4.35 108.8 42.0 105.0
Muscle 4.03 100.8 41.5 103.8
Brain 4.05 101.3 44.0 110.0
Blood 4.08 102.0 45.5 113.8

* Theoretical value
% % Recovery

REL I ARKIZBONLh - 22h CS-1170 1 B 4g
(2g X2 @) D st (348g) ok MR AR H
AN,
#FH3 MO. 83 & MUEARAFIRNIHEIL
EPHRENBRET, MERTXZROBEENLD T,
g% L ) Staphylococcus aureus % 4, CS-1170 18 38
(1g X3E)OBHEL 7T AMT L > TRRE LB,
EF 4 HK. 72 & MERAEIXR
BUABEIRNEE TEK L ) a-Streptococcus % $ 3§
B L, A% %181.52(0.5g x3 @) Bk, 7EMD
HHATWEX ROWBLEH2H, BEERKZPXEBR
L72NAT, RRHEHEHEL .
EMS KU. 67 & I[EWIZER
EERENBETEHBERLEMRE (1 T—T1LE
&), R k") Proteus B#% S¥HRHE L, 1 H1g(0.5g X
2@) »CS-1170% 158 MMIRAES L THR B,
VESHInERRGEICERL, 4BIIERKMIZERT,
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1Bl AEMEIZFR T - 129, B WKL EriMmESM(Fig.8) TLAMIZLSLELNLRE
ETUh o128, COHMEHEL 72, WizAabnhrarz,
LB, FEOMAICEARERZBHS HNLD 12,

Table 6 Results of clinical trial with CS-1170

y

Infection . Daily Total [ Bacterio- Clini .
No.| Name Age Underlying Bucfe’rlla ) dose | Days| dose logical ;;"c."r bf;de
Sex disease (Senaitivity () (g) effect effect |effect
v
Sepsis . . Y 0.5%3 -
1 | K.Y, :AO (Promydocytic) b(‘::;l g;?”g’g‘;w im. | ? 51 | Eradicated + -
leukemia ' 2X2d.i. | 12 o
38 R.T;.I . - ' 2X2d.i. 10
2 .U, 48 . + -
TU M [ amLn Unknown Ix2di. | 4 Unknown -
3 [M.0 83 | Bronchitis chr. Staph. aureus 1X3 . )l Erldi(ilted / N ~
' F | (Apoplexy) (##+) CET i.m. - a-streptococcus
72 a-Streptococcus 0.5%3 ‘
4 | H.K. iti . . - _
H.K F Bronchitis chr . (#) CET, ABPC im. 7 10.5 | Unchanged
67 | Pyelonephritis acuta 5% Eradicated
5 | K.U. (Apoplexy, ) Proteus 03X2 4 15 | 15 i + -
F indw. catheter (#) CET, ABPC 1. Pseudomonas

RTI @ Respiratory Tract Infection
AML : Acute Myeloic Leukemia

Fig.7 Case No.1 K.Y. 50y. male Sepsis (Leukemia)

'c 4g(2x2)/dayd.i.
CS-1170
1.5g(0.5X3) /day i.m.

Daunomycin
36 Blood transf.
1 1 | 1 1 1 1 1 1 1 1 | L !
25/ 1 /1
Bacteria blood blood
Staph. epidermidis (=)
WBC 5500 4100 1900

RBC ( X10*) 111 153 173
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Fig. 8 Laboratory data (Before,during and after the treatment)
Hfi.(%) ‘ RBC (/mm?) WBC (/mm?) Eosinophil (%)
‘ x10° x10° ‘ ‘
S e s 20
%
50t — 10 10F
g
——————— {No.3
OF ——-—No.4  |ew... - 8 8-

.
.
~

20 b *INo.5

20

No.1 2 p
/ / -\
10 2 of - \
I'/ \
1 ol
Before After B B A B A
* Daunomycin dosage
S-GOT(U.) S-GPT(U.) Al-p(KKU) BUN (mg/dl) S-Cr(mg/dl)
15 L
N
\\ _
100+ = 1 25|
12+ \\
\\
80 o \ 20 5,
10} N
3k
50 \ 8+
~— / 2k
30 B E-—" "\ 6 —\§:‘/
N \\ ad S
1] e o s N T ———
B A B A B A B A B A

V. BRL 6 UICRR
ERENAKORRBILEFEREL L bbby, &
¢ iZ cephalosporin % # & UF penicillin (- 35\ TSH¥E
Thd, 40, EELHIRIFEM2 72 CS-11704 201
DTEH (ZHHKALH) THR S 17 cephamycin F
HEXTHS,

Y, HHMARICHT 2 REERE T, Staphylo-

coccus aureus T3 CEZ k1) %% » T w1z 5f, E
coli, Klebsiella pneumoniae 35 L 1° Proteus mirabilis
IZIRCEZ L S FABPC L DR, & <i22 512100
ug/ml Ll F it sk A A FZ 13 55 € 46.2ug/ml LT
N MIC 255 72, %c 35, Proteus vulgaris, Proteus rett-
gen i3, LEKOREIZT EL v, Lu kb CEZ

ABPC & ) {§u MIC 7L 7,

LB, 677 L8488 0 MIC 32BN 10015
Riz L, 1BBRE BTL.

ZHLEDRBRIIIBIDOBMKE —BT 3,

AT BHIZAH L SitpiE L 72384 (500mg,
285R), MAF D L — 7 (268pg/mlE 5 B iME £ 18
2o B, AILERBICEREHEL 2 & Ei12i3e—7
126.6ug/ml ( 2 BERIE) T, ZOMEIZEBE L TIZRE
B, E— 21T 5RM LB WY,

THIE, BEESEMBMRTh-722 2L bh L
2515,

A, RHPIZIE, 6EFMITT1.4% & ey L <
HENTWBA, 1 LHD 2BMTIAI.8%I T X ¥,
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WRULDMEE A » 12 2 LI ThH S,

7 Mz A K0 100mg/kg & KL 7oA O REBEHIR
HIER, Fizbo 2 U, WUF, M, B, ¥, Mo
NETd 720 HUL, bbby CEZ T2 B &3
\T—BT Y, 2EMikIZIZCEZ LW RCEBTT A,

A, T P RBICLY 3L HNRBRENBINK
B TI2100% N EILERA S H N1,

CEZ T385~100% T N® nd ) LERIZ & -

HEELBbNALDIRALNEN T,

BENZ e, CS-LT0IMMA(L CIZ 77 LiER
Wizt ) ENTEY, BRI Bl KAz
WTOMNRR, BREHORMKELREL T, AL
LR THEEEZILND,

X "

1) MICmeBue: R/ RWHtikx (MIC) Mg
g dTiz 2w T, Chemotherapy 22 © 1126 ~1128,

1974
. . " .
BABS B RAL, MBS0 SIPoco e 1 :ﬁ;&i’”ﬂi
ccus epidermidis Rutis, [ L < B Mo O0FIK BRME ik, ture method iz T —, B &M 32 : 205~211,
NERE R0 B NE ( Staphylococcus aureus ), R 1973
MREES (XD, GRHIT-TLOBELIBEI-T 3) CS-1170 %% 1976, =#&kA2H
Proteus Wik) Ok 1Bl A%, WIEREZ ko LW Y KAR R BEKER BERF. R R E

X # ©  Cefazolin i2Bi+ 2 X f, HMEKBIFRE.
(Streptococcus ) iZ 13 R FR) &\ 5 BAK LRt YAR g Chemotherapy 18 : 623~630, 1970

A

BASIC AND CLINICAL STUDIES ON CS-1170

Yuruko Okamoto, HirosHi OkuBo, KyosHu Go, YosHIHIRO UEDA,
KEeico MAEHARA and JuNko MAKINO
First Deparment of Internal Medicine, Kansai Medical University

Basic and clinical studies were made on CS-1170, a new cephamycin derivative developed by Sankyo
Company. The results obtained were as follows.

1) Antibacterial activity in vitro: CS-1170 was found to be more potent against Gram-negative bacilli
(E. coli, Klebsiella and Proteus) than cefazolin and amplcﬂlm while less potent against Staphylococcus
aureus than cefazolin.

MIC was influenced to some extent by the inoculum size in regard to these Gram-negative bacilli.

2) Distribution and excretion: CS-1170 was administered by intravenous drip infusion for 2 hours at
a dose of 500 mg in a patient of leukemia, and the blood level attained a peak of 68 ug/ml, then fell
to 2.1 ug/ml 6 hours after the termination of infusion. Urinary recovery was 59.2% in this patient.

CS-1170 was administered intramuscularly at a dose of 100 mg/kg in rats, and tissue concentrations
were estimated by serial method. Kidneys showed the highest concentration among the organs, closely
followed by liver. Concentrations were lower in order of blood, lungs muscles and spleen. This dis-
tribution pattern was similar to that of cefazolin.

In vitro recovery rates of CS-1170 were nearly 100% from rat organ emulsions.

3) Clinical trials: Five patients of various infections were treated with CS-1170 by drip infusion,
intramuscularly or intravenously at doses of 1.5~4.0g per day. As for the results,response was good in
4 out of 5 cases, including sepsis(Staphylococcus epidermidis, leukemia underlying), respiratory tract infec-
tion (leukemia underlying), acute exacerbation of chronic bronchitis (Staphylococcus aureus), and acute
pyelonephritis (Proteus, apoplexy, catheter indwelled), while the effect was not so distinct in the remain-
ing 1 case of chronic bronchitis (Streptococcus).

No patients revealed any side effects nor abnormal laboratory data which would be attributable to
the drug.



