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Fig. 1 Chemical structure of CS-1170

OCH:
N=C-CHz-S-CHz-CO-NH .
N—N
N\

CH N
7 L rlq/

0
COONa CHs

EROHE A7 b LIzER D cephalosporin & & [F]
B, 77 LKBEE, 77 LBREHEIZRsxY, EI2T T
LEMEICRIVENLREHZAL, BHEARE LS
tp-lactamase EABWIH L TLEVWHEHEFET, &
% IZ B K o cephalosporin # 35 & Uf penicillin & ¢ 82
% indole ( + ) Proteus, Servatia i1z LERThH 2 Evbh
TYd AR HE BEZLVBMRBREHZ S
n, R#¥%2HFT, RPERCHiING L5,

AL CS-11700 in vitro 1 L UF in vivo L E1EM
% [ % o Cefoxitin? 4 U°BE # o> cephalosporin #| & it
BLIOT, TORRZBET S,

. EBRMEE I URRA X

1. fERE*
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Cephaloridine (CER)

3. MSMREE

B AL QMMM L 2o bt T o 12 B
Streptococcus, Corynebacterium diphtheriae B & ¥
Haemophilus influenzae (310% % m ¥ Nutrient Agar
FHW,

4. WEEHA

E. coli No.121%k+ B\, Wl 74 3 i, B
Hh#10cells/ml (27~ 72 & &, CS-11700) &iRE % if
mL, ik, 1,.2,4,6 LU 248MBIcENEN
LW BEL, gz CFX, CEZ izowTbL Lf-,

5. pB-lactamase T s REMH

1) BRHOAR

E. coli 3 ¥, Citrobacter 2 %, Klebsiella 3 ¥k, Proteus
morganii 1 k& BV, TN EFNEBT7 4 3> 128,
37C, —HIRMEERELITo v, Bz ) BEE&KE BN
N, 5ug/mlo Cloxacillin # 2UH L W@ 74 3
ATEEL, TCAmERZEL, BRANL L, S LITE
iz & DB E e, M/100 ) > sk (pH7.0) 12
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M/100) > B iR imic & D& Ic AR L 2B %M0.1
mliZ AR 58 L720.25umole NI WK iIEH 0.5
ml% 0z, 37C 3 B incubation L 7z @ % Bacillus
subtilis ATCC 6633¢k% Fiv» 2 W/§ Cup &1z T, BHEFE
HEL L,

6. TURARBRMRH (5 MRABMYR

<7 23 ICR %, ##, 19+1g ¥ FH\>, Staphylococcus
aureus No. 13, E. coli No.12, E. coli No. 121, E.coli
H 154, # X U Proteus mirabilis No.10% Bipm & L,
BEREP I B E 1, 1 B 1412 B T #5012 T CS-1170,
CFX, CEZ 12k 2 uiTh -7, BEIIRI% 5 B R
T, =7 2AN4%EEL ) EDso 2 L 72,

¥ 7z, Serratia marcescens No.2 5 L ¥ Serratia
marcescens No. 8 B NFAIL, =7 212 dIN 2 H
W, ERIIBIRNIE S TIT - 12,
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7. TOZRBRARX

ICR#&=" 2 % Bivy, CS-1170%25mg/kg, B FH#kb
L, 1597, 304, 6044 & U905-tkiz W, KF, M, M3
TUmimizonWT, EN¥FNOIRKE Y Bacillus  subtilis
ATCC6633% % MEW &1 & WM Cup i TEL,

II. % B A W

1. BESMROBREDHK

BEK M8 & 53 M & 72 Staphylococcus aureus 40
¥, Staphylococcus epidermidis 22%, Staphylococcus
pyogenes 14, Corynebacterium diphtheriae 4 %, E. coli
60 W, Klebsiella 30%, Shigella 31%, Salmonella 10%:,
Proteus vulgaris 3 ¥, Proteus morganii 14#, Proteus
retigeri 9 %, Proteus inconstans 102¥%, Proteus
mirabilis 0%, Serratia marcescens 59 ¥, Enterobacter
cloacae 58 %, Citrobacter freundii 6 ¥, Psesdomonas
aeruginosa 45%., Pseudomonas fluorescests 9 ¥, Pseu-
domonas maltophilia 20%, Psudomonas cepacia 20%.,

Achromobacter xylosoxidans 25%k, Acinetobacter calcoa-

ceticus 19 ¥%, Alcaligenes faecalis 10 ¥, Moraxella 6
¥ 15 & U° Haemophilus influenzae 24 %43 i %
CS-1170, CFX, CEZ, CET, CER 5 E#liz > T it
B L 7R #% Fig.1 ~Fig. 251=5R= L 72,

Staphylococcus aureus, Staphylococcus epidermidss,
Staphylococcus pyogenes, Corynebacterium diphtheriae

Fig. 1

I2MT 5CS-11700#t M #1412 CER, CET,CEZ £ N % -
Twen, CFX S h¥mizt¢ntvse, kMl k10
cells/ml T CS-11700 MIC N & — 720,78 ~1.56u8
/mlTh -7, (Fig.1 ~Fig.4)

E. coli, Klebsiella, Shigella, Salmonella T i3 CS
-117004xM 7112 CFX, CEZ, CER, CET (N ¥+ <R,
B & 10%ells/ml T MIC e — 23 E. coli T
3.13ug/ml, KlebsiellaT1.56ug/m, Shigella 7-0.78ug/
ml, Salmonella 110.39ug/ml THMVWHKBMHERL, 2
17: E. coli |2 v T50ug/ml &L @ %»¢ CET, CER
T20%, #112%iz, CEZ T 5 %I B & 1, Klebsiella T
1 CFX T# 7%, CEZ, CER, CET T#717%~20%i:
BHosnsh, CS-117012 T X TN T6.25ug/ml LI'F
n MIC £ 7:, (Fig.5 ~Fig.8)

Proteus vulgaris, Proteus morganii, Proteus retigeri,
Proteus inconstans T i3 CS-1170 X B h (3CFX ¢
IZABEETHNOIMIN TN T, 4K EL
CEZ,CET,CER (2122 A ¥ D ¥kH100ug/ml Ll Ot
%T»-1, (Fig.9 ~Fig.12)

Proteus mirabilis T3 # M & H<10°cells/ml N34,
CEZH b » 2 LT ¢, kT CFX, CS-11700MR T H
72, LA L, 10°ells/ml T2 CS-1170hfbn 2 ¥ L "
TN, BN — 2133.13ug/ml T4 - 7:,(Fig.13)

Servatia marcescens = B\ T, 5 EA)I- 1T | Mg HC

Sensitivity distribution of clinical isolates

Staphylococcus aureus (40 strains)
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#8/ml[£0.1910.39(0.78]1.56{3.1316.25[12.5[ 25 | 50 | 100 [100< £0.19]10.39]0.781.56 {3.136.25]12.5| 25 [ 50 | 100 j100<
CS-1170 1 18 |16 | 5 1 9 |24 | 6
CFX 1 19 |12 | 6 2 1 1 (32| 1 5
CEZ 1 3 120 | 8 5 3 3 20 | 13 | 4
CET 3 16 |11 | 3 1 2 4 14 |14 5 1 2 4
CER 10 9 9 3 4 5 25 9 6
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Fig. 2 Sensitivity distribution of clinical isolates
Staphylococcus epidermidis (22 strains)
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Fig. 3 Sensitivity distribution of clinical isolates
Staphylococcus pyogenes (14 strains)
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Fig. 4 Sensitivity distribution of clinical isolates
Corynebacterium diphtheriae ( 4 strains)
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Fig. 5 Sensitivity distribution of clinical isolates
E.coli (60 strains)
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CFX 1 3 14 | 38 | 4
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Fig. 6 Sensitivity distribution of clinical isolates
Klebsiella (30 strains)
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Fig. 7 Sensitivity distribution of clinical isolates
Shigella (31 strains)
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Fig. 8 Sensitivity distribution of clinical isolates

Salmonella (10 strains)
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Fig. 9 Sensitivity distribution of clinical isolates
Proteus vulgaris ( 3 strains)
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Fig.10 Sensitivity distribution of clinical isolates
Proteus morganii (14 strains)
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Fig.11 Sensitivity distribution of clinical isolates

Proteus rettgeri ( 9 strains)
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Fig.12 Sensitivity distribution of clinical isolates
Proteus inconatans (102 strains)
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_..—--0——'.‘—'.""._—"
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Fig.13 Sensitivity distribution of clinical isolates
Proteus mirabilis (90 strains)
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Fig.14 Sensitivity distribution of clinical isolates
Serratic marcescens (59 strains)
% . %
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SO 501+
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Fig.15 Sensitivity distribution of clinical isolates
Enterobacter cloacae (58 strains)
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Fig.16 Senaitivity distribution of clinical isolates
Citrobacter freundii ( 6 strains)
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Fig.17 Sensitivity distribution of clinical isolates
Pseudomonas aeruginosa (45 strains)
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Fig.18 Sensitivity distribution of clinical isolates
Pseudomonas fluorescens ( 9 strains)
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9
Fig.19 Sensitivity distribution of clinical isolates
Pseudomonas maltophilia (20 strains)
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Fig.20 Sensitivity distribution of clinical isolates
Pseudomonas cepacia (20 strains)
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Fig.21 Sensitivity distribution of clinical isolates
Achromobacter xylosoxidans (25 strains)
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CS-1170 1 24 2 1 2 20
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Fig.22 Sensitivity distribution of clinical isolates
Acinetobacter calcoaceticus (19 strains)
% . % .
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Fig.23 Sensitivity distribution of clinical isolates
Alcaligenes faecalis (10 strains)
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Fig.24 Sensitivity distribution of clinical isolates
Morazxella ( 6 strains)
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Fig.25 Sensitivity distribution of clinical isolates
Haemophilus influenzae (24 strains)
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B b, £nleh T CS-1170, CFX »9 ¢ 1, WE10°
cells/ml T CS—1170, CFX |2 ¥ #k /50% #100zg/ml
IFMIC 2571, fion 3 #li3i3 & A & D¥RH1600ug/
ml Ll LoomiteskTH -7 (Fig. 14),

Enterobacter cloacae, Citrobacter freundii T3 5 ¥
Ble LB NI355 ¢, 2 Bif e L KRR O #EA50ug/ml
U Enet: %, Tah -7  (Fig 15~Fig. 16),

Pseudomonas aeruginosa, Pseudomonas fluovescens,
Pseudomonas maltophilia = 35\ T 5 E¥) & LWt T,
W ¥ 10°cells/ml T £ #100ug/ml Ll F O MIC T4 -
7. L#H L, Pseudomonas maltophilia Ti310%ells/ml
T CS-1170 i3, b¥h Iz BITH 2 RTHRIBH SN
(Fig. 17~Fig. 19),

Pseudomonas cepacia, Achromobacter xylosoxidans,
Acinetobacter calcoaceticus |-\ ThH, 5K E LK
BantkHyBERTH -2, HEED U LIZEA,
b oI REM LR T R 5 KH L L@ s (Fig,
20~ Fig. 22), ‘

Alcaligenes faecalis T35 %% & L1213 E U B2
7% L, 10%ells/ml <o MIC & & — 7 325~50ug/ ml
Th-7: (Fig.23),

Moraxella 713 CER, CFX m#i@ oo 3 XK &
DbhFrizT N, CS-I1700HE 111355 <, 25100
ug/ml LU L TH-1: (Fig. 24),

Haemophilus influenzae T |3 % & 10%ells/ml o &

5, CS-117013fn 4 KL W+ ¢, 20 MICOE—7
126.25ug/ml Th 12, L L, 10%ells/ml o & ki35
EH L LI BT, 20— 233,13~ 6.25
ug/ml TH-7: (Fig.25).
2. CEZ WitM o M a0
CEZ i250ug/ml L ko> MIC #51%. E. coli 15%,
Klebsiella 4 %, Proteus sp. 10% 33 & ¢ Citrobacter 6 ¥
1224 T, CS-1170, CFX n#ilH £ L 5~, CS-1170
¥ CFX # & 1F CS-1170 £ CEZ 2 1 4880 £ BRI L 72
N Fig.26TH 5, ‘
CS-1170 & CEZ n#EM T12 CS-1170 % #* CEZ k 1
HWNHF CATHY, & iz Proteus sp., Klebsiella T
B % C, CEZ o MIC »200ug/ml bl k%4 T 4 CS
-1170i212.5ug/ml LU F Td - 72,
#7:, CS-1170k CFX Ti3 M-S nEMAEE b 1,
bz CS-117000i3 5 »% CFX £ D+ ¢hTurfe, L
L, CFX 12100ug/ml LA L % ¥ 156 5 , CS-1170
1= L100ug/ml Ll E &R T #ANIKEBS & 1, TREME
HEBH bR,
3. WEHER
. E. eoli No.121#%i= %445 CS-1170, CFX # & t* CEZ
ORWIER % RAT L 2Bt Fig. 2712w L 2,
CS-117012 CFX, CEZ iz le~, HEEMAH4<, 3.13
ug/ml fh0 T b 60 2 B R »Beb b 72, CFXig,
“12.5ug/ml iR CX A L1 REIEM DS b 115, EH

Fig.26 Sensitivity correlogram
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LT iRE(6.25~1.56ug/ml)Tid 4 WM E & Ti2 %W
LR ORML RN L, EnliwmmL 7:, CEZ
1250ug/mLis I T L24R M B T M i (2 drug free
WA LHRETH- 12,

4. MIC, MBC & & U'BRS{L

E.coli NIHJ JC-22%+¥ & CS-1170, CFX, CEZ »
MIC & & f MBC & mithM L TllE L, Ry A
LML 2t Fig 28i275L 72,

CS-1170 MIC, MBC i3 & 4123.13ug/ml T, CFX
ERIBRETHN, CEZnENENNENKTH-72, %
72, 10%ells/ml {#Kk TN 7 4 7 4 > bR E AT MRS
CS-117070.1~3.13ug/ml, CFX {30.19~3.13ug/ml,
CEZ(30.39~6.25ug/ml T4 ), CS-1170i13 CEZ|z ~

HMEHOM L ERLTVA,

5, pA-lactamase iz T »REMN

E. coli12, E. coli 21, E. coli106, Citrobacter 40,
Citrobacter 95, Klebsiella 34, Klebsiella 38, Klebsiella
43, 5 & UF Proteus morganii 120 &V T ¥n@ison
72 B-lactamase i £ ¥ & CS-11700 % € 1% # CFX,
CEZ, CER Ltz L 7o/ #k% Tablel iz4iL 72,

4MH O Bk ENLEFNDH 5T 5 N7 s-lactamase |
&5 CERD #2100 725, CS-1170020.01~0.32
1343 CFX & i) i 8T, I 14 o §-lactamase
i2hpt B CS-1170m %52ttt CFX L g TCEZ & 1
ALHTRETH- 12,

Fig.27 Bactericidal action E. coli 121
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drug free drug free drug ree
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= st 5 5
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5
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2t 12.5 2t 2t
111 l_1 L [ il 1 1 i Al 4 i A
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Fig.28 Morphological change of E.coli NIHJ JC-2
Medium : Nutrient broth, 10° cells/ml  37°C  20h
“ug/ml N )
Drug MIC | MBC 0.19 0.39 0.78 1.56 3.13 6.25 125 25 50 100
T T T T T T T T
CS-1170 3.3 | 3.3 K7 D e
CFX 3.13 | 3.13 —<// /, > ——
CEZ 6.25 | 12.5 p—-—<Y D
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Table 1 Hydrolysis of CS-1170 and related anti-

biotics by g-lactamases

6. TUARMBKICE T BHRHM
1) Staphylococcus aureus Bilfe (Table2 )

Relative rate(CER=100)

Staphylococcus aureus No. 13% T M % Table 2

23 L 72, CS-11709 EDsol30.69mg/mouse T ABPC

Organisms

CS-1170| CFX | CEZ | CER
E.coli 12 | 0.07 | 0.04 9.8 | 100
E.coli 21 | 0.15 | 0.15 | 100 100
E.coli 106 | 0.01 | 0.05 29.2 | 100
Citrobacter 40 0.04 0.02 32.7 100
Citrobacter 95 | 0.32 | 0.54 | 236 | 100
Klebsiella 34 | 0.14 | 0.24 | 65.5 | 100
Klebsiella 38 | 0.22 | 0.21 | 119 100
Klebgiella 43 | 0.04 | 0.02 | 36.3 | 100
P.morganii 120 | 0.08 | 0.05 | 248 100

& NIEMMRIIRIFTH 729 CEZ, CFX L % dH
RTho1,

2) E. coli Wife (Table3)

E. coli No.12, E. coli No.121, E. coli HIl54¥k%
Rgeme Lo d3nB Mm% Table3 iziL 7z, E. coli
No. 128k Tl A RWi s, /R E b CS-11700i4
MMRIZCFXE DT nTvrirza, CEZEN%- T
72. CEZ hi Efit ¥ T 2 E. coli No.121% Ti2 CS
-1170 n#h#iz CEZ, CFX £ W+ ¢nTvwr:, CEZ& %

Table 2 Protecting effect for expefimental Staphylococcus aureus infection in mice

MIC
Challenge LDso 5% | EDso
* Organism Drug dose . ( ug/ml)
(cells/mouse)| (cells/mouse )| Mucin 0 | 10 (mg/mouse)
CS-1170 + 3.13 1.56 0.69
CFX + 3.13 3.13 0.50
S.aureus No.l3 3x10* 4.5x10'
CEZ + 0.78 0.39 0.16
ABPC + 100 1.56 3.93
Mice : ICR 4W % 19t1g
Infection ! i.p. challenge
Administration : s.c. 1h after infection
Table 3 Protecting effects for experimental E.coli infection in mice
Challenge MLD or 5% MIcC EDso
Organisms Drug dose LDeo ) (ug/ml)
(cells/mouse) | (cells/mouse)| Mucin 10* 10 (mg/mouse)
CS-1170 . 1.56 1.56 5.7
1.7X107
CFX 5.3x10° - 6.25 6.25 8.0
(LDso)
. CEZ - 3.13 0.78 3.6
E.coli No.12
CS-1170 1.56 1.56 5.7
1.4x10*
CFX 1.1x10* + 6.25 6.25 8.6
(LDso)
CEZ 3.13 0.78 1.5
CS-1170 6.25 3.13 0.99
’ S 3.6%10*
E.coli No.121 CFX 6.6x10° + 25 12.5 6.3
(MLD)
CEZ 100 25 2.5
CS-1170 50 50 220
2X10°
CFX 1.7X10° - 100 50 5.0
(MLD)
CEZ 400 100 >20
E.coli HI54
CS-1170 50 50 1.56
2X10"
CFX 8.3%x107 + 100 50 3.13
(MLD)
CEZ o . 400 100 220

Mice : ICR 4W 3 19t1g

Infection

p. challenge

Administration . s.c. 1h after infection
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WK TH S E coli HISAMTIZ, I REENHAE,
CS-11700 EDywoflin » & 4 /N& (, ikm iz CEZ,
CFX:u¥+<¢hnTwe,

3) Proteus mirabilis By (Table 4 )

Proteus mirabilis No. 10% & BT CS-1170, CFX,
CEZ Tit# L 7: iM% Tabled j= R L 72,

ARMRRE RT3 WA EDwfilliz & b
IZK& (R, CS-1170 T2 k< &M T11.0mg/mouse
/N T1320.62mg/mouse Ti2i3 CFX & (648K o i M
HMETL, CEZizlt~%E-» T2,

4) Serratia marcescens M4y (Table5 )

Serratia marcescens No. 2, Servatia marcescens No.
8 M & MINIK & L T CS-1170, CFX TWIRNK 5 Tk
L7-E#M% Table5izgiL 72,

CS-1170 » EDyofiliz 2 itk & & CFX £ N/ & (, i
MHBRIITCNT 1, )

7. TIOARBARR

CS-1170% =7 2iz25mg/kg, R TF{/EGL 122 2N E

150

100

50

Fig.29 Tissue levels of CS§~1170 in mice
ug/g or ml

-

—

ICR,5W, § 25¢

25mg/kg

s.C.

Liver oo
Kidney o—e
Serum O=—=—0
Lung S
Spleen p———a

15 30 60 90
RENREORME Fig. 29i2mL 72, Time (min.)
Table 4 Protecting effect for experimental Proteus mirabilis infection in mice
- ) T MIC
Challenge LDyo 59 EDso
Organism Drug dose ) (ug/ml)
(cells/mouse)j(cells/mouse) Mucin 10% 10 (mg/mouse )
CS-1170 - 100 25 11.0
CFX 1.2X10° 3.6Xx10% - 50 25 12.6
CEZ - 25 6.25 6.8
P.mirabilis No.10
CS-1170 + 100 25 0.62
CFX 9.0X10* 5.8X10° 50 25 0.42
CEZ + 25 6.25 0.23
Mice : ICR 4W 3 19+1g
Infection : 'i.d. challenge
Administration ¢ s.c. 1h after infection
Table 5 Protecting effect of experimental Sermtia marcescens infection in mice
- MIC
Challenge MLD 5% EDso
Organisms Drug dose ) (ug/ml)
(cells/mouse)|{ (cells/mouse) Mucin 10* 10* (mg/mouse )
CS$-1170 + 100 50 0.787
S.marcescens No.2 1.2x10* 1.1X10*
CFX + 100 100 1.575
CS-1170 + 200 12.5 =0.078
S.marcescens No.8 1.9x10° 1.3X10°
CFX + 100 25 0.496
Mice : ddN, 5W .8 19tlg
Infection © i.p. challenge

Administration  i.v.

1 h after infection
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BEI5%RICBVT, FiREH® < 90ug/ml, K TR
35.0ug/ml, mi¥28.2ug/ml, it 4 ug/ml, i 3 ug/mi
IHTEMEEIZ L CBATL, 60T, K, W, Mk
MBI 5 ug/ml TH - 72,

o, L o

CS-1170i3 Cefoxitin & [@ 5% cephamycin R i 4 H 'K
ZBL, 77 LRBME, 77 4BERICLEDT, &<
EENRELORML Y, RN 7 7o) L RH
EWHRIZER TH 2 indole (+) Proteus (Proteus vul-
ganis, Proteus morganii, Proteus retigeri, Proteus in-
constans ) 5 L U Servatia i LHEH AL, b+
TARK)HED) TN TNBR LHMBTE,

¥ 72 E, coli, Klebsiella, Citrobacter 7t ¥ # 518728
-lactamase =Xt L T CS-117013 RE Th » 7=, ZNiIB
-lactam B 7 {i7i- methoxy ¥ % H ¥ 2 ik F N
NIz & E 2 b, CS-11701k CFX & [E#tiz CET, CEZ
#ETH 2 E coli, Klebsiella |- LHBEER R 72,
LA L CFX #fEkizrt L T2 CS-1170 L #ttE T, X
s RBHLNL,

77 LESHEBRIC 3 L Ti3 Staphylococcus aureus, Sta-
phylococcus epidermidis, Staphylococcus‘ pyogenes, Co-
rynebacterium diphtheriae |- >\ TigET L 72 4%, CS-1170
13 CEZ, CET, CER t #t~#i#Hi1255¢, CFX £ 0z
TN EBRTh -7z, $72, 7TV IBERMT T LK
M43 TH 5 Pseudomonas aeruginosa, Pseudomonas
fluorescens, Pseudomonas wmaltophilia, Pseudomonas
cepacia, Achromobacter xylosoxidans, Acinetobacter
calcoaceticus %c Y I3t L TIZCFX B L UKD+ 7 7
o R Kl LRIk, BHTH- T,

27 ZERRRILTORMIL in vitro TN MIC i
3T HEBEL, Staphylococcus aureus, Proteus mira -
bilis, E. coli B3 CS-11700 it #exh %13 CFX & [l#2
ErbTricTinTnwizs, CEZL NV $B 2B TH-
72, CEZ nEh B A4 ¢ T 72Dz CS-1170, CFX & it
N, HOZEERNBREES L2522 L EOPBRITOR
i irZEzbLbnd, L L CEZRtEE R (£
coli) Tix CS-L1T0N EWMMRIZCEZ L N T T
A

27 ADORBENIH T2 CS-117012 FFiREH & <, B
ittt RF T3 vt EZ L b,

L, CS-11700 in vitro, in vivo NMEEEIRET N
#R, p-lactamase IKRETHHI L h b, KD L7

TOZAR)C RICHEOMIZ LA TH L LAHILE
h, BETOHEDEHLINRSNIBWRTHIEEZLN
5,

3 '

cephamycin # i 4: ¥ CS-11700 in vitro, in vivo §i
WIEREMAE L 2MR, 75 LMEN, 75 LBEND
ARHICHMNERL, RKNET7 7o 2R - HIZK
SUEDFh » 224 > F— ¥ Proteus ( Proteus
vuigaris, .Proteus morganis, Proteus retigeri, Proteus
tnconstans ), Servatia (= LM N2 F L T 72, E. coli,
Citrobacter, Klebsiella 7p /> 187: g-lactamase |2 X‘J‘ LT
CS-1170i13fthn 7 7 v 2K ~ # & ) L &E T, CET,
CER #tt¢ 7 E. cols, Klebstella \= LM iz + ¢ T
2 2L, 77 LBz OWTIERDET7 7O R
B oRE N, ENIRBEC, 227 7EERRS
7 LBEREICII LT 7R AR R ERM, KHTH
2712, B ENEMIZ 20T, RHRNCFX L KT 5L,
B-lactamase (= & 5 KEM TIZFEIRETH - 1205, k8B
DOWHEICITT BB IZ DV T3 CS-11700013 5 »¢
b¥rizt ntn,

In vivo T3 Staphylococcus aureus, Proteus mira-
bilis, E. coli ®y:T CS-11700 it Hzh %2 CFX L &
Ehb¥Triztcntuwizd, CEZLY% 5Tz, L
7L, CEZ fittE E. coli i Tz CEZ Iz~ T ¢t
G RERL 2,

X (13
1) NAKAO, H. ; H. YANAGISAWA, B. SHIMIzU, M.
KANEKO, M. NAGANO & S. SUGAWARA : A new
semisynthetic 7a-methoxycephalosporin, CS-1170
78-[((cyanomethyl) thio) acetamido] -7«
-methoxy-3-[ ( (1-methyl-1H-tetrazol-5-yl) thio)
“methyl] -3-cephem-4-carboxylic acid J. Antibio-
tics 29 : 554 ~558, 1976
2) HEBETF, MIER 2FEF,. it BWR, 2K
EE w7724 RLH % % Cefoxitin &
770 AR R EENERFE. Chemo-
therapy 26 (S-1) : 26~40, 1978
3) MICMEZHS R/ RFEMLAE (MIC) flE
#&ETIZ 2 v T, Chemotherapy 22 : 1126 ~1128,
1974
4) ONISHL, H. R. ; D. R. DAOUST, S. B. ZIMMERMAN,
D. HENDLIN & E. O. STAPLEY ; Cefoxitin, a semis-
ynthetic cephamycin antibiotic : Resistance to g
-lactamase inactivation. Antimicr. Agents & Che-
moth. 5 : 3848, 1974
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BACTERIOLOGICAL EVALUATION OF A NEW CEPHAMYCIN
SUBSTANCE CS-1170
COMPARISON WITH ANTIBACTERIAL ACTION OF
CEPHALOSPORINS AND CEFOXITIN

SacHIKO Goto, MasaTosil OGAWA, AKIYosHl Tsujl,
Yasuko KANEKO and SHOGO KUWAHARA
Department of Microbiology, School of Medicine, Toho University

Antibacterial actions have been investigated in vitro and in vivo with a cephamycin antibiotic,
CS-1170. As the results, the drug had antibacterial action against various species of Gram-positive and
Gram-negative bacteria, besides against indole positive Proteus (Proteus vulgaris, Proteus morganii, Pro-
teus retigeri and Proteus inconstans) and Serratia to which the existing cephalosporins had only a weak
sensitivity. CS-1170 was more stable than other cephalosporins to g-lactamase produced by E. coli,
Citrobacter and Klebstella, and its antibacterial activity was superior to cephalothin (CET)-and cephaloridine
(CER)-resistant E. coli and Klebsiella. To the contrary, antibacterial activity of CS-1170 was weaker than
existing cephalosporins against Gram-positive bacteria, and the drug was ineffective similarly to cephalo-
sporins against non glucose fermentative Gram-negative bacilli. From the above results, in comparison with
analogous cefoxitin (CFX), CS-1170 was similarly stable to g8-lactamase, while it showed slightly stronger
antibacterial activity than CFX against most of bacteria species.

In vivo experiment demonstrated that the therapeutic effect of CS-1170 was similar or slightly
superior to CFX in the infections due to Staphylococcus aureus, Proteus mirabilis and E. coli, while it
was inferior to CEZ. And yet, the therapeutic effect of CS-1170 was superior to that of CEZ in the
infections due to CEZ resistant E. coli.



