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CS-1170 2 B+ 2 XmeaY - ERAREIFFI

K BECRR - AEE#NCF
KRR FEREAENEHE

i L ®»

CS-117012 & ¥5 TM 8 2 1 7: cephamycin & % W K
T B-lactamase |2 #t L, MVIERMER T I Z LAHR
THEMEWMRTH 2",

BT, &Kz 2w Tk - - 580, MRMFREME
T3,

I. ® N

1) MeE

Bk 5y ME E. coli 46%k, Klebsiella 48%|=> T CS
“11700 B/ REBEIL i (MIC) % B R{LERLF L
Wi, FRAEREIZLDMEET L1,

AR (#10°/ml) & L F100EARM (#10°/ml)
OMIC £ 1 beMEL 72,

%}, [IE%Ic Cefazolin (CEZ) o MIC # » ¢ HIE
L, R¥OHES & L7z,

2) MERR

CS-11700 E. coli i=xt+ 2 it f1i2, Table 1 277w+
& 5 1210° HHENPA L, 10° EHEOBAIZEL TMIC
121 ~2BRET Ch T,

WTFNDFEED, 13 A EDOKIZ6.3ug/mILL TR

MIC % 7: L, Cefazolin T10* MRS ALN T HE
[ 5158 oYY (RS N AN

Cefazolin » MIC 4 10* #NBA(2, TNIILALIL
6.3ug/ml LI T MIC £7:L 72 (Tablel),

CS-11700 Klebsiella 48%i- 344 > M2 LR 120
#»¢Table2 TH 5,

SO E coli & LREIL 10° HHENBAIL
10° L TMIC 2 1 ~2RRBsT C T 1z,

10° B4 12 MIC (2254g/ml £ 91.6ug/mli=5
5L, 10° HHE T2, 1 R £K&VT73.2ug/ml 1) 0.8ug/ml
oMIC £3L 17,

Z 1z 14 L T Cefazolin /i #(3110* ¥4 T3, MIC
T>100ug/ml & D3.2ug/ml FLCAHL, )it
WaEH LN,

L# L, 10° T2 MIC 12.54g/ml & 1) 1.6ug/ml
129 L Tz,

Pk, E. coli, Klebsiella i=34¥ 2 XM M NIz H
2N EVEMETRL, EICEMBEREVZH LN LD

PR AN

Table 1 Susceptibility of E.coli to CS-1170 and CEZ
Drug  [™%lm 5100 | 100 | 50 | 25 |12.5| 63 [ 3.2 | 16 | 08 |04 | 02] 01 [0.05
10* 1 1 7 | 28 | 9
CS-1170
10° 1 4 24 | 17
00 | 1 1 6 2 4 0| 9 [ u 2
CEZ
10¢ 2 7 6 | 19 | 2
Table 2 Susceptibility of Klesiella to CS-1170 and CEZ
Drug  |Moculuml >100 | 100 | 50 | 25 | 12.5| 6.3 | 3.2 | 1.6 | 0.8 | 0.4 | 0.2 | 0.1 | 0.05.
10° 2 3 13 | 21 | 9
CS-1170
10° 1 3 | 24 | 20
0 | 5 4 1 | s 6 0 | 4
CEZ
10° 4 5 15 | 24

*MIC : ug/ml
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I % WY, ¥ it

1) CS-1170tHRENE &

RWE Micrococcus luteus ATCC 9341 2 v 7: /8
Ny TEERC,

Microcaccus lutews % H1 74 3> (pH7.0) iz 37C
TGRS, EIWAE HI MK (KM )iz 1%m2,
£010ml £~ b+ ) ICNRCPERL L, %~ 7RI & DM
gL,

CS-11700 1R M (3, 1 = il B B SE @ 72 9512 12 Con-
sera ¥ Al\», 100ug/ml & V) 52 KK T0.2ug/ml 3 T
DRELFAMNL, RPBERE D 72051213, pHT . 0 He 4R
% Y, EOIRBEERRE + MY, HEmph R % (ERK L
AN

RiKZE A 7RIZIRmM, KEC 2 MK R, 37CT
198BS 0E, HEL L.

miKizENF £, KRIZ201E, 506&, 100EHRNOMKE
Bwri:,

2) BHRNRE L URMEE

RS A 35 (SEM30%, 30k, 36ik, tkE70kg, 66
kg, "56kg) 1= CS-1170 0.5g% 7 I ~7#%20ml 1= &M L,

S5AMFTImEABEL, 1AMKIZ1.0g% R 1 BT
L, oo, RPBREZMEL 2,

mepiRER, $e514305, 1 BER, 2 BERA, 4 6500, 6 8%
IOV T, RIS, 0 ~ 2 8%, 2 ~ 4 5%, 4 ~

6 BRNRIKIZOWTRIEL 72,

B, RPEREL, MERMLICREEHHER
), FENRBBES L 6 B3 CORDHEMR £ B
L, 5@+ 2 @UEELHEL 72,

% b, B89 ki T Ceftezole (CTZ), Cefoxitin
(CFX), Cefazolin 1 g ##:8 ) 1 o il BE, FRep il % 5

—ANEZDOWTRIZEL, TORMKENKEL 2,

3) EBRRK

i) mimmE

CS-1170 0.5¢ #¢ K> P il EEI3 Fig. 1 ioR$ =&
(ThHh-72,

THi230530ug/ml, 1B$MI18ug/mi, 2 B¥MI8.2ug/
ml, 48%f2.0ug/ml, 6 B5[H10.64ug/ml, MHi330522
ug/ml, 1 8% B12.54g/ml, 2 8% [56.3ug/ml, 4 BF [
1.4ug/ml, 6 BRBIE T % ¥, FATI23052248/ml, 1
BEM11xg/ml, 2 B¥PI5.2ug/ml, 4 BEMEI2.0xg/ml, 6B
0.58ug/ml TH - 72,

CS-1170 1g#iErs MM} Fig 21073 2k <
THY, ZOREMIZ TH TI3305706g/ml, 1 E£RI36
ug/ml, - 2 B¢f15ug/ml, 4 B¥RIS5.2ug/ml, 6 BERIL1.7
ug/ml, MBT1330960ug/ml, 1Bf130ug/ml, 2 B
10.0ug/ml, 4 B$R3.8ug/ml, 6B%M11.7ug/ml, FHIT

Serum concentration (ug/ml)

Serum concentration (ug/ml)

Fig. 1 Serum concentration (CS-1170)
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Fig. 3 Serum concentration (cross over)
M (pH 7.0PBS) F (pH 7.0 PBS)
o----—0 CEZ o-----0 CEZ
+ o—a CTZ - o—a CTZ
o—— CFX oo CFX
X x CS-1170 Xemm—x C§-1170
S50F X 50+

1g i.v.

301

Serum concentration (ug/ml)

10F
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Table 3 Urinary recovery (0~6h)
cross over 1g i.v.
CFX CTZ CEZ CS-1170
72.8% 53.5% 68.0% 118.7%
F 66.6 % 71.9% 74.4% 110.2%

Ceftezole, Cefoxitin, Cefazolin * ##) % cross over
2T lgMaEsnnbiRELMEL, ik pH7.08%
EEBEHR L AVWIBANRIEE % X2l Fig.3T
HY, MBI, FHlELIzEBnmPiREIR, ZnKRHFIC
BwTii, o 3 &l kX THWEIB LN,

i) RepHEt

nhiRENEEREN I MBIl FHln 2 FlizH>n
T, RepHrit2MEL, 6B E ToORPEINEL KT
L7,

ZNDR#I3 Table3 izt TH ), CS-117012
o Rz L T, RPHitts S erBH LN,

m. B K B &

Table 4 |2R$ T & <, EREMETELAB R 1 H, 1%
WL 16, SHEEEER 16, BREMEBERL 16,
sHaBlizERL 7,

FREREIMEEE CHRENE SR, 102~
3g, 182~3[, oz 1@m1g 1820, »wFh
LS T 1R ~ 1 BeRE S T TREL 2,

1g i.v.

30

Serum concentration (ug/ml)

¥5 %26 ~16BThH~1,

M 1 OF [ MEECHRMIE, M EREEC,
1 ¥k + 3 T Staphylococcus epidermidis % Wit L I-A TR
stk L BRI OEHLTEL,

AMOREE T 5 MIC (212.54g/ml THN, 168
3g, 182/, 48M, 102g, 1H3E, 2HRES
IZTTHEY, b L) BREiee ¥, mBprHEL
JAIN

2126 TSN REIZ TAKR. RREZ TRE,
hiR%Z%, ¥¥1E1g, 18260KS2TL- 12,

RBNIO . BORRNFITUZ Uh o 120, KRGS
& ) FT#, CRP o, [ 2k 8% o 37 (13,000—6,100),
RENKELESD, BERTHOIRBZETIIHBETH
212,

HWEEOMEIITL R Ld o 72h, BERSOHIZHEHLH
Thot,

GERIINEBREOBEROATHLN, RP L E
coli, Klebsiella ¥#10° LL LIz ML, MR 280, RAMH
ZoHsnir,

A, 1@1g, 18 2EESIZT, Wikk, RROH
%k, THYALN, ARHEHEL 2.

M4 ERBERILZLREEERRNEAT, R
%, FHEBMMEEHRE L TAK, xHFESC LY, A8
R, TH, BRERNKELZ, BEROICHDEH
EL 7.
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. Table ¢ Results with CS-1170 treatment
A(;:se Complication | Organisms | Daily dose| Duration | Clinical | Bacterio- Side
Sex Diagnosis U.nderlylng isolated (g)Xtimes | (days) effect logical effect
Body wt./| - disease Route effect
No.1 )
50y. Subacute Valve Staph. 3.0%2 4d.i.
Male bacterial ) . Poor No change (=)
55ak endocarditis | rePlacement | epidermidis 2.0X3 2d.i.
g
No.2
39y. Acute Urolith ) , (=)
rolithiasi ? 1.0X2 16 d.i. ' ? -
Mlkle pyelonephritis| . ! Good
55kg
No.3
5dy. Chronic Shy-Drazer | Klebasiella 1.ox2 54 Good Erad 4 (=)
s . 15 d.i. icat -
Female cyatitis syndrome >10 ' o0 racdicate
40kg E.coli >10®
2{:'4 Acute
Mole peritonitis (=) ? 1.0x2 | 9d.i. | Good ? (=)
46kg (Localized)
Table 5 Laboratory tests before and after CS-1170 therapy
Hb. Ht. RBC WBC GOT GPT Al-p BUN 5‘9:?“‘
. nil
0, . L] 3 .
Case (g/d1) (%) (X10%me®) | ( /om®) (u) (u) (ku'l),, (mg/d1) (mg/dl)
B A B A B A B A B A B A B A B A B A
No.1 10.3(11.6/38.0(34.0( 373 | 383 | 9800(16000| 40 41 26 18 7.1/5.8 |16.0[15.0( 1.2 | 1.1
No.2 14.7 113.3 (43.0|37.0 | 449 | 408 [13000| 6200| 49 24 45 26 |10.0( 8.5 |15.0|10.0] 1.8 | 1.1
No.3 12.3]12.3 375 | 389 | 5900{ 4500| 23 17 15 15 5.5(5.2 {25.0({14.0| 0.5 | 0.5
No.4 15.5|12.7 |45.0 |38.0 | 456 | 375 [13600(12500| 19 20 10 10 6.417.9 |21.0/14.0| 1.4} 1.2

hb4MizoWThEAR, F#iER®E (GOT,
GPT, Al-p), B#&#tmzEx (BUN, Creatinine) {ZDw
THEN, TVAX—ERNOFEEIZOVTHEL 274 &
CRIEA:BbNE LI B D LN H 1 (Table
5)

v. % ®

AH3, BEXRE % 20 f-lactamase EEEI XL
T, B E D %> cephamycin RIEWR T, HEK
) cephalosporin #| ¢ #& %) T &% - 7z indole K 1 Pro-
teus, Servatia |~LHE N 2 HFOILHTHEINTV S,

#2501 H R LFMEFLTHEEITR2ICENT, &
Kizp T a8E» T b, 2ERERBEORMAI TS
nrz?,

#05 b, E coli, Klebsiella =Lk, i h##H~>
ZEHRENLA, FORMIIELL Lo E, 12T
B MH T & N, Cefazolin & l# L ¢, Cefazolin fif
MBI L CORENERL - aEREN S,

#1234 Cefazolin i KRB DB HHMINMGIEIC &
BV xiz, AEDBNHENIL, TORHHEEDLNS,

AHIDORUL, DOV TEALBMRTIE, DiME
1205 BEICHLT1gMBERNREIZEC, dose
response A3 LN 7z,

Z DB % tE R ) cephalosporin K & # T 2 720H12
cross over |- T, Ceftezole, Cefoxitin, Cefazolin ol
EE LKL TAL,

Thbb, IhbNXEKIL, NREHELOESEIH,
LNDOENBBNT, MFIZHITE7)—DiREE K
THEKRTPHT. 0N HEREMLIZEN L L THE%
Bl AL,

ZOBTIE, FEROLPIREI MO IFNICHL T,
HEEZTLAY, T L NRKEKRTITE, T8
Thbd,

g% ZEkm e L7og4A1d, Cefazolin £ W& T3
I EH LEREERIITHESIN TV 29, wiFho
EARRREERY Lo d, SHRORFAREN1HLF
25,

R~k £<, HELNRKTI, 100%% = 2
TWaBD, ZHIZRFIRENB2HIZ, ROFREK
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WS, Lzt THIERBEL TR LN LEHLD,

ERARALARIZ, TR AREN 1 FIZMAL,
EWRhTH 12,

B2 RE W0 Staphylococcus epidermidis |Z ¥+ %
MIC #¢12.5ug/ml & Bh - 72 2 & 2, MRIDIRE & ¥ 2
2wy,

REBRIEFEN 2HIz>WTR, TR LEHTH), R
RAEDORETE 2 1 FITIE WL 2 BH1,

WRBRILIc & SIRBEMMAENIERNIZ, REMEHIMR
WTELhor2h, FENERIZE DEBRARNSE L
B, AREUEENLZLNTHE,

UE4ERIzML T, TLvAX—tEERIZEHT,
F7:, WEARIKIC BT mMAR R, RMERET
i1, MCELzBO LS,

BIfEBRREBH N »12h, b, SO R L
BErta,

V., % & )}

CS-L70I 2\ THRE £ 4T % » 12 RER, LAT DM
Bons,

1) HEH

CS-1170i2 E. coli, Klebstella \=*x+% % MIC £l ~7:

OCT. 1978
P, T ennimaEail, &<z Cefazolin $HE%KIC
MLTLAMDERL I,
2) BUR, #ilt

CS-1170%0.58, 1.08 MIkMIRE 2174, RHikK
T dose response ¥ 57z,

R & Y LIS 6 MM E TTHINH%TH 12,

3) HEEAR

B LI e 1 Y, IRISARUEE 21, BUR1E

s 1 AizERL, 3P ABHTH-T,

.IHIFm‘i ubf‘ﬂ'ﬂ f_'e

X [ ]
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BASIC AND CLINICAL STUDIES ON CS-1170

KinAcHIRO SHiMIzU and TEePPEI KUMADA
Department of Internal Medicine, Tokyo Women’s Medical College

Studies were made of CS-1170 to obtain results as summarized below:

1. Antibacterial activity

The MICs of CS-1170 on E. coli and Klebsiella were measured with the results that the agent
showed a potent antibacterial activity against them, especially strains resistant to cefazolin.

2. Absorption and excretion

CS-1170 was administered intravenously in doses of 0.5g and 1.0g to show dose responses in the
blood level. The urinary recovery amounted almost to 100% in 6 hours.

3. Clinical trial

CS-1170 was administered to one patient with subacute bacterial endocarditis, two patients with
urinary tract infection and one patient with localized peritonitis to prove effective in 3 cases.

No side effects were observed.



