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7 400 100 6.25 <3.13 7 400 100 25 25
8 +400 800 100 S0 8 1600 1600< 12.5 6.26
9 400 200 6.25 <3.13 9 1600 1600< 400 400
10 400 400 50 50 (MIC ug/ml)
11 800 1600 400 400

(MIC pg/ml)



226

CHEMOTHERAPY

OCT. 1978

o MIC 23.13ug/ml AT oM S <, CFX &N LED
BEFHERT AT,

2454z Tableld iR+ & 512 CER 27202 CEZ
MIC 2100ug/ml &> 9 #6.25u8/ml LLT 7 MIC % 77
THAH T e CS-11T0 12 E O TT R LR
LT3,

I, BE & Uitk
EXOFMED S B IHELEEEREE | Pz 20 TE

Table 15 Serum level and urinary excretion of
CS-1170 (1.0g drip infusion) in patient
with external bile drainage
(cholecystostomy)

Subject : I.I female 78y
Infusion : 1 hour
Serum level

Standard | 30m. 1 2 4 6h
Serum 78.0 | 84.0 | 44.0 | 14.0 1

(ug/ml)
Buffer 57.0 | 63.0 | 28.0 9.2 2

Urinary excretion

0~2 2~4 4~6h | Total
Concentration
13.7 15.1 5.9
(mg/ml)
Vol f uri
olume of urine 30 23 2% 79
(ml)
Amount of CS— 410 348 152 910
1170 excreted (mg)[ (41.0%) | (34.8% )| (15.2%) | (91.0%)

Fig. 8 Serum level and biliary excretion of CS-1170
(1.0g, drip infusion) in patient with external
bile drainage (cholecystostomy)

- pg/ml Serum o—o (serum stand)
%0 0—-—0 (buffer » )
Bile o—e
801
=
2 70}
E ol A
s 601 ( \ Test organism :
s \ M. luteus ATCC 9341
8 soLI )
i
: 40 I \ ‘“‘g w
o =
5 aoff & 7, {300 &
5 / 2% ~
20 7, 4200
@ 7/ t;///, §
10 % \%&/// {100 3
A “<
0 //////’//4 // ///
1 2 3 4 5 6

(hours)

¥ 1g & ERMAEA200m [z @M L 1M TAWE
ALMPiRE, Repo, BhinELMEL 22,

B REHharitz M— Bz v TCEZ & leaemds L
7.tk HF iR KM SE iE13 paper disk method T test
organism (3 Micrococcus luteus ATCC 9341 ik g
MIER 1212 M H)R (Monitrol-1) & 1/15M PBS
(pH=7.0) ¥ 1,

mAh iR AL B 220, RPiRE, BithR
EilEiz, PBS SRdiMmE A1,

1) nPRE

meimmi: Table15, Fig. 8 2R+ & 5 - AT
DIBMiEH L - & LMl RERTI384ug/mi,
buffer &R Ti263ug/ml T, ENWMME L LIZEA
IoaL, 6BEMikTIZENENS. 1ug/ml, 5. 24g/ml
EERIZETL TS,

2) Rt

Rep itz Table 15127+ & 912 6 Wl £ THEIN
FI9% L METH- /2,

3) MEitchit

CS-11704z 35\ T MG 16, Al-P 22.8(KA i£),GOT 67
IU, GPT 421U, CEZ i MG6 |, Al-P5.91 (KA i),
GOT 171U, GPT 71U "N MEMEEZMOBEIZ K53
nrzhs, Btz PRI, 132012 20
Mﬁflﬁf)‘b 2 & LBV h, CS-1170Ti326.6ug/ml 21K
<#~-17, CEZ r 1t ¥ 5 & Table16, Fig.9izRw¥ &
Sz iREE: CS-1170 T2 6 B¢ M 3 TI20.11% T
EFmC, FomitbEry, CEZ90.035% L) ¥ ¢
ngwiz,;

Fig. 9 Biliary excretion of CS-1170 and CEZ in
patient with external bile drainage
(cholecystostomy). e
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Table 16 Biliary excretion of CS-1170 and CEZ

Urinary excretion of CS-1170 and

1.0g Drip infusion, 78y. female CEZ (0~6hr.)
~ 3 1~2[2~3|3~4|4~5]|5~6h| Total Excreted
Volume of| Conc. amouht
{Concent- fls;; 0.0 | 66| 66| 37| 1.6 urine(ml) | (mg/ml) (mg)
ration - ) CS- 79 s 910,
(ug/ml) | CEZ | 0.0 1.4) 4.6| 5.2 2.6 | 2.2 1170 ' (91.09)
7 870.
i cs- 1101.7 CEZ 300 2.9 ,
§ .0 |349.8 | 330.0 | 240. . .
iExcreted | o0 | 0.0 0|240.0 | 91.2 | 90.2 (0.11%) (87.0%)
jamount
(ug) CEZ | 0.0 | 16.3| 82.8|104.0 | 9.2 | 52.8 352.1
p‘ . . . . . . (0.035%)
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Uik E, Amek, CRP a7 & CERKRIIE %,
FBHRAEOMNRIIFICHEL 2. REBEETIR
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btz BRREVERDRIED 2 KEREFIITIED BT
ThEMNEERIEL H ), —HREL TR TEHOKS
Lo TLTRETIT~IBCHRMAOTE, R
PLUCERTH- 7, BERFOME (2 Klebsiella 1 H,
Haemophilus influenzae 1%, Haemophilus parain-
fluenzae 3 #), Normal flora 2 #1 T, % < i3 CEZ mndisk
TREE(H~H) DL D TH- 72, MEFENZHRITEY
k40, BER2H, THIFITH -7, BEERPET
BARDTXTHEERENZ R BRI TH » 72, Bitho#
W13, Enterobacter cloacae 1%, Klebsiella 1%, RRit
BRLBTFTHANLNH 28 TH 5, HEFHZHRIIT
RO2FERETELH, BRI THXBIILh -
e L LBEMREALL 2203 LICIEBREIZS
HL2zENS foBlTH), TEN1HIZ, CS-11700

MIC 800ug/ml o> Enterobacter cloacae ) tE 8 T 3 -
7z PREGREULEE 2 G TIIRREREVIC IS AR 1 B, &3 1)
Tho72, RPMFEIZ28 LY E coli T CEZ 7043
CS-1170I2BERN L VWH T H - 27¢, 1 5= Pseudo-
monas DB & A7z, BBHREYIZ L W TRLHA L 72181
BB NEEFNII TSN B F Thatt i, WRBHEBEHER
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LA E CS-1170 % 4% 5 L 7: 1365 B sk BR AR 6 A %0 12 1191,
&R 2B THIM R RIZEIN K 5 B, R 40,
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BERNMETHEHILOL 2% - TE 7, CS-1170i2
cephalosporin C R 2 (3R R4 2 FHRMEWR TS
-lactamase |2 X L CHWIBRME L FTH & 8L A
IK3NThw3, bhbhnEBRTL CER 27213 CEZ
MIC 225ug/ml, %z MIC 100xg/ml LI ko> E. coli,
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LABORATORY AND CLINICAL STUDIES OF CS-1170

KeincHt Hakagawa, KENTARO WATANABE, NORIO KIHARA,
Tatsuo Suzuki, Masaru Kovama and SHiNj1 MoTojiMA
Department of Internal Medicine, Tbk&p Kyosai Hospital
MiTsunIRO YOKOZAWA
Laboratory Department, Tokyo Kyosai Hospital

1) Antibacterial activity of CS-1170 was stronger than that of cefoxitin (CFX) and cefazolin (CEZ)
against E. coli, Klebsiella and Citrobacter freundii. CS-1170 was equally effective to CFX and more
effective than CEZ against Servatia marcescens and Proteus ‘wmorganii. Proteus mirabilis was susceptible
to all three of the drugs tested, whereas Enterobacter cloacae was mostly resistant to these drugs.
Antibacterial activity of CS-1170 was slightly weaker than that of CFX against Proteus rettgeri and
Proteus inconstans B, while it was stronger than that of CEZ. Strains resistant or nearly resistant to
"CER and CEZ (MIC: 25 ug/ml or more) showed mostly stronger sensitivty to CS-1170, and CS-1170 was
found to be superior to CFX in MIC against these strains.

2) Blood concentration of CS-1170 was higher when diluted with serum than with buffer solution
and its urinary recovery rate was high. .

3) CS-1170 was excreted more rapidly into bile than CEZ, besides the drug showed higher biliary
concentration than CEZ. '

4) CS-1170 was administered clinically in 7 cases of respiratory tract infection, 4 cases of bile duct
infection and 2 cases of urinary tract infection, and the results obtained were good clinical response
in 11 cases and no response in 2 cases. From bacteriological viewpoint, pathogens were eradicated in
5 cases, microbes were substituted in 4 cases, no change was caused in 1 case, and the result was
undetermined in 3 cases.

5) No side effect was observed in any case treated by CS-1170. Hematological and hematochemical
‘afialyses did not show any change which would have been attributed to CS-1170.

From the results mentioned above, CS-1170 may be considered to be a clinically useful antibiotic of
cephamycin group.



