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CS-1170 7> XREHY - ERFRAYIRAS
BEARIR— TR ¥ BB
FLOREE Kb A2 i R B R 2
I.ik L ®» (< BN EAL LN TH DAY, 25ug/ml2CS-1170&

e, 770BEENICIINMBERBRNEINL
WHIIEATED, EALIINTIHREMNOMBY &
rELVWLDOYDH D,

—7%, penicillin, cephalosporin ¥4 /W& { k8-
ML, B-lactamase EEWIZ L 2 BRENERHIKE
MBI L) 22638, CS-1170i2 f-lactamase = %} L
TH%E ¥ cephamycin LMWK T Fig. 1 o "+ &R
PHTOHRREWRTHL. XELIEMOHE S, kA
NBELXRETI L E LI, REMNRBRBREEINT S
AR ERP LT EORMEBET S,

Fig. 1 Chemical structure of CS-1170
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1) MRELUFE

LR ZRFORBRUYLEBED L ML 12 REKICH
THHEHZMEL 2, REICHL - WML E. coli,
Proteus mirabilis, Serratia marcescens Th b, 3,
—#H @ I- B v T Cefoxitin (CFX), Cephalothin
(CET) niihbMEL 72, B/ RERLLREE (MIC)
BEF MR REEN L 12,

2) M R :

E. coli 26#k iz %+ 2 5% 112 Tablel » = & ¢ CS
-1170 T 130.78ug/ml 12% (46.1%), 1.56ug/ml 5 #
(19.2%), 3.13ug/ml T3 3 #k (11.5%), 12.5ug/ml
4% (15.4%), 25ug/ml 2%k (7.7%) &%, 2100ug/
mloy MIC o #k i3 %c b - 72, CET {325ug/ml 2 10¥
(38.5%), =100ug/ml 8tk (30.8%) L &> Tw3,

—7%, CS-1170 & [{] L cephamycin RIEME TH 3
Cefoxitin (CFX) 136.25ug/ml ¥ 2100xg/ml iz t— 7
NHL2MME R, 6.2522/mliZ108k(38.5%), 2100
ug/ml Ti2 78 (26.9%) &% ->T, »w¥Fhi CS-1170
NHEHLN %> T3, Table2 iz CS-1170¢ CET o

CET o MICHRL Th -7 L Dh 2 #%A LN IS
wn Y CS-11702*CET & VM iIcEBN - REETH
R AN .

Table 3 {2 CS-1170& CFX mB-Z 4882 A2 L D
TH5H, CFX (oxtL CS-11704° L ) v 2t %R L
BRI 2HRODAT, iz CS-11700 K41 ~ 7
BEEN T2, ®ic CFX o MIC $¢2100ug/ml o 7 #
Ti3 CS-1170 MIC $90.78~12.5ug/ml & \» 5 R T
»Hotlz,

Proteus mirabilis |2 #t4 3 CS-11700 1 % H iz BIE
L 72208 & B 4% T i3 10°/ml 3% ¥ 76.25u8/ml |- 138k
(69%) e K& —7H "N, 10%/ml #HH Ti21.5648/
ml |2 128 (60%), 3.13ug/ml & & 156.25ug/ml iz & 3
t (15%) L#V#HEAN&RL7: (Tabled ), .

Serratia marcescens 20#ki= D> T A%z CS-1170 &
CFX M 2 #af L 72, 10%/ml 848 Ti3 CS-11700
MIC (212.5¢g/mlic 1 ¥ (5%), 50ug/mliz 2# (10
%), 2100ug/ml i217#(85%), CFX Ti312.5xg/ml
& U50ug/mliz& 18k (5%), 2100xg/ml (2188 (90
%) EOTNLEVCBREETS 25, 10%ml B TR
CFX 2 6~ CS-1170Ti3 B Tiz b 2 H3.13~50
ug/ml 2344 2%HA LN (Tables ),

. TRUN - Bt

1) HRBLIUFZE

REKXAKXT> T4 T724I1CCS-11702885 L Ttm
iR, R L REL 2,

CS-1170250 mg #5132 CS-1170 500mg % F 4 H %
B 2mlicig®L 7225 o 1 ml %, 500mg Bz 2 ml
¥ERICT 4 TOMBNICHSE L 72, CS-1170 500mg
BEI B AYEA20m] 12 CS-1170% 500mg &M L, i
PRI BRI EE L 72, CS-11700 iR ERIE I3 Microco-
ccus luteus ATCC 9341 2 REWM LT 2MB A » 7k
& o1z, $E#biz DST agar (Oxoid) #fFRL 7>, 1=
HET#R (2 o o BRI SE 1 13 I AR, RePiRBERISE IS 120.1
MpH 6.0 PBS H#uc THEML 72, RIEICEEL Tizm
Wik b mikic T, RIZ0.IMpH 6.0PBS |- CTHEAR
L CRIEICHEL 22,
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Table 1 Sensitivity distributions of clinically iso- Table 4 Sensitivity distributions of clinically iso-
lated E.coli to CS-1170, CFX and CET lated P.mirabilis to CS-1170
MIC 1 MIC 1)
Antibiotic (ua/ml) Total Inoculum (a/m Total
0.78(1.56|3.13|{6.25|12,5(25|50| &100 size 1.56|3.13| 6.25]12.5(25]50| 100
CS-1170 | 12 | 5 3 4 |2 26 10%/ml 13 41 2 20
CFX 1 10| 7 1 7 26 10%/ml 12 3 3 2 20
CET 1 1 |10j6| 8 26

Inoculum size : 10%/ml

Table 2 Relationship of sensitivity of clinically
isolated E.coli between CS-1170 and CET

ug/ml Inoculum size : 10%/ml
=100 6 2
50 1 2 3
25 3 3 2 2
12,50 1
&3]
(&)
6.25 1
3.13
1.56
0.78
0.78 1.56 3.136.25 12.5 25 50 2100
CS-1170 ug/ml

Table 3 Relationship of sensitivity of clinically
isolated E.coli between CS-1170 and CFX

ug/ml Inoculum size : 106/ml
=100 2 1 1 3
50
25 1
12.5¢ 6 1
g 6.25t 3 3 2 1 1
3.13f 1
1.56
0.78

0.78 1.56 3.136.25 12.5 25 502100
CS-1170 ug/ml

Table 5 Sensitivity distributions of clinically iso-
lated S.marcescens to CS-1170 and CFX
(1) Inoculum size : 10*/ml

MIC (ug/ml)

Antibiotic Total
3.13|6.25{12.5| 25 | 50 | =100

CS-1170 1 2 17 20

CFX 1 1 18 20

(2) Inoculum size : 10%/ml

MIC (xg/ml)
Antibiotic Total
3.13{6.25(12.5[ 25 | 50 | =100

CS-1170 1 2 1 1 1 14 20

CFX 2 2 16 20

2 # R

CS-1170 250mg # & & o> 1 & i BE i3 & 5305 T
18~23ug/ml, 1 B§ M) $13~11.54g/ml, 2 B§RI1%7.4
~ 6 ug/ml, 4B§M£2.6~2.4pg/ml, 6 KPR TO.4
~0ug/ml Th-12,

CS-1170 500mg # & 8§ @ 3 5E 4 13305 %32~ 38ug/
ml, 1BEM%26~27ug/ml, 2 B¥MiE15~16ug/ml, 4
BEMI# 4 ~ 5 ug/ml, 6 BEM#E 1 ~0.9ug/ml THH 12,

500mg ¥ i 8§ ) CS-11700) i+ ik BE (31557 $£66~84
ug/ml, 309 T32~42ug/ml, 1 B $£20 ~ 22ug/ml,
2 B5#%8.4~11pg/ml, 4 B§Mik4.8~6.2ug/ml, 6K
fi# 0 ug/ml T# - 7: (Table6 ), 250mg & 500mg -
dose response #¢& & L1z, % 7:500mg B TR BED
PO ISHEALRE L T, 07LBO mPRE
R L BE TR RS A RRBALNLD ST,

1 o i FE o) 3 WK 12 250mg ¥ i T1.0~1. 2K M,
500mg #5iE T1.0~1. 1850, 500mg #$iE:T1.0~1, 168
T& ", 250mg & 500mg 5 Tix P RBFMICEI3 % <,

7:500mg H 5 TR HEEMEICL DRI LH 12,

KICRP BRI DV T, 250mg BHETER 5RO
~ 2 B§M 7550~ 1100xg/ml, 2 ~ 4 Kl -340~680ug/
ml, 4~ 6B T120~210ug/ml Th > 71z,

500mg BhiE T3 5% 0 ~ 2 Rl T-700~1200ug/ml,
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2 ~ 4 B¢MT1000~1080ug/ml,
ug/mlThH-7z,

500mg Mk Ti2 8% 5 0 ~ 2 B¢ M T680~1360ug/ml,
2 ~ 4 B M T600~800ug/ml, 4 ~ 6 B§ M) T150~230
ug/ml THo1z,

4 ~ 6B¥M T140~190

5.1 6 B 2 T CS-11700) JR 4 (] 4L B {2 250mg
W5 it 756.6~65.1%, 500mg #; ik T63.4~77.9%, 500
mg MHET56.2~67.8% Th- . R L5RICL D, HDW
BREFEIC L SRV ERBIC KA L BIA LN LD

72 (Table?

)0

Table 6 Serum concentrations after administration of CS-1170

Time after administration (hour) TY
Volunteer Dose
X % 1 2 4 6 (hour)
250mg IM* / 23 13 7.4 2.6 0.4 1.0
I.1 500mg IM / 32 26 15 5 . 1 1.1
500mg IV** 84 42 22 11 6.2 N.D*** 1.1
250mg IM / 18 11.5 6 2.4 N.D 1.2
S.N 500mg IM / 38 27 16 4 0.9 1.0
500mg IV 66 32 20 8.4 4.8 N.D 1.0
Annotations : * Intramuscular administration " ‘
** Intravenous administration
s*sNot detectable
Table 7 Urinary excretions after administration of CS-1170
Volunteer Dose Obtained specimens ‘Urinary
0—2"* 2—-4" 4—-6"° recovery(%)
Urinary concentration (ug/ml) 1100 680 210
250mg IM* | Urine volume (ml) 84 52 65 56.6
Urinary excretion (mg) 92.4 35.4 13.6
Urinary concentration (ug/ml) 700 1080 190
I.1 500mg IM Urine volume (ml) 400 140 150 77.9
Urinary excretion (mg) 210 151.2 28.5
Urinary concentration (ug/ml) 1360 iz 800 N 230
500mg IV** | Urine volume (ml) 145 160 60 67.8
Urinary excretion (mg) 197.2 128 13.8
o Urinary concentration (ug/ml) 550 B —;45 R ‘172;# -
250mg IM Urine volume (ml) 200 120 100 65.1
Urinary excretion (mg) 110 40.8 12
Urinary concentration (ug/ml) 1200 1000 140
S.N " - 500mg IM | Urine volume (ml) 120 155 130 63.4
B Urinary excretion (mg) 144 155 18.2
Urinary concentartion (ug/ml) 680 600 150- I
500mg IV Urine volume(ml ; ) 250 160 100 56.2
Urinary excretion (mQ—) Y170 1 96 15

Annotation : * Intramuscular administration

i **Intravenous administration
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V. B & B W

1) MRELUKE

LR LM £ 3.3 2T, MM RIS B
3060 (NetE Rt 24/, MMEWEW e 3F), MMEWER
# 26, WIAZARPRMEYeEE 1) 1= CS-1170% 45 L, %
DR LML 72,

MRIZLEARSET, RBIZEBEBEFTINY
T=TAr@RENTE), & EMH10/ml LLE, R
B3R H400F REF - THBF 104 LI LA L HLNSE
Wiz CS-1170% 85 L 72,

£e5 12 CS-1170 250mg % EHHEA K 1 ml iz 8
MLT1H2M@Z2WL500mg £ 2mlicEMLT1H2
EIWHL L ERBRICESL 72,

F 7213 CS-1170500mg # £ B AWK LWL 5% 7 F
7 HA20ml (2 BN L TRIGICBIRMIC S L 12,

BEMMIzS AME L 22,

» b4 TCS-11700 ¢ 5 B t£1= 5 v T —4%, GOT,
GPT, Al-p, BUN, 7v 7+ =2 28I€L, CS-1170M
HMBEREIL 72, HRAEIZ UTIHRES DR
HEERIZHE T,

2 ¥ R

CS-1170% 5 L 7- MMM RS YLAE B HII0E TH
5., FiRIZ16~83%, B221E&, K9ELTH5,

#5&, %5 H&EMICi2 500mg/H, 58 MEER
10%&, 1000mg/H, 5 BHM#E104, 1000mg/H, 5 B M
BEMI0E Tho, BEFIL—EL T Table8 I=RT,

£ 4®I2 E coli 118, Klebsiella pneumoniae 4 ),
Proteus mirabilis 3%, Proteus morganii 2 %, Ent-
erobacter 1%, Citrobacter 1 ¥, Servatia spp. 3 %,

Pseudomonas aeruginosa 3%, 7 ¥ 78 IEREE T T L
fet 488 1 B, Enterococcus 1 TH 5,

CS-1170i2 & 2 MMM R BRRENRESHRIIEY
9, H#h8, &3, H#HE56.7% TH5 (Table9 ),
INEEICHRERINCHHESY AL L, 500mg/ B 58
TIIER 1, F%3, |6, HHEN%THEH, B
o, BEmMEESbE2 1000mg/BHREHTIIEMS,
B#5, BT, AWEB%E LS,

BB CS-11T0NRAMEE AL E, A T—TN
BER (BB UBITIIRZ2, A2h4, B8, A
MH42.8% LU B,

INEFEICHEE5ENCAD E,500mg/BIE N 36z
WL &R TH 55, 100mg/ B IS T2 %R 2 B, 5%
4P AN 2 HER EN D FILIRRT B (4 2 BF)
160Ti3 0%, LERIREGREGEE (F38) 1380%TH 5,

TEBIR B RRALEE (45 4 8) TI3500mg/ B £ 58 » 1000
mg/ BfE5HICHRN L TEII LWL 5 THD (Table

10),

KiZERWMIZ 0T 220 % WAt L 7oA, 2% E L Tit,
300 M N5 130) (43.3%), MZKIW (30%), W#
MBHI(26.7%) TH), BAWMICHTHRMH R,
73.3% LMV UNTH -1z, WMz i3 E. coli 119 ik %
7, WRR3, A1 LV IRRTH B, 1 Kiebsiella
pneumoniae, Proteus mirabilis, Proteus morganii,
Enterobacter, Citrobacter i~ LR RHH - 1z,

Serratia spp, Pseudomonas aeruginosa, 7 F 793k
R LEBERNICRCRNBRIZAEDHLN
% » - 1: (Tablell),

KizBER DL KM IZ T 5 CS-117000 MIC £ ME
L, EN L REHROBELERBL 12,

MIC i210%/ml # #i= THE L 7z, 500mg/ B 58 T
i21.56ug/ml D 16)i2ik% L 725 @iz MIC $°0.78ug
/mlizbhdrbs THERLIEAL 1AL,

25ug/ml O 1 P TIREZER L TH D, 2100ug/ml D
IFTRRELRLE, ZM2H TH-7-, HFHRN2M3
AT—TNER, FEARAE1HTHTH2 (Table12),

1000mg/ B £ 5 820 Ti325ug/ml LL T NERIL A
F—TLOBROAEEIrrbLTVWTNLHHEEL
72.2100ug/ml NEFH T IFPAT—TLEED 1
Blhilk, BRXKIM, FHRIYISHATHN, Zns5H$
4P HT—TLEER TH - 72(Table13), —%#, CS
L0 5k B L L THBL -8 (2 E coli 1
M, Klebsiella pmneumoniae | %%, Serrvatia spp 1M,
Pseudomonas aeruginosa 38, 7 F IR 5 L
fa1584 1 B, Enterococcus 2 | T& - 7> (Tableld), =
N MIC #EIHEICBSE L 720 E. coli, Klebsiella
pneumoniae % 1§ { Wiz V¥ h L £ MIC 52100
pug/mlTd - 12,

3 72 E. coli (25ug/ml), Klebstella pneumoniae (0.78
pg/ml) BWFh i HTF—TLBREMBITL2EER
FTh-1:,

3 mfEA

fEF 7, 12, 15, 17, 30T CS-1170 £ 5 ki Rk,
Ht, Hb 2% L T 22, SR 7, 1713 AL IRAEKIE N
REERY, fEFI12(3 BREK R L L THILIRME, EMISIZHE
BrA®ig, fEFI3012 % MIRMER AR, Ty CS-1170
CEPEREIIMETE v, IR EHLREED
MEIIA LD LN H -1 (Tablel5), F72AMMBKE
IS BRSO AT DV TR B £ 4T % - 72200
i, BEIZLIEMERI UL 4B, KKIzH
AR5 RETH 2L D10B], ) ¥ A4~ 2R
Lzt 6BlThs,

VEALCEERALE 605, 4Hi BN L
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Neh4 - RERL D, 2B BEREDKEMAIEN I &
G2EHENRES L) FAL L 2EALRLOTH S,
BENOEFRZTHLMERALOLN L H -1,

B LBL, Bk, PTH74 7% -0k
RNLAERRAED LT,

V. % ®

PO IR EILEIZ, REBTR - MREORK, »T—
FNERLEICLVBEETHEI L8, BN
75 LIRS, B E. coli, Klebsiella pneumoniae,
Proteus spp.»t#% <, ¥§i= opportunistic pathogens &
T Pseudomonas aeruginosa, Servatia marcescens |2t 3
REFEOMMAIEBIN TV 3Y, M 2I2iE4E cepha-
losporin ¥ 8 NN AR S N9, BEAK L B 2 RIRE H¢
BI2THH) L3P H 2w,

CS-1170i3 cephamycin R iz R+ 2 A EWK T H
N, 77 u0tE, BREBICHL TEALCHARADEZAELT
B, Hic7 7 2BERICHL TRERNET7 72 2K
DCREWMKRE D ERICENTREN LTI L, &5
i2{% p-lactamase I X L RE TH S Z LK & LR
EEANTWBY,

1) MENCHOVT FELIIUKERGFOBRIMEIC
1 2 EKHF o MIC #8aF L 224, E. coli izxf L Ti2#l
ELZ26BkND TN LA 25 ug/mILITTHY, £

Table 9 Overall clinical efficacy classified by dose

Dose Excellent | Good | Poor | Total
500mg daily IM * 1 3 6 10
17000mg daily IM 5 3 2 10
1,000mg daily IV ** 3 2 5 10
Total ] 9 8 13 30
Annotations

. * Intramuscular.administration
L 1]
Intravenous administration

0.78~1.56ug/mlTHh~7:, [BEw§: LLw - ML 7 CFX,
CEToWFhEN LIEKIZENLTMATH -1, M
o X {9t L E coli i3 Cefazolin (CEZ), CFX,

Cephaloridine (CER), CET t N L N TH 2,

Proteus mirabilis |23 | T RIBICEN 2R TH
5,

Serratia marcescens |~ B8 L T 310°/ml % T CFX
LINTERENTIE S TH 55, 10%ml % Tz CFX
INERETREEILEEIN:, ¥EIICFX kBN
AR REL T35, CEZ, CET, CER & 0 LLER ik T
4 CS-11702%13 3 Ic BN TV 29,

Y kit~ % 91z, Pseudomonas aeruginosa LAk

ABFDORBBENEREICN LENHAENEH
L, LA g-lactamase 25t L E bHTEHETH B9
LEEZADED L, AEHREMYSE LMK E L TH
EhoE»FATHA ) LHBEEND,
2) WRUY - PERHCOWT  EERB A BT 3 CS-11700 1
il BElY, 250mg BFiERE Ti3309 1 T18~23kg/ml, 500
mg BFERF T304 T32~38ug/ml & v 5 B il
E#%RL, dose response A& b7z, #7:500mg it
B T 132159 1% T66~84ug/ml T & 2 H304r 1% T i3
32~42ug/ml & % )500mg BFiERE E KX M iREN
BR&izehr -7,

I o 2 EERA I B EERE T13250mg T1.0~1.28%R, 500
mg T1.0~1.185M L e 5B L 12 EBMFRIC—FTH 5,
F7:500mg TIRBETLHETLL.0O~1. 1ML, &S5
FETULEII uh - 12, FE513500mg & w0 m
PIRENDRIEIZIT % » T 747, 500mg/ 1 B ) 4 il
BPETIS, M1 3BEMEBEEINTWSEY,

CEZ i iRz 2 T2 &R 6 2%3500mg 5 8§ T
1~ 2B MIC20~26ug/ Ml D — 2 h¢dh - 72 L H45L
Twd, CS-1170TI3 CEZ L Y EmvwmhiREH8 S N
A

Table 10 Overall clinical efficacy classified by type of infection

Clinical efficacy Overall
Type of infection Dose i Total effectiveness
Excellent | Good | Poor rate (%)
— e T S S
500mg daily 3 3
1st group i 42.8
Group of indwelling catheter 1,000mg daily 2 4 5 11
2nd group 500mg daily 1 1 0
Group of post-prostatectomy 1,000mg daily :
3rd group 500mg daily %
Group of upper urinary infection 1,000mg daily 4 1 5
500mg daily 1 3 2 6
4 th group . . ' 0
Group of lower urinary infection 1,000mg daily 2 1 @l 4
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Table 11 Bacteriological responses classified by pathogen
() Catheterized cases
Bacteriological response
Pathogen Dose e Total .
Eradicated Replaced Persisted
500mg dail 2 1 3
E. coli - me ey
1,000mg daily 7(2) 1 (1) 8
500mg daily 2 (1) 2
K. pneumoniae '
1,000mg daily 2(2) 2
500mg daily 2 (1) 2
P. mirabilis i el -
1,000mg daily 1(1) 1
500mg daily
P. morganii
1,000mg daily 1 1 (1) 2
500mg daily ‘
Enterobacter
1,000mg daily 1 1
500mg daily 1 1
Citrobacter
1,000mg daily
500mg daily .
Serratia spp,
1,000mg daily 3 (2) 3
500mg daily 2 (1) 2
Ps. aeruginosa
‘ 1,000mg daily 1 (1) 1
Nonfermenting 500mg daily
GNR 1,000mg daily 1 (1) 1
500mg daily
Enterococcus
1,000mg daily 1 1
Total 13 (5) 9 (4) 8 (5) 30

Table 12 Bacteriological response . group adminis-
trated CS-1170 500mg daily

Table 13 Bacteriological response : group adminis-
trated CS-1170 1,000mg daily

MIC Bacteriological response Total MIC Bacteriological response Total
(ug/ml) | Eradicated | Replaced |Persisted (ug/ml) | Eradicated | Replaced |Persisted
=0.39 ° 1 =0.39

0.78 9] 1 0.78 0000 4

1.56 o ooe 4 1.56 ceeoe 4

3.13 3.13

6.25 6.25 o) 1

12.5 12.5
25 o 1 25 oce 2
50 50

=100 o oce 3 =100 ° cee ceeee | '9
Total 1 6 3 10 Total 12 3 5 20 .

Annotations;

O Catheter free

® Indwelling cathgter

Annotations; O Catheter free @ Indwelling catheter
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Table 14 Pathogens replaced after administration
of CS-1170

PathogeriC (ug/m g 7 25 2100

E. coli

K. pneumoniae

Serratia spp.

Ps. aeruginosa

Nonfermenting
GNR

Enterococcus

Annotations ;

O Catheter free ® Indwelling catheter

RPiMEIZREIC & » THME N 59, CS-11708 5
RORFIREIZ, Hb1%2ME T2, 250mg HiET
550~1100u48/ml, 500mg # i T700~ 1200xg/ml, 500mg
MHE T680~1360ug/ml &\ 5 W R IMEA RS N
7 851k 4~ 6 RMORPIME b 250mg, 500mg #5
BOWTNL100ug/ml LU ETh - 72, 3728514 6 65
M 2 TR EYLE I3 250mg B iE T56.6~65.1%, 500
mg ik 763.4~77.9%, 500m 8 M T56.2~67.8% &
%Y, 500mg BiE THFMVENEKRTH 54, wihic
LTLEE5R, BEFTETHRLBRLWEITHE,
3) REARRYMISSNT | CS-1170ic & & Make e R s il £
DERMZRIZ DV TIRAYMR T A 5 & 3060 %R 9 H,
AR 8 M, WRHIIBY, HMS6.7%& % d, chifs
R, BEHFENICASBE, 1H1000mg BB TEHS

Table 15 Laboratory findings

Cun| RBCU9 | H(%) | Hb(g/dl) |Eosino(%)| GOT(U) | GPTUU) | Al-p(IU) by | Crentinine
before|after|beforelafter|before|after|beforelafter|before|after|before|after|beforefafter|beforelafter|before|after

1| 396 |377 | 37.1 |34.9( 13.0 |12.1| 3 2 21 | 19 7 7 51 47| 19 16 | 1.1 {1.0
2 | 425 |423| 36.5|37.0] 12.3 {13.3] 0 1 14 | 15 19 18 42 37| 10 8| 1.0 {0.8
3 | 396 |428| 37.0 {41.0] 11.2 |12.9 2 8 20 15 11 12 65 29 11 10 0.7 0.7
4 336 | 341 | 30.0 {32.0] 9.7 | 9.8 1 0 18 20 15 9 413 | 343 12 14 0.8 |0.6
5 412 (439 39.0 |40.0{ 13.4 |13.0 0 3 16 18 13 13 75 55 15 11 0.8 |1.2
6 | 420 |431| 32.5{35.5| 10.4 [11.1] 1 1 16 | 19 29 17 59 40| 10 12| 1.2 | 1.5
7 | 430 {364 | 38.0 (35.0| 13.4 |11.4]{ 4 1 21 | 35 19 25 45 45| 12 13| 1.3 |1.3
8 | 509 |503| 44.0 {42.0| 13.6 {13.9] 1 2 52 | 16 20 16 80 42| 18 16 | 1.1 (0.9
9 | 345 | 318 29.0 |28.0f 10.2 | 9.6] 1 2 18 | 14 12 8| 130 |115 9 13| 0.7 [ 0.7
10 423 | 386 38.0 |37.5| 13.4 |12.6 2 1 17 16 11 12 40 40 14 14 1.0 | 1.1
11 403 | 380 37.5 [34.0f{ 12.8 |11.6 3 5 34 18 13 11 69 47 17 8 1.1 {0.9
12 330 (287 29.0 {27.0/ 9.0 | 8.7 0 1 17 23 9 16 290 | 253 11 18 0.4 0.8
13 393 | 345 39.0 {33.5| 12.7 {11.0) O 0 15 14 25 16 48 37 14 11 0.7 (0.7
14 472 | 507 | 32.0 |32.0f 9.7 |10.4 0 6 25 12 11 8 70 35 14 10 1.0 { 0.9
15 379 | 285 39.0 |28.0{ 11.9 | 9.2 1 2 22 10 8 6 140 | 110 35 29 3.7 | 2.7
16 392 [374] 30.5(26.0/ 9.8 | 9.7 6 4 13 15 11 11 39 34 34 30 1.7 [ 2.6
17 453 | 336 | 40.0 [33.0{ 13.7 |10.7 0 0 60 63 20 20 65 75 24 18 1.9 | 1.6
18 443 | 441 | 43.0 [41.0] 13.5 [13.5 0 3 40 15 21 13 53 47 16 15 1.0 (0.8
19 504 | 470 | 44.0 {41.0| 14.5 [13.8 2 0 30 21 19 14 44 54 14 14 0.9 [1.2
20 396 | 353 | 35.5(38.0] 11.7 [12.5 4 1 27 20 29 18 78 65 13 11 0.9 [0.9
21 551 |526 | 48.3 [46.2| 16.1 {15.3 0 1 14 12 10 9 60 55 15 14 1.0 | 0.8
22 305 {375 28.3 [34.5} 10.1 [11.6 0 2 15 20 8 14 35 35 27 20 1.7 { 1.3
23 336 | 357 | 31.0 [30.8] 10.0 | 9.9 1 1 9 12 10 10 45 40 8 9 1.1 |1.1
24 | 391 |371| 36.5(35.0f 12.0 |12.4] 4 3 45 | 18 19 13 75 40 | 23 16 | 0.9 |0.9
25 406 | 392 | 37.0 [37.0( 12.0 |14.2 0 0 15 19 10 19 60 75 11 20 1.1 |1.2
26 | 347 |486| 32.0 |44.0| 10.0 |14.6] 2 0 35 | 14 14 14 35 50 | 28 25| 0.9 {1.9
27 | 497 | 458 | 44.3 |40.8{ 15.5 |14.1| 3 1 26 | 35 30 24 45 50| 16 19 | 1.1 |1.0
28 423 | 417 | 39.7 |38.2| 12.4 [12.6 0 1 130 49 36 37 265 | 145 8 7 0.6 |0.8
29 527 | 515 | 44.8 |44.7| 15.1 |14.2 1 0 40 18 14 23 80 85 10 14 0.9 | 1.1
30 | 362 |276 | 33.4 |26.3] 10.0 | 8.1] 2 2 14 | 14| 50 7| 8 |112] 10 | 11] 1.1 |o.9
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B, Fxh3F), Mxh2 B EENLRMTHY, 1H1000
mg MIERTIIHYIM, HH26), wusmELn, 1
H1000mg #t 58 s L THEL AbE D LAY, A
%5 B, H2h 7 H, FRHMG65.5% & % b, —% 1 B500mg
BT, W 1B, AR 3F, 6B, HLHI40
% & %), CS-1170 1 B1000mg #5011 5 ARV AT IR
AL X2 (BA

27, BIIEORIL-HEitiz W THOXE L ORRD> 5,
1 EIS00mg #5512 BT HTE L MiE L T2 mPiRE, I
BN, R IR, RAENEL KIZi A LD
vz Edb, 1 B1000mg Bk 2 1 H1000mg Mt
DO ER A HET 1 H500mg K58 (BiE) & NEEKR
ROWERA £4T 7% - 22, EFDTMODLH+cl
BT s Lvd, UTTIFRSIC & 2 MM RMBIE
NFBU- > THRERAT L TAL, 1 B500mg & 5-&
1 B1000mg 5N RIzHW T, FTFHAT—T/LHE
EE (B 1) T2 1 B500mg {50 3T K
mThHsr0izxtl, 1 B1000mg 5 HN1IFNH L, ¥
228, AR 4FIHA LN, 1 B1000mg {5 B#NIT I A
ENTW3,

3 TERRBE ML (B 4B) T2 1 H1000mg 5 &
1 H500mg 5 TRz ZEIZ U D o 12,

TERPRBAMLLRY (3 B) Tz L 1 H1000mg £
EBThH- 120, Z0) LEBMABIICALNIZZ LI
EBHENSE S,

Kiz 1 BE5 R, HEHICOWTENHREAL
A, E. coli Hk2 5 T 5 11Hi2 DV Tid 1 B500mg #
503zl 28, HFR1IFAITH-7254 181000
mgBEENSHTIZIHKTH, MERRLIFLEbHTHE
NIRRT H -1, Klebstella pnewumoniae 7> 4 H Tl
1 B500mg 50 2 FizWFn L ELMK, 1 B1000mg
BED 2Bz VTN LBk, Proteus mirabilis T 1
B500mg %50 2 Fliz 4, 1 B1000mg x50 1641
Wk E, WTRLRABRENRBE N ORME KL T
BRRAEICHNTIBRENRIENLNOENZ S, 12121
B500mg 5 TRRE XK EB I TEIBN LI TH 5,

Serratia i2 5t | TI3EHEZENIRFTTIZCFX &N LEN
s, AB'nEH T CFX, 53 CEZ, CER,
CET L W EBIEVHE N TH 29, SEDOEERKRBRRT
i3 Serratia 1=k % 3B, TN L 2BIHHT—TLE
BEFITH- 7205 WTNRLEIFRL o, BRI
L 7= W R 2574 5H18. T Servatia 40% ) & T12 2861 (70
%) HHELTEY, EELOBRKEN L LWL TH
5,

2 THENRBRILEIC B W, ERKR, BB
8, HAT—TFNEBLENBEMNHEEME, EBRENH

W, KRR LR RN L THHMORR
bttt b, F—RRBICBTLELENY
Ridhdbdo RN TFHTSH > T LRABRIEC
KA WY B DREITIIERHRLBOT LR Z Lof
HmEND, AWM & 2BNELERDRESURIC
2, IMARZ F FLLEEZNHMNEEREIHLMHL
TRHERBIRT 2T THED, BRERERTTHSH
WNHTLRNTHDEZ L%, SNEMGERKEIZIZLIT
LIZRERT B . ThHd, chizPWTIRATF—-F1HE
R OURRFNATI U, BEARORLEENE
SHEOMBETILENBZEEDND, ZOAIZON
< i Carbenicillin”, Sulbenicillin (sulfobenzylpenici-
lin) "R MAME S N TV B4, K& Mezlocillin®,
PC-904' %>\ THM L BEL 72, ORI Mezlo-
cillin T3 &2 M MIC 4¢100ug/ml kil 6 Hiz ¥~
TENUWLERTH - 729, 100ug/miLLEN AT
IFHEIZI6% TH - 72, 372 PC-904 T2 MIC & K
BRI —EDPMBL AW IS Lo - 12,

N CS-1170iz 2 T L BRI KM S ERADE %
# o MIC % ®af L 724, CS-1170 1 B500mg # 5-10M4
DM TI2]1.56ug/ml 0 1 KA K, 0.78ug/ml k2
100ug/ml 2 BkDTE#E, fho) 6 kOB L, LR EZE
ZTEHHE, &2 HHCS-1170 1 H1000mg 5 020
FITi3, 25ug/ml LUTOUNFATRTXTRERDINEE
ATwd, LHb1.56ug/mlo> 3M, 25xg/ml o> 1 AN
HAPRAT—TF LB REATH -1, T1-&KEH
FHL 25V h b MIC 5100ug/ml UL ETH -
12, Tk 912 CS-1170 1 H500mg 5P i 2 Ll
HETI2HIEERER THEH VA, 1 B1000mg
HBET2E25ug/mMIUTOMICOE K EEH BT
LB EZ B,

CS-1170 1 B500mg #5-#IcALR L THBAL LB
MIC (2 k&85, 100xg/ml Ll ETHY), KRERTIE
REMFHETOIHI 2B > 120, wWTFhbLHT—TN
2HRABELTCNERATH-72, Zn2HicHowTR1AE
1000mg LW LIZF N LS Tilk L 22h ¥ 5 »i
EBRIEE 2T LTV DTAHETH S,

4) BER LT | Ea"n KT & 3 & C5-11700
BERNRBMAEIZ708FIH 130 (1.8%) THbH, TN
PTIIRE LIHLBERYZVL I THE, EELOK
RTIIZNE ) LEHERIR Lk h - 1205, HERAT, EH
LN H 2 0 RBEBRETRETH - 72 L 0104, &
WO RRBZLELE LV D2RTH- 12, ZNE
izl oS5 R ERRN LS THE, FHEHET
SRR ERBUENERERNT 2 LEIHS ),

EELHRRET L 22308, L p iz CS-11708 510 &



VOL. 26 S-S5

CHEMOTHERAPY 445

QEBROLNIBMERAREMDBILEALERNI L - 12
7, REMORKEFALIEA erbLBEINTWEN
TOERICERL TREXMICL 225 MERL 41T
n¥ebicn, ’ '
VL. & ]
R ERRK CS-11701c DWW T EREBY % & B R
BIcRN L TR L ) LR & 187,

1) B2 MBRIC T 2 CS-11700H M H iz T,
E. coli 268k =%t L T 10%/ml & T MIC o #tiz
0.78ug/mlct—75BN, WFh ok 25ug/ml LIT T
REMLES A, RARICAELZ2CETH L URL ce-
phamycin RN CFX S Y WTFH OB MRTH - 72,

Proteus  mirabilis |23+ L T {10%/ml 86 76.25u8/
ml, 10%/m] #T1.56ug/mlict— 7% FHL THE Nk
WRENTHS,

Serratia marcescens T3 HHMER % M 3 LERE
TREMIESNBIEIALNI,

2) MR Aic CS-1170% 250mg #5 HE L 7= B i hil
K13305 1% T18~23ug/ml, 500mg # & TI3305% # T
32~38ug/ml X B I RIMEEHTRL N, M IRBENHFS
i= dose response A<AEH LT,

500mg #% & BX o) 1 o i B 131543 1% T 66 ~84ug/ml,
30 T32~42ug/ml L e 5 TN, 09 EDIREICD
WTRBELBEL TREUERALN 12, O
BRIz VTN L1.0~1.285MEETH 1,

RepdEtic 2 Tz 54 2 B  THORDIREIRIE
FICEC, $51% 6 B 3 TR B EREIZ250mg B
56.6~65.1%, 500mg #§5iF T63.4~77.9%, 500mg &%
HET56.2~67.8% TH - 12,

3) WMMRBBRYEBE0LICCS-1170% %5 L1,
1885 BN EE*A25 L, CS-11701 B500mg k&
BT3B 18, B34, E2h6#, ARHE40%, CS
-1170 1 H1000mg £ 5B TI3 X% 8 5, HRh 5 Hl, &%=
T8, HREI%TH-1:,

AR Y2 13 305 o IR W % 1361 (43.3% ), M9
B (30%), WHEMBHI (26.7%) TH» - 141 CS-1170
1 B500mg 5 TR MR OWEAWH - 72,

4) B MIC LR LR EASE, 1 H500mg
¥ 5FTI31.56ug/ml o 1 FITiNEL 224 0.78ug/ml
DLIFTIIERWHITFEML 72,

1 H1000mg # & # Tiz MIC »525ug/ml LLF o 4E i
TRYWTNLERNNMEEAL,

5 BUER L TIRBIEEMIOAMAHS, ) F A q >
ERRALERI2H D - 2o b, BE, WLBEK, 7
+74 7% —ERLCORNERIRRLL ALDLh -
12, F7: CS-1170ic & 2 EBERMEMOBILLERL LA
-1z,

x om

1) MIC MEERITERE: BRARHMLIAE (MIC)
Bl SE £ & ET 42 2 v» T, Chemotherapy 22 : 1126~
1128, 1974 ‘

2) UTI K#haFifid% (% — M) #2500 B R{L¥Mik¥
LR, 1977, KB

3) MABAR: MLEFRRELL THn7 7 LEHER
W, BH&EERK 35 21~25, 1977 ,

4) BBEMBEFLEREFLEIAZIHRLS WES
> # o all CS-1170, 1977, Ml

5) CS-1170%F £ & sk, 1977

6) 4iR M, ®XNF %k Cefazolin (m i+ 2 X &
(in vitro i h, hBNRENEE, BITHT
4 R 78&) % b UiC BE K89 R EF. Chemotherapy
21 : 1851 ~1858, 1973

7) AEMRK MAENAREEORIE LRR Carbe-
nicillin, B ES¥ 29 : 850 ~858, 1974

8) k&IEHK, thHHEE, & I, SNBX, HBEFE
B HAEKMABERENRIE LR A=)
v, BMFEY 29 859 ~866, 1974

9) HAERK—, @HF X TR ¥, EEHH  Mezlo-
cillin % B¢ &9, B& FK 894 3f . Chemotherapy #:#&

10) EXRR—, #H* X mHR &, HAHL8  PC-904
o %W, BEK 89" &, Chemotherapy 26(S-2 ) :
425~435, 1978



446 CHEMOTHERAPY OCT. 1978

EXPERIMENTAL AND CLINICAL STUDIES ON CS-1170

SuiNicHT Mivamoro, AKIRA Nisuio and YosHiaki KuMAMOTO
Department of Urology, Sapporo Medical College

CS-1170, a new antimicrobial agent, has a wide spectrum of activity against Gram-positive and Gram
-negative bacteria. Antimicrobial activity, blood concentration and urinary excretion were studied on
this agent, and the results were obtained as follows.

Minimal inhibitory concentrations (MIC) of CS-1170 against clinically isolated E. coli were distributed
among 0.78 and 254g/ml, its peak being at 0.78ug/ml. Antimicrobial activity against E. coli was supe-
rior to cephalothin and cefoxitin.

Antimicrobial activity against Servatia marcescens was superior to cefoxitin, Serum concentration of
18~23ug/ml was obtained 30 minutes after an intramuscular administration of 250mg of CS-1170, and
the half life was 1.0~1.2 hours, whereas serum concentration of 32~38ug/ml was obtained 30 minutes
after an intramuscular administration of 500mg, and the half life was 1.0~1.1 hours. ‘

Following an intravenous administration of 500mg of CS-1170, serum concentration was 66~84ug/ml
after 15 minutes and 32~42ug/ml after 30 minutes, and half life was 1.0~1.1 hours.

Urinary concentration of CS-1170 was 550 to 1100ug/ml in 0 to 2 hours after an intramuscular
administration of 250mg, while it was 700 to 1200ug/ml after an intramuscular administration of 500
mg, and 680 to 1360xg/ml after an intravenous administration of 500mg.

Urinary recovery rate of CS-1170 was 56.6~65.1% within 6 hours after an intramuscular administra-
tion of 250mg, while it was 63.4~77.9% after an intramuscular administration of 500mg and 56.2
~67.8% after an intravenous administration of 500mg.

Thirty patients of complicated urinary tract infections were given CS-1170 for 5 days, 10 of them at
a daily dose of 500mg intramuscularly, another 10 at a daily dose of 1000mg intramuscularly and the
others at 1000mg intravenously.

Clinical response was excellent in 9 cases, good in 8 and poor in 13. Efficacy rate was 40% in the
group of 500mg daily, while 75% in the group of 1000mg daily.

All of the original bacteria were eliminated at MIC less than 25xg/ml after the daily administration
of CS-1170 1000mg.

No adverse reaction was observed in any patient with CS-1170 throughout the present study, except
2 cases complained of severe pain at the injected site after the drug was administered intramuscularly.



