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524k, Klebsiella pneumoniae 51%k, Proteus mirabilis
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SEERE MK . Staphylococcus aureus 209P ¥k, FE#k,
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Table 1 Distribution of susceptibilities of clinical isolates to CS-1170 and relative antibiotics
Inoculum size 10°cells/m)

Organism Antibiotics No. of
strain Sested | 30-1] 0.2 | 0.4 |0.78|1.56]3.13{6.25(12.5 25 | 50 | 100 | 2200
CS-1170 50 ' 4la2| 2| 2
Staphylococcus CEZ 51 23 | 26 2
aureus CER 51 13 14 10 8 5 1
CFX 50 47 3
CS-1170 52 2 23 26 1
Escherichia CEZ 112 1 1 1 24 | 40 | 22 11 2 3 4 3
coli CER 55 1 1 2 19 14 7 4 2 3
CFX 48 1 20 | 23 3
CS-1170 51 2 17 11 9 5 1 3 1 2
Klebsiella CEZ 56 16 14 5 13 3 3 2
pneumoniae CER 53 14 | 21 2 4 3 4 5
CFX 50 10 | 24 9 3 1 3
Prot CS-1170 43 1 6 9 12 8 2 4 1
e "_'”’b N CEZ 43 niu| o 9
mirabiiis CFX a1 1717 ] s 1
Prot CS-1170 7 2 1 1 1 2
e e'[“’ , CEZ 10 1 9
vuearis CFX 9 2| 3| 1] 3
Serratia CS-1170 49 3 22 9 8 7
marcescens CFX 49 1 17 | 13 5 13
Staphylococcus aureus 209-P : 1.56ug/ml Escherichia coli NIHJ JC-2 . 1.56ug/ml

Staphylococcus aureus 209 Terajima : 0.78ug/ml Escherichia coli CN314 :1.56ug/ml

Fig. 1 Sensitivity correlogram between CS-1170 and CEZ, CFX
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0.1 ) ) ) =0.1 N . .
<0.1 0.4 1.56 6.25 25 1002200 =<0.1 0.4 1.5 6.25 25 1002200
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Fig. 2 Sensitivity correlogram between CS-1170 and CEZ, CFX
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Fig. 3 Sensitivity correlogram between CS-1170 and CEZ, CFX

Klebsiella pneumoniae (47 strains)

ug/ml Klebsiella pneumoniae (47 strains)/ ug/ml
2200 1 1 2200 1 2
100 2 100 1
50 11 1 50
25 13 4 31 1 25 1 11
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N 6.25 3 1/1 2 1 1 EG,ZS 1 75 5/2 1 1
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Fig. 4 Sensitivity correlogram between CS-1170 and CEZ, CFX
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ug/ml Proteus vulgaris (7 strains) ug/ml Proteus vulgaris (7 strains)
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Fig. 5 Sensitivity correlogram between CS-1170
and CFX
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Fig. 6 Serum levels of CS-1170
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A "\ M. luteus ATCC 9341
\ Heart Infusion Agar

50 '\Buffer (pH 6.0)
01/2 1 _2 4
Hours after start of infusion
. Concn of CS-1170
Patients B.W. (ug/ml)
Dose
Age Sex| (kg) Yshr|lhr|2hr{4hr{6hr
1.K.M. 35 M| 45 [1.0mg/1hr| 38 [ 70| 50| 18 | 6
2.K.H. 36 M| 62 [1.0mg/1hr{ 32 [ 58] 35|16 | 5
3.K.N. 45 M | 50 |1.0mg/2hr| 20 | 40| 65|18 | 7
4. T.N. 41 M| 53 [2.0mg/ 2hr| 50 [130|150| 16 | 2
5.Y.Y. 34 M| 65 |2.0mg/2hrj 60 | 70(130| 24 | 7

Fig. 7 Cumulative urinary excretion of CS-1170
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~130ug/ml, 2 KM £130~150ug/miTH Y, Llik2E
SHAL, 4BEMR16~24ug/ml, 6B 2 ~ 7 ug/
mlTH-7,

Repsritai Fig. 7.2 R+ 250, B5#6HMAT
12, 1.08 #50BA79%, 2.0 B 5NBAETI.S%THH
A

m B K R &

BEREEEM 2 Table2 iR+ & 50, WREMNES
B, IMEERE1WNGIMTHY), 1 EEE5R].02
58, 2.0284FT, 1RMNABEHRSEL 720 HH8H
i1 820 EBEL”,

BERMIL 4 ~BAMTH - 12,

RRHTIIRM, B, EEL L OBKER, WHX
WATR, FRAM, AARNOEHLL W] XBNEE,
b EhRREONAOERIZ L), XU, &
), WO IEEMEE L 1h, REHEOTHTH-
7280, ER3IM, AW, EHIMATH-T,

TR LIIMBIZA0EL 2 RREMETHEN, 18
2.08 one shot MpiEic X N, MM, EEh FEHNNIHX,
WS X REOEBEHIEH LN EHE L1,

M5 (Fig. 8)i3, MILMECRWEAML2EHT
#", Sulbenicillin (SBPC) # M & 1=38C L L B R M
BB b 1, Klebsiella p Y £ 312
£ LNBEMTHEH, CS-1170 1 H2.0g & BHER
EN 28 H L) MM, Kiebsiella 0%, W X @igOK
BHOEDLNEBE L1,
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Table 2 Clinical effect of CS-1170
. . . Causative Daily dose Duration Side
Patients Diagnosis Response
organism Route (days) effect
Pneumonia Streptococcus 1.0gX% 2 -
1 Y.T.84yrs. Male Lung cancer pneﬁmo:iaeu I?V. 4 T
Pulmonary (=) 2.0gx 2 -
2 T.N. 42 yrs. Male 8 LCM -
abscess Anaerobic(—) D.L ++
i 1.0gX 2 -~
3 K.M. 36 yrs. Male Bronchiectasis Klobswllq g 38 Sisomicin -
pneumoniae D.I. + +
4 K.N. 45 yrs. Male P‘tl!:{;g::\wosis 8- Streptococcus I'OS;( 2 4 Unknown -
Pulmonar ; 1.0g% 2
5 1.S.67 yrs. Male abscess y K“b‘“’”q & 14 + + -
Empyema preumoniae D.L
; Klebsiella 2.0gX 2 _
6 K.E.74 yrs. Female | Pneumonia pneumoniae DL 14 ++
Diffuse Klebsiell 2.0g X
7 T.N.51yrs. Female par‘n‘bronchio]itis p:e:::onaiae DB.I, 14 +
Pneumonia Staph. aureus 1.0gXx 2 _ _
8 Y.F.73yrs. Male Rhabdomyosarcoma H.pinﬂu‘:-nz':le (GM TZO mg) 5
Periproctal Proteus 2.0gX 2 _
9 T.0.14yrs. Male absg;ss = ;:?r;z:'lis 1%,1_ 7 +
Fig. 8 Case 5. LS. 67yrs M EM6 (Fig.9) i3MEABEX#I- Klebsiella pneumo-
Lung abscess + Empyema nige {2 L -EFMTHY, CS-1170 1 B4.0g =i
V/30  VI/10 20 30 VI/I0 20 BEICL DM Kk, WL RIEOEBHIBHLNE
i i “ Zh & H 72,
Iﬁ.mcomycm 1.2¢g ! CS-1170 4g IE L
SBPC 10g ERTRUIAMAMATZRNERNTHN,CS-1170
Sstw—ﬁﬂ\ﬁ———— 184.08 OfERICE ) MEKORKA, WHIREKNLE L
31 —— ———— CELLTHREROKBIEATH-OTHBEL
72
Sputum Staph. aureus Klebsiell
(++) D EHNIRTHMTAKL 2B ETH B, LMEER
k"), Proteus mirabilis ¥ RIMORIT L) ML 72
"B 12000 8100 400 4200 CS-1170 1 B4.0g AL 1
CRP 9(+) 10+) 5(+)  (-) o8 = ]
) ' ¥ - 4t
ESR/h 135 45 86 37 4B L) ME FERRERMRLEBEHEN L NI,

Fig. 9 Case 6. K.E. 74yrs F Pneumonia

VIII/16 23

2RI 4 /477777727 zzzzzzzzzz;zzza
CS-1170 2gXx 2

38T
e )
_—_ _—~——
Klebsiella
(+) (-)
WBC 8700 6300
ESR/h 55 28
CRP . 4(+) (—)

RoE iz SR a9 DM, HEREIT L > TV 2D THBE HE
L7,

EFI2,3, 8RVWTNLEMEHELLLATHS
»¢, fEM 2 {3 Lincomycin HER/MIZ & V), f£H) 3 i3 Siso-
micin DERIZE N FNEFNEMTH -5, EF8I
Gentamicin (GM) HHETLL(EBMTH- 12,

IfieB L LEIER E FZ bnaEKIZEDH LN
- 725¢, Table3izRn+ &I IcEML, 2, 4 Tmik+ 7
AT IF—nRELR, EF4LTTALAY 7+ R7
7I—EDERHNBHLNTHY, fEF 1 TIXIFEERD
BRI (6 %—12%) »@EHLN, LrLvTnd
CS-1170% L # 5B A N ) LIZE#HILL T3, £ 0fth
RS TIROIEF T RT I +—%, TLAYT7+R7
78—¥, REBFE, 7VTF=CDERLMEMZES
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Table 3 Laboratory findings of patients treated ‘with CS-1170
1Y.T.| 2T.N.| 3K.M. [ 4K.N.{51.5S.| 6K.E.| 7T.N.| 8Y.F.| 9T.0.
Ht (%) Before | 28.9 40.7 41.1 35.0 29.5 37.7 36.4 3.9 | 35.0
? After 27.2 42.1 37.3 24.2 31.7 33.1 |’ 35.4 4.0 .| 43.0
Before 9.8 14 13.7 11.8 9.8 13.2 13.0 10.6 12.5
Hb (g/dl)
After 9.0 13.6 12.2 7.9 9.8 11.5 12.5: 7.4 14.7
Bef 333 457 411 391 343 402 414 405 440
RBC (10*/mm?®) elore ‘ )
: After 318 469 512 264 362 353 404 293 502
WBC (/mm) Before | 10,500 | 10,000 | 10,700 | 17,500 | 7,300| 7,000 | 5,400 | 8,300 | 20,600
mm After 12,000 | 9,700 | 8,200 | 7,200 4,200 6,500 . 4,000 | 17,900 | 6,000
Befare 22 22 9 20 29 13 20 36 1
S-GOT (i.u.)
After 32 38 14 24 27 n | 24 428 13
Bef 25 14 7 24 n 11 20 18 9
S-GPT (iu.) etore
After 32 43 1 45 20 1 1 264 7
) Before 43 42 53 49 80 52 61 123 66
Al-Pase (i.u.)
After 54 45 58 106 45 43 66 115 -
BUN (mg/d]) Before | 16 14 16 15 13 16 9 29 9
me After | 15 10 10 8 17 n o9 64 6
) Before 0.9 1.3 1.2 1.2 1.1 1.0 0.9 1.1 1.0
Creatinine (mg/dl)
LT | After 1.2 1.0 | 10 1.2 1.0 1.0 0.9 3.1 0.9
Bef 137 137 39 2 38 141 1 136 130
Na (mEq/L) elore ! 1 ! 40
o After 137 - 137 133 - - 136 135 135
Bef 4.0 3.9 .5 4.2 0 40 4.1 ; 3.
K (mEq/L) efore 3 4 4.6 8
- After 4.8 - 3.9 4.2 - - 3.4 4.0 3.8
Before:| 103 99 104 3 02
Cl (mEq/L) efore 9 1 102 99 101 .| 91
After 105 - 103 99 - - 99 87 9

Twv 3 5f, &#2 Rhabdomyosarcoma ) K ik & B
2THY, 85i12GM, SBPC % X iB LT - TH
N, ZENCLZ2RHLMET LI LIZRRTH -1,

3, fEM 4 (Tabled) =D\ TIZMEL 2 Levdf,
Abrkps kD RmM@EGIZH YD, AFIPIEig L EIZHEE
BERL., MEKEHRS I L 280 CBRREEK DU H
lzonTEEEmERL, BLCRERIIERNTI LS
&2 5,

v, # %

EEREHRORBYRARIZL2bLT, 77 48%
IS RYE & I AR BT Y EARKB A AT
LERIZBIT S 77 LRMEREREEHNML TH,
L bENERMIEOHOTEETH 2PAI DU %
v», cephamycin R EWK I, & b Ti\8-lacta-
mase BHMELH L T 5720102, #iE% 0 CE RITEWHR
INZLIZEWHE AR P74k L, HENLES
THY, HEED Ecoli 2L B THoEMEENT

v 6 21.00

CS-1170% cephamycin %Iz K+ 3 L VAWK T
&Y, xKIOHE S % BE&R Staphylococcus aureus,
E. coli, Klebsiella pneumoniae, Proteus wmirabilis,
Proteus vulgans, Serratia marcescens (= >\ THMEL,
CEZ, CER, CFX n#iilli /1 & ¥ L 72, & D¥ER Staphy-
lococcus 1= ¥4 L TIZ CFX &k ) R4 ¢ Tw 37,
CER, CEZ L W% T2, L# L E.coli, Klebsiella
prneumoniae, Proteus Bi-%t | Ti3 CEZ £ N85 Hi
FTinrHimhr»Bn s hn, CEZ @izl TL&EY
REEEZTRT LD D1, CFXEDRETLRRT
NT o 2EmAEES & L1, Servatia marcescens (=T
258113 CFX L iZiZRI% TH - 12,

CS-1170 1.0g%\ L 2.0g#% 1 ~ 2 BMH 1Y T A #B
EL 726§ BE i iR, 1.0g O3B 58~T0ug/ml,
2.020R4130~150ug/ml TH N, FHOHEMH» LF
2T 7 LBBERERRSE SN L T 1 [E1.0~2.0g0
FERTHIUBERHREMFL I 2L EEZ LA,
LA L 4BFRILIBSEICRAL T, aFLERKICH
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VWOEA, BEMMII 20 TL+HIERTILEI RS b4 [
Yo 1) M5 B ALYEMEY XM A LRRE WK
BEARMERFI, DRORRRMRLEE 8 (Y, ALPYR AN 1 ) sRY LIl CS-1170, 1977, MLl

HOMIST F%vat, 1B 2E1.0~2.0g% MiEh 3\ 2) WALLICK, H. & D. HENDLIN: A semisynthetic cep-

. - . . hamycin antibiotic : Susceptibility studies. Antimi-
R AWBIEL L) RAL 2R HRUEOTMETH - cr. Agents & Chemoth. 5(1) : 25~32, 1974

8fd, FIM, A2, EUHIGITHH, 3) BRUMFITT, W. ; J. KosMmipis, J.M.T. HAMIL-
HicREHE T Z o dERIZLFI-BHLNT, 3 TON-MILLER & J.M.G. GILCHRIST : Cefoxitin and
FIBEN L S AT I+ —n LR BH SN D, cephalothin : Antimicrobial activity, human phar.
- ) feps \ macokinetics and toxicology. Antimicr. Agents
¢f1itr{g‘~E”{Fl:T’t Vo HMEESAE LR & Chemoth. 6 : 290~299, 1974
ALRATHE LHL LR, O EBME. WL, BEE, MKRE, #0X

W : Cefoxitin (2B + 2 XMuy, FEAAYHFR, Che
motherapy 26 (S-1) :358~362, 1978

STUDIES ON CS-1170

RiNzo SoejiMA, HiroAKI NAOE, TOSHIHARU MATSUSHIMA,
YosHiHiko TANo, Daisuke MizocucHl and YosHiTo NiKI
Division of Respiratory Diseases of Internal Medicine, Kawasaki Medical School

Laboratory and clinical investigations were performed on CS-1170, and the results obtained were as
follows.

1) Sensitivity of clinically isolated strains to CS-1170 was tested by agar plate dilution method, and
compared with that to cefazolin, cephaloridine and cefoxitin.

Minimum inhibitory concentrations of CS-1170 were 0.78 to 6.25ug/ml, and 0.4 to 6.25ug/ml respec-
tively against 50 strains of Staphylococcus, and 52 strains of E. coli. Inhibition was noticed at the range
of 0.78 to 25ug/ml of CS-1170 in 45 out of 51 strains of Klebsiells pneumonize and 43 out of 50 strains
of Proteus group.

Antibacterial activity of CS-1170 was found to be superior to that of cefazolin and cefoxitin against
most of clinically isolated gram-negative bacilli.

2) CS-1170 was administered by intravenous infusion at a dose of 1.0g, and serum concentration
reached a peak 1 or 2 hours after, levels being ranged from 58 to 70ug/ml. At a dose of 2.0g, serum
levels attained a peak 2 hours after, levels being ranged from 130 to 150ug/ml.

3) Effective clinical result was obtained with CS-1170 in 5 of 8 patients treated. No side effect was
observed in all patients.



