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WEHICE->THO N 2 MPEE, Rt R4 iz
L, BKIGADBLEEBRLL. 35K, ANERICE
0 5REEENICIEALLE * OBREK MRS X URIHE
HOoBERLCODVLVTRELADT, 2OBMERES 2,

2, WRBELOHE
2.1. ERERSBEETICHT 2HiENORIE
X & UTHAS1ELIL Ad 5 BI52E 4 A TO/MIC,
AKRF—ARARBEDOHIAMIK, B&R, K, MK
DEERME D O 738 X NI FHIRD Staphylococcus aureus
21¥k, Streptococcus faecalis 4 ¥k, Escherichia coli 23
¥, Klebsiella pneumoniae 19 ¥%, Enterobacter 21%k,

Serratia marcescens 6 ¥k, Pseudomonas aeruginosa 21

KRICDWLT, BR(CPRUEZOEHEE: (R4 P T

&, Cefotiam (CTM), Cefazolin(CEZ), Cephaloridine
(CER) DM/NFEHIBR 1IN (MIC) #BE L7, HME
BiZrYV 7V 47430 (FH) r—wamrmt

" (10° cells/ml) ALK,

%7, niﬁﬁ%ﬂK"CﬁﬁmKﬁﬁﬁiﬁﬁﬂ)&ﬁﬂibﬁ
M X7 Staphylococcus aureus 54¥k, Escherichia coli
80#%, Klebsiella pneumoniae 108%%, Enterobacter clo-
acae 86&, Enterobacter aerogenes 18¥k lC’) WLTHRE
RIC MIC £RIE L1, COM O B H Bk Lk
WA HEEE R KT 10045ICARU# (inoculam
size : 10%cells/ml) £ Ly, —PIZEK G BA Lo

2.2. 4B E Rep Pt BoORIE

REBEABF I & (EW : 27~37%, (kE52~63kg)
ICCTM @ 1g 20.5%E8 Y F» 4 v ¥k 6ml ¥
LU THRBENICEMNLEE 20ERT], EHEIS,
304y, 1WKsRE, 2W5R0, 4 K500, 6 B§RY, sBfSiceh
0K Aml 20U 70 FEHCESD S EH% 81
i ToRE%E 2BEEICREL, €0 —B%EHIR
EEHICRR LT,

e, A—BMABF 34, 4 HEKHU CTM
D 1g %27 ) #-T3 #200ml {CHEWLT, 1S40
TRIEMEL - & & OWMFT, SEBEL®305, Sk
THESE, ®TH%305, 1850, 2150, 48500, 6 KM
Ky 4 ml 2FM L7, RARIC, SiEMBaEs
OMTHEREITE, 35K THR6HUETTORES 2
REECHEL, £0—8% EH TR & & SIRRL
oo MR LoD bMmEZ ML, Kid pH, BE,
B, ¥Wz7—-7HICTREL 0L, —20CIKHEE
U, CTM o#BEERIEICH Ui,

NERE L CRPD CTM DR Riseid Proteus
mirabilis ATCC 21100% KB & 4 2% & » » 7HIC
L OHIE Lo 35T pH 8.0 DST ZRiEH (++
V4 F) ERY, BEHROERICDEOES]
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Table 1 Susceptibility of Staphylococcus aureus (21 strains)
to CTM, CEZ and CER (Inoculum sise : 10*/ml)
MIC (pg/ml)
Antibiotics
0.20 0.39 0.78 1.56 6.25 12.5 25 50 100 >100
7 13 1
(9., CTM (33.3) | (61.9) ( 4.8)
- ‘ 1 11 8 6
CEZ ., (4.8) | (52.3) | (14.8) | (28.6)
4 12 3 1 1
CER 19.0) | (57.1) | (14.3) | ( 4.8) | ( 4.8)
():%

Table 2 Susceptibility of Streptococcus faecalis (4 strains) to CTM, CEZ
and CER (Inoculum size : 10%/ml)

MIC (ug/ml)
Antibiotics
0.20 | 0.39 | 0.78 | 1.56 ] 3.13 | 6.25 | 12.5 | 25 50 100 | >100
1 1 2
CT™ (25) | (25) (50)
1 1 1 1
CEZ 25 7| 25 | (25) (25)
1 2 1
CER 25) | (s0) | (25)
()%

Moni-Trol I, ROHEAZ0.1M, pH 7.0 v EEiE %
KEOBRLIOSDZRAOT.

2.3. BKHRB L UBIEROE &

RAFE—AH, BRATFREARCABR DO KINE
141, RRLIRE (RMmERE) 14, JUEXMRS H,
SHEEFER ISFDIHI0FIC CTM 2 1H 1~4g, 2~
210/, FE LTHMBEICLD, HOICIIBE HE
KEDERL,

ABEDBAIE CTME Y ) 2 T-3 #200ml % 3
WRS% 7 F oMM500ml iCERLT, 1KMNEL
L2K»d THEM L. BEDEAIR20% 7 ¥ v K
Oml KEMLT, T2 DEELE,

1BREEERIE LTHS O 2T, 3hiTid 1
B3E, &2l B 4EEAL.,

HMEMROMERELE LT, BAHE L2 H5RBOK
BRIURBREFROK E LR RBOMELELERL
2o WBNB SN, CRP O, | IMmRK¥SPMmik
ReEOWE, LERBEOMLNIONIbDE [HH,
BRRZ O N RERROFZLLERENED SN
Dolkifade CTM O 5tk D ERMED S
RbO% [P0HH), BHOREBRROUBLBYS
Wporbo% M%), #E5MMEKELT ¥ THE

TEUdo>tbD% MNHERRE] & L1

BERILOLTIR, BEOFALLHMCEEDI,
BERACRINMmM R, FFotee, BRESSEREL
2o

3. R *

3.1. EREKSMERAICKT 52 CTM ofiEh

a) LAF—ARHIMEICOHLT

NKB—ABARBEDEHKMED S i I hi- Bk
KOWT, AR EREK (10%cells/ml) To
CTM o MIC %#lEL, Rk ICRIEL: CEZ, CER
® MIC &l L7,

Staphylococcus aureus 21#%Ti2 Table 1 0 Xk 51C,
CTM @ MIC 3 A 54£0.78~1.56 ug/ml T Y,
1 #kDH136.25 ug/ml TH >lco T DEMIT CEZ 213
1ZE%TH D, CER T3 1 REREE L 6D TH -7,

Streptococcus faecalis 4 #k T3 Table 2 0k 5ic,
TXT25 ug/ml PLETH D, CEZ, CER &idA %18
Moo

Escherichia coii 238K Ti3 Table 3 & 51T, 12.5 ug
/ml PIF8148% (61%) &BLK, T D% ¥ 6.25 ug/
ml THofds, 0.20&57/h X WV E T TIRLEL H%
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Table 3 Susceptibility of Escherichia coli (23 strains) to
CTM, CEZ and CER (Inoculum sige : 10%/ml)
MIC (pg/ml)
Antibiotics T T——
0.20 0.88 0.78 1.56 6.25 12.5 26 50 100 >100
1 1 2 1 2 (] 1 4 2 3
CT™ 438) | (43 | @1 | 43 | @7 | (@8.1) | 4.3 | 17.4) | (8.7 (13.0)
CEZ 2 ] 2 1 2 T
8.7 | (88.1) (8.7) ] (4.3) ] (8.7 1 (40.5
8 4 6 1 10
CER (13.0) | (17.4) (26.1)'# (43.5)
():%
Table 4 Susceptibility of Klebsiella pneumoniae (19 strains)
to CTM, CEZ and CER (Inoculum size : 10*/ml)
MIC (pg/ml)
Antibiotics p
C : 0.20 0.39 0.78 1.56 6.25 12.5 26 50 100 >100
1 2 6 2 6 1 1
CT™ (5.3) | (10.5) | (31.6) | (10.5) | (31.6) | ( 5.3) ' (5.3)
. 9 5 4 1
CEz (a7.4) | (26.3) | (21.0) (5.3)
2 11 4 1.4 1
CER 10.5) | (57.9) | (21.0) | 5.3)"] (5.9
():%
Table 5 Susceptibility of Entercbacter (21 strains) to CTM,
CEZ and CER (Inoculum size : 10%/ml)
MIC (pg/ml)
Antibiotics - - y i - -
0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 i 50 100 >100
21 .
CTM l (100)
21
CEZ ! (100)
21
CER l 1 (100)
():%

LTHD, 100 #g/ml Pl E &V - 7 5 BE i 4 B 42 3 K
(13%) &Aoo & DB CEZ D3.13~6.25
pg/ml DO 1L (48%), 100 ug/ml LI L 48 7 #k
(B1%) ThHDIHNRT, K0HEAHENTH L, CER
2 T25ug/ml P LETHD, CTM O 535
< NicbDTHo,

Klebsiella pneumoniae 19% (s Table 4 D Xk HiC,
CTM 3100 zg/ml DI EOWREE D 1#%k% BT, 7
NTH6.25 ug/ml PITET N TH Y, LrbAEH
£80.39~3.13 ug/ml TH o7co TDHEHKI36.25 #g/ml
UTobDt CEZ Tid148k (74%), CER TR OKT

HHDIHEAT, FBLEN D TH o0
Enterobacter 21 #, Serratia marcescens 6 ¥ Ti3
Table 5, 6 DX 5, TXT100 2g/ml P LD @EET
%0, CEZ, CER ® MIC &2 ESlidbo7.
Pseudomonas aeruginosa 21¥Cé Table. 7 D & 9
i€, CTM (3 CEZ, CER &[@#RiC, 3 ~ T 100 #g/ml
ULOMETH -7, A
b) ARFEEREDSBREICDOVLT
NARTHBERE SIC TBRI51 11 A5 #.6 7 ARICD
7o o THAMEI NIBEMIC DL T, BREE % 10% cells/ml
KLt & CTM © MIC % #& L, CE% CER
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‘Table 6 ‘Susceptibility of Serratia marcescens (8 strains) to
CTM, CEZ and CER (Inoculum size : 10%/ml)

‘ MIC (ug/ml)
Antibiotics —
0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
8
CT™ (100)
6
CEZ (100)
6
CER (100)
():%
Table 7 Susceptibility of Pseudomonas aeruginosa (21 strains)
to CTM, CEZ and CER (Inoculum size : 10®/ml)
MIC (pg/ml)
Antibiotics
0.20 0.39 ‘0.78 L 1.56 3.13 6.25 12.5 25 50 100 >100
21
CT™ (100)
21
CEZ (100)
ue 21
CER (100)
():%
Table 8 Susceptibility of Staphylococcus aureus (54 strains)
to CTM, CEZ and CER
Antibi- Inocul. MIC (pg/ml)
otics | size | 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
10 6 41 6 1
CTM (11.1) | (75.9) | (11.1) 1.9
108 27 21 5 1
(50.0) | (38.9) | ( 9.2) (1.9)
108 19 33 1 1
CEZ (35.1) | (61.1) | ( 1.9) 1.9
10t 39 9 2 1 2 1
(72.2) | (16.6) | (3.7) | 1.9) | B.7) | (1.9)
' 13 53 1
cer | 9] @8.1) 1.9)
10° 16 12 9 5 6 3 2 1
(29.6) | (22.2) | (16.6) | ( 9.3) | (11.1) | (5.6) | 3.7) | (1.9)

()%

O MIC LML oo 7545, Staphylococcus aureus &
E. coli itoWTi2, RN 108 cells/ml DIEALR
RICRIE L 7o

Staphylococcus aureus 548512 Table 8 DX 51C,
1MEMR3T0.39~1.56 ug/ml TH D, EEEEH10°

DOFALD b 1 BERERE/NE S5, T OB#is CEZ
CHARB EDDPEBITT ¥ 1, oA, CER 3 18%
BRDTTXTO0.20 #g/ml O LENRTELE>TEHD,
CER iCRHIS 0 ILE B MENTH o7k,

E. coli 80 Bk Ti2 Table 9 @ X 5ic, CTM i3 50
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Table 9 Susceptibility of E. coli (80 atrains) to CTM, CEZ and/ CER

Antibi. [Toncul, MIC (ug/ml)
otics lsize | 0.20 | 0.30 | 0.78 | 1.56 | 3.13 | 6.25 | 12,5 | 25 5 | 100, | >100
64 14 1 1
crm | 10| @00 | a7.8) (1.2) (1.2)
10 8 16 12 3 2 4 1
10¢ (11?2) (ulfs) (12.5) | (10.0) | (20.0) | (15.0) | ( 3.8) | ( 2.5) | ( 5.0) (1.2)
1 38 21 8 6 2 3 1
CEZ 10° (1.2) | 47.5) | (26.3) | (10.0) | ( 7.5) | ( 2.5) | ( 3.8) (1.2)
1 30 17 7 12 6 2 5
10* (1.2) | (87.5) | (21.2) | ( 8.8) | (15.0) | ( 7.5) | ( 2.5) | ( 8,3)
2 26 24 15 5 6 1 1
CER 10° ( 2.5) | (32.5) | (30.0) | (18.8) | ( 6.3) | (7.5) | (1.2) [ (1.2)
3 | .30 u . 4 10 8 1
10* (e (3.8) | (37.5) | 13.7)'| ( 5.0) | (12.5) | (10.0) | (17.5)
():%

Table 10 Susceptibility of Klebsiella pneumoniae (108 strains)

to CTM, CEZ and CER

Antibi. [Tnocul MIC (ug/ml)
otics size | 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
CT™ | 10 | g0’y | 76y | C09) | C 0:9)
CEZ | 10° 19 | o | 139 | (69 | 09 C0'9)
CER | 10¢ @) | G0 | ain | (29 | (18 (0:9)
():%

Table 11 Susceptibility of Enterobacter cloacae (86 streins) and Enterobacter

aerogenes (18 strains) to CTM, CEZ and CER

Antibi. |Inocul MIC (pg/ml)
otics size 0.20 | 0.39 | 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
CT™ | 10* | (sl | (10 | Cam) | (10 | (7 | (am | (8 | (sm | o | (8D | ko
CEZ ) w0 (aw| (Lo | (1o | (Lo | (1o )
CER | 10° 29 | (29| (o | (1o (10 (gfg)_
():% |

pg/ml &£3.13 ug/ml @ 2 ¥kEROT, $XT0.39 ug/
ml YU FTH0, CEZ, CER TiZ KB4 H41.56~50 ug/
ml KAH LTV ADICHART, RECENLHEHT
Hole Lo L, BRERENI10® cells/ml &155 20.20~
50 ug/ml ORJICIBIL AHBLTH D, MIC DIETHE
BTH 7o CEZ, CER TREMEROBLICK B

1~ 2 BT E 15t o o .

Klebsiella pneumoniae 108¥kCid Table 100& 51K
FXTH1.56 ug/ml DT T H 548, KEH0-39 re/
ml YFTH 1o CEZ Tid KiS5421.56~12.54 CER
T133.13~25 sg/ml THo>7 DI LXEE, 3~5&
B2 LD DA S bt b

Enterobacter cloacae 86# & Enterobacter, aerogents
18O 104KICOVTORMIE Table 11O&H I, K¥
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Table 12 Serum concentration and urinary excretion after 1 g intramuscular injection of CTM (3 adults)

) Bod Serum concentration. of CTM (ug/ml) Urinary excretion of CTM (mg)
Case |Age| Sex | welght
(kg) 0 %h|%h|1h|[2h|4h |6h | 8h |0~2h{2~4h|4~6h 6~8 h | Total

K.T. 37| m 63 0 9.9 17.6| 16.1f 13.4] 4.9 1.6/ 0.3 361.4| 175.2| 50.3] 13.5| 600.4
M.0.[31|m 52 0 45.4| 47.6| 25.6) 8.1 1.1] 0.3/ <0.1] 582.1| 67.8 10.9| 3.7| 664.5
T';.‘T. 27| m 53 0 37.4] 34.0| 19.4] 9.2 2.2 0.3 <0.1] 607.6] 96.5 24.8 5.2 734,1
. 30.9] 33.1] 20.4] 10.2] 2.7] 0.7 0.1] 517.0 113.2| 28.7 7.5| 666.3
* Mean2S8.D. 0 |+18.6/+15.00 +4.8 +2.8 +2.0] +0.8 +135.4|+56.6/+20.0] +5.3/+66.9

Fig. 2 Mean serum concentration of CTM after 1g intramuscular

injection and intravenous dripinfusion (n=3)
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#2100 pg/ml LWL LN LETH > 7, 0.20~100
ug/ml FTCOALAHLTEY, 1A H»TH12.5 #g/ml
UTOb D36k, 35%b & > 7. CEZ, CER i390%U
E#100 #g/ml DIETH D, T HH20.78~100 sg/m)
THHRDILHARZ L, HENOHANASHLTH >
1co T DMEIC Enterobacter cloacae & Enterobacter
aerogenes L DRIDZERIFLELEDHONIE» oo

3.2. CTM ik Ry & /A5 7 fiERr o M hEE & Rep
Hritt it

RERA3ILZILDWT, CTM @ 1g % cross-over
THE, SWEELE oMM s R & B4 R
UM,

CTM @ 1g ##H Ui & D fih#@ A2 Table
ROLS3I, 38D B 2 Z3IZIZAHOBKAINERE
AU, 1 LB HICRI, HEOBEL:bDOT
Hoko BTHIZLTS, 3BEOHBEEKTHIOHICK
Wah, mMEREEICERL, 1413154%C37.4
tg/ml THRELILD, 1D 2 & b0MRICIBE LI
2T, 47.6 ug/ml LFERICHEMEEL >bDE, 17.6
sg/ml WHESRbDEHorce € D %I HEOBS
Nt 2 ZTH HBATRGEIC, BED b D3~ KR L,

Time (h)

1 B5fE#%1C1316.1~25.6, F#520.4 ug/ml, 2 BRI&KIC
{38.1~13.4, ¥#3910.2 ng/ml L1530, & DORIDUFF
Midka0n0 2 2L 14 D 1 B2 &hic. BRI
ORIFTCH- 24 T3, 4 FiTKICI32.2~1.1 #g/ml
KETRDL, 685M%I20.3 1g/ml, 8 RKAI#IZRHT
ALRICE T > oo TDOERKMIZS00EPPEER
L7cds, Db DEFEERD S oTce RINDEIEL
7-bDT3, 4KAA%G4.9 2g/ml EEL, 6K
15851.6 #g/ml T, RHMIIB0SFERL, SHMKD
0.3 ug/ml THotco LD 3ZDOMPBEE—BICE
BT 20BN HshbANIELN, FHEEL S
TRIRST A& Fig. 2 D&HTHolco COLEDRYP
BRI 2 R T TS MHTE Y, BN R
Mot 24 Ti3#600 mg, Bhic 1 & Ti2360mg Th
Stte COEBNBFITREDS &S LEHNSRICH X
., 8HEH%F TIL600 mg HEEM I, fhD b D D665
~T34 mgiGES W, Th b 8 K% To RSP &
i1 3 ZOFEEBETHSROTIHFTHD, 6KHEETD
66% & RERZL, o7,

FE—fERAIL CTM @ 1g 21 BRb it TA T
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Table 18 Serum concentration and urinary excretion after 1 g intravenous drip infusion of CTM (8 adults)

Body Serum concentration of CTM - (ug/ml) Urinary excretion of CTM (mg)
Case |Age|Sex|weight In the Atter the end of drip intravenous —
Before('n, d infusion ~ I~ -
of DIV 0 |%®h | 1h | 2h | 4h (68h | Yh| 2h| 4h| 6hH| ‘.
K.T.[37| m 63 0 30.9| 37.4| 16.7| 8,7 4.8 0.9 0.3 408.0| 169.2| 44.3 9.0 630.5
M.O.|31|m 52 0 35.7| 43.3] 13.2( 7.6 4.2 0.7 0.2] 395.4] 200.1] 31.6] 6.6 633.7
T.T.[27T| m 53 0 34,00 39,3 13.1] 6.9] 3.6/ 0.8 0.2 430.1) 184.8/ 30. 7.6| 653.0
33,5 40.0] 14.3] 7.7| 4.2 0.8 0.2| 411.2( 184.7] 35.5( 7.7 639.1
Mean5.D. 0 | +274 +3.00 +2:1] +0.9] +0.6 +0.1 +0.1|+17.6/+15.5| +7.7 +1.2 +122
Fig. 3 Case T. H. 29yr. f. Acute monoeytic leukemia and sepsis
Date 2112 11 5 10 15
Blood RBC w w e o
transfusion Tha & & a a A A A & - a & A a a A
Prednisolone 20mg/Fl
4’:1 CTM [Fafday [ CEZaulday
2! TOB
39
38
AN /\ 4
o Y N ot Eeti VARG ACE I SR ) SR CEX st Y)
WBC  700(N:1)800 850 9ON:2) 1750 4250 7200
Blas1(%) 15 26 25 29 18 22 2
Wb 64 14.4 8.8 a.8 9.3 8.4 7.9
RBC 189 416 258 02 312 242 21
LDH 165 275
GOT 30 45
CPT 43 1
ALP 56 72
BUN 10 4

BELE oMb RE 3 X CRPPE#ER Table 13
DESIC, 3HELbII—KL - BRHBERNESL
Too T3, MAEREE I3 A B 25 % 30731C1230.9~
35.7 ug/ml L150, ST HECRAMEE->T,
37.4~43.3, F31540.0 ug/ml Thot:o £DHiTEME
KRALLT, 3ZOFEHYETH 5 &, 3073KICI1314.3
wg/ml L~ DK% E X o B8, 1RRI%IZ7.7
ug/ml T, 2K % b 1584.2 ug/ml THoto L
U, 4 F5H#12130.8 £g/ml, 6 Fefl#%120.3 £g/ml L&
TFLTUE 7o T oDEMERRT AL Fig. 2 @
X5RIBY, HEKRLIDb -7 B, AFILRDT
B0, KEOBOLBBTS o7ce AR LRI
BOICII202TH > 7ot 1 MRS 5 13509 T o
foo COEEDORPEEMBESDE, AHHKTH 2K
ETIABoMEEH SN THD, K600mg Thot,
EARZDHRBARMRTER ETO DO TH oo 35
CARTRIENEORGIMIN, 6KI%kE Clcid
£ E5R/D63~65, FIF64HBHRPICH# I,
3.3. EARZEE LURIEA

NKRBE—AR B X U D BOM B AFHC AR 410 Bl
EXIUZOE 25, [EXFRS M, IHTERRS
PloE10fic CTM 2R LL. choOEMR
Table 14, 15IC—FKFE L, 29~85ROBT 4%,
TF6L&THolc, ZWKBEL CTHKKEPERE
# TORLOBBRHOKRBLEObONE(, B
BObDTHoe T, DRSS LHER
IhTLELDb 4 PH > BREOHSHTHHE
D3 E. coli 34, S. aureus |C S. pneumoniae,
Pseudomonas aeruginosa, Candida 13 & ® BALKD
@ 34, Pseudomonas aeruginosa (?) 1 fiDat 7H€H
272 CTM 0 (i3 1 H 1~4g, 8~21AT, &
Bi312~82g Thotco Uik, HE5MBHK2HAE KK
CULEEARANATH -,

CTM Rk 2RAMBMEDRIF LM £P
B4, B34, HEREKIMNTH Mk, ;

REAICATH B L, E. coli #EBRINFES T3, Tobra-
mycin OGFRICE > THRMET, EHTH oMo b0
&b Fig. 3 k5K, BIRKIIB00&L1L, Lib
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Fig. 4 Case T. T. 50 yr. m. Lung cancer and bronchopneumonia

Date 1277 15 20

CTM lz.mwnyL

25 30 1/8

J(total 12g)

Y —¥
) VVVY VYV VAWV
Sputum A t ot
- culture St aureus (#) Pseudomonas (+)
Str. pneumoniae (#) Condida (+)
Paeudomonas (+)
WBC 12700 14700 9500
CRP 6+ 9+ 0+
ESR 80/85 101/108
GoT 42 5 28
GPT 30 23 25
LDH 130 242 180
ALP 85 %
BUN 13.5 9.1

Fig. 5 Case M. K. 69yr. f. Acute pyelonephritis, SHD

T 131 16 20

39 CTM
38 3g/day (DIVY

25 30 1/2

Tg/day TM

1

NA 3g/day

Volume 1

37 I/\A'A A_A A— A A A
YWY Y VNI VVVNAA ATV

Donne-R + + -
Urine  >10%(E. coli)

WBC 36700 11000 10400
ESR 57/89 47/79 41/89
CRP 7+ 4+

BUN 43 10

Creat L9 0.8

GOT 4 52

GPT 19 22

ALP 152 '

BABRBBLBORBOLOTH D, BB EIN E. coli
Db DH CER (-), CEX (+), GM (+) &roik
BYUETH >, KIFES Fbhi S. aureus & Pse-
udomonas aeruginosa \C X 3 ML IBERTIE, B
KUOBAD S. aureus 2 H%L, 251K BOREH
Aohicdt, Pseudomonas (3R7E L 1o 2T Genta-
micin DR & FTO NI D5EL I #bt13 <, CTM O
hiktk 5 B Hb 5> BU3CU LOMEMNEONE LS
K >kDT, PoEHEHEINK,

FEIWRO S ARVTN O BERUEBKBEAET
BODTHo7c A, Fig. 4 @ S. aureus & S. pneu-
moniae DR INTER & ZOREL I P> 1 fili RPIT
BREHTH o7, A5, HBMOMERICAH LB
REFTRHREOKE RS oNd DORMETS,
% & B%E | 7z, Carbenicillin % E#ARSEA L TL 7o

(ml) o

103> 2000 8.6%10¢ St faecalis
Serratia
13250 6500
26/61
1+
14 26
0.8 0.9
64 55
35 25
175 147

BRIREIC > 1SEHITi3 Pseudomoanas aeruginosa
() BRHUINLTWLICESHD, MY THoMo %
7e, CTM D52 UDHABLICAR L IERTII,
HF DEEO - wHERREE Lo

RESEHED 3RO TN SHRT, E. coli OBRE X
hicbon2fE, MERIOERICK D EREDSH
TEULSRL1PTH>7co RERAOBED S NI B
YOFEMTS Fig. 5 DX HS5CEELLTCTM 218
1g ERLUAHTE 7o ERRERMORBEHOOE
HELUTo

BWERE LTI, BRERDO ELSIESAEDOII
o, REMBMKT Furosemide @ 3 hiz LR
2P B LI UVRRBTEBROE 14)ic GOT, GPT DR
DLERANBRDO NI, DTN ST HRIESLL
720 '
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F L B-lactamase |CiEHi#D cephalosporin Fbi
$HRELUTHREINAL CTM 20T, X#AY, B
17507 -0 A

%7, CTM oM N EMEAMBICOLTREL
o8, Staphylococcus aureus T2 KA D MIC H
0.78~1.56 ug/ml TH YV, 100455 N MM T3 1 BhirH
WU, o DRI CEZ & A&M)15<, CER LI
PRLILDOTH oM, RIS OMEL L —
B LTV, Streptococcus faecalis {C OV T, CEZ,
CER LERICHEARE > Tk, 2D fidbhbh
DRFELIED 277 3 2[GHRBED DS, S. pyogenes
BELU S. pneumoniae TIIREAH 0.2 ug/ml 15101
NPT MIC £9<NTHD, S aureus EFLL
CEZ L[E%T, CER K®$$5bDTHBL>bIT
aY,

E. coli {COW\Tid, #HHMERICK 5 MIC D&M
FL L, 10%cells/ml 04 iCid LWAF—AROEKT
1261%, 2HH oD b D TII91% $12.5 ug/ml YT &
135 TWatzhs, 108 cells/ml DA A5 H20.39 ug/ml
UTE-T, ERICTSORRENT, CEZ kb b

3~ 4B, CER Db 4~5BERANLbDITIS
TWRBZ EMHEALT.

C O, HHEERAH0% cells/ml DA ICIIREFRE
OHENRBELC LMBL, 108 KHERTZE (+) &
(=) DHENEET, Lird CEZ, CER LDfilhoD
HBOBRL 2 b ot £ T, LARER
DHEBRICDOWLTIZ, 10%cells/ml AW AC &I LT,

Klebsiella i{C DV Tid, 10%cells/ml T & AB53r546.25
ug/ml PIFTCH 0,10 cells/ml €9 5 £0.2~0.39 xg/
ml EFEBICT SN BT, CEZ, CER %i35HIC
BLHDTH o710

Enterobacter iCi210%cells/ml TRt @ HnBE D S
7308, 108cells/ml LT 2 LBE2BERHONELD
15D, AHIH B-lactamase EIHETH B EEHH
Mt Serratia OV THRABTHZLEbLN B,

Pseudomonas aeruginosa (Ciz 2 MBHMNBEDSN
o lcdt, BREKERAITOLREDHRNIEH > 1,

chod 75 AR EIC DL TORMS tiiERd S0
bDEXIL—HLTWVLAY, ZDiIHIC, Haemophilus
influenzae T3t L T HBEE R TN TH 0.39~0.78
ug/ml &, LN bDONBHY, THh ETD cephalo-
sporin REFTII L b > L K EIBELE I TWV S,
%7, Proteus |8, Citrobacter \CbIEHHMH Y, Sal-
monella, Shigella [T\ T CEZ, CER [Til> b dHt

BBLLbOUTEOY, bhbhbSte bRMT Y
EkziBbhs,

CT™M OB, HEf#icoW0T, 1g BE50BALER
AT L7ets, BIRTEALL 1g % 1MOITA
WX 5L, PR30S KiCid e — 7 IGELME LY,
FRH TR ICRME LA, £OMIZ 3 ZDOFHTYH.0
4g/ml T, TOBBUKICHAT 5 b DD 3MM%E T
1 ug/ml Y EOMEMKEIEINTED, 205MHHs
¥ LT, HBEEAHNLRETH 5LEbNE, L
L, fhisk® » 5 0MEDTE MM ¢~ 7 T58.3, 41
M%2.2 ug/ml THEDICHXS & 2K MNP PERT
Hore

FH—MIC2LT 1g BEETHSE, 3805524
BELs - v 22U, 141305 0ICRN, Hi
WBET ALV BHRT, SHEMEDKLD <504
NRELCEMHERIZINIZ. TN TS BHERIS~305iC
iRe—7&120, EHMT33.1 ug/ml & W BAIRHE
130, SEBERLDOGBRLICHD L, 4HM%b2.7
ug/ml OMPBENFERE L T, MERTD 1g %
HEROBRBIT X 5T, 250 mg, 500 mg D IC L
AMhBED v — 73 Eeh€h8.8, 15.6 sg/ml T, 4
BERS%220.9, 1.8 ug/ml THZD %353, BRI
dose response 2¢H 5 EWRX B,

BERICE U5 — vy OMPRENE ST 2 KD
VT, SRR GERFOMBPRES H XS EFig. 6
DTEL, -7 ORHNTHhIRS 24, ORI
=L, BEALZDLVLMPBETSH ST EMbh
b0 LDT EIIT v T Dibekacin, Amikacin {£D
TANTEBHE BT Ab6DTH 1™, ift, B
EKAITIZ 1g OFES AL, 1598%IC58 sg/ml T,
4 Ksfi1%1.5 pg/ml & HGHERE I LOERIBLLS
ThHbo

Tho 1g DAMBEE HER O R ik ft&icon
TH3BE, LWFhLEMKRTS 2 BT TIE0BILH
HEtt X B¢, 6BRIE TTH64, 66%THolke L
REHNDOBITHRIFTEH 5 bicd ok bahi
Vo B B-lactamase i 4 D Cefoxitin #90 %,
Cefmetazole 85%5 Tdh 2D ic X5 &, HEHIEE
ThHbo

CTM o B bR 55 AT 12 10B1 & 73 <, L bERH
EWERBEETA0OMBh oo, TOBKBER
MR LR EDRIFEBRHETR IS 2720 ZNTHRE
RRYEIR 100 BICEHT, L bBEMHOLOILEN
Lico BREBRPETR SPh 2 AEHT, 2AICED
ThHoleht, 77 sBUREICL 5 bOIKREPTH
D, ERMERBOBOLSBEREMNCE S ICERALTSEH



voL. 27 S-3

CHEMOTHERAPY . ‘3BB

Fig. 6 Mean serum concentration of CTM after 1 g

intramuscular and intravenous drip infusion
(n=2)

Serum concentration of CTM  (ug/ml)

EnpsLEbhd. CNETOEHTIR, BUAEX
&, BRTIISB~BBENE R L Lo TVLBEY, ¥/, 18
BEEIRO 15 iCid Haemophilus influenzae [T X %
bOMBRC EHD DS, TIBLEREVSTBFMOTTEH
b, ILICKRHINBERETHAH. KIMEHZIEIE
OFEDH B 2P TS, H P BOIDICHE RICE R
BEEDIET LTORERNTH Y, BokiZEDRHRM
Bontihot. BAEO #HEEITIE, S. aureus, S.
pneumoniae, E. coli X550, MEETH o7&
Bbh 2 KnERNERBROTEHRTHYD, Pseudomonas
aeruginosa 5 bDIIURDOL LIENOJHTH o7,
LOERFDRIRDEB > b OMNBA LTI,

CTM oEFRIZ 18 2g §% 1g $o0 5%
FRIE L, WififErs &DEAR 1 B 3 ~4EICHER
Ltco 370,18 1g 2XthE Lc 2T, HEDH B
RBECIDAERE LM, WIhbBERHTH o7,

CTM D EIfER & L Tid, AARSHRICEKRE
AT LS I HIC OV TOFRR TR GOT, GPT 0@
EERLAbOM2HIicEHD SN, &LICLEET S
BEDLDTIRIEM 70 BUN, 7 LT F=v1EILH
2L{FBRALNT, RBUEDT LV AF-RIGOBEE
InBd ot 4 ESEMNEHNUTRIT 2LEMND
53,

5 & L]

HFLLB S & L #- B-lactamase $E T D cephalo-
sporin RAEMETH 5 Cefotiam (CTM, SCE-963)
LoWT, By, HKHREE RS, DEORRNE
Shic,

1. CTM ok o B icxid 55idh% MIC T
HELiE B, # 8 ER&H10°cells/ml DRE, Sta-

Time (h)

phylococcus aureus (3K 45> $40.78~1.56 ug/ml T,
Streptococcus faecalis (33X T25 ug/ml YL LETH o710
%7, E. coli 1312.5 ug/ml LIFD b DH61754> LI1%
T o 7%, Klebsiella pneumoniae |3 K5 436.25 ug/
ml LI FCdh o720 © DI Enterobacter, Serratia
marcescens, Pseudomonas aeruginosa T3 3 X T100
ug/ml P ETHotco BRERH0° cells/ml DIBA,
S. aureus T3 1 BEETEE MIC 2/ NXLBABICTENR
o728, E. coli, Klebsiella pneumoniae Ti3FERIT/H
LMD, KBS D BH0.39 sg/ml YT & ook,
Enterobacter T$12.5 pug/ml Y ITO D 2358 5
e chd CTM o MIC B7 7 ~BHRE Tt
CEZ Li2i2RA%T, CER ZSPE o7t 77 »BH#%
BETI3 CEZ b3~ 4 BPE, CER VDb 4~5
BT <O boinEh oo

2. BEKA3LIKOVT, CTM 0 1g 2HEL
fokx, MABEDC—73305%ICHY, 33.14g/ml
T, 4KRI%52.7 ug/ml T, BKERIRICFAERIBTE
BB EE oo F—RBERAIC 1 R TRkt
Ufc & &ici3, Moh#EEid & 3 & T RIC40.0 #g/ml &
BEMET, 35IC2H1%4.2 ug/ml, 4 B5RG%0.8 ng/
ml AU, 6KRI%%0.2 #g/ml TH > 1o THS
BHE & SR RIER O R HEt B3 BRI 3 ~ 4 R HICK
600 mg T, FHHETH 6 Kl TICEh £ 660, 640
mg TH o7

3. MERB LU Z D26, J[AEXMRS Hl, S
BEBR3I M D104, CTM %21 H2~4 g, 2~21
BRIERLIECA, BHSH, PPER1H, EH3
B, HEREE 1 BITH > 70 FRBEITITIRBEERYIEN100
FEXT, FREBLHERIOBICEDEPPEL, il
ECIEYRNIED ol BREOCEBRITIR S 5 1B
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BASIC AND CLINICAL STUDIES ON CEFOTIAM (SCE-963)

YosHIRO SAWAE
First Department of Internal Medicine, Kyushu University School of Medicine

KoicHr Takemor: and Hipeko YokoTA

Clinical Laboratories, Kyushu University Hospital

Kunio Nacar and Hipeo Nacano

Department of Internal Medicine, Karatsu Red Cross Hospital

Basic and clinical studies were carried out on cefotiam (SCE-963), a new cephalosporin antibiotic.

1) In vitro antibacterial activities

MICs of cefotiam against various clinical isolates were determined. With 10° cells/ml inoculum size, MICs
against Staphylococcus aureus distributed from 0.78 to 1.56 u#g/ml. None of isolates of Streptococcus faecalis
were susceptible to 25 #g/ml. Most isolates of E. coli were susceptible to 12.5 x#g/ml or less. Almost all
of strains of Klebsiella pneumoniae were susceptible to 6.25 #g/ml or less. None of isolates of Enterobacter,
Serratia marcescens and Pseudomonas aeruginosa were susceptible to 100 zg/ml. MICs of cefotiam with
inoculum size of 10fcells/ml were considerably lower than those with 10%cells/ml. Antibacterial activities
of cefotiam against gram-negative bacilli were more potent than those of cefazolin and cephaloridine,

2) Absorption and excretion

Three healthy adults were given 1g of cefotiam intramuscularly. Peak serum level of 33.1 zg/ml occurred
30 minutes after administration and this declined 2.7 #g/ml 4 hours after dosing. The same subjects were
given 1g of cefotiam by i.v. drip infusion over 1 hour. Serum level reached 40.0 zg/ml as peak at the end
of drip infusion and it was 4.2, 0.8 and 0.2 #g/ml at 2, 4 and 6 hours after the end of infusion, respecti-
vely. Mean 6-hour urinary recovery was 66% by i.m. administration and 64% by i.v. drip infusion.

3) Clinical responses

Two patients with sepsis, 5 with bronchopneumonia and 3 with acute pyelonephritis were treated with
cefotiam in daily doses of 1~4 g for 2~21 days. Responses were good in 5, fair in 1, poor in 3 and unasse-
ssable in 1. All patients with urinary-tract infections and 2 with respiratory infections showed good responses,
while patients with sepsis failed to respond to therapy. Side effects noted were slight GOT and GPT elevation
in 2 patients.



