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WLEIR Iz 7 7 <1 ¥ VREAEWE
T-1982 2B ¥ % KHEH AR

TAEF R « KHHET - THMA - RERET
B R BEEH
REBERAEMENERE

HULBRINT 27 77 4 v U RTEYE T-1982 1B T 3 BN HEY BEANEYE L

BREL, UTORRZRI

T-1982 DHE A< 2 + 5 ~ i3 HEdE e UTH 1z Cefmetazole, Cefotetan L[k, 77 45
Y, REEIELLSHL, ZOHETIE Cefotetan & 2IXRA%E Th - 12, % 12 Bacteroides
Fragilis \T53 U T & B SI% R Utz a% Pseudomonas aeruginosa \CIMENEXRI X -1, T-
1982 11 Escherichia coli, Klebsiella pneumoniae, Serratia marcescens \Cxf UCYERBEICL U
BEA®RUT, LU MIC & 38/ MLC ORICia KA 2ZEARBY i, v ARBRAVEY
I % T-1982 DISENRIE Escherichia coli, Klebsiella pneumoniae, Serratia marcescens T
Cefotetan & A& 2N ETH o125, Proteus morganii iZ5F LU Tid Cefmetazole X h $4 -
T\~zo T-1982 % Escherichia coli \C/EFB I R IIEBORBEMNABELIZET S, BEFIZEULL
{881t Utz, Escherichia coli 33 % 0% Pseudomonas aeruginosa D= Y L EESEABICNTAE
A O W TREERF2 572805, T-198213 PBP 3 o U TV BAERRU T,

T-1982 BFH LR Sh 27 7 =4 ¥V R4
BTFig 1IRTFRTHERZAL TV %, L% 41X Sodium
78-((2R, 3S)-2-(4~ethyl-2,3-dioxo-1-piperazinecarboxa-
mido) -3-hydroxybutanamido) -7a-methoxy-3- [ (1-me-
thyl-1H-tetrazol-5-yl) thiomethyl])-3-cephem-4-car-
boxylatesyr 3 CaHasNoNaOpSz, 4+ F £ 649.6 © B
METH5,

xRS 7 ABME, BEECH LAGRELAEN %2
R/L, B-lactamase TH LTHRETH 2 LH{EIhL TV
50,

4@, bhbhit Cefmetazole?, Cefotetan® % 5 3%
& LT T-1982 OB FHIFFM 2 Bt L,

I. ZBH#L S UCEREE
1 ERAEKS O ERLE
HEREFDEER E ER S EEEY A 72, T-1982,
Cefmetazole (CMZ), Cefotetan (CTT) i3\ 3"h 77
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BREFSB/IREHEILBE (MIC) REEERITE K
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diphtheriae 1213 10% 55 Biikie W % 7S 0 U 12 RS % R
WTCHISE Utze Bacteroides fragilis iz GAM agar (=
v 2 4) ZEAV, BEMEEOR/NEEHIEBE MO
TR - TRIFE Utz . Clostridium J&iciX thioglycol:
late medium(= v 2 4), Neisseria Biziz 1 %DHAK
H Y 22 ' 1A T2 Gonococcus medium (GRBF) ¥
AV, 37T, 48EfRE®KD MIC Zkwiz, 1iZL,
Neisseria BOBEFICIZn — v 2 EEEEY .

3) MEERIRRITERFORE

(@) BMBERMOKE

Sensitivity test broth D EMmEE% 0, 10, 25,
50% DEE & UTEA0 MIC 2 ¥k Rekic & hilE
Ut

(b) HHEAROKE

HAxOHECRBUNER % AT MIC #REV |
120 %1z heart infusion broth (= v = 4) dCHHER
B 1B DB DR BB 45 C 5 MIC iz 4gd 58
EEQEYIER 3, EERANET 3 Licl b, 48
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Table 1 Antibacterial spectra of T-1982, CMZ
and CTT
Gram-positive bacteria (108 cells/ml)

Table 2 Antibacterial spectra of T-1982, CMZ
and CTT
Gram-negative bacteria (108 cells/ml)

Organisms T-1982|CMZ|CTT Organisms T-1982|CMZ|CTT
Staphylococcus aureus 209-P JC-1 | 12.5 |0.78| 12.5 Neisseria gonorrhoeae 0.05 | 0.78 0.39
Staphylococcus aureus SMiTH 12.5 |0.78] 6.25 Neisseria meningitidis 0.05 | 0.20] 0.20
Staphylococcus aureus TERATIMA 12.5 {0.78| 12.5 Escherichia coli NIH JC-2 0.20 | 1.56| 0.39
Staphylococcus aureus NEUMANN 12.5 10.78| 6.25 Escherichia coli NIH 0.20 1 0.78 0.78
Staphylococcus aureus E-46 12.5 {0.78| 12.5 Escherichia coli K-12 0.05 | 0.78 0.20
Staphylococcus aureus No. 80(PCr)| 12.5 |1.56| 6.25 Citrobacter freundii NIH 10018-68 | 12.5 500 25
Staphylococcus epidermidis 25 [1.56| 100 Salmonella typhi T-287 0.05 | 0.20] 0.05
Streptococcus pyogenes S-23 1.56 |0.39| 1.56 Salmonella typhi 0-901 0.05 | 0.390. 025
Streptococcus pyogenes Coox 3.13 |0.78| 3.13 Salmonella paratyphi A 0.10 | 0.20{ 0. 05
Streptococcus faecalis >100 50 |>100 Salmonella paratyphi B 0.20 | 0.39 0.10
Streptococcus viridans >100 50 |>100 Salmonella enteritidis 0.20 | 0.39] 0.05
Streptococcus pneumoniae type 1 1.56 {0.39] 3.13 Shigella dysenterice EW-7 0.20 | 0.78] 0.39
Streptococcus pneumoniae typell 1.56 {0.39] 3.13 Shigella flexneri 2a EW-10 0.10 | 0.78( 0.20
Streptococcus pneumoniae typell 1.56 10.39] 3.13 Shigella boydii EW-28 0.10 | 0.78( 0.20
Micrococcus luteus ATCC 9341 1.56 0.39] 6. 25 Shigella sonnei EW-33 0.10 | 0.39( 0.10
Bacillus subtilis ATCC 6633 1.56 {0.39] 0.78 Klebsiella pneumoniae KC-1 0.05 | 0.78| 0.10
Bacillus anthracis 100 {1.56] 12.5 Klebsiella pneumoniae NCTC 9632 | 0.10 | 0.78| 0.05
Corynebacterium diphtheriae 6.25 |0.78] 6.25 Enterobacter cloacae NCTC 9394 0.78 [>100{ 100

MIC (zg/ml)

BELREDR L OBREYRE U,

4) REEA

Heart infusion broth T 3 ¥ 1o {BHAD HickE &
DOBREOEXIEA Y, ABHAITCOEFERELAEL
120

5) MIC & MLC

B/NFEE B L VAT T AR SR> & AR Y1 SEFI AR A0
DERICY 7Y #&FTI2V, 3, 6, 2085EICHEERO
E299. 9% MEINBICET A WE L KD,

6) <V ARBIBIEICH T AERDER

ddY Bt~ 2 (KE 18+1g) 1B10TH AL,
6 % gastric mucin (Orthana-Kemisk-Fabrik A/S)
LERBEAUNEKD 0.5ml ¥ v v EEANICERL
1o HEME 2RERMBRIC 1 R THRE%1T/8\v, THEOD~
v ADEEERD> 5 LitceriELD WiLcoxonEE® 12 & b EDso
(mg/mouse) ¥ & 1% D5%SFEBREXEH L, HE
DRERDI,

7 NHEEEHGIICL ABE

254 FHIALTELSEIRIZT 1V 2 EREEHA
BT 5, —7, WEPER EOBERE #nx—# 5 Tk
BU, IhE2EREMEIZHRE, /%57 4 P THAT
%, L DOEA X BN A EZEBEMSE (Nikon) THEL 12,

Enterobacter aerogenes 0.20 | 100f 1.56
Enterobacter aerogenes NCTC 10006 0.78 [>100| 100
Hafnia alvei NCTC 9540 0.78 | 6.25| 1.56
Serratia marcescens IFO 3736 0.20 | 6.25/ 0.20
Proteus vulgaris OX-19 0.10 | 1.56/ 0.39
Proteus mirabilis 1287 0.10 | 1.56/ 0.20
Proteus morganii Kono 3.13 | 6.25] 3.13
Proteus rettgeri NIH 96 0.05 | 6.25/ 0.10
Proteus inconstans NIH 118 0.78 50| 6.25
Pseudomonas aeruginosa No. 12 >100 {>100>100
Pseudomonas aeruginosa Nc-5 100 |>100/>100

MIC (gg/ml)

8) =y Y EESEAE (PBPs) ~OEfny:

SeraTT D HEPIT X b Escherichia coli 33 X (X Pseudo-
monas aeruginosa DEEEST % F8H L, (14C)-penicillin G
(PCG)EDarrsF 4 varitd hEDIDPBPs ~D
T-19820D Fnttk & #2F U 12 . T-198213 (4C)PCGiz Xt L,
ENHT250>5 0.008 £ TOSEHFRTIEE IR, T
X887 406 LD (14C) PCG iz k A REEE % Dual-
wavelength TLC scanners 90 (Shimazu Co.) TH|E
U, ZOfED 550%HEB-EZXRD I,

9) Ethylenediaminetetraacetic acid {3k DR

7
106 cells/ml @ Escherichia coli A2 1p heart infusion
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Table 3 Antibacterial spectra of T-1982, CMZ
and CTT
Gram-positive bacteria (10¢ cells/ml)

Table 4 Antibacterial spectra of T-1982, CMZ
and CTT
Gram-negative bacteria (10° cells/mi)

—

Organisms T-1982CMZ|CTT Organisms T-1982|CMz|CTT
Staphylococcus aureus 209-P JC-1 | 6.25 |0. 39(6.25 Neisseria gonorrhoeae 0.05 | 0.39 9.5
Staphylococcus aureus SmitH 6.25 0.39]6.25 Neisseria meningitidis ©.05 | 0.20 9.1
Staphylococcus aureus TERAIJIMA 12.5(0.78| 12.5 Escherichia coli NIH JC-2 0.20 0. 78 0.%
Staphylococcus aureus NEUMANN 3.13/0.78| 3.13 Escherichia coli NIH ©.05 | 0.39/ 0.2
Staphylococcus aureus E-46 6.25 (0.78| 6.25 Escheriohia coli K-12 0.05 | 0. 39 9.1
Staphylococcus .aureus No. 80 (PCr)| 6.25 [0.78| 3.13 Citrobacter freundii NTH 10018-68 .20 | 25,3
Staphylococcus epidermidis 12.5 |1.56 50 Salmonella typhi T-287 0.:05 | 0. 100.625
Streptococcus pyogenes S-23 1.56 10.39] 1.56 Salmonella typhi 0-901 0.05 | 0.206(0.05
Streptococcus pyogenes Coox 1.56 [0.39] 1.56 Salmonella paratyphi A 0.'025 | 0,200, 9%
Streptococcus faecalis >100 251>100 Salmonella paratyphi B 0.025 | ©.200.0%
Streptococcus viridans >100 25(>100 Salmonella enteritidis 0.-05 | 0.'200.925
Streptococcus pneumoniae type 1 1.56 [0.39] 1.56 Shigella dysenteriae EW-7 0. 10 | 0.78 0.2
Streptococcus pneumoniae type I 1.56 10.39| 1.56 Skigella flexneri 2a EW-10 0.10 | 0.78/ 0.2
Streptococcus pneumoniae type I 1.56 [0.39| 1.56 Shigella boydii EW-28 0..05 | 10,39 0.10
Micrococcus lutews ATCC 9341 0.78 [0.20| 3.13 Shigella sonnei EW-33 0.05 | 0.39 0.1
Bacillus subtilis ATCC 6633 0.78 {0.20|0.78 Klebsiella pneumoniae KC-1 0. 05 |10, 39 0.95
Bacillus enthracis 100 {0.78| 6.25 Klebsiella pneumoniae NCTC 9632 | 0.05 | 0. 78]0.%
Corynebacterium diphtheriae 6.25 |0.78| 6. 25 Enterobacter cloacae NCTC 9394 0.78 [>109)" 5

Enterobacter aerogenes 0.05 | 100f 0.20

MIC (ug/mD) Enterobacter aerogenes NCTC 10006 | 0.78 [>100 8

Hafnia alvei NCTC 9540 0.20 | 1.56| 0.39

broth % fj\»T 1/2MIC iz48%4F 3 ethylenediamine- Serratia marcescens IFO 3736 0.10 | 3.13 .10

tetraacetic acid (EDTA) % 8tA U4 & LV 484 Proteus vulgaris 0X-19 0.05 | 1.'56/ 0.3

D T-1982 D MIC # A% F ke X b flsE Utz, Proteus mirabilis 1287 0.10 | ©.789.2

0.2 8 & 2 Proteus morganii Kono 1.56 | 6.25 0.7

1) HEx<Y 5 Proteus rettgeri NIH 96 0.025 | 0.20] 0.05

BERFD S5 LBYE, 75 LM 2388 Proteus inconstans NIH 118 0.39 | Li56| 0.10

BRI IR RE L1 §5 54 Table 1~6 R U, Pseudomonas aeruginosa No. 12 >100 (>100,>100

Table 1, 213 10°cells/ml, Table 3, 43 100cells) ~  rvdomonas aeruginosa Ne-5 5 [>100 W0
ml HFEREDORBMAYRL T\~ 5, Table 5, 6 13 PR MIC (pg/ml)

BICNT2RMTH B, T-19821% CMZ, CTT [IRERS
SHEY Sl S LB, U LB Y
BULT1z, T-1982 OHE: CTT ERIZEIETH
Dy V5 LBHETIZ CMZ KET % 2 BRAYT LT
23, 7 sBEEICHLTIE CMZ X b BN Ry R
Utzo Bacteroides fragilis\i3 335 ¢ 4 AIBEDHE S
INUTZHS, Pseudomonas aeruginosa IKEHEN*H LT
Wigh otz

2) AR EERRIC N 5 2 A 76

TEARDEERRITIS 5 B2 76 & R % 108cells/
ml & 108 cells/ml KOWTHE U iR % Fig. 2~19
IR U1z,

(@) Stephylococcus anreus D4

Fig. 2, 31Z/RT X 51108 cells/m! i3 T-19824
12.5 pg/ml, CTT i3 6. 25 2g/ml, CMZ i3 0. 78 pg/ul
Y= %75 LBHODTEXRUTZ, CMZ OHE
NWEFT, T-1982i3 CTT ¥ I1ZRIZOREHYE
UtZ, 10°cells/ml T & FREBERTH - 12,

(b) Escherichia coli DIgS

Fig. 4, SKRTHKRYEI, T2 b 108 cellsfml
FRTERS Cld T-1982 D ¥ — 213 0.2 pg/ml 2, CTTT
13 0.39 #g/ml, CMZ Ti3 0,78 pg/ml izdr by, T-1082
13 CMZ, CTT I b BIF 72 S AR U T, 10° cells/
ml BT b FARSERLZD S h s,

tc) Klebsiella pnewmoniae i

Fig. 6, 7ITRY & 512108 cells/ml @121t T-
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Table 5 Antibacterial spectra of T-1982, CMZ
and CTT
Anaerobic bacteria (108 cells/ml)

Table 6 Antibacterial spectra of T-1982, CMZ
and CTT
Anaerobic bacteria (108 cells/ml)

Organisms T-1982CMZ|CTT Organisms T-1982 CMZ|CTT
'Clostridium tetani 1.56 |0.39|0.39 Clostridium tetani 0.78 10.19]0.39
'Clostridium perfringens 0.78 {1.56|1.56 Clostridium perfringens 0.39 [0.39]0.78
Bacteroides fragilis GM 7000 6.25 6.25(3.13 Bacteroides fragilis GM 7000 1.56 [3.13]1.56
;Bacteroides fragilis ATCC 25285 3.13 |6.25|3.13 Bacteroides fragilis ATCC 25285 1.56 |3.13]3.13
. Bacteroides fragilis V-283 6.25 |12.5|6.25 Bacteroides fragilis V-283 3.13 |6.25|3.13

MIC (gg/mD
!
iFig. 2 Sensitivity distribution of clinical isolates
‘ Staphylococcus aureus 43 strains (108 cells/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
Staphylococcus aureus 43 strainsy(10¢ cells/ml)
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Klebsiella pneumoniae 41 strains (10 8cells/ml)

0
80|
\
60~ ,’\CTT /\
| \. B \
wk ! ycmz
1 \
A ! \
T-1982 /! JE
20[ i J |
\
N N
0.006 0.025 0.10 0.39 1.56 6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 50 >100
MIC (ug/ml)
%
100 - ,
//’
80} !
!
1
1
60 !
1
ICMz
40 {
1
1
1
200 /
0.006 0.025 0.10 0.39 1.56 6.25 25  1q0
0.012 0.05 0.20 0.78 3.13 12.5 50 >100

MIC (ug/ml)

Fig

Isolation frequency

Cumulative percent of strains inhibited

Fig.

Isolation frequency

Cumulative percent of strains inhibited

. 5 Sensitivity distribution of clinical isolates
Escherichia coli 54 strains (10° cells/ml)

%
80f
601

CTT
s} A

Y
T-1982
20F g
AV N

100
>100

1.56 6.25 25
3.13 12.5 50

1 —t A 1
0.006 0.025 0.10 0.39
0.012 0.05 0.20 0.78

MIC (ng/ml)

%
100

60

40

201

n I AV S T | P U N S PR

0.006 0.025 0.10 0.39 1.56 6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 50 >100
MIC (zg/ml)

7 Sensitivity distribution of clinical isolates
Klebsiella pneumoniae 41 strains (106 cells/ml)

%
80
60 “.CMZ
\
\
4oF \
1
\
)
20 \
|
0.006 0.025 0.10 0.39 1.56 6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 50 >100
MIC (ug/ml)
%
100
p
{
1
801 !
]
1
1
1
60f !
l,'CMZ
401 H
1
1
1
20 !
I
!
1 2 1 1 1 1 1 —
0.006 0.025 0.10 0.39 1.5 6.25 25 100
0.012 0.05 0.20 0.78 3.13 12.5 50 >100

MIC (ug/ml)



VOL. 30 s-3

CHEMOTHERAPY

85

Fig. 8 Sensitivity distribution of clinical isolates
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Fig. 10 Sensitivity distribution of clinical isolates
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Fig. 9 Sensitivity distribution of clinical isolates
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Fig. 11 Sensitivity distribution of clinical isolates
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Fig. 12 Sensitivity distribution of clinical isolates

Proteus mirabilis 30 strains (108 cells/ml)
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Fig. 14 Sensitivity distribution of clinical isolates
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Fig. 13 Sensitivity distribution of clinical isolate
Proteus mirabilis 30 strains (10° cells/mi)
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Fig. 15 Sensitivity distribution of clinical isolates
Proteus vulgaris 37 strains (106 cells/ml)
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Fig. 16 Sensitivity distribution of clinical isolates Fig. 17 Sensitivity distribution of clinical isolates
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Table 7 Influence of horse serum on the Table 8 Influence of inoculum size on the
antibacterial activity antibacterial activity
Horse Inoculum
Organism serum | T-1982| CTT | CMZ Organism size T-1982| CTT | CMz
(%) (cells/ml)

0 12.5 6. 25 0.39 2.0x108 12.5 12.5 | 0.39
S. aureus 10 12.5 6. 25 0.78 S. qureus 2.0% 107‘ 6. 25 6.25] 0,39
209-P JC-1 25 12.5 6. 25 0.78 209-P JC-1 2.0x10¢ 6. 25 6.25) 0,20
50 12.5 6. 25 0.78 2.0x10° 3.13 6.25| 0.2
0 0.20 0.39 1.56 2.0x10% 3.13 3.13/ 0.2
E. coli 10 0.20 0.39 1.56 3.1x10% 0.20 | 0.39]1.5
NIH JC-2 25 0.10 0.20 0.78 E coli 3.1x107 0.20 0.20] 1.56
50 0.10 0.20 0.78 3.1x108 0.10 0.20]0.78
NIH J&-2 3.1x10° | 0.10 | 0.20 0.7
0 0.05 ) 0.10 1 0.78 3.1x10¢ | 0.10 | 0.10(0.78

K. pneumoniae 10 0.05 0.10 0.78 ’ : . )
KC-1 25 0.05 0.10 0.78 5.0x107 0.05 0.10] 0.78
50 0.05 0.10 0.78 K. pneumoniae 5.0x108 0.05 0.10] 0.39
0 0.10 0. 20 3.13 KC-1 5.0x10° 0.025 | 0.05{ 0,39
P. mirabilis 10 | 010 | 0.20 | 3.13 5.0x10% | 0.025 ] 0.05] 0.3
1287 25 0.10 0.20 3.13 4.2x108 0.10 0.20| 1.56
50 0.10 0.20 3.13 L 4,2x107 0.10 0.20{0.78
e P. mirabilis 4.2x10° | 0.10 | 0.10] 0.7
(ug/mi) 1287 4.2x105 | 0.05 | 0.10/ 0.7
4.2x10¢ 0.05 0.05] 0.39

MIC (pg/ml)

Fig. 20 Effect of T-1982, CTT and CMZ on viability of E. coli K-12
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Fig. 21
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Effect of T-1982, CTT and CMZ on viability of K. pneumoniae KC-1
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Fig. 22 Effect of T-1982,

CTT and CMZ on viability of E. coli K-12
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Fig. 23 Effect of T-1982, CTT and CMZ on viability of K. pneumoniae KC-1
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Fig. 24

Effect of T-1982, CTT and CMZ on viability of S. marcescens T-55
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Fig. 25 Sensitivity distribution of clinical isolates Fig. 26 Sensitivity distribution of clinical isolates
E. coli 22 strains (10 cells/ml) S. marcescens 22 strains (10% cells/ml)
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Table 9 Protecting effect of T-1982, CTT and CMZ on experimental infection in mice

Organism C(Iéigg/ng‘fmigge Antibiotics EDso (mg/mouse) Mlﬁ)s(/‘%?l)
300 LDso T-1982 0. 0019(0. 0014~0. 0027) 0.20 0.10
E. coli KC-14 ) CTT 0. 0026(0. 0020~0. 0033) 0.20 0.10
1.1x10 CcMZ 0. 058 (0.037 ~0.091 ) 0.78 0.78
1400 LDso T-1982 0.085 (0.054 ~0.13 ) 0.05 0.05
K. pneumoniae KC-1 . CTT 0.61 (0.42 ~0.8 ) 0.10 0.05
4.5x10 CMZ 1.5 (0.94 ~2.4 ) 0.78 0.39
1700 LDso T-1982 0.13 (0.074 ~0.21 ) 0.20 0.10
S. marcescens T-55 CTT 0.30 (0.19 ~0.48 ) 0.20 0.10
6
3.5x10 cMZ 6.6 (41 ~11 ) 3.13 1.56
29 LDso T-1982 0.89 (0.52 ~1.5 ) 1.56 0.39
P. morganii 101 ) CTT 0.07 (0.053 ~0.11 ) 1.56 0.39
3.3x10 cMZ 0.18 (0.14 ~0.23 ) 6.25 3.13
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Fig. 27 Phase-contrast micrographs of E. coli K-12 exposed to 0.05 pg/ml of T-1982
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Fig. 28 Phase-contrast micrographs of E. coli K-12 exposed to 0.5 pg/ml of T-1982
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Fig. 29 Fluorography showing competition of T-1982 with “C-labeled
penicillin G for binding to PBPs in E. coli K-12
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Fig. 30 Fluorography showing competition of T-1982 with C-labeled

penicillin G for binding to PBPs in P. aeruginosa E-2
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Table 10 Competition of T-1982 with #C-labeled penicillin G for binding to PBPs in

cytoplasmic membranes of E. coli K-12 and P. aeruginosa E-2 in vitro
IDso*
E. coli K-12 PBP
la 1bs 2 3 | 4 5/6
T-1982 0.076 0.079 1.10 <0. 008 l 0.053 0.074
IDgo*
P. aeruginosa E-2 PBP
a | wm | 2z | 3 | a4 s
T-1982 <0.008 | 013 | =25 | <o.008 | =0.008 | o.038
*Concentration as a molar ratio to 14C-labeled penicillin G

required for 50% inhibition of labeled penicillin G binding
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Table 11 Effect of EDTA on antibacterial activity of T-1982, CMZ, CTT and PCG

Organisms | T8z | oMz | crT | PG| EDTAs
None treated o0 | om | o2 | 2 | 2
E. coli K-12 | EDTA** treated |  0.025 |  0.10 0.6 | 03 |
Fold | 4 l 8 4 6 |

MIC (pg/ml)
* : MIC (#mol/ml)
*% : treated with 1/2 MIC
DENLTRUTN S, FDFDD PBPs ~D50%FE
AR 1R » Table 10 Th 5, T-1982 1% PBP 3
lexd§ A B, <, PBPla, 1bs, 4, 5/6 ~OFEF
LB SN,

9) EDTA Bl DHLET]

Escherichia coli 1z EDTA #tH UIB& LA LR
WIS EDOHEIYAIE Utz R » Table 11 Th 5,
EDTA *#PtHdAC stk - T T-1982, CTT Tid 4
%, CMZ T3 8%, PCG Tid64fs MIC Higlf & iz >
120

m. & =
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Ry bTL3HEgEE Ut CMZ, CTT ELEEET, 772
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BACTERIOLOGICAL EVALUATION OF T-1982,
A NEW CEPHAMYCIN ANTIBIOTIC

TAKESHI NISHINO, MasaAkO OHTSUKI, HISATO SENDA,
MuTsuko NaITo, Isao NanBa and TErRuO TANINO
Department of Microbiology, Kyoto College of Pharmacy

The bacteriological evaluation of T-1982, a new cephamycin antibiotic, was studied in comparison
with that of cefmetazole and cefotetan. The following results were obtained.

T-1982 showed a broad antibacterial spectrum against gram-positive and gram-negative bacteria as
well as cefmetazole and cefotetan, and its antibacterial activity was almost the same as cefotetan in the
sensitivity distribution to various clinical isolates.

Moreover, T-1982 was active against Bacteroides fragilis, but was not active against Pseudomonas
aeruginosa.

T-1982 showed a dose-response bactericidal activity against Escherichia coli, Klebsiella pneumoniae and
Serratia marcescens.

The correlation between MICs and MLCs of T-1982 against Escherichia coli and Serratia marcescens was
similar to that of cefmetazole and cefotetan.

Therapeutic effect of T-1982 on experimental infection in mice with Escherichia coli, Klebsiella
preumoniae and Serratia marcescens was somewhat superior to that of cefotetan, but inferior to that of
cefmetazole on infection with Proteus morganiz.

The morphological change in Escherichia coli K—12 was observed by a phase contrast microscope. At
concentrations of 0.05 and 0.5 pg/ml, T-1982 made the bacteria elongated.

A study on the binding of T-1982 to the penicilin-binding proteins in Escherichia coli K-12 and Pseudo-
monas aeruginosa E-2 revealed that T-1982 had the highest affinity for PBP 3.



