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Cefotaxime O in vitro DHMA%E, 77 HREAN 111 OV TRML /2, SREFELT,
Cefamandole % i\ 7z, ’

2 EMICK LT Cefotaxime {3 Cefamandole iCHBIL THRVOAMAEWL:, &< IKRWHRERE
xR -ERIT E. coli, K. pneumoniae, P. mirabilis, P. rattggri ¥ T, EDHEHIE Ce
famandole D L% 4~5 BEE BN ODTHo7, ZD5Bb-Lb 2D BHOLNI-HODIL,
K. pneumoniae TH -1, CNODOEBMCHL T, PPLHBENREI DDLU ERNERERLIH
i3, P. vulgaris, P. morganii T©¥H -1z, S. marcescens i3 Cefamandole it it#L THS
DIHEHIBNUT VA, EOZEAICHET 2 L 0P MIC HEL, 10° ZEED L~ 58 125
pg/ml CH 7, E. cloacae TRUABAICIZEALEZLZRBDT, BN B £ KL /2, P. aerug-
inosa 1Ti3, #oRMHs 10° BT 12.5~25 ug/ml DBBHEBNH -,

2 ZD@BEEAIC, Cefotaxime 500mg % one shot #EEL, Mid, ROME, EREES I, M
MERE® 159718, 15g/ml OBMBELZRL, ETREKEDL T 4L trace Tho
7zo 6BE COENEIL 55.7% ThHot, 7THDOFLMRAKBHEIC 1g, one shot BEL, 1KH
BOBLBBE~DOBITERNL 72, FIXRERREDTEIR 1.052g/ml T, xR HiZFEHO0. 12
TH -1,

BERRMEAIAH BATH, BHEMUERBRRE BAICHT 250K UTI {EREK T
69.7%, XHREDOHETIE 78.8% LBNIEMTEH ->7:, [YHMBERBBLIE 4 MicRT <TEY
Thotoo AERERICH L TRHREED SAICIREH TS - 128, FEKEHED 1 CRPPEHRTH
o, T, HMEMAVRELZATIEYN LA, 51 AOBRKRTH -7,

BfERORI TR, 2AKEENRELZRBDIE - . BRBREMTCHRIENERELRBI 0D
20, BMETIFARDIN, WThOIBETHILERLAERICEL
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Cefotaxime (HR 756, CTX) {2 F 4 v D~+x b4
L7720t THABBINALFLOERD«
Zruzx® ) vETHB, EO¥EHEERE, Fig 1
KCRTEELLTH B,

CoRKOBAOKRD, 77 oBHEBRELCHLT,
REkOE7rozxRY) YAXY 10 SR EORLEES
2HFoOr L&, S. marcescens % P. aeruginosa 13
ED€7 oz yiHYEBIIHLTS, 7 /B
HERERL, HIRBEAR~=v ) YEEKRT2HEH
ERTCELDELHATIZVDIONO | = iz —
BEERE OO TEROCZLIERD—DELTHT LN
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Fig. 1 Chemical structure of cefotaxime
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Chemical name
Sodium 7-[2-(2-amino-4-thiazolyl)-2-
methoxyiminoacetamido] cephalosporanate-
Molecular formula C,6H16NsNaO;S,
Molecular weight 477. 44

Generic name Cefotaxime
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1. in vitro HMfER

) HRERBAGE

PREIRBRRES SRR ¥ 5 LREEANTH
5, BAEHBRUTOLEYVHE, K, coli Vi,
K. pnaummtﬁqe 10 #&, E. clpacae 18 ¥k, \P. mira-
bilis 11 ¥k, P.'wulgaris 7 ik, P. rettgeri 8 i}, P
merganii 7 Bk, §, marcescens 15 Pris XU P. agru-
ginosa 12 HOE&H 111 KTH 3,

Fig. 2 Sensitivity distribution of clinical
isolates E. coli (23 strains)
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BN ER B A PR QRMEIC S » 72 KK
M3 (0% cella/ml & 10°cells/ml & L7:, SfREEHKI
&L Tk, Cefamandole (CMD) %M\ 7z,

2 B

(i) BRRA MO BEY:S

E. coli i3 10* T, CTX @ MIC i3 50.05
~1.56 ug/ml IKHHL, £EDOE—~7iE 0.104g/ml T
®H o7, CMD T2 0.39~>100 ug/ml &M DIX
EONTHY =212 0.78ug/ml TH 72, 10° G
Tk CTX ov¥—7i2 S0.05xg/ml & &b TEND
MTHZD K L, CMD T 0.78 pug/ml TH o 1:
(Fig. 2),

K. pneumonias Tit 10° FMTHILD AL P UBR

Fig. 4 Sensitivity distribution of clinical
isolates E. cloacae (18 strains)

% : CMD 10° %
100 o - a.—
[CTX 100 4 -~ Y0F Inoculum size 10%, 10¢
/ o I (cells/ml)
L P] e .
. L
L CTX “}){/ //CMD 100 L
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S0r F 4 501
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}/ Inoculum size 108, 10° 1CMD 108
/ (cells/m!) CTX 10° oD 100 SATTX 104
LI "’1 IS S NS SR R NN SR S | | J’/’J-—J ;

01 0.39 1.56 6.25 25 100 >100(ug/mi) 0T 039 Ta6 6.5 25 100 >100(ke/ml)
CTX[1[9(4]5[3]1 REIH CTX T T1] | 2[13]18]10%
T cells ce
CMD 2160212133 [2(111(1]|23|/m} CMD 1116418 /m[s
cTx|ul4 |3f2] | | | a3l - crx 2|1 | 1 1i1j12181l08

5 i ce T < cells
CMD | 4|7[4f3]4]1 23 |/m! CMD BENE 11418 |/m!
Fig. 3 Sensitivity distribution of clinical Fig. 5 Sensitivity distribution of clinical
% isolates K. pneumoniae (10 strains) isolates P. mirabilis (11 strains)
4 %
1001 ) 100~ ¢ |4 ’
/1 | / /
11 / I 4
/1 L / /
! ’.
A L /
. y’ / L /
5 CTX 100 CMD 10°, !cMD 100 sol /
: / / /CMD 10°
/;! ! JCMD
7 _4 /10 /,
- /
V-4 - . . .
}{, /f’ Inoculum size 108, 108 /J Inotlzuljlumljlze 108, “10¢
i /o leells/ml) o ,/ (cells/m
' TN S S VR SN W o [ R T | TR NS VO I R |
20,1 0,38 1.5 6.25 25 . 100 >100(ug/ml) 0.1 0.39 1.56 6.25 25 100 >100 (ug/m!}
CTX 3|2i2]|3 10 10;l cTx| 2lal1l1]3 11 /108
CMD 7110 |/t cells
: L2 1 7 110 |/m¢ CMD| | 1(1|4|2]|2]1} 11{/m!
crxlz]a2 |2 4 10{10° cTX| 11 11[10°
oD - . - dcells cells
1)1 2(2(1]3 10{/m1 CMD) 1 713 11 |/m!
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Fig. 6 Sensitivity distribution of clinical
isolates P. vulgaris (7 strains)

100 Loeatum size 108, 100

teolls/mi)

CTX 1o¢

Fig. 8 Sensitivity distribution of clinical
isolates P, morganii (7 strains)
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100r fnoculum size 10%, 108

 (cells/m!)

a0l- I, 50~ 1CMD 100
CMD lo-,f:CMD 10¢ - !
/ i
/| i
/ |
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| | | I 1 1 i v ! /] | 1 { 1 { 1 ¥ 1 1.1 X
0.1 0.39 .1.56 6,26 25  100>100(ug/mi) 0.1 0.39 1.5 6.25 25 100 >100(ug/ml)
CTX 111 1 1 37|00 CTX 2 1 1|1 |1 1]7 {0
cells cells
CMD 747 |/ml CMD 111|547 |/mi
) 1 1 7 (10° 1 10°
cTX| 1121 1 W cTX| ¢ |1 1 T,
CMD 11214]7|/m! CMD 3 i1 2|7 |/mi
Fig.'7 Sensitivity distribution of clinical Fig. 9 Sensitivity distribution of clinical
isolates P. rettgeri (8 strains) isolates S. marcescens (15 strains)
% %
100 1001 Inoculum size 10%, 10¢
C (cells/ml)
501 50}
H / L CMD 10*
){ /’ Inoculum size 10%, 10¢
V; p: (cells/ml) r 1
1 L 1| R N ! L1 1 [ 11
0.1 0.39 156 6.25 25  100>100(zg/ml) 0.1 0.39 1.56 6.25 25  100>100(ug/m!)
CTX 1] Ta] T2 | 11 8 JI0 CTX 1 12| |ujiso
ce ce
CMD 1 311(3|8 /mzs CMD 115 {15 {/mi
CTX[5]2]1 8 10;‘I cTx|™ 1’ 1 11641141115 1‘3;15
cMD| 1] 1] 2 2|1 1 8 |7mi CMD 1 14|15 {/ml

HoENBD Shtz, CTX Tit 0.1~0.78 pg/ml @
MIC ##icstL, CMD it 6.25 pg/ml & 50 pg/ml
ORBRFMARLI.ODONENZN 2E L BT, D7
B2 §~T >100 pg/ml OfiE%RL 7z (Fig. 3),

E. cloacae Ti3 10° R CHA & b BEHNED,
CTX icid 13 #, 72.79%, CMD iziZ 16 ¥, 88.9%
B >100pg/ml DWEET & - 72, 10° FFETIE 34k
% CTX iz 0.20~0.39 sg/ml DBEHARL TEL:
B, Btk >100pg/ml EBEFUL R D B ot
(Fig. 4),

P. mirabilis Ti310° BB THF & dic E. coli iTxt
TEREUIHLIRZAKT, BNlBIEERLL,
10° RT3 CTX icid@dkds <0.05pg/ml & BV

SHAZI-DICKL, CMD it 0.78 pg/ml it~/
28 CTX & h 2% -1 (Fig. 5),

P. vulgaris CREBEBICLBEBDPRBEDE-2Y
Aohtz, 108 8Tz CTX i 0.39~3.13pg/ml &
BB AERL Bk 3 A Shic—4T, >1004g/ml
DEERL 72 b D58 3 Bk S i, CMD i 7TH#
FRTH >100 pg/ml DY TH -7, 10°0HEFETH
CTX it >100pg/ml OWHEZEHMkdDIIEL, 65K
A8 £0.05~3.13 pg/ml &P 5DV BERRE
RL7: (Fig. 6),

P. rettgeri THEBREBICLIENAESEDON
7o 108 #EFERD CTX icnfd 3 MICoE — 7 HR
0.78 pg/ml C, £z 0.2~25pg/ml ORWETH-
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Fig. 10 Sensitivity distribution of clinical
isolates P. aeruginosa (12 strains)

%
1001

CTX 10¢

S0+

[ Inoculum size 108, 1u®

(cells/m!)

T T

1 1
100 >100 (1eg/m!)
1|5 |5 [12]t0
cells
12 /ml
12 Il()‘

- 12"
7o CMD izid 3 #kbt >100 pg/ml OMEERL,
O 5 Bkeh 4 BRAS 50~100 pg/ml Td -7z, 10° RIS
3¢, CTX iTi3 8 ¥k 9~ TH =<0.20 sg/ml OBWh -
BEHT, 555k <0.05.g/ml TH -7, CMD
CHEWBZEHERL, =<0.05~3.13pg/ml icdh -7
(Fig. 7),

P. morganii THALMTIZIZ P. retigeri it B
LEBRDOHERTH 30, CTX 1ot 2BFHTI 108
#EERFT 0.10~2>100 pg/ml L PPIISDEHMKT
5h, MIC BpPENEEMSL >0 (Fig. 8),

S. marcescens T2 CMD Iz 3ERICEFKEEL, 12 &
AL >100 pg/ml OMWYEERL 7z, CTX il T
2 10° HEMTI3 15 #refr 11 #%, 73.3% 25 >100 pg/ml
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DMWY TH - 788, 100 FRTIIISO - BT,
0.78~2>100 pg/ml OA#HERL, E—2i3 12.5pg/
ml TH 7, 100 pug/ml L EOMlEES 2 b DI 1 B
DHTH -7 (Fig. 9),

P. aeruginosa T3 CMD [ZiZ i RICRHARILL T~T
At >100p4g/ml OMWYTH 7238, CTX icid 10°
BT 12.5~25 ug/ml DBFHATRL 2 b DS 12 fieh
7 ¥, 58.3% ®¥»ohi: (Fig. 10),

(ii) mRSEHE4EM

E. coli 7iZ CMD iz 2100 p4g/ml OME%ERL 7:
2 Bk CTX ic 0.78~1.56 ug/ml & Ph - BSB% T
L7z CMD itk W BEBERL /TR CTX icdb B
hi-B2#e 51 CMD L) HEH K ES 7
(Fig. 11),

K. pneumoniae T3 E. coli L3R ->T CMD it
2100 xg/ml DtE% R L 72 10 keh 7 £k, 70% A8 CTX
iTid 0.20~0.78 pg/ml DFVOBEZHLRL, D 3 &
T% 0.10p4g/ml L @Eht: MIC £RL 7 (Fig. 12),

E. cloacae i3 10° 5T 18 Bkch 15 Bk, 83.3% ¢
mFC >100 pg/ml DX EERL 7228, 100 £/
TR I3, 72.7% LPPBERENLD, 3KRI6~TH
#2E CTX 4 CMD ic@&25iEH%2RL - (Fig. 13),

P. mirabilis TIIAHICTHEERLID D3 1#d
754, 108 4@ T CTX » CMD kb 4~5EiEBEHR
WIREAZRL 7. (Fig. 14),

P. vulgaris i3 10° /T 7 tkrh 3 Bk, 42.9% H¢
ZXMWMYETH >3, 48421 ~8FEE CTX OB%E
BhEn T (Fig. 15),

P. rettgeri, P. morganii 7|3 108 B CENL S

Fig. 11 Correlogram of cefotaxime and cefamandole (E. coli 23 strains)

MIC
(ug/ml)
2100}
50}

Inoculum size, 10°cells/m!

1 1 1 1 1 1 1 1 1 1
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Fig. 12 Correlogram of cefotaxime and cefamandole (K. pneumoniae 10 strains)

MIC
(ug/ml) Inoculum size, 10%cc)ls/mi

=100~ 1 2
g 1
25+ 2
12.5+ 2
6,25t
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0.78; 1
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| 1 1 il 1 | 1 1 1 1
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11
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Fig. 13 Correlogram of cefotaxime and cefamandole (E. cloacae 18 strains)

MIC
(ug/ml) Inoculum size, 10%cells/mi

=100 1 1
S0
25k
12.5+

6.25- 1 1
3.13F 1

1,56
0.78+

0.39+
0.2k
0.1—[
5005

1§

CMD

1 1 1 1 | 1 1 il 1 1

1t
0.1 0.39 1.56 6.25 25 2100
MIC( ug/mi)

CTX

h, fIET2~6%, RECT1I~I0FEEE CTX O
BHhn@Eh T/ (Fig. 16, 17),

S. marcescens T3 10® & 15 #kch 11 #, 77.3
BRI MR L fob8 108 R TIL 5 #%, 38.5%TdH
CTX %t CMD icb1s L 3 EL LEOIH
BHERLI- b DI 8, 55.3%Tdh - 7: (Fig. 18),

P. aeruginosa 73 108 /&, 12 #kch 10 8k, 83.3
PR MEERL 128, 10° BB CIE5 8%, 4L.7% T
5D, THRiZ2~3FRED CTX OHEHBMM» » 72
(Fig. 19),

2. R &gkt

1) N&EBEHE

CTX offith, [Reids LKURLBERABEREET -

- f:o

CMD

MIC
(ug/mi) Inoculum size, 10%cells/mi
2100} 118
50
251~
12.5+ 1
6.25
3.13
1.56
0.78
0.39
0.2

T

T

T

T

=0.05f

1 1 1 H 1 1 1 1 1

1.56 6.25

1 1

25 2100
MIC(ug/mi)
CTX

120

My, R, BN EKO B E 2 BERA2E0
volur;teqr it CTX 500 mg #4HE&tEw 20 ml KR
L., 3235 T one shot Hikl7-B¢pMith, Rp#
Bl 6T TORMENBEREL 72,

BB BEA~OBTORMN TR, MIRikE (0T
NOMABTF) 74z, CTX lg % one shot L,
1 B RAS% IC RIS BRI A RINLBR = » ¥ — YiC & » THN
LBELREL .,

BIEHEIIBREEE LT B. subtilis ATCC 6633 %

B, 7IVEF MY oL EMERNESEE TS disc
HEiC&E -7,
2) KR #
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Fig. 14 -Correlogram of cefotaxime and cefamandole (P. mirabilis 11 strains)

MIC
(ug/mi)
100~

sofF
25|
12.5
6.25
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0.78
0.39f
0.2
0.1}
£0.05

Inooulum size, 10*cella/mi

b

CMD

1 1 1
25 2100
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Fig. 15 Correlogram of cefotaxime and cefamandole (P. vulgaris 7

MIC
(ug/ml):.  Inoculum size, 10°cells/m!
100 1 2 1 1 1 1

S0
25}
12.51
6.251
3.13
1.56

0.78
0.39
0.2
0.1
=<0.05[

CMD

T

1 1 | L L Il L 1 1 L

0.1 0.39 1.56 6.25

L L

25 2100
MIC( ug/mi)
CTX

(i) MR

CTX om@lrh B 15 2%, ¥ 18. 15 pg/ml
T DBaugicBgOL 30 3% T 9.03pg/ml, 1 Ksilitk
3.93pg/ml, 2 BER%% 1.51 pg/ml = 4 RERILIEIZIZ &
AEMhBEE AR 15h - 72 (Fig. 20, Table 1),

(i) FRob R & EINER

RhBERZEER 15 4 THRETEY 5, 8004/
ml, DIgeiRREAICRD L 4 BERAS%TIIA 275 1g/ml T
Ho7z, 6BAE COENRIZTIYT 55.7% THo1c
(Fig. 21, Table 2),

(i) BUMZARIRARE

THOBEEERIZ 0. 39~1.68 pg/ml T, Fi5ix 1.05
wg/ml TH o7z, oHMFEELIIFHETO12TH- 12

CMD

MIC
(ug/ml)

Inoculum size, 10°cells/m!’

2100}
50+
25t
12.5F 1
6.25) : 2
3.13¢ 11
156
0.78 1
0.39F 1
0.2}
0.1}
=0.05|-

A L 1 I 1 " 1 1 1

1 A
0.1 0.39 1.56 6.25 25 =100
MIC( ug/m!)

CTX

-~

strains)

MIC
(ug/ml)
100}

50

Inoculum size, 10%cells/m!
11 1 1

265k
12,5
6.25
3.131
1.56}
) 0.78}
0.39

CMD

0.1
=0.051

1 1 1 ] 1 1 1 1

|
6.25

L1

25 2100
MIC( ug/mi)
CTX

(Table 3),
0. EER MK

L RGE

D x % :

BREEFEZIWMSBEI AL OoMMS4FE6 A ETOM
IR RS L G B R R B RHCABE % 72
BAREZL LR, SBRRICBRIELZBDIOT
BB HITH B, :

REOARR, BHELHUIRIBEREE 33 4] (Bt
22 fl, BETWLILG), SUERMMEIREBRRE4H (B
Bt 16, BELIM, JREXZ4LH HEE3F,
WEE 1R SR RL2HATH 2,
B EFRERII B 30 4, i 13T BN 2.3 4%
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Fig. 16 Correlogram of cefotaxime and cefamandole (P. rotigeri 8 strains)
MIC MIC
(ug/mi) Inogulum size, 10%cells/mi (ug/ml)...  Inosulum size, 10°calls/mi
=100 - =100 1 2 1 -
S0 50 3
25~ 25,
12,5 12,51
6.25 6.25
2 3.13F g 3.13F
o 1561 © 1,56 1
0.78 0.781
0,39 0,39
0.2 2 0,2~
0.1+ 1 0.1F
=0.05F 1 =0.05F
| 1 1 L 1 Il | Il 1 1 1 1 i 1 | 4 | 1 4 1 1 y L
0.1 0,39 1.56 6.25 25 2100 0.1 0.39 1.5 6.25 25 <100
MIC(ug/mi) MIC( ug/mi)
29 CTX cTX
Fig. 17 Correlogram .of cefotaxime and -cefamandole (P. morgunii 7 strains)
MIC ' MIC
(ug/mi) Inoculum size, 10°cells/ml (ug/mi) Inoculum size, 10%cells/mi
2100 11 <100} 1 1 11 1
50 Tl 1
25 1 25
12.5F+ 1 12.5}
6.25( 6.251
g 3.13f 3 g 3.13r
O 1.56 O 1.56}
0.78} 0.78F
0.39} 0.39}
0.2 0.2f
0.11 0.1
S0.05F <0.05F
1 J L 1 | 1 1 1 1 1 Il 1 1 1 1 I i i I 1 i L 1 1
0.1 0.39 1.56 6.25 25 =100 0.1 0.39 1.5 6.25 25 2100
MIC( ug/m!) MIC( pg/mi)
CTX CTX

Thh, FE@iT 20~88 BB LATNS, DI BE
PBO BN EREAES B & 60~69 ZE 70~TI EAsEH
Zhof, ®ROT 20~29 RETCHTHTH -1z, BE
DOFHERII54.3RT, KEDOTHII54.6kg TH 5,

2) #E55%-&-HE

W5 HEIZLMBIET, one shot iITX 3 b DY 26 H,
ARICEEbD1TRTH B, 1 ERS5EIT0.5~2g L
BXATOEYS, lg HENb-L b5 334, 76.7%
Thoteo | HO BE5EEK T 1 ~4[ET, BEEKEBAI3
PliconTH 2 E, 1EIRSHIM, 2@ 10 £, 3
@A 11 e 4EMN3PTHD, 2~3EPRENKEE
% 21 BT 63.6% Th - Tco SRR BBEIR RS
fE, REMBBLETII2~THTH 5, BEEERE

BTIX5~9HT, ZOREAENS~6HTH -7
3) HRYE : o
B R BRRIEIR UTI RREEm e ERE

HEOWH L D HRUEETT -7 EDOMOEATT

~NTEREREICK - 125,

2. HEPRALE

1) BEHMNIRERE

EAO—KLBME LURIZ Table 4 p57%T
IR,

MER:BRICHT 2REERS L, , WEICNTS
Mot 66.7%, WM 1HT3.0%, Thifb¥lA
#hE (2 69. 7% & B\ # AR L7 (Table 5), BERTR
%L 48.5%, & 6. 1% THHHKIZ 54.66TH -7
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Fig. 18 Gorrelogram. of. cefotaxime and cefamandole (S. marcescens 15 strains)
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2100+

sof- 1
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0.78} .
0.39} EEAN
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Inoculum size, 10*cells/mi
1 6 1 15

T

T

CMD

1 1 J . A 1 A 1 1 1 1 1
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CMD
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(ug/ml)  Inoculum size : 10%ells/m!

2100} 11
sof
25

12.5
6.25
3.13
1.56

0.78

0.39
0.2F '
0.1

<0.05}F

’

2 1

T

T

T

T

T

T

Lo i L) 1 !

I
0.1 0.39 1.56 6.25

1 L 1

25 2100
MIC( ug/mi)
CTX

-

Fig. 19 Correlogram of cefotaxime and-cefamandole (P. aeruginosa 12 strains)

MIC
(ug/ml)
2100}

501

251
12.5F
6.25[
3.13+
1.56
0.78¢

Inoculum size, 10%cells/mi-
2 5 )

CMD

0.39F
0.2
0.1
=0.05}

T T S TR N T T R R R

1

0.1 0.39 1.56 6.25 25 =100
MIC( ug/m!)

CTX ’

- UTL BB HRCIHBBEBORAALIRIZ 79.3
FEBNIBAERL I, BERRED 4 flRVTH
bRTH - 7o (Table 6), MATIZ 33 Mich 15 PIHsE
% 8HIbERN WHHIOPEISD, HHEL69.7% T
bHote,

IREHETCREHIIH, FH4H, POEWHS A,
RYTHT, EHELEYTIIOE6%, ChicPPHLH
EMA AL, 78.8% TH -1z,

WEicEsEA 22 & E. coli 18 ik 16 4 (88.9
%) ML, K. pneumoniae % 5 fith 4 4 (80%)
BHE L W E 2SR L7 (Table 7),

Proteus 256 Hlicx L TIZMK 44, HFH2PITHE
®66.7% TH 1,

MIC )
(ug/ml)  Inoculum size, 10°cells/m!
=100 1 1,10
50
25F
12.5F
6.25
Q 3.131
O L.56f
0.78[
0.39
0.2¢
0.1+
., =0.05|

B L1 T | T N T
0.1 0.3 1.56 6.25 25 2100

MIC( ug/m!l)

CTX

P. aeruginosa [CI3EHESED 6 fid 1 oA HBH
HTCH o7, COMIC S. fascalis & Citrobacter O
Zheh 1 Pt TH - 72,

AWED MIC LHEKRHFEES S E (Table 4, —f
i€ MIC OB\ HDIREBEBENE -7, UTI ¥
iT&3 10 FORHPATIE, BEHERIAFBFADS B,
BUMBREWE T 5 #ch 4 4058 MIC 50~100 pg/ml ik
Btk 580 TH -7 (Table 4),

BEA&RBRODOS>B3MI2, wiIhd P aeruginosa %
BLTEYD, chicxtlT CTX BWHET, MoOBEE
CREBRHEER LI, COKR, ChoDHATIR P
aeruginosa D& HSEERE L 720
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Fig. 20 Serum concentration of cefotaxime (Healthy volunteers, n=2)
500mg. one shot i.v.

(ug/mi)
20
10+
obL 11 1 $ c
1/41/2 1 2 4 6 hrs
Tablel Serum concentration of cefotaxime (1g/ml)
Time after dosing !
(hrs) 0 1/4 1/2 1 2 4 6
Volunt 43y M ‘
°“;‘ eer 6§kg 0 |18.0 | 7.37| 3.59 | 1.36 | Trace | Trace
Volunt 37y F
vl Sgkg 0 |18.3 |10.70 | 4.26 | 1.65 | Trace | Trace
Average 40y 0 18.15 9.03 3.93 1.51 | T T
4 56.5kg . . . . race race
2) ahBphdE PR B M 2R R HLEE e, WRBEREML, —%@Eﬂ'ﬂfﬁ&gﬁ—hx‘il t

BEBL BERLLbIC E. coi CXBBREETH
3, BEBATIZ lgx 1 B3EZSLAN1IH, 1
BEOAD2HT, WThd 5~6 HHOKRBETEDTSH
ot BRED P BEREL LI >TWOT, ER
FELTOCTX 25 L 7z, 3HROUWETEYT
# -7z (Table 8),

3) Rl LBINIRE

WEH: R % 3 Mlicid 1g one shot # &ET2~3H
T, BAWKELIEEION, EXHEHEL I, Fik
Bt 14 (75 sEMREICKB) it 1g %6 A&
5L#, CORTRBHPICHECOERIIBHISDD
BOLERBRELI2DT, DPEHENEL

MEHRTT R4 D 2 BT K. pneumoniae it &3 1
#liz, 1.5g 21 H3ME lEMEECEHTH-7:,
S. epidermidis X % 14Tt 1g %1 IE], 6 B
TREOREDEBDEZE LI (Table 9,

3. EMEA

1P 2B 42 ERCEOTHRSHERORK, R

2B L7- (Table 10, 11),

FFBEICDVT & 3 & 2AIKERBEZRLIbON
Aohich, VWThd sbHTEBETH-1, 1HiI
GOT #% 35.3—41.0 (f£# No. 28) =, o141}
GPT #¢ 18—41 (E#H No. 42) TH 3, KB OHT
12 GOT ME5HIIC M LOPHREERL TN, T
DOEIREERIC 48 L BELHND LR U, 2ERICH
TIREMERBARIIATH TH>7

WM EBETREERD - bORH3ATHS, &
14 (FEH No. 22) i3, BUN 18.7—21.5mg/dl, ¥
24 (fE# No. 25) |3 18.0-21.9mg/dl W Thb
BEOLDT H %, E38 (FEH No. 19) 12 SCr
1.2-1.8mg/dl &, BE&RDTH LC EEEE BAL,
RERIT.0% TH -1,

nE, Zh>OREMIBZESHIESHLHA 7 BUAKE
BIEICE LT, €D wu:%n%hsm. 88& 73&
LEMBETH -7 ‘

B —hRT R MIR5HI%RRLEMISATY
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FlZg.‘ 21 Urinary' concentration and recovery of cefotaxime (Healthy

-volunteers, n=2)

ugfmi
7,000+

6,000

5,000

Urinary concentration

4,00Q

3,000

2,000

1,000

500mg, one shot i, v.

%

Urinary recovery

0

0

T
174172 1 2

4 6hrs

Table2 Urinary concentration and recovery of cefotaxime

Time after

dosing 0~1/4

(hrs) 1/4~1/2

1/2~1

Total

1~2 (0~6)

Concentration

. Case (ng/ml) 6,710

2,880

738 276

1 Recovery

(%)

58.86

Concentration

Case (ug/ml)

2 Recovery

(%)

Concentration

(ng/mi) 5,800

1,939

Average
Recovery

(%) 19.75

11.85 55.73

ThoBETED, BERDIBRH L4 T TR
BT,
ABROORERBETIZ, LAKETEREELUHD
af,
BRMEMERRAMIC BV TREERS D - 72,
m = 5
L in vitro HEEER .
CTX R/ 5 rBEEEDS5 B, E. coli, K. pneu-
moniae, P, mirabilis, P. rettgeri 138O EEICHL
TRECKBOHREAZRL, £0 MIC BiRE A &
D¥dt <0.78 pg/ml T, 7% kB & D Kept <0.05.4g
Ml D ET yuR £ Y yHICRBENEOED
BTENMETCH - 72, P. vulgaris, P. morganii 3%

@ indole BHEHERICIZ, FRERELVETFRED
BE32bDODNEHRNBEBEHEERLI,

LREBEFEERICIIVENDD, HEISHTE2~
IERERZUNE ZEMZ R, P. vulgaris ito\»
TAhb &, 10ZEETIRI7THB3 s CTX 12>100
pg/ml OWMEERL IS, 10 8FE LT 2Ll DA
2 50 pg/ml & MIC B8E» o720 LMLMLD 6 BRIZ
0.05~3. 13 pg/ml & BWNI-BIHMERIC A - 725 S,
marcescens T3, P OEBICHRL T, BBREN
2438, ZhTb 10°@T MIC D¥— 78 12.5
vg/ml T, BEMIZLH 2 BEEOHYUBNBTES
BRTH -7, .

P. aeruginosa \{T 5\ TiY, S. marcescens UF
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Table 3 Concentratlo» of cefotaxime in human prostatic fluid.
lg.onelhotl V., 1 hour
Sample No. 1 2 3 4 5 8 7 Average
Serum (ug/ml) | 830 | 13.0 5. 36 7.13 722 | 109 7.43 8.48
PF*  (ug/ml) | 113 1.68 1.12 1.44 0.39 0.88 0.73 1.05
PF/Serum 0. 136 0. 129 0. 209 0. 202 0. 054 : 0. 081 0.098 0.12
* Prostatic fluid
THRENNE SRR TS -0 12 Heh 7 HaS, 125~ 3 BEREUR

25 pug/ml DOBSEHERD 12,

E. cloacae TRReMicHMANED, BBMERL
7oL DIIN20KT, BMLEFETDHEHTEINHNEAT
RISNEEZ >N,

BEEOHEBICONTS 2L, HRED CMD Lbo
LHKRENBERL - #MiE K. pneumoniae TH -
2o ZOWA CMD ic 2100 pg/ml O £RL77
PRiZ, CTXiz0.20~0.78 pg/ml & ¥ HWd> TRV BZYE
ERU I RXMEENEL & o0/,
P. aeruginosa Th-1c, L HE G
CMD # CTX k@3 HMERAERL/bDI 1B B
ontEh o1z,

ZHLAROHBEHOHEREL ->TV B DR, EXH
M p-lactamase N L TEFHHTEET ch oD -
lactamase EEABICH L TROENETRT C EPEAR
BAFBYIC penicillin binding protein Ia, Ib, IN iC3k
CHAEL, BORBERAERSTCLRENELLNS,

2. R E B

BERAICBIT 2B, HlORIT T2 CTX 3K
DEe7raxRY) Yy LZEXHDHDE BT S LRI, HE
HDEPEDDOICET 5D EEbLN S, BERKOME
o half life 2Hh#d 5L, AFHs 0.78 BT LT
Cefazolin (CEZ) iz 1. 8 B5RICHM 1/2 TH 29100,
—7 Cephalothin (CET) 0.0. 47 Bl & 4 2 &,
MLSELPPRNMENEZRAY 3, fithoEe~ 7
CEZ it 5&, #1/2256T&S, CET X0
HEERTODOLEDNSE, LD EMLABE CTX
i3, CEZ X LACET IGREWVERERH ¥ 1 B
ZRTEHEDBTI,

FILBRRADOH T2 1g B I KT F 5 1.05
wg/ml CHo7eds, CEZ B4 5L 0 iz 128
BEOBERTT, DBV EEUEENYRBHSEEL
Tk, 727U, oz CEZ 2g B0 DL
DX HT, dase response HH B LBELTDL ETH
3, COERMZIEL, CTX @ E. coli tsi+% MIC
¥ 0.78pg/ml L33 L, RABKKICHEREL PR
TE3HDTH 5,

S. marcescens,

E. cloacae,

BEEHMERBBRIEICH L UTL ZT 60.7% &
WOHHRERL 72T L2, KHM in vitro TRV
BEEERD Do ELT, ChHERMRLIERL
ELTE,

&L iC E. coli, K. pneumoniae iz xbHTHN
TERERL, in vitro DME X—EL TS,

Proteus spp. iC & 5 BYUEIC b 66.7% DHHREE
%, BED KRR TE -1,

—%, P. aeruginosa T 26 {1 DA EHT,
HRIZE - 7o & CAB L MHEME ORARGE T
BNA 3 AT, ioMMBIEL L =i P. aeruginosa @
HEH LI, THOLAEATIRESK dose up LB
AN URNT ZHERS 3L BN 3, RREES
EMICIE, RBEEREMOT 3 / BEEREAS,
€7 7aRE Y vyOSHTHRIMRBR AN Cefsulodin,
A ~=%1Y v ® Carbenicillin, Sulbenicillin, Tica-
reillin L ORF, BIUVZHhoOHALORRIE
KROLGRELILAN, REQECALMLIILLTHRE
7% 3 X 5T first choice FHEIZNALNID0, &
BRI ICEENICRH T ~EBEO—DTH 35,

Rep R ICid 2 REHBII-bDOTEH - 2DiCH
LT, BMREEDRRPPE -7, ChiRTH LK
MERBRBIMEOTRRT &, SR RBREOKER
BIeELBE, BEAHRILURENTZ3b0LED
NZORBMBEHD LS TH B, LiH-> TEBROHE
ZAMELIBRTIE (KPEEEELLELOTHEL)
bhbhBBEL-AKLD, S5KEL QRMBLE
LEbhB, BRERNSAERTHE 1H 05~1g %
2~3H, 7~10EBREXECKEICT 2 EENKE
MELEZS, .

%E, BGERESEN E. coli, K pneumoniag,
Proteus spp. 34 | BR T, S. marcescens H 2R
R, P. aeruginosa iZAHOBINCL o THDH.
EEEETE | RROEMICE,- 1 8 1A 1goiR5%
7~10 A THAUHREPEHTE S, .« = -

LEBMRERBBEED S b &  KEREHRIER UT
2, #bH»T MK O XOBRBETRL N, BIEN
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Side
reaction or
miscel-

laneous

None
None

E. coli TH-1:L,poBT, YMRTHIHM ARXK
's’ CIRA >NV ER-> T3, cILrmTing
z BAME DT, 18106 1g24~5HR5L, Lk
PREICENL EREERIEEENE LA,

DR
Poor
Poor

M RBRICI 2 DD TR BRERTS - 72,
1816 1g#587T, B SBHICRIZEALMENY
BERL, BEOKBDOREZIZDBLHILRETH -

Fair

Evaluation

UTI
Poor
Poor

72o Thid N. gonorrhoeae H3 CTX L &b HTHL
BEEERTCELOAT, BUNUKETH I,
BRI RAICIIRY 2HORERRL h2L, K

Poor

ISym-
ptom
+

ERLCLRBARVY, CORMENLBR~DB
7, AMH»LAT, PRELROERERABYETES

#
H
H#
H

bDELBbILB, ‘
MRS EE U TCTX i3, REDLT yox#Yy

MIC* Pyurial
(#g/ml)
0.10

100
100

Mick L THOMC1 SV I DS DL I LN BEK
mERL 7,

16 | N. D.
10° [ N. D.

107
107

Count

4. EHEAR R
AFRMROBRMT, 4 TIC—RBHENE DD TED

10® | >100 H
(2) : Vesical neck contracture

107

Bacteriuria

Species
K. pneumoniae
Proteus spp.

K. pneumoniae
E.
P

P. aeruginosa
P. aeruginosa
Proteus spp.
Citrobacter

P. retigeri
Citrobacter

TEBMLUTHAY, bhbhoEKRL /- B3 HOMKE
THREERLI:bORDIL, POEVLDOTTXT
TRYETH - 12 AREREMICRR LS /5D 2 (R
BR4LTH)EREREATIEIARER 7.0%)THH
oo 2O HBFMEREBRCOBETIRES SO
PRV, BREREEERLAIADS B 1HATR

cloacae
. aeruginosa

P. aeruginosa

tion
{Days)
7
5

BUN oBE LR & & bic SCr. ¢ 1.2—1.8mg/dl &
b¥hic kL, '

Dose [Dura-

:

X
times
1x2

ARMBIR, HRICT ChIRMTH - T, BER

1x2

Table 4-4 Clinicl efficacy on complicated UTI
Treatment

I.V.D.0.5x3

I.V.

AIEREFY L0 5 B0 5 h 3 AR BEEMEICT ~
ETHELEELTED, HO2AbESTH- LK
L CERBEIC BV TORRE~OEEL, ERT 34
BHd 3,

7
(1) : Benign prostatic hyperplasia

I

v
VI

(Group Route

ARICRRLEDBVEATHE LEI SN,

+

Catheter UTI
Urethra

. P.H.

Diagnosis
Underlying
condition
C.C.
.C.

Prostatic ca.

P. H.

* : Inoculum size, 10° cells/ml

C.C.C
B.

Age

Sex
77
50
80
55

Wt.

74
M
50

Name
S.N.| M
HK.| M

31
32

Case

K.O
N. D. : Npt done

33
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Table 5 Overall clinical efficacy of cefotaxime in complicated UTI

= ~ Pyuria - :

— . Cleared . -Decreased Unchanged Efficacy on bacteriuria
Bactetiuria ) :
Elim_iputed 15 1 6 22/33 (66.7%)
Decr;!ased 0 1 0 1/33 ( 3.0%)
Replaced 0 0 1 2/33 ( 3.0%)
Unchanged 1 0 8 9/33 (27.3%)

= - Overall clinical
Efficacy on pyuria 16/33 (48.6%) 2/33 (6.1%) 15/33 (45.4%) | efficacy
23/33 (69.7%)

Table 6 Overall clinical efficacy of cefotaxime in each group

No. of cases | po o1 Mode- Overall
Group (Percentage ] ei o et Poor effectiveness
shared) en rate rate
1st group (Indwelling catheter) 1 (30%) 1 0 0 l 1 (100%)
2nd group (Post prostatectomy) 8 (24.2%) | 3 4 1 ) 7 (87.5%) -
ingl
Siogle '3 4 group (Upper UTD) 9 (27.3%) 3 3 3 6 (66.6%)
infection _
4 th group (Lower UTI) 11 (33.3%) 8 1 2 ’ 9 (81.8%)
Subtotal . 29 (87.9%) 15 8 6 23 (79.3%)
5th group (Indwelling catheter) 2 (6.1%) 0 0 2 0
Mixed - .
in;::tion 6 th group (No indwelling catheter) 2 (6.1%) 0 0 2 ‘ 0
Subtotal - 4 (12.1%) 0 ‘ 0 4 0
Total 33(100.0%) 15 8 10 23 (69.7%)
Table 7 Bacteriological response of cefotaxime
Isolates No. of strains Eradicate (%) Persisted (%) No. g%t::r:li-gast;r;ﬁetared
E. coli 18 16 ( 88.9) 2 (1LY
E. cloacae 1 1 (100.0)
K. pneumoniae 5 4 ( 80.0) 1 (20.0)
P. vulgaris 1 1 (100.0)
P. milabilis 1 1 (100.0) ¥
P. morganii 1 1 (100.0)
P. reitgeri 1 1 (100.0) s
- Proteus sp. 2 2 (100.0)
n‘P. aeruginosa 6 1(16.7) 5 ( 83.3)
"Citrobacter spp. 1 1 (100.0)
-GNB - v 1
8. epidermidis 1 1 (100.0) A
S. faecalis 1 1 (100.0)
Total . 39 27 ( 69.2) | 12(30.8) 1
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BASIC AND CLINICAL STUDIES ON CEFOTAXIME
IN UROLOGICAL INFECTIONS

KEIzo Suzuki
Department of Urology,
Hiratsuka Municipal Hospital

ICHIRO NAGAKUBO, RYUICHIRO MORIGUCHI and HiSAO MITSUI
Department of Urology,
Tachikawa Kyosai Hospital

YorIOo NAIDE, TaMIO FujiTA, OKISHIO NORIHIKO,
HARUYOSHI ASANO and TSUYOSHI YAMAKOSHI
Department of Urology,

School of Medicine

Fujita Gakuen University

The antimicrobial activity of cefotaxime in vitro was investigated against 111 strains of clinically is-
olated gram-negative bacilli with cefamandole used as the control. Cefotaxime showed higher activities
than cefamandole did on all tested strains, among which, against E. coli, K. pneumoniae, P. mirabilis
and P. rettgeri remarkably greater activity, that is approximately 4 or 5 times more than cefamandole
was observed.

The levels in the blood and urine and urinary recovery were studied after one shot i. v. administration
of 500 mg cefotaxime in two healthy volunteers. The peak blood level was obtained at 18.15pg/ml 15
minutes after injection, then diminished rapidly and trace was determined 4 hours later. Recovery in
the urine up to 6 hours was 55.79. The diffusion into human prostatic fluids was determined in seven
prostatitis patients. The average level of cefotaxime were found 1.0 pg/ml one hour after dosing and the
ratio between the fluid and serum concentration was 0.12.

Cefotaxime was given clinically to 43 cases totally, in which complicated urinary tract infection was
included 33 cases. The rate of sufficient efficacy was 69.7% by the criteria of UTI committee, by
doctors’ judgement, the result yielded excellent efficacy in 78.8%. All 4 cases of acute simple UTI,
and 3 cases of acute gonorrheal urethritis responded excellently ; one case of non-gonorrheal urethritis
resulted in fair response.

No serious side effects were observed on laboratory values of liver, renal functions except in 2 cases
with slight abnormality of liver function, and 3 cases in renal function. The values returned to normal

levels after discontinuation of the treatment in all these cases.



