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CHEMOTHERAPY
PR EGHEIZ 51T % Cefotetan (YMO09330) o> 25EH) - ERIREIRES
&%@wt#ﬁ&WH[#u$%ﬁ%WM@%
HE V2 KR B MR B
ACHGE— B K

{2 T Vi SLARISE S 2 B U FR B
Frtttangn sk - IR A< B B8R - A B Z
HE Y285 T SLAR e s bR 25
RIBILZER - i B B 6
[ 37 #B S T W bR 2kt

3 1

IR ReiE BE A 5 0L 72 E. coli, K. pneumoniae, P. mirabilis, P. vulgaris, S. marcescens it
1358ki- 514 % Cefotetan (CTT, YM09330) » MIC # Cefmetazole (CMZ), Cefazolin (CEZ) & &k
BELER AAORENIINALZHIVEBRTWE Z A HB L, —HOBEKRTIIAR L
CMZ DRI ZR AR SN eh’, KRERDERTIRIARH 1 ~ IBRET (T,

R 3 %&1C cross over 2 TAHIL,000mg, 500mg % one shot &k L 72, MAPHEEHBEIL ST
BIZIBLN, ZNENITL. Tug/ml, 90.0pxg/ml %L, MFREIRRTH 72, 6 BHE THRS
BEIEEI Z M N67.5%, 65.3%, BEIRIIBE 2 B & Ti21,950ug/ml, 972ug/mliZ3EL 72,

B T MV PR B R 28I AR A 1 B 1 7213 2 g, 5 BRMERS L 2RABRKHRHE T, £
BENES0% TH - 70 MEFBNRIZTI A% A ED LD, TRE & LT Candida, S. faecalis

P CHBAL 72,

B r & £

RERDVBREN, BRI 5N D & H 2% D LN,
HEAR7 b, BIEROWE% B L L T ORER DR
ERAIBRENTE LD EADEL TH %, Penicillin
#l(PCs) D% - RENBEF AR LPAIZZNREREIRLT
©a, Lo L PCs DBIRORE RIZ I3 EAME N B2 K# L
&9 & L& #iz 2, Cephalosporin #| (CEPs) #1960 4
Rigtn > BRFENBFCRAEN S L )12 % » TIHES
BBLL, WbWBE KD CEPs TIZ A >~ F—/VBHE
Proteus, Enterobacter, Serratia, P.aeruginosa \=xt¥ »4H
hidup otz Lo L, Z0MlsEngZc £ ), CMD, CTM
HRREN, & Lz HEARLN T 112 methoxy % LD
CFX, CMZ »¢ Cephamycin LA & L THR & NBER
BB 5 T 3, Cephamycin RHUEFINREFHN—DI,
B-lactamase I & » TREHILE N, H—1tH{Ro CEPs
VEINTh - WIS L C O HBIEE S b OICE - 12
ThHhb, P. aeruginosa 1= 3t L TR EHT 5 Cefsulo-
din(CFS) L A% & 1, =48> CEPs &I B E bH T
BOHE S LISV B 2~ 7 } L% L - Cefoperazone
(CPZ), Cefotaxime(CTX), Ceftizoxime (CZX), Cefmeno-

xime(CMX), X SIZEARHLN 1HNS £ OZiEHL 72
Oxacephem ## 4 #) Latamoxef (LMOX) L ¥ TIZHE %
HTLTwB, Lizh-> T iERX EI NS % CEPs & L THt
—4 52 LIIATAEEE %) Cephem RIER LIFITE B %
B loTwb, ZhbH BN Cephem FIAERITER
ET 5% 513, PCG » I TEMR THA & niEmERAR
DBEFETF 2R L FEREEORYEEMELECEFZ2L0T
HN, EbDOTTCNIBERHIRIBFTELLNTH 5,

ZnLIIEFICT N CEPs 0FEXATRE N TV
BRI # L v Cephamycin ZIAR & L THESI N0

Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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Disodium(6R,7S)-7-[ [4-(carbamoylcarboxylatomethyl-
ene)-1,3-dithietan-2-yl] carboxamido}-7-methoxy-3-[{(1-
methyl-1H-tetrazol-5-yl)thio] methyl]-8-oxo-5-thia-1-
azabicyclo[4.2.0] oct-2-ene-2-carboxylate
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Cefotetan (CTT, YM09330) Th 5. A&|H T TIoEHICH
&ML Tv» % Cephamycin REANC B L TEn L ) %HlK
hzELL, DL S IHBN A ERNGIEZ RT 25700,
PR B4 YA Bt h 08 L 2 MBI T a2 WEL,
BERERLAIC 31T B IKBNIREQOWE 21T\, b b8 TERRMK
U2V THET 5, ARINOMER % Fig. 1IoRL 72,

KBRFEL S FICHF

1. RERRE

1) HEhH

IREEEPFEREL LML HZIHREFL THBE
coli, K. pneumoniae, S. marcescens, P. mirabilis 3 & Uf
P. vulgaris %274, 31135812343 % CTT, Cefmetazole
(CMZ) & & 1 Cefazolin(CEZ) » MIC # H A& {b %% i
FELREHERIC L 2%y, 108/ml 35 & U 108/ ml H24E ¢l
5E L 72, ¥ii e L T Heart infusion agar (38, pH7.0)
EHRAL, EAMBIERRTS S 5 —CTBEL 72,

2) M B K OTRPEEL S ISRkt

R 3 2 (FHKE 65kg) I cross over L T 1
HE CTTL1,000mg, % 2 H H 500mg %#20% 7 F 7 #Eic
%L, oneshot #i¥#%, 5. 15, 304, 1, 2, 4,
6 BEF B ICiRm, 2, 4, 6BFRIEICHR L AR Mm P
RE, RPBEL L URPHEEZMEL, dose res
ponse NDIREF 21T » 72, RENIDMEK % HEE G K THR
L, MAgENEREERIIE= o— L 0iF ICkET
1 FALS) T, IR i B E 3 PBS (pH7.0) T#
NENEBARL TER L 72, E. coli NIH] 2 REH &
L, Heart infusion agar (5#f, pH 7.0) % Fv:7z Agar
well method THlZE L 72,

2. ERERMVRET

FREGIZAT] & 70 D EBERC BB % L DM PR MEME IR B L fiE
BHEBHICAK L 1HE]L 2g& LTS5 HERERS
L, BRERZD R 7 & FICRIFERIC DV T UTI ZRAh Tl 2k
FE2HUCL EDWTRATL 72, 28EEBI DRI B F21
%, KFT4, FHEST L TIOH LU LOESEH2]
£(77.8%) & S % daisvtz, 1 HIES5 &I 1g 45 2 719
51(67.9%), 2g 5 2 H* 9B (32.1%) T&Hc 5 A KRS
L 7z (Table 3),

B R OB

1. EBoRE

1) HHERH

E. coli 2THkDAFN AT 5 BZ N E— 713 10%/ml,
105/ ml BHENHEA & L1 0.20ug/ml LATFiICH D, 0.78
wg/ml LUF I % L2 N24%k (88.9%), 25%k (92.6%) »°
S L, BEIDE. coli IS LT B %E LD

EPHBL 7, LA L, 200ug/ml B o) MIC % 745t
TR & 2T OB LN, KFIZE  coli |
CMZ &) 2§k, CEZ &) 4 BB HBEHE T L 1o
(Fig. 2, 3),

AHD K. pneumoniae 2THICX T 5 MIC i3 10%/m)
HFET0.20g/ml LT & 25ug/ml, 10°/ml 55T, 0.20
ug/ml LT £12. 5ug/mlic € — 27 BT 5 2 ko
L, 10°/ml #H T13% (48.1%), 10/ml #RE 194
(70.49%) 512.5ug/ml LA F 12 545 L 720 KM R K
pneumoniae \=3t L TCEZIZH L 4 ~ 5 XMW
NEbLL, CMZ LIZIZRA%ES £ 21300V HEH
~L7z(Fig. 4, 5),

S. marcescens 2TRRD BN 4T B RS M <9 —2 13
10%/ml & 10%/ml #AENH T 125pg/mlic E— 7 24
L, HRE OB TId & b1 184k (66.7%) 525ug/ml
LIFIc4345 L 72, 100ug/ml LA Eo» MIC # 7R3 itttk
10%/ml #:58 T 8 #k (29.6%), 105/mI-H:HE T 7 #k (25.9%)
BNz, —%, CEZIZXL T S. marcescens i3 10%/
ml BB T258k (92.6%), 10%/ml HeAE T228k (81.5%) ¢
100pg/ml Lh ko> MIC % 5= Sl ¥E# T 0, R#I
CMZ s s L CO M2 BEET Ch e B H 2R LA~
(Fig. 6,7),

P. mirabilis 2T#DAKNC 34T 5 BSM5413 10%/ml
48 T0.39ug/ml, 10%/ml #5& T0.20pg/ml LA Fict—
7 %%, 3.13ug/ml LUFIC £19% (70.4%), 214 (77.8
%) H5 A L7z, % 72100ug/ml Bl Eo> MIC % R
BRIZ10%/ml 348 T 7 # (25.9%), 10%/ml 378 T 4 #%
(14.8%) T& » 72, CMZ & P. mirabilis i= %% 5 MIC
1310%/ml, 10%/ml #HENME & b 121.56g/ml 2 BEH
NDEe—7%mRL, BEICHLE 2 REELLIEETHH 1
(Fig. 8, 9).

AH D P vulgaris2Thic 53 5 MIC i3 10%/ml %58
DR T3 0.39ug/ml, 6.252g/ml B & U 200ug/ml KL
L& 6~ TH(22.2~25.9%) 5H5 L, 198 (70.4%)
#¢12.5ug/ml LUT I 445 L 72, 10°/ml #5648 T3 0.20ug/
mIL T BEEN e — 7545 1, 228k (81.5%) #%6.25
wg/ml LTI 945 L 72, CEZ 12 % L T3 10/ ml #H T
24%% (88.9%), 10°/ml #:5E T198k (70.4%) »* 100ug/ml
Ll Enfittsk Th - 72, A#lL CMZIicL TL#H28&
B Cn-HmBENERL 2T L% 5 (Fig 10, 11).

E.coli \=3t¥ 5 A% & CMZ 0 RS ¥EAEB % Fig. 12
1R L 72, 109/ml #:HE T3 278k 5 £k (18.5%) & (
—DREME L L, 5220 (81.5%) 3 TN THHAK
0.392g/mILLF, CMZicid 1.56ug/mlILlT & 2bHTR
FURERTIRD - 12h, FRIDFH 1~ IBHET N
Tz, 10%/ml 55 T 1 HZRBOMEEIC b - 2. Tk
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Fig. 12 Correlogram of MIC

E. coli (27 strains)

106/ml1

>200 2

200

100

S0

25

12.5

O 6.25

3.13

1.56

0.78

0.39 111
<020 3| 6|12] 2

£0.200.39 0.78 1.56 3.13 625 12.5 25 SO 100 200 >200

10%/ml

>200 2

200

100

S0

25

125 1

CTT

6.25

3.13

1.56

0.78 2

0.39 411

020l 1|59 2
£0.200.39 0.78 156 3.13 625 125 25 S0 100 200 >200

CMZ CMZ
Fig. 13 Correlogram of MIC
K. pneumoniae (27 strains)
106/ml 108/ml
>200 4 >200 1{6
200 200 1
100 1 100 1
50 1 50 111 1
25 25 1{1
= 125 1]1 1|2 12.5 1 2
©o6as| 11 © 625 11
3.13 3.13
156] 1 1.56
0.78 1 0.78 1
0.39 111 039 1
o203 1)2]2 £020f 1 211 2

£0.200.39 0.78 156 3.13 6.25 12.5 25 50 100 200 >200
CMZ

FEREE LI 24k(7.4%) (3@ #Ic 200pg/ml LA Lo it
ih ", BXRittExxRL 72,

K. pneumoniae \=%% L T3 10%/ml H5& THiF| A4 ¢
F—NRSEZ R L 2 EHRIZ 98K (33.3%) IcB LU, &
FlA1~4 BBET CNEEEL L OBEKRIZIZK
(44.4%), CMZ D H§ ¢ BREH 2R THERIL 6
¥ (22.2%) B 6 1172, 103/ml Ti3 134k (48.1%) HTH!

£0200.39 078 1.56 3.13 625 12.5 25 50 100 200 >200
CMZ

KR—NREHEERL, CMZOHHT CnBREE
LOL DI ABRDATH BN, ARDKH 1~ 5B
F ¢ NI R & RS RRIZ 108K (37.0%) 1 B L AN
LA L, Wiz LT 100xg/ml Bl Lo 10%/ml
BT 68K (22.2%), 205 b AHRIIELICEREET
B0, 10/ml HHETY 9Bk (33.3%) A bR, I5H6R
1% 200ug/ml Bl kTR R %R L 7 (Fig. 13).



VOlL. 30 S-1 CHEMOTHERAPY 761
Fig. 14 Correlogram of MIC
S. marcescens (27 strains)
10/ml 10%/ml
>200 4 >200 1|4
200 1 200 1]1
100 2 100 1
50 2 50 ]
25 1 25 I[1]1/2
12.5 1]12]2 311 = 125 1 1]1]1]3 2
O 625 1 © 625
3.13 1 1 3.13 1
156 1.56
0.78 1 1 0.78 1
0.39 2 0.39 1 1
<020/ 1 £020

£0200.39 0.78 1,56 3.13 6.25 12.5 25 SO 100 200 >200

£0.200.39 0.78 1.56 3.13 6.25 12.5 25 SO 100 200 >200

CcMz CMZ
Fig. 15 Correlogram of MIC
P. mirabilis (27 strains)
108/ml 108/ml
>200 1 3 >200 1 3
200 200 1{1
100 100 1
50 50
25 1 25
125 1 12.5 1
E 625 E 6.25
3.13 1 3.13 1
156 1 1.56 11 11
0.78 1 0.78 3111
0.39 211 039 1 1 2|2
s020] | 418](1 1 £020 2|1
$0200.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 >200 <0.200.39 0.78 1.56 3.13 625 12.5 25 50 100 200 >200
CMZ CMZ

S. marcescens Tl 10°/m] HeFE T4  BFHEAHERI L
RUDIFTH#(25.9%) TH N, ZD 5 H 4#kiT 200ug/
ml L DR Rt % R L 72, AFIOF A1 ~ 9 BPERESE
AT ¢ BRI 158k (55.6%) 1 B L 5, CMZ D J5
D1~ 2BMET CNERRIL S BRNATH 72, 10%/ml
BRETLABOBERZRL, & RS HEELZLD
RTH#, 35 58D 200ug/ml % 2213 7 UL EO R R

HERLL, KEOHH 1 ~SEMT CRAEREEL L
DOHRIZ188K (66.7%) TH B DI, CMZ D HH*1 ~28%
T CNREERE L DEHKIL 2 HRNETH- 72 (Fig.
14),

P. mirabilis T3 Fig. 15 T & { 105/ml # & T3
CMZDIZH) DT CNTBREREZRT LR 1L KROAT
BN, 228:(81.5%) DHERRICH L T3 ABIDF 2 ~ 7
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Fig. 16 Correlogram of MIC

P vulgaris (27 strains)

10%/ml

>200 1

200

100 111

50 1 1

25

12.5

O 6.25 2

3.13 1 1

156

0.78 112

0.39 2

£0.20 115(4]2 1
<0.200.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 >200
CMzZ

Fig. 17 Serum levels of CTT

ug/ml Agar well method
2004 E. coli NIHJ

o-——-o0 1,000 mgi.v. (n=3)
o——o 500mgiv.(n=3)

171.7
Q

\

1504\
§139.9

\
8122.3
\

\
100490.0

Serum levels

B By cne i ERL, L L, BErs
CHET Lo 4BkicAa LN, 9 b 3#kiE 200ug/ml
LU TR R 2R L 72, 108/ml 8 T 200ug/ml
720 F ML LR REHEIZ 4 BRiC 3B b iz, CMZAaA
Aol 1~ 3ERBET ¢ Ne il 2 7§ Hpkid 5 BRaER
DL, ARIDFHH 1 ~ 5 EMET ¢ Nz BKRIZITH
(63.0%)IcB L AT,

P. vulgaris i2 3t L T3 Fig. 16 » T &  WHKMERH T
CMZ o AFI LN T ¢ MEHERL NI 1HRD

108/ml
>200 7

200

100 1

50

25

12.5 111]1
O 625 11312

313

1.56 1

0.78 1
0.39 5111

<£0.20 1

£0.200.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200>200
CMZ

Fig. 18 Urinary excretion and urine levels of CTT

Agar well method
E. coli NIHJ

mg[ %
400 383mg O— — —0O 1,000 mgi.v. 480

(-

&———@ 500mgi.v.

w
o
o

Urinary excretion
N
S
S
Recovery rate

ATh - 72, EAMETIZ 105/ ml #58 T 200g/ml Bl LD
TRt %R L 722 b 0l 187213 Th B2, 10%/ml i
T 7#H 200ug/ml DR RiifHEE L2 Z &b, 20
7 BRI TR B Th D 2 ORREER AT S
HWT E 72, 10°/ml BHE THKO K1 ~ TBHET (1
7B R L 72 b 13238k (85.2%) i L, 10°/ml &
HTAMO R b ¢ L R &R L 2 BRI
(63.0%) TH > 7z,
2) M, FRepBEL b I R P RIERR
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Table 1 Serum levels of CTT
B.W. . . .
Dose Case ke S min 15 min 30 min 1hr 2hr 4 hr 6 hr
HK. 63 205.0 155.0 1225 108.0 78.2 60.0 40.0
1,000 mg N.N. 63 160.0 138.0 126.5 109.0 78.2 57.5 37.5
iv. S.N. 69 150.0 126.0 118.0 90.2 735 52.5 30.0
Mean 65 171.7 139.9 1223 1024 76.6 56.7 35.8
HXK. 63 97.5 80.0 70.5 525 425 275 22.5
500 mg N.N. 63 825 70.0 62.0 48.0 40.0 25.0 20.2
iv. S.N. 69 90.0 65.0 58.5 475 325 23.0 17.5
Mean 65 90.0 71.7 63.7 493 38.3 25.2 20.2
Agar well method, E. coli NIHJ, ug/ml
Table 2 Urinary excretion and urine levels of CTT
B.W. 0~2h 2~4h 4~6h 0~6h
Dose Case
kg ug/ml % pg/ml % pg/ml % mg %
HK. 63 1,560 41.3 598 16.4 572 8.6 662.8 66.3
1,000 mg N.N. 63 2,730 355 1,560 20.3 1,066 123 681.0 68.1
iv. S.N. 69 1,560 38.2 780 215 572 8.6 682.5 68.3
Mean 65 1,950 38.3 979 194 737 9.8 675.4 67.5
HK. 63 936 37.4 342 16.4 306 11.6 327.0 65.4
500 mg N.N. 63 900 29.7 540 15.7 576 13.8 296.0 59.2
L. S.N. 69 1,080 49.7 234 13.8 324 7.8 356.5 71.3
Mean 65 972 38.9 372 15.3 402 11.1 326.5 65.3

Agar well method, E. coli NIHJ

AH 1,000mg B 5515, RS MA R 3 £ZNFY
T1TL7ug/ml i L, LIP3 155 % 139.9ug/
ml, 304-#% 122.3ug/ml, 1 BERIT% 102.4pg/ml, 2 BERT%
76.6ug/ml, 4 B¥RE%% 56.7ug/ml, 6 BFREI#% 35.8ug/ml &
HERRARIC I L 72, 500mg BHE 5 BT b BRENIR
BETRL, 3ZDFEHTE % 90.0ug/ml & E—7125%
LEOLRBICHIEL, 6BM%IC L 20.2ug/ml DML
RED 2 57z, 1,000mg, 500mg #3345 B> il
1% dose response A3 & 1, M AAEIAIZH 3 BRI T
%~ 12 (Fig. 17, Table 1),

AH1 1,000mg #HE% O R BE, 3ENFY T2
M3 Cio BB 1,950ug/ml v 2 b4, 2~ 4 BT
979ug/ml, 4 ~ 6 BRI T L T37ug/ml L EVRIBEZ
L7z, 6B E TR EULE L 67.5% T dh - 72,
00ug BERERTY 3LNTFHT 22BN TERER
TREOT2ug/ml) £ %), 2~ 4 BT 372ug/ml, 4
~6BERIT Y 402ug/ml & & HHTEHVRPBESZ b

N7z, 6RERE TIC 3 BT T 326.5mg AR E 1, 6
B X TORFREINEIZ65.3% TH - 72 (Fig. 18, Table
2).

2. BREK AL

UTI Rl RS 2 HRIC & 2R ABERMRDHE
13, 28BIRERM 261(7.1%), Brh126)(42.9%), Exh14
#1(50.0%) TH Y, BAEBEMEIZ50.0%Th -7, KF
HAER 12285196 (32.1%) TiHk 1213 %+ &4, RIRIZ
28651 8 $1(28.6%) »*iHR L, 14(3.6%)I3ekEL 72
(Table 4).

R BORREBERI AR & B gk e 92851 2361 (82.1%) &
K¥% &, BERREID Ao, #T—TVRBEE
BLEBE 1B EE S B2 Z N N13% & 3 # 5T166)
(57.1%) TEERNEHLU E* iz, HIAMRIZIE]
B38.5%, HOMBINLAT—TNEBRTIIKE,
FEIHN1B, F6HN2B TR TNLAEN, F2/
Ti375.0%, % 4B T1340.0% Td - 72 (Table 5),
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Table 4 Overall clinical efficacy of CTT in complicated U.T.I.
Pyuria
Cleared Decreased Unchanged ifﬁ:ac'y on
Bacteriuria acteriuria
Eliminated 2 6 8 (28.6%)
Suppressed 1 1 (3.6%)
Replaced 4 1 9 14 (50.0%)
Unchanged 2 3 S (17.9%)
. 8 1 19 Case total
Efficacy on pyuria (28.6%) ( 3.6%) (67.9%) 28
Excellent 2 (71%)
Overall effectiveness rate
Moderate 12 (42.9%)
14/28  (50.0%)
I Poor (or Failed) 14 (50.0%)
Table 5 Overall clinical efficacy of CTT classified by type of infection
Overall
Group No.of | Percent Excellent | Good Poor effectiveness
cases of total
. rate
1st gr (Indwelling catheter) 13 46.4% N 8 38.5%
2nd gr (Post prostatectomy) 4 14.3% 1 2 1 75.0%
Single | 319 & (Upper U.T.L) 1 3.6% 1 100%
infection
4th gr (Lower U.T.L) 5 17.9% 1 1 3 40.0%
Sub total 23 82.1% 2 9 12 47.8%
S5th gr (Indwelling catheter) 10.7% 1 2 33.3%
Mixed 6th gr (No indwelling catheter) 2 7.2% 2 100%
infection Sub total 5 17.9% 3 2 60.0%
Total 28 100% 2 12 14 50.0%

HELEMR TIE, ARG AT 58S L7234k H27
¥ (79.4%) BB A Nz, WHERNICIE S. epidermidis 1
%, E.coli 6%, K. pneumoniae 1%k, Enterobacter 2
¥, P. vulgaris THDTXTRE X N7z, S. marcescens
i3 6 BkF 58k, P. rettgeri 2 kR 1 ¥k, P. aeruginosa 6
KR 3RAE R L 72 h%, S, faecalis 2 HRIZ VTN TR
L7z, KB & LTS. faecalss, C. albicans »°% 6 ¥, P.
aerugirosa 5 ¥, K. pneumoniae, S. marcescens % 2 ¥k,
Enterobacter 1 ¥kHAFI$%5-1%i= BBLL 72 (Table 6).

AEIEEIC L) 1Bl —BHEN B E LD 2 HTERIS
R L 272, MUICEHEMRELZBDHZLDRBLr -T2,

FENORERIHICAT - 22 KM, §F 5 & CROMBES
2MRAETIE Fig. 1908 (, ARICERT L&z
LNBREMRZRBDLH, -T2,

* =

Bl D F| & 1) blF Cephalosporin %3 #l (CEPs)
NBRIEERE L <, EAXBHKO 7 HLIC methoxy E¥
#A¥ 5 Cephamycin RIAEHIE, H©O 5 HE_HRD
CEPs & L TZDMWHE N L [RWHBEART PV, B
lactamase I2 39 2 KEMARAFS LT 5,

Cephamycin RFE# & L Tix ¥ Tic CFX, CMZ#
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Table 6 Bacteriological response of CTT in complicated U.T.I.
No. of No. of strains
Isolates . Eradicated (%) Persisted appeared after
strains
treatment
S. epidermidis 1 1 (100 %) 0
S. faecalis 2 0 2 6
E. coli 6 6 (100 %) 0
K. pneumoniae 1 1 (100 .%) 0 2
Enterobacter 2 2 (100 %) 0 1
S. marcescens 6 5 ( 83.3%) 1 2
P. rettgeri 2 1 (50.0%) 1
P. vulgaris 7 7 @100 %) 0
P. aeruginosa 6 3 (50.0%) 3 5
GNF 1 1 (100 %) 0
C. albicans 0 0 0 6
Total 34 27 ( 79.4%) 7 17
Fig. 19 Laboratory test before and after treatment with CTT
RBC WBC Platelet GOT
X 10 P ¥
X 10*
600 1 15+ < 100
500 f g 12 + 1 40 801
400 3 9 30 k
= 6 40
300 — 20 R
]
L 1 3E 1 10 ] 20
Before After Before After Before After Before After
GPT ALP Creatinine
100+ | 2.0 \
80 | | /
20 1 \
60 15 >—< 10
40 . 10
20 p sk j
Before After Before After Before After Before After
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BRROL THEMAENBI2E] - T b A, TomiFIIiER
7 CEPs ¥ < 5T B-lactamase | lLBI%E TH 1),
S. marcescens % P. vulgaris s E12 L% ) OBE S %
BTHIENHMSENT D, BN EE L DR TIE,
77 LBEYERR RIS T 2 HE /113 CMZ @ /55 CFX &
N RXeiE T, 40 CTT O #&#E# & L TCMZ %
AT, ZTORER, IRIBEEYSE BEH H78EL 72 E.coli
2TRRD AR 3T 2 BZE 12 103/ml, 108/ml 3k F
Ly 0.20ug/ml LATFic e — 7 27/, 0.78ug/ml LIFic
TN EN24kK (88.9%), 25¥K(92.6%) »*a i L 72, —H,
CMZ2X % E. coli D&M E — 71% 10%/ml, 106/ml
B TL L2 0.78ug/ml iz & b, # 2 ERBSARID A
CMZ &£ W5&EWvMIC #/RL 7z, 2k ) Ll HDZEIL
K. pneumoniae % %, S. marcescens, P. mirabilis ¥
S P wvulgarisiZxt L TLEDH LN, & CI2 S
marcescens 2THRIC AT L Tl 10%/ml, 10%/ml #fED W §
NOGETYH 125ug/mliz MICHE— 7 %8s, &4
HERFE T180k (66.7%) »° 25ug/ml LA L, =44
D CEPs Th 5 CTX BL U CZX DABICHN T 2 IH
HNIZEEET B LN TH - 72,

A#l 1,000mg % one shot##E L 72 54 #%1213, fx@ L
FIBEIL 3 BDFEH T Tug/mlICE L 72, T NfEIZ
o> CEPs & Ho~#y 2 &% <, a3/l L $1809 T
CMZ n#y 3 & h> » 727, 500mg $HERET b RO M
PR <y —2 &KL, MiEERIC dose response A5ER
LNz,

A% 1,000mg % one shot k1% 2 Bl £ TOBE IR
il 1 2,730ug/ml, 3 £ )T 1,950ug/ml & AL
ICHANZIEEmB T, 4 ~6RHMTL3ZNFE
YT 73Tug/ml & LEBYBEVIRPIBEAZ SN, R
B RSB MBS NS Z L L7z, 6BRIE T
DRPHEMHL367.5% Th - 72, 500mg SHERSHTL
kDGR % R L 72,

ZOEHIZARDOMABE S L RPIREE A IR EYE
(FRHRT b2 eh s, REREEGRICELTIZ18 2
B %5 T+5 % BRRME L F L N2,

AE, MMM R I RLAE28FIz T L, &% 1H
1g #7213 2g #4572 THE L, 50.0%NBEMELE
72. MIEHB9ZIT E. coli 6 ¥kB & U Poulgaris T3
FTNTCIHK, S. marcescens 6 R 5 BRABRE X 1, AHI
DEEBERIRAT IR % B U 7245 3R & e - 72, ORI
B E T1T - 2 g = CEPs(CPZ, CTX, CZX,
LMOX) D& HZES7. 1~ 90.5% 12 13 Bid % v H5™,
SRR & L EGI R BRIERER HERK o BEBHE % %
Bz AntUZER E+ 2 Ici i n Tl v Bhbn s,
& <Az P. vulgaris, S. marcescens O & 5 2 E—HRN

CEPs TEMTH - LHMICEN TH-722 & 3 &%
b, LirLud b, KEOKRE%S. faecalis, C
albicans % 6 & FUITHROLTREHWBIL 72, & (4=
C. albicans » &5 % MBRE & L TEL RSN b1y
THBETNETH D, ZORBRIIMIE MRS
PAIEDAEFICHEL TS, B LHMERNRE L X3 4
whh, ERBOEREBIINTIERLAYTHL
LEBTTHLOTSH), KENALLTE=HROK
ERDERRICH S N B2 ETH, RELERITEDL~
ETHDEBbNL, 5HREDLDTLL 1OBCHEH
FLOMERDEREAEINEL 5 L LT3, MKz
B E N5 HBHEER D% {, & - T Amphotericin
D& HICEIULEIER % L ORI L EFEES A
T wBLKICE L, MEBUSE Db FHERIC RS
ELTC albicans D& ) HwHBEHE L BRI et I %
LT U2 LWBIEIC 2 5 2 L 285 L g
nhikwitBbNns,

£ b 0

A THIFE & 1728 L v» Cephamycin ZH4EF T
% Cefotetan (2 DV TERERY, BRARATICIRETL 2R 2,
P. aeruginosa, S. faecalis % % { [REBYFEIINL T
FRZHERTH B L Bbhr,

X 23

1) KREIERK, Mt UTI 3E%hE i & % (5% 2 iR). Chemo-
therapy 28 . 321~341, 1980

2) NEmE, KHFE, HER5L, MiTR—BR . RERR
fEIZ BT % Cefoxitin ) 28R - BE K 94 EF. Chemo-
therapy 26(S-1) : 592~599, 1978

3)  KHEFAE, NEHE SR, ARNZ, MTe—K:
PR AR 12 51T 5 CS-1170 0 HRERY - BRRAOMES,
Chemotherapy 26(S-5) : 542~549, 1978

4) NEER, KHFE, I EME EERIL RIBLZM,
FCi—BR, HRABEE, Bk, AL, AR
— | WK REEYeSE (2 51T B Cefotaxime ) 2EREHY - ERER
#9985t Chemotherapy 28(S-1) : 829~838, 1980

5 NGMRE, KHEFE, DEGEE, SR MHEEY,
BT —BR, ik, KABHE, FRFD D RBE
Re4E 12 51T B Ceftizoxime ) 3 8 &9 - B R MR &,
Chemotherapy 28(S-5) : 797~811, 1980

6) NEHE, KHIFE, NRER, %R, RELZMH
W TCHE—BR © PR REEE |2 31T B Cefoperazone ) %R
#) - E&FRATRRAT, Chemotherapy 28(S-6) : 768~ 778, 1980

7) HERIRAL, AHEFAE, BN SEER, mERY,
WA —BE, REM3—, BTILZEEL  RESRIREIC BT
6059-S ) 3 REHY - BREKEIMRAS, Chemotherapy 28(S-7)
871~881, 1980
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FUNDAMENTAL AND CLINICAL STUDIES ON CEFQTETAN (YM09330)
IN URINARY TRACT INFECTION

TOSHIHIRO GOTO, YOSHITADA OHI, TAKASHI KAWABATA,
MicHIO OBATA and KENICHIRO OKAMOTO
Department of Urology, Faculty of Medicine, Kagoshima University
SHINICHI NAGATA and CHAN YING Fal
Division of Urology, Saga Prefectural Hospital
SETSUO ASECHI, NICHIRO SAKAMOTO and KENJ1I NIIMURA
Division of Urology, Kagoshima City Hospital
KozABURO NAGANUMA and KoiJ1 IKEDA
Division of Urology, Miyakonojo National Hospital

Cefotetan (CTT, YM09330) is a new semi-synthesized cephamycin derivative developed in Japan.

Minimum inhibitory concentration of the drug against 135 bacterial strains isolated from patients with
urinary tract infection in our hospital and affiliated hospitals were measured by agar dilution method. Sur-
prisingly strong antibacterial activities of the drug were shown against E. coli both with inoculum size of 108
and 10%/ml. Stronger antimicrobial activities of the drug than CMZ and CEZ against K. pneumoniae, P. mirab-
ilis, P. vulgaris and S. marcescens were also demonstrated. However, a few cross resistant strains seem to exist.

A peak serum level of the drug was obtained 5 minutes after intravenous injection of 1,000 mg and 500 mg
of the drug by cross over method, and recorded 171.7 ug/ml and 90 ug/ml, respectively. Decrease of the serum
level seems to be delayed. Urinary recovery rate up to 6 hours after the administration reached to more than
65% in each group. The maximum urine levels were measured in the first urine voided within 2 hours after
injection, and were estimated 1,950 pg/ml and 972 pg/ml in each group.

The drug was given to 28 cases of chronic complicated urinary tract infections with a daily doseof 1to 2 g
for 5 days. Overall clinical effective rate was evaluated to be 50%. Eradication rate of urinary bacteria reached
79.4%. Only a patient complained transient nausea during the treatment. No other adverse effect and no
abnormal laboratory finding were noticed.



