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Cefotetan (YMO09330) (2E84 2 #3538
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#1 L \» Cephamycin ZHEME Cefotetan (CTT, YMO09330) i= v THETL 72,

Cefotetan (3 BRI A5 & 578 L 72 E. coli, Klebsiella, Proteus, Serratia, Enterobacter Si=3L
TCNLHENEZRL, %< OMRICH L CEZ & W& MIC 2R L7,

ZOMEWEIIT LA NV UL L O Mg»DFLER D&M & ) EZE R (tautomer) 1255 5,
BEBK 7 a2 b 7777 412k ) EWEDOSBERLTEETH B,

AEIDEERR (M, Bit, R) ROBELXEWFNE S VEEREK 7o 757412k 08
EL, M, RCIRmEC L 20EENMICII BIFLAHEE B L AL, L LAEIc > CIZ BT,
HEPr BN TS %L BYUETNEAIBENT NS,

AR ZRHE T v Micdomeg/kg FHIE L 228D RIS 1 BERET 449, 3ug/ml TLLEBRL, BB
B L CRPICHBEICH S Nz, 4BHEE TORFPENEIZHE0%E XbHTE{(, nEid
ANTAT - 72 R AR 6 BEfE & TTHI50%, 24B5RE THI67% TH - 72,

RERAKT > T4 TOKH 1 g BES 28R T3, 160%8Bv Tl tautomer 133.0~9.9% %
LD BIBE LD 12,

PAEMEBE DRI AR £0.58 5 & U°1.0g SFEROIEH PRI Z 2 NBE13.7 ; 30.9xg/ml
IEL, IRARER®590 0 1,721.9g/ml, 6 BERIR R EUNEIZ51.2 5 49.4% Th - 72,

BRERBIICIZ SBUC AR Z 85 L, ER, AWML 1H, G826, WETEE 16T 1HIcsw
T, AENC L B Y D ELMEILTE L H - 725°S-GOT, S-GPT, Al-Ph LR# A LN, FDIT
HARENC L B EBbNBEIERIZRIZED SN h > 72,

ROTEDOEMEHET S,

5 X
Cefotetan(CTT, YM09330) i3 b E (L2 AMEHRK & Fig. 1 Chemical structure of cefotetan (CTT, YMO09:
HOMEMIC L) B X 17z Cephamycin RILEME T
Fig. 10 L a2 HL T 5", OCH; H
= DHAEWRIZBEH D Cephamycin FIAMEIZ T, HNOC_ /N Ghconn i N-
4 > ¥—=NEHD Proteus, Citrobacter, Enterobacter, Ser- NaOOC+~ s/ N CH, s-ﬁ
ratia DT 7 ABREREICT CAARBENEZHFLY, Mmoo o

COONa

Molecular formula  (Molecular weight)
C,,H,sN,Na, 0,8, (619.57)

BENFRGREEA R C, bt MSBRELZ & 2o mr8
3KEfE T, €K B-Lactam REANP THRL FHRBTH
BT LWL EN T B,

EHEWHEIC DOV T, BN, BERIICETORIT£T-
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B8 E 2. RRH®K
1) %
1. RBFH & 743 1 REEER(1X) & £ D10067 5 A (100
1) BEHRE X) & FNFNEEL 22 & 5 ORI ORI

LEIZ BV CERRME ) S o8I Lz E. coli 38%%,
Klebsiella12¥k, Proteus 9 ¥k, Serratia 4 ¥, Enterobac-
ter 1 #%;, Citrobacter 1 ¥k, P. aeruginosa 21%& 43186k
DEICOVWT, B LEREFLBREFTICEL T, KA
HMIC R BIEL 2. ZNHOMBENT A 3> 1 HILHE
R L 100 BRAUZ D THEL, %5 CEZIz2nT
b EIBRIC FIRE B LAEE O HER L AT - 72,

2) TR, Heit, REPBEREE

a) EMpERy R EE

E. coli NIHJ %4 REWM L T2 HBERRFER Y » 7
¥ 7213 paper disc i#E% V272, RZHERIARIZ 1/15M 8§
BEESEHER(pH=7.0) # B ARE CERL 2, niE
3R Mi% 4 CTICERGTHEL, 4°CEITEERTL,
B, ity EERD EETICRE LR RACERH (1
~2 HLAA), #EARL TRIEL 72,

b) ®EEHk7 =t 7774 (HPLC)

M IRm5EER% 10%TCA 2RIEZ 23 2 fEEmM 2
1% 3,000rpm 205750 EiE % 4 CE 7213 —20CicfR
7L

R, BEITIZIREI£ 4 CE 213 —20CIcfRFL 18R
PICBIEL 72, ZBR, BIHIHEREAZKTEEAR
L7, &Mk o=k 777 4 D443 Table1 127K
TEB)THbH, EieFERE LT3, CTT i31/15MkEE
EREHR (pH=7.0ICEM L, EEEMHKIBEFRLH
WERKICHEBRLIZLDERV,

Table 1 Method of HPLC-assay of CTT and its tautomer

Apparatus ALC/GPC-204 (Waters)
Column 1 Bondapak C, ,
Mobile phase :  0.1M NaH, PO, 88
(pH = 3.0 by 10% H, PO,) :
CH,CN 12
Detector Uvidec-100 I 280 nm
Flow rate 1 ml/min
Chart speed : 5 mm/min
Temperature : Room temperature
Standard solution :
CTT :  Dissolved in 1/15 M phosphate buffer
solution (pH = 7.0)
Tautomer: Dissolved in distilled water

(by sonication)

Urine : Diluted with distilled water

Serum: Mix with same volume or two times volume
of 10% TCA and centrifuged 3,000 rpm, 20
min

Bile : Diluted with distilled water

Table 2, 3ICRT EBN TH 5,

E. coli (38%) T2 E o MIC i3 0.2~ >100xg/ml IZ
S L, ©— ZI3 BB TH 5 5%, 0.4~3.2ug/ml HHTiZ
H Y, 100ug/ml LU LD L s 9 #kEBe S iz, 100654
R HMICIZ0.05~ > 100ug/mliz 3 L, E— 713
1.6ug/mlicdh D, BHIZ L 1~ 2 BREEVMICE R
L Ehrorz, Lh L 100ug/mlLlED L DA% 7%
Holz,

Klebsiella (128%) ? MIC 13 [F # #5& T 0.4~ >100kg/
ml, 1001% &R HHAE T 0.1~50ug/ml D5AH %~ L, 100
BHERDOFH 1~ 2 BEEIEKCMIC 2R T Zh o
72, Proteus(9 ¥) Tid R, 1005 AR & 1208
~>100ug/ml D3 %R L 7255 1005 FHRBED FH HHE
WMIC 2 RL72skA S A bLT,

Serratia ( 4 ¥) 13 EHE Tld 3.2~ >100kg/ml, 100%7#
RT3 1.6~6.4ug/ml =54 L, Enterobacter (1 ¥)
13 E o MIC #° 12.5ug/ml T, 10045 AR 0.8ug/
ml T -7z, Citrobacter (1 ¥k) IZJEH, 100EHRAL &
L2 50ug/ml TH 72,

INLDEKICHNT 5 EE & CEZo MICHBE X
Fig. 2, 3, 4 I RT & B0 T, P. aeruginosa NNk %
BOBEKICBWTAHRNFH CEZ & N 1 ~HEXFEE
MIC #/RL T 3,

% P. aeruginosa (218k) 12343 5 A #l: L 0 CEZ o
MIC 213 & A ¥ REFORRIC B W T, R, 100E5ARE
EHI2 100ug/ml LLETH - 72,

2)  URUL - HEd

i)EEBAK 7=t 77574 (HPLC)IC & 5 CTT
B U ZNEZEREERNBIE

CTTia7nAn )t (pH=9) Bl UMg* DELET
TIZEZE KM (tautomer) ICZELT 5 Z & pE b N T
w32 ZZTHPLCICE - T, MEBOSEER % A&
720

CTTHHPLCick %5 7a=}t 77 41k Fig. 51Z7R
4 & T, CTT & #(500¢g/ml) & tautomer i&
(300ug/ml) DEHERRABN 7=k 77 i3 Fig. 61
RTEBNTHENE—713FNTHBL CTT @ re-
tention time {3 8 4, tautomer ? % 13 #1057 THE D
SHERIFETH L LEZ LN,

i) Ea R E(E ¢ HPLC R B Hde

AH|7 tautomer DMEAEEEII AR B ENEN EIT L
AYBRLTHBEENTVRY, 22T, ABEZRET
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Table 2 Comparison of the antibacterial activities of CTT and CEZ against clinical isolates
E. coli 38 strains
MIC (ug/ml)
0.05 0.1 02 04 08 16 32 64 125 25 50 100 >100
CIT 1X 1 S 4 4 5 2 4 4 9
CTIT 100x 1 3 3 4 N 7 6 2 7
CEZ 1X 4 1 3 10 3 2 15
CEZ 100x 7 4 5 [ 5 11
Klebsiella 12 strains
CIT 1x 3 1 1 3 1 2 1
CIT 100X 3 1 2 2 2 1 1
CEZ 1x 1 3 1 1 1 5
CEZ 100x 3 1 1 1 1 2 3
Table 3 Comparison of the antibacterial activities of CTT and CEZ against clinical isolates
Proteus 9 strains
MIC (ug/ml)
0.8 1.6 3.2 6.4 125 25 50 100 >100
CTT 1x 1 2 2 1 3
CTIT 100x 3 4 2
CEZ 1x 1 2 6
CEZ 100x 2 1 6
Serratia 4 strains
CTT 1x 1 2 1
CTT 100X 2 1 1
CEZ 1x 1 1 2
CEZ 100x 2 2
Fig. 2 Correlogram between MICs of CTT and CEZ
E. coli 38 strains
1X 100x  diluted
pg/mi /
/
>100 ° ¥ & & o 8
o o
50 o o o o 0o 0o
0 0o o ° oo 00 o000 O
125 ° e © &
CEZ °
3.2 o O 00 o o oo
o0 go
0.8
0.2
02 08 32 125 50 >100 0.05 0.2 038 32 125 SO0  >100 pg/ml
CTT CTT
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Fig. 3 Correlogram between MICs of CTT and CEZ
Klebsiella 12 strains
X 100x  diluted
ug/ml /
>100 ° o o ° o °
50 o 1)
o )
12.5 o °
CEZ 00 o °
3.2 o ]
o0 o
0.8
0.2
02 0.8 32 125 50 >100 0.2 0.8 32 125 50 >100 ug/ml
CTT CTT
Fig. 4 Correlogram between MICs of CTT and CEZ
Proteus o Serratia & Enterobacter o Citrobacter A
pg/ml 1X 100X  diluted
>100 ©oa e 4 4% ocPA A A 8
A
50 o o
[ o A A
°
12.5 8
CEZ
32
0.8
0.2
02 08 32 125 50 >100 02 08 32 125 50 >100 ug/ml

CTT
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Fig. 5 Chromatogram of CTT

CTT 1,000 pg/ml CIT 500 ug/ml
2ul Injection 2ul Injection
Range 0.32 Ragne 0.32

-

Fig. 6 Chromatogram of CTT and tautomer
CTT 500 pg/ml : Tautomer 300 ug/ml
1 : 1
10 1 Injection
Range 0.64

A

M2 40mg/kg BHEJIFELL /2 M, R, PRIt sample
2T, CTT & L THBE % EWHFaycfIEL 721
& HPLC iz & 3 CTT+tautomer D » 7 AEBE # &
FLTHL, ZOBMILFig. 7, 8ICRL2T8 L TH
5. R E BRIz D TS AEBEfR550.996,0.899 & A2 1)
LB A SNz, MEIC DWWk ) S5 x
HALNHEN L HEBIIELNLH, - 72,
i) 7 v P mARBE, S L RS HE
Wistar R@H#7 » b2 CTT % 40mg/kg §HEL 72
RO mA B, Bits & RSS2 AEL 72, £
BIMREIC & 2 AL Fig 9ICR LA ¢ clmdiggE
13 1 WfEfE49.3, 2 BERIME29.2, 4 BEREE21.6ug/m] T,
7> Cephalosporin RFLAEFKIC L T, M
G RGBS T2, BHICLEBRECHEES R,

Fig. 7 Linear regression of CTT and tautomer con
tions in rats’ urine samples determined by
assay and bioassay

74
R (Correlation coefficient) .
=0.996
6 Y =1.036 X — 0.36
5
=
E
@ 41
g
<
by
2 31
]
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I
24
1 <
V] T T T T T —
(V] 1 2 3 4 5 6

HPLC- assay (mg/ml)

Fig. 8 Linear regression of CTT and tautomer conci
tions in rats’ bile samples determined by HPL(
and bioassay

74
6
5
a R (Correlation coeffic
E = 0.899
~
E’ 4 Y =3.15 X —2.28
-
«©
v
3
S 31
@
2.
l-
o . T T T T
0 1 2 3 4 5

HPLC-assay (mg/ml)

4 B¢ E TORBEEAH#80% & X b THV, Ih
FNZAT - 72 EB CRRPHEME L REF T 6 BERD TH#50%
R TH67% D EIE LR L TV 3,
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iv) b bR RE, MEits & URPHEH

2HRABF volunteer 34ic CTT 1g ##iE#% 3 ~ 4
RN HPLC 7 v} 777 4% Fig 10 I27RY, W
NHARKDIIH I HT H D tautomer H38&H LN 5,

2% i A B F volunteer 4 fi= A # 1g % 128 [H 463
THHE L £ 5 Bl B OB E% 2 BERERIC DV TEYHE
W & HPLCBIEIZ & 2 R ig B, tautomer/CTT+
tautomer N EILH L IR EIUNHE % Table 4 127" L
72,

CTT i3F#] 1,448.2ug/ml, CTT+tautomer & L T
1,632.3ug/ml & RHPICEBEICHEE S N, 1HIEBRWT
I3 tautomer (3% 7 ) LERE* EDHBICBE Lh 72,

Fig. 9 Serum levels, biliary and urinary excretions of CTT
in rats (40 mg/kg, i.m.)  Bioassay

g
g 2 B & TR ARG EFEHRIE TIECTT & L
£ a0 T31.3%, HPLC #il5£ T2 CTT 27.9% tautomer 2.0%
g 7t29.9% %R L 72,
§ 201
S Fig. 10 HPLC of urine (3 ~ 4 hr), CTT 1 gi.v.
E 10 1 Injection, Flow rate 1 ml/min,
% oo T 2 r "‘ hr Range 1.28, Chart speed 5 mm/min
] L] H []
- Case 1 Case 2 Case 3| _
E o
E
s 0"
2 4 e
« (1)
£ 3 _ 60 2
g g
§ 2 40 E-
2 1 H 20 % |
a . ° -
1} 1 2 3 4 hr
o) % m
$ 60
Q
§ 49
g 2
£ ] A
5 1]
6 24 hr
Table 4 Urinary excretion of CTT after repeated administration of 1 g at an interval of
12 hours for 6 days to healthy volunteers
(5th injection)
0 ~ 2 hours
HPLC
Volunteers Bioassay
CIT Tau(t%mer CTT+T T/CTT+T

1(N) 1,765.1 ug/ml 2,512.8 pug/ml 78 pg/ml 2,590.8 ug/ml 3.0%

2(8) 681.7 402.6 155.8 5584 279

3(D 1,963.8 2,512.8 155.8 2,668.6 5.8

4 (H) 1,382.3 641 70.2 711.2 9.9

Mean 1,448.2 1,632.3 11.7

Urinary recovery Volume

1N) 30.0% 42.7% 1.3% 170 ml

2(S) 6.1 36 14 90

3(D) 29.5 377 23 150

4 (H) 594 276 3.0 430

Mean 313 279 2.0
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Table 5 (3 B ZEHE 3 8 058 B (74 & 4£) 1= PTCD
WATHAR 05g B L0 7 BOMBY BT L0g 2 Z
NBE L RO NS RE, B, RPsERLe, o
DIEFDFE#EEE, BUN, creatinine % & { Table 5 27R
LizEBNTH B,

A 0.5g BT b MR A B < 1B
WHEENTEY, $72 4BME TORBTII05g k0 b

lg BHENT A, BT L URFOBRE, BREY L0y
fEERL T3, FEFD LS LIRERAEREEAR ¢
LIRH BRI A ) OBMER R, IERYE b
THRBENRHIMETEBLNLEL LN B,
BE K B #&
LB IC AT BE S HIICRE], 05~22% 182

Table 5 Serum level, biliary and urinary excretions after administration of CTT
K.K. 74 y female Obstructive jaundice 141.6 cm, 37 kg
(GOT 36, GPT 30, Al-P 12,0, LDH 200, LAP 203, ZTT 3.1,
y-GTP 44, TP 5.6, T-B 4.1, D 3.3,10.8, BUN 11.4,Cr. 0.6)

0.5 giv.
Serum level 1/2 1 2 6 (Hr)
406 438 294 9.9 (ug/ml)
Hr Concn. Volume Recovery Cumulat.
0~2 4.8 pg/ml 9.2 ml 0.0088%
Bile 2~4 13.7 6.8 0.019 0.0278%
4~16 9.1 58.6 0.107 0.1348
0~2 361.7 360 26.0
Urine 2~4 590.0 105 124 38.4
4~6 400.2 160 12.8 51.2
1.0giv.
Hr Conen. Volume Recovery Cumulat.
0~2 14.3 ug/ml 22.0ml 0.031%
Bile 2~4 309 7.1 0.022 0.053%
4~6 11.1 19.0 0.021 0.074
6~8 8.9 13.0 0.012 0.086
0~1 1,421.6 160 22.7
1~2 1,7219 95 16.4 39.1
Urine 2~4 1,674.7 50 84 475
4~6 383.2 50 19 49.4
6~8 928.2 48 4.5 53.9
Table 6 Clinical results of CTT
Diagnosis ..
Isolated Clinical Adverse
Case Age-Sex U‘é?:al::"s organism Dose effect reaction
Subphrenic abscess E coli 1gx2Xx11d iv. -
1 KK.| 52M Gastric ca. : (‘_") Excellent )
Gastrectomy - I1x1x11 irr.
Bronchépneumonia H. influenzae
2 S.N 62-F Hypertension _»' 05X2XS5 iv.| Fair -)
Gastric polyp =)
3 KN.| 67M | Pneumonia Kiebsiella 1X2x10  di | Good &)
4 cs. | 6aF | b oronoltl s 05X2X10 di | Fair )
Acute myeloblastic 2X2Xx17 iv.
5 YU | 4OM e kemia 1x2Xx7 iy, | Uknown | ()
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Table 7 Laboratory findings (1)
RBC Hb Eosino. ESR
Case (x 10%) @dl) WBC %) CRP 1 (mm/1h)
| kk B 451 144 12,600 20 70
KA 465 15.1 13,000 2.0 76
5 s B 401 14.4 13,500 1.0 3+ 52
Noa 405 144 5.500 8.0 - 23
5 kN B 387 126 9,000 3.0 - 78
Ny 425 13.8 5,800 1.0 - 15
B 374 124 7,800
4 CS. 349 10.2 6,600
B 194 6.0 1,300 0 110
5 YU, 201 6.4 700 0 50

B: Before therapy  A: After therapy

Table 8 Laboratory findings (2)

Case GOT | GPT | Al-P | BUN |Creatinine
B| 38 | 36 | 241 | 177 12
1 KK. D| 8 |130 | 360 | 99| 10
Al s8 | 100 | 332
B| 17 | 13 | 66| 11.1] 09
2SN Ll 17| 14| 46| 120] 09
B| 34 | 30 | 94| 230]| 13
3 KN Ll 21| 25 | e8| 153] 10
B| 16 | 10 | 77| 272| 09
4 CS 4l 20 6 | 55| 96| 10
B| 14 | 33 | s3] 129| 07
S YU Al 18| a5 | 71| 138 o009

D: During therapy

BHEE 7213 SEEHE 5 ~ 4B L 72, ERIZEERT
BYUKREEEE TRE AR L7z 16, [k 16,
i 1B, Mg AL EHREIR 1AL, 2
BB B LR TR L, foMERAEH T, &
P DB HYEL NI HEELKICES L2 12 16T
b5, BEFOEL Table6 1oL 72, BRHRIZE
1, B 16, a2 6, MRUETERLIAT
Hotz, REUESHTEOERIRZERSIE Table7, 8 1271
FTIE(TEBINO. 1 THF VAT 3+—%, T
TART7 7 I—ENEELR £ AU, ERREK
BYURERRBEE CloARIc L 2 L BEbnsEIERIIZ
BB LN - 12,

AT i 2 (5E6I No. 1) 23827~ 7 5 (Fig. 11).

B 1: 52, B, BECEYRMEMEETIREL
WL, BERBEL FL—> 2 &E L 22T OROR
&0 E. coli %5339, 38~39CHRAHIFHRL, AN
B3 % (12,600/mm?) 7% 7 AR 2 (70mm/1hr) F h¥ 4 5 1L

72, W#) SBPC 1 H 4g N#%5 %17 » 12 hE RN FE T
ALY, CTTO1E g 1B 2@E&ES L1 H 1A
lg TRy —> kil E T 72, %5HME1%2BE L) TA
Lidts, 4 BBICIZFESRELY E coli 1KLL, &
HENBRERL, FERKOUEIFALNLY, BLL
B, RANEL WHEZZNOEATIIA LN L - 12,
GOT, GPT, Al-P n L& b AL N2 h, AEFICE T
REBOFERLELICITETEY, JHFAIC L
BLOEMETHILIETE L, 2L E (I
AANC LB E BN BEWERIRZD SN h -7,

EEHIUVIEYD

AFNIEERMEL L ) S8 E N2 E. coli, Klebsiella,
Proteus ENKEFOBERICKH L CEZ £ D b 1 ~$k%
PEIEV MIC 2/ RL T, INLDHEIC K B RBEYHEIC
EEARZN R A FFE N5, & #1137-ACA (7-aminocepha-
losporanic acid) ? 7 i iZ methoxy % % #F-> Cepha-
mycin RH I EWE T cephalosporinase 125§ 5 4T
S8 <, FD2HIZCEZ £ ) L ECWHENE2RT LD
LEZLND, 7272 LAKIL CEZ X E#%ICP. aerugi-
nosa I2%t L Tix MIC »&E  #EXhTH 5,

AHE ORI, Heitt, KNI HEDRNENRE % RTT S
ICBEL, BFNE T LA ) o pH, Mg D HE L £ D &H
12k - T tautomer ICZED Z LA HSLNTWBNTI N
5 HPLC I & B 57 BEERATHE A TA B RRET L, ThE
Th b I DR LI - 72 AE D EYER RIEIER,
AHK| E tautomer NDIMBENIHNI LA LRLTHBZ &b
LMENEFNMEEEUMIRL T B EEZ L b,
2T, LA EHFHRIEHEE HPLC I & 28
EE% F—EEREH DWW THEBRE 2 RA 72, Mg
D TidE, BILE, REESOME» SN, &Y
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Fig. 11 K.K., 52y, Male, Subphrenic abscess (Gastric cancer)

11/ 19 29
| SBPC 2 g X 2] T5X2 W 1
4 /)
39 ’Ll g wash
. A/\
37
36
Exudate E. coli ++ - -
WBC 12,600 14,200 12,100 13,000
ESR 70 76
GOT 38 63 85 58
GPT 36 70 130 100
Al-P 24.1 27.7 36.0 33.2
y-GTP 129 126 151 139
BUN 17.7 16.0 9.9
CRT 1.2 1.1 1.0

LWL L N h - 2%, T EEREENE LY EE
LTABRETRER AD L EEZ LN B, R, Eit
DWW TH EFKNRIEIZES & B b b 2 HAEBENM
Iz R VCAEE »E L 1, HPLC bk s L T
THERATELLDEEZ LD,

7272 L tautomer ~NEALDY, REFEFICE Z 5 THgt:
AHBNDTTEBLETRERILERH ICHET B 2
E, RUEBTEREETIBEIARBELEREL, T2
RN EHBICIED 2 COEELSLETHL E BN
5,

BRI P TCROTREIE R CHERIN, R,
BBt b SRR AN B,

& FE B A volunteer o fR %42 13 tautomer & L Tl
BB INLIBETY, B EENOKBTIZ
CTTARKIZE Db nEEZ LN S,

PAZEMEBIE OIER] T BBz A 7 ) DB EE |- Heittt X
N, MEEREECHL CLERAMELGHEFEEINLTHA
7. XDBX0.5g £ N b 1g BENHAHIBH, JRE L ICHE
BEic Bkt & nrz,

EREREYIC 5 BUICHEA L &%, ARE 161, 2882
B, MEAREE 1B TH -7, 1%17TGOT,GPT, Al-Po
LR E 2D ZOPTIRBENOFEHO Tl L EET
ETARZL LD EMEIITE L, ZOIED I
ANARNZE 2 BN 2BERIZRD SNk 12,

X R

1) Topa, M. ; T. Saito, K. YANo, K. Suzaki ; M. Sarto &
S. MITSUHASHI : In vitro and in vivo antibacterial
activities of YM09330, a new cephamycin derivative.
Current Chemotherapy and Infectious Disease. Proce-
edings of the 11th International Congress of Chemo-
therapy and the 19th Interscience Conference on
Antimicrobial Agents and Chemotherapy. vol. 1, pp.
280~281, 1980

2) TACHIBANA, A. ; M. Komiya, Y. KikucHi, K. YANO& K.
MasHIMO : Pharmacological studies on YM09330, a
new parenteral cephamycin derivative. bid. vol. 1, pp.
273~275, 1980
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Fig. 11 K.K., 52y, Male, Subphrenic abscess (Gastric cancer)

11/19

29

SBPC2 X 2 CTT

1gx2 iv

.

5 /\M/\/\

yd
Ll g wash

ol ) "V\/\/\/\/\/\/\/\/\

Exudate E. coli ++H+

WBC 12,600 14,200
ESR 70 76
GOT 38 63
GPT 36 70
Al-P 24.1 27.7
¥-GTP 129 126
BUN 17.7 16.0
CRT 1.2 1.1

T AR S e dr o T2 s, AU LECRESRM 2 EE
L THBBEITRERMAS DL EEZ LS, R, it
2OV RIHORIEIRIE S & Bb s 2Tl EEH
I eEe R WA E L , HPLCEDRIEER L L T
+ERTELLDEEZ LMD,

7272 L tautomer ~NZEALHY, HREFIZE Z 5 WTHEH
HHBNDTTELLETRERBILESLPICAET 5 Z
L, RULBTRET IBIHFRBEFBRTL, TE2
BR Y EHIIC IS 2% COBREILETH L B b
5,

AENIT v P TIRIPEERREROHERIN, K,
BRI L B IR S LB,

& BB A volunteer o JR #1iC (X tautomer & L Tid
BAB%BBENLICEBET, HEEEN KRS IE
CTTHAEKICLBLDEEZ LN B,

PAZEMEHEDIER] T L EITHRIC % ) DR ICHRE X
n, MEERYUEICH L CO ARG IFEI NG TH S
J. ZENHE05g kY b 1g BENFHHHEIT, RE ICHER
Bkt X 7z,

12,100 13,000
85 58
130 100
36.0 33.2
151 139
9.9
1.0
ERPRAYIC 5 BB L3R, A& LB, XH% 2
B, HEAEE 1B TH -7, 1#17TGOT,GPT, Al-P #

ER %2 ZDOBITIIEBEBONESNTEEELTET
ETAFNCL D LDEMEIZITELV, ZDIIHICIIEE
AL 2 BN BEIERIZZEO L -T2,

X [

1) Topa, M. ; T. Saito, K. YANo, K. Suzakr ; M. SarTo &
S. MITSUHASHI :
activities of YM09330, a new cephamycin derivative.

In vitro and in vivo antibacterial

Current Chemotherapy and Infectious Disease. Proce-
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Cefotetan (CTT, YM09330) showed favorable antibacterial activities against clinically isolated E. coli,
Klebsiella, Proteus, Serratia and Enterobacter and gave better MICs than those of CEZ.

Cefotetan showed tautomerization under basic condition and in the presence of Mg2+ ion, and cefotetan
and its tautomer can be separated by HPLC (High Performance Liquid Chromatography) and quantitatively
determined.

The concentration of cefotetan in the serum, bile and urine were measured by bioassay and HPLC, and the
obtained each results in bile and urine showed good correlation. But on the results in serum, no sufficient
correlation could be found.

Cefotetan was administered intramuscularly to normal rat at a dose of 40 mg/kg. The mean blood concen-
tration after one hour was 49.3 ug/ml and gradually decreased later. Cefotetan was excreted in bile and urine
in high concentrations; the recovery rate in bile up to 4 hours was about 80% and in the other experiment
urinary excretion up to 6 hours was about 50% and up to 24 hours was about 67%.

In healthy volunteers, the concentration of the tautomer in the urine up to 2 hours with 1 g i.v. administra-
tion were only 3.0 ~ 9.9% except one case.

Cefotetan was administered to the case of obstructive jaundice at doses of 0.5 g and 1.0 g intravenously;
the peak concentrations in bile reached 13.7 and 30.9 ug/ml respectively and in urine were 590 and 1,721.9
ug/ml. The recovery rate in urine up to 6 hours were 51.2% and 49.4% respectively.

Cefotetan was administered to 5 patients and resulted each one case of excellent and good, two cases of
fair and one case of undetermined. In one case the elevations of S-GOT, S-GPT and Al-P were found but it is
doubtful whether these findings were caused by the drug or not. Other side effects were not found.



