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WEHEBIC 31T 5 Cefotetan (YMO09330) o #5889, Eapkaumsst
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HlLuwte7 7242 RZMERTH b Cefotetan (CTT, YM09330) i22W\T, SAEMEBICHIT2 %

BEEY, BRIREVRES £ 1TV ROBER LB,

1) #iEH . E. coli, Klebsiella i=%+3 % Cefotetan ? MIC i310%ells/ml, 10%ells/ml $ic &
WTWTFNLZNE—7130.2pg/ml %\ L £ 1L TICE28, Cefmetazole & & UF Cefazolin & )

NIRENERL, HHEELOETH- 12,

2) PR - HEitt © AR one shot BHERDMPRENFRIZE bH TR, T, BEHFBITIIE

WERITREE B2 b1,

3)  ERREEAIRRE | M EtayRE31)IC Cefotetan 2 EF L, &%h 6 B, H%h186I, A% 5H,
M 20, BMETT. A% ThH-72, BItEA & L TRE L 16232, F-EERMREEIC T GOT, GPT

NEE LR Z 1PIc2HT,

Fr X

Wz NS RIFEANC SO TR I N HT L WESH
T 7oA L RIAEME TH 5 Cefotetan (CTT, YM09330)
I3, EHEMEORELET 5 B-lactamase IZxFL T & b TEE
ThH, ERDE7 7242 > RREMBRIH~N, > k—
IV Proteus, Citrobacter, Enterobacter, Serratia S0 7'
LEHREICENCHENYE L, FR0PiRENFH X
b TR CHHERD P ERAHH SEE L BW 2 &2
¥ THBY, Fig lIcF0ERE2RL,

Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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AENCBIT 2 HMERER, —AREERAR, FAERRFIT
TIATON, ZNREWHIHBENT VS,

4E, H23FROREEE ZF 20 THEREBIC 81T 5 %
A, BAROREEITY, 20BN, ReticowTET
DEREBLLOTHRET B,

LB L UFE

1. i & H

NEUR R BED E. coli 24% B & UF Klebsiella 145kiC
DV, BERCFERELESBEEENC L A > TCTT D
B/ANREER LB (LT MIC) 2L, &b TCef
metazole (CMZ) 5 & Uf Cefazolin(CEZ) & M8 & L
72. PEFET a3 10%ells/ml35 & UF10°%ells/ml T4 5,

2. TRUX - Bttt

PRBHE 2 T B MR RER 3 Blic BV T, FHEO
B RATE L OCIPREERIEL, 2, )b 1A
BOTHENIBELREL 2, BERNSEE, WZAKRE
FRIFRAICKIEAL T, BERK 70wt 774—8
& UF bioassay = T{T» 72,

3. lRRMFER

SRR EE31B)IC CTT %5 L, £ OBRME, 8
ERI W TRE L7z, BRMRHEIHENHEEE
FLLILL T, TabbEMLRRSIABIT
CEBRROIT L A LUK E 2 IEBRLE L, BR
Zidfgs 5 8 B $ Tlo EEEROBERA R ELBE
L7 b0, RRARMIzRks 7 8B F Tlo—HOERD
WEh A LN LD, WL 35 TABICL> THE
KouFExrALwD, BlbLizbnE L.
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5L, Hi%F 7212 one shot iz T 1 [0.5¢
foll.0g 18 2EREGAIIEAETHY, Rikh 5
24 gh b2 FTEL 2T B,

54 #*®

. i & N

E. coli 24%ki23f$ 5 CTT & MIC 13, 10%cells/ml %
BTrOE— 713, 0.2ug/ml e L ZNLLT T, 2163
wFN 3. 2ug/ml LT TH Y, 50ug/ml LLE o mHEkk
B3wicBHLNIZ, €7 724 L >R CMZ T,
E—27130.8~1.6pg/mlicH ), L mHEbkIE 3H%RT
hot, 272, 770 ZKY > %N CEZ TI31.6~6.3
pg/mlicE— 7 5% Y, itk 5 #RIZ328 5 117z (Fig.
2), 10°cells/ml #4& T2 CTT » MIC (3 [E18£120. 2ug/
ml AL EZNLUTICE—= 2743, itk 1% TH -
120 CMZ TIXZNE—7130.8ug/mlizh N, mftEkkIZ
3W|RTH -7, CEZ TiZl.6ug/mlizE—275H D, fif 4
HiZ 4% TH - 72 (Fig. 3).

Klebsiella 14%& Tl3, 10%ells/ml #%E T CTT o MIC
BEOE—2740.2ug/ml e L ENLUTIZH Y, it
Hizdoih -7, CMZ Tl3E—7130.4~0.8ug/ml

I2h Y, eI %272, 72 CEZ T3, £— 713
3.2ug/mlizh b L, 6HRIZHHES o7 (Fig.4). %72
10°cells/ml #H 2 5V T L CTTHOMICOH B—7 (3
0.2ug/ml 2L ZNLTTH Y, WMk EZDLH -
72 CMZ T3 —7130.4ug/mli2H 5 Lo, 1 kit
TE%2EBH7, £7: CEZ T3, ¥—7i31.6ug/mliZH 5
LRk IS 5 #kiz & 5 7z (Fig. 5),

UL &) E coli & U Klebsiella iI2%43 5 CTT »
K N3, CEZ,CMZ £ VN T2 EEZ LN, Wk
LD WBHITH 72,

2. URUY - Btk

PMEEE BT 5 3HII2 517 5 CTT o i+hfeiT%
EL 72,

Case 113674 B, (KE52kg, RIBEHOIEMIZEOLKLIE
ET- F2—7FvF+—sEHT, T.Bil 0.4mg/dl,
GOT 31mU/ml, GPT 55mU/ml, Al-P 154mU/ml, BUN
16mg/dl & Al-P D8 FR %35 T 9% 714168
Hic A% 500mg # one shot#fik L 7z, M i eEIT
bioassay T30% T74ug/ml 27", 2@ Rk 7 o=
k777 4 —(HPLC) THIZIFRIBNEZRL, WBHX
PP L, KR T Y 10ug/ml Fijf % R L Ture,

Fig. 2 Susceptibility of E. coli to CTT, 24 strains (102)
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Fig. 3 Susceptibility of E. coli to CTT, 24 strains (10°)
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Fig. 4 Susceptibility of Klebsiella to CTT, 14 strains (10%)

%
100

90
80 |
70 |
60 |
50
40

30| cMz /

20 | \

10 / N ~ SN~ /’\ /

MIC (ug/ml)| <
Drugs =

CTT 9 1 2 1 1

04 0.8 1.6 3.2 6.3 12.5 25 50 100 | 200<

CMZ 4 4 1 2 1 1 1

CEZ 3 2 1 2 1 5




voL. 30 S-1 CHEMOTHERAPY 789
Fig. 5 Susceptibility of Klebsiella to CTT, 14 strains (10¢)
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Drgs e 63 125 | 25 50 100 | 200<
CTT 9 2 1 1 1
CMZ 6 3 2 1 1
CEZ 4 2 1 2 1 2

ZRUCH L TR 98 B 13 bioassay T 0 ~ 1 B¥RI T
89ug/ml, 1~ 2B T — 7{EN318ug/ml 7R L, LL
%, WET 5L 9B TL8Tug/ml L EEETRL Ty
72, 9EEM F ToORET P FEATH (L bioassay T3.87%,
HPLC T4.33% & BiF Rt #1742 7R L TV 72 (Fig.
6). Case?2i358+ B, thk&E60kg, BEIATREMI%20H HD
AR & BERGE O fER) T T. Bil. 2.5mg/dl, GOT 53
mU/ml, Al-P 158mU/ml BUN 10mg/dl, % 7:#8En
RHE L BERHT 3 7—128,6001U/1 & iEs5r i gE DK
ThHR$H LN T3, CTT500mg one shot FHEXN ML
PR30 T8aug/ml &R L 7, BRITHRIRER 1 ~ 2
W Fl T bioassay T20.6ug/ml & £—7 % R L,
HPLC T4 E#1223. 1ug/ml NEZRL 72, L%, &%
PIBA L7z, E72, BHPOBEIZ 0~ 28R T0.18
ug/ml H{KfE%RL 72 (Fig. 7). Case3 13764 %, KE
kg, BREMBEOREE T  F2—7FL+—ViEH
T, #i1%16 8 BIZA#| 1 g % one shot & L 72, HFHEAE
L, T. Bil. 0.5mg/dl, GOT 39mU/ml, GPT 36mU/
ml, Al-P 131mU/ml & Al-P n&E LR 2#EH T 5,
fihi# I3, bioassay T304 H144ug/ml 7R L, LItk &
bHTWS N AL, KM% TL27ug/ml 2R

7zo HPLC TLIHIZEBEDEEZ R L 720 BBITHIBEIR,
2 ~ 3 B [ (C bioassay T66.0ug/ml?» &— 7 fE % /R~
L, LAt% 6 BERIE CHfiBL, 78FM, SEERICBER L
AEZEHT B, B F THOREITHEATEIZ0.48% T
%5, HPLC THizixEEENEZRL 72 (Fig. 8).

LE3Bikn, CTT 3, mAfE#isrxbn TR,
FBEHRBITOREAERMEZZ b, &1,
HPLC iz THEIT Az 13 Tautomer 254 % ) 2H 5T
W5,

372 16UcB T CTT ORIt BRELXBIEL 72, fE
Bli3664 1, AFBREREZLC T KL +— o FAiiE{T1%28H
HTorua )W PROBHETH > 12720, B AIER 3 ml
12 THeid L 2K T H » 7295, A #1500mg one shot &HE
2T 2B %ic2.50ug/mloE— 7% RL Tz
(Fig. 9),

3. FRERFEARR

siRtRESAE3LRNIC CTT 24%5 L, 2 DRERIIR, &
LI DWW THRES L 72 (Table 1) EBI O MR, B1861,
#1361, HE413197 » 583F (FH58.9F) TH 5, KB
FziE, BEREARA1660 &b %<, kTG 6 51,
BB/ 4 4 B, BT AR R AR AR 2 B i 1 B, 2 oMt 4 Bl e % -
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Fig. 8 Serum and bile levels of CTT

790
Fig. 6 Serum and bile levels of CTT
No.1 67M, 52 kg, T-tube drainage No. 3 76 F, 39 kg, T-tube drainage
ug/ml CTT 500 mg LV. kg/ml CTT 1.0gLV.
T. Bil. 0.4 mg/dl T. Bil 0.5 mg/dl
GOT 31 mU/ml 200 GOT 39 mU/ml
E GPT 55 mU/ml GPT 36 mU/ml
A ALP 154 mU/ml ALP 131 mU/ml
I\ BUN 16 mg/dl BUN 15 mg/dl
h \
3004 ,' \
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Fig. 9 Serum and pus levels of CTT
No. 4 [Case 22] 66 F, 56 kg, Liver abscess

Fig. 7 Serum, bile and pancreatic juice levels of CTT
No. 2 58 M, 60 kg, After pancreatoduodenectomy
ug/ml
ug/ml CTT 500 mg L.V.
100 T. Bil. 2.5 mg/dl 100
GOT 53 mU/ml
Al-P 158 mU/ml CTT 500 mg L.V.
BUN 10 mg/dl T. Bil. 1.1 mg/dl
84 Amylase level of pancreatic GOT 39 mU/ml
juice 28,600 1U/1 GPT 53 mU/ml
Al-P 177 mU/ml
BUN 11 mg/dl
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——-- HPLC
50 Serum 501
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Twb, SFEER & LT3, E. coli 118k, Klebsiella 8 #k,
Bacteroides 5 ¥k, Enterobacter 4 ¥, P. morganii 2 #%,
P. aeruginosa 2 ¥k, > 7" ¥ 7 HEJEEEEETA 4 Bk, GPC 5
B rrhoTnbd, ZNHLDERERIZIE~NIHED
HERBIZ L2 > THRHET 2 L, EXh66, )
180, <K% 5B, %) 2B TH ) FHRhEL L3314
245 (HAMHTT . 4%) Th - 720 HEIIZA D & HHHIL
RinE 481.3%, BIY66.7%, IMERTSHE L ->TH Y,
45122 (Fig. 10) o) I i 455 B R 4 Bz it e D AE 51 T3 F L
+— U FMEBRRTHRATL A ENTH 72, L7208
WHIZHMEE A D L E coli 81.8%, Klebsiella
87.5%, Bacteroides 80% & & <, Enterobacter 50%, P.
aeruginosa & E&H 127 K 7 WEJEBEBETH T1333.3% & i€
ETh-72. 27277 LIGHEKK TIZ80% TH - 72,
BIfER & L TI3, JEBI 212 WT, AHIEES 6 HigL
DTRICRE %D D LRERBE L oo fle 5 ilkii L, &
Rl LB B IS TIHE L 72, £ OMIC BEBIREIFER IS
DU o1z, BRERREMBNZH) (Fig. 11) TlE, fEHII52
BOTHAIRS 2L 5 Ebn s GOT, GPT n&E +
RBEOH, KRGS RIS MORETEIELL
KEFLL 72, Zofh, HHI 5V TREBED REEEZ T

N, KENZ L2 LD EBMETE Lh 72,
z =

Lot 7r=4  RUEATHS CTT 12OV T
Brat L7z, R, £ 7 79 2R » OB INA Hi
ENTEYN, ZD2H I N6 D B-lactamase |2 IEHUHE %
RY 17724 RIUERILHEEN, T T2 Cefox-
itin(CFX)®, Cefmetazole(CMZ) »*—#ticfEH S T
Wi, INHOBER L E L, CTT OHEAIZEE S »
2N, E. coli, Klebsiella 12%33 5 MIC Dbt — 7130.2
pg/ml LWL ZNLLTFTH Y, Z20Ml, AX7 + 7 LM
(24 4 > F—=5tE Proteus, Citrobacter, Enterobacter,
Serratia 7 & 77 LIEVEREIZIZSCME N 2R L,
Bacteroides |= LW N AR T L BME"EN T 5,
LA LS. aureus % ¥ N 77 LBPEEKIEIZ (398K F TD
Lo ANETFH O L WA E N T 5,

KiZ, BROFEEE LEZ 52 - FRiltiZ BT
3, REOMPREDFGHAERE THLT7 724 >
FHAERDE N TEbH TR, FBERO M 4R
DIRMERS LTV B ETH D, bLONDOKREE
)T 4,500mg one shot F#iEEEF 6 BERL ) ML

LTwlehnwing s, FhikrnRfRLEZ S 20ug/ml & EEEHEREL Tz, AR DB FHIT
Fig. 10 Case 22 M.K. 66 F Liver abscess, Sepsis
[ oo |
CTT 1.5 g/D,D.L.
1.0 g/D,D.L J
o)
39 == = - —
<——39 ~40°C ——>
38 = - ——— —
I —-————_—————— -
— + % 3 + + + A +
4fs ' 420 | 30 5/10
Pus culture: (K. pneumoniae
Anaerobes (—)  CBPC (=) CEZ (+++) GM (+++)
Blood culture: (K, pneumoniae
Anaerobes
WBC 18,000 13,500 6,900 5,500 7,200
Hb (g/d1) 10.7 10.5 11.2 12.7 12.6
CRP 6+ 5+ 4+ —
GOT (mU/ml) 117 30 81 46 39
Al-P (mU/ml) 188 115 89 104 111

BUN (mg/d1) 31 22

22 22



# BREKH 3 B v THRET L 72 2%, 500mg 561 T3 1
B TR E#300xg/ mOBER R L, %72 1#1T1220ug/
mlEETH-72, lgHhks5 0 1B TIx70ug/mliZ L D
E— 7% R L 2 AR OB BT B EEEE D
BE, BitFvr—vnhk g EIcE-
TOLEH A LN D, £ikAIZIZ CTT NBTIZRE
THN, BitPEREBITHLELLNS, B
iCBWwTi, snopHurng8nilzHh, CTTND
Tautomer %42 7% D RH L T\ 5% HEHICIZITZE
AEEN L, ERLOMBII T EERZ LN,

Koo e fE3 1Bl CTT # A L 1248, 3
58 LT3, AEOHES, nPRE#cEs) 10
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Fig. 11 Laboratory findings before and after treatment of CTT
RBC WBC Hb Ht
X 10* /mm? /mm?® g/dl %
15
500 25,000
400 20,000
300 15,000
200 10,000
100 5,000 5
20
1] 0 0
Before After Before After Before After Before After
GOT GPT Al-P BUN
mU/ml mU/ml * mU/ml mg/dl
700 ** K.A.U
450 .
500
400 600
400
350
500 . 100
300 300
400 .
250 200
200 300 ;
100 50
150 =
200 507
100
= Q?
100 20, ——| 20
S0 o
0 0 [ 0
Before After Before After Before After Before After

500mg 1 H 2 AT+ &£ 2 b, RBFICIZBERRE
DAEMESL.3%HE <, WIS HILBIRPII R 66.7%
LR T » 12, 72, BITHBITRFLERTS
DI LENIEERREEAL LAMEB%EETETT
btz ke L TOREMETT. 4%, BERELLS
SR KL T = 4 RIEH L L, R RIFLBH
Thot, SBEINIC A4, E. coli Klebsiells,
Bacteroides \2 13 28D = ¥ b b BV HHELRL,
= P. aeruginosa * 47 ¥ iR 7 T L IR R
X THIBEERL Tk BWER E LTIk REE 14,
f#% GOT, GPT 0B E LR # 1 flicisdrers, Wit
LIS L) ER IR L, BB %A L)
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L NBRDUH - 72, DYE, FAEHERR0 © 23~28, 1979

PEED, CTTIEIABHEBIZBWTIERE THx 4) SRHEA, BB ZE RIEkR, #BA—b, iEza),

7724 v RRERIL LN AR 2 2, hodseitt EERETER, 491 R SHENIRIC 515 B Cefoxitin 3
, ) B - BRAROY R, -1) 1 407~

= BT LA BB 2 WA T B & E 2 15, Y - BEARAYKEET. Chemotherapy 26(S-1) © 407~411,

1978
38 it 5 SRHIGA, HHEZER, SRR, $ANKES tHER,
G018, ERETER - SRR 51T B CS-11700 HRE
1) 8 H A LEFEF LA A LTRE, K v Ky 89 - BRPKAY#EES, Chemotherapy 26(S-5) : 403~409,
774, YM09330. 1980 1978
2) MICHMERSGERR S | I/ 5 E M LB 1E (MIC) #lsE 6) SRIERFE, TEHE, 0 FE, A TER  PEE L,
BUETIC 2 T, Chemetherapy 22 : 1126~1128, 1974 BEAREE 7 © 137~139, 1981

3) ANEK, BN E, BRITHEL SREEA C diigRygE

FUNDAMENTAL AND CLINICAL STUDIES OF CEFOTETAN (YMO09330)
ON THE SURGICAL FIELD

JIRO YURA, NAGAO SHINAGAWA, SHU ISHIKAWA,
TETsURO TAKAOKA, TAkuMI HANAI, KEIJI MATSUGAKI and YOSHIAKI HAYAKAWA
The First Department of Surgery, Nagoya City University, Medical School

Fundamental and clinical studies of cefotetan (CTT, YM09330), a new cephamycin, were performed and
following results were obtained.

1) Antibacterial activity

The in vitro antimicrobial activity of cefotetan was compared with cefazolin and cefmetazole against 38
strains of E. coli and Klebsiella. Against both organisms, cefotetan had more dominant activity than others
with the peak MIC level of 0.2 ug/ml.

2) Absorption and excretion

Serum levels of cefotetan decreased very slowly after single intravenous injection. The excretion of cefo-
tetan in bile was examined on 3 patients with biliary tract disease. Cefotetan showed high tendency in biliary
recovery.

3) Clinical results
Cefotetan was administered to 31 cases with surgical infections and clinical results were excellent in 6 cases,

good in 18, fair in 5 and poor in 2. As side effects, drug eruption was found in one case and slight elevation

of serum transaminases in one case.



