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Cefotetan (YMO09330) i B89 % #8504 - FEERAURRET
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FrL WHAEMH Cefotetan (CTT, YM09330) 1B L T, #BERY, ERFRAIRIT 2ITVLUTORKLE

72,
1) MEH

ARIDFE 1L S. aureus |23 L TUEFTHVAY, 77T ABHEREICHL TEZ, CTM X 1 i3%%4 57,

CMZ tE%ETHY, CEZ LN IZsMIcENRTWS,

2) RINMEE

t MBI 50.5g #E%O MLFEPIREIZ 155 EH S Tolug/ml THY, ZOHERH,ICHIL,

BRI TL 4 5 8. Tug/ml HBDH SN 72,
3) BRPKR

MR BFREGAE 8 B TR AR 7 B, T 1BITH -7z,
4) LBUCEIER &% 2 b N B ERCEREOBRREMIC RERZH b NT, ReROBVHRYL

MEWEEEZ LN 5,

i L &

Cefotetan(CTT, YM09330) i3 Lz B EHRREHIC L -
TRESNL X7 724 > RAEYETH Y, RN+
774 RBUEWRIZHKL, indole Byt Proteus, Citro-
bacter, Enterobacter, Serratia S0 7 5 LR EHICENT
HENEHL, OFBRENRGREIERC, mPREEIH
S L RO TH D L bR T3,

FRIIARIC OV TEEN B L VBRFREIRET £ 1T- 20T
BET 5,

n ® 5N

EROEERTMERR, S. aureus 238k, E. coli 21%, K.
pneumoniae 208k, S. marcescens 19%k, E. cloacae 20
¥k, Proteus24¥R 23§ 52 AFOMIC% fE L, Cefo-
tiam (CTM), Cefmetazole(CMZ), Cefazolin(CEZ)"
T gL 7o,

MICHORIE X B AL ¥EREFSBEREEN LY,
Heart infusion agar (36#F) % AV 72 B REARFREIC
E 0TV, R &I 1 BRIEE L 2 EHBO 1005 AR
FRWTRHEL ., BERS#EICHNT 5 CTT, CTM,
CMZ, CEZnMIC% 45 % Table 1ic, ## a4 % Fig.

1~6imRL7,

S. aureus 234k T3 CTM, CEZ [ % T0.78ug/ml
ICE—7h@BH LNz, CMZ Tld1.56ug/mlic, Akl
200xg/ml LA iz b — 7 #7888 & N23%k F16¥RT0% 448
HTH -7,

E. coli 21#%Tix, CTM, CMZ, #&#l, CEZDIRTH
N, ©—2120.1xg/ml, 0.78ug/ml, 1.56xg/ml, 6.25
ug/ml TH Y, 200ug/ml LL_EofittEE 2 AH T 1,
CMZ, CEZ T2#BH bz,

K. pneumonice 208k T3 CTM, kicAH# & CMZ,
CEZ DNETE—7130.1ug/ml, 0.78ug/ml, 1.56ug/ml
ThH - 72, 200ug/ml LA EoiittE# iz CEZ Nak 2HKR
HhHLNndz,

S. marcescens19% Ti, CTM N354A0.2ug/ml k6
BB & 1B %, 100ug/ml LA EIC b 6 BkEEsH b1, CML
126.254¢g/ml, A#|i212.52g/ml T CTM 0 FiiR L
R L T 5, 200g/ml B EORHERIZAHI 2
¥, CTM i< 3%, CEZc11%k#EH LN,

E. cloacae 2083, ##|, CTM, CMZ» 33N
IZEETH N, EAHL T 5, 200ug/ml 3 & F00
pg/ml BBz 3 RIDEHK L otkd i LT b

Proteus 24% T b, A#l, CTM,CMZ 0 3 #lizi313F
FTHNEAHLTS,
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Table 1 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
MIC (ug/ml)
0.1 02 039 078 1.56 3.13 625 125 25 50 100 200 200<
Organism
CTT 1 4 2 16
S. aureus CTM 1 20 2
(23) CMZ 2 19 2
CEZ 5 14 3 1
CTT 3 4 6 3 1 2 1 1
E. coli CTM 8 7 3 1 2
(21) CMZ 2 9 7 1 2
CEZ 7 1 8 2 1 2
CTT 2 8 2 2 2 3 1
K. pneumoniae CTM 7 5 2 3 1 1 1
(20) CMZ 2 8 3 1 2 3 1
CEZ 2 10 2 2 1 1
CTT 3 2 2 1 6 2 1 2
S. marcescens CTM 6 1 1 1 4 3 3
19) CMZ 6 4 7 2
CEZ 4 2 1 1 11
CTT 1 1 3 4 5 6
E. cloacae CTM 2 1 2 2 5 8
(20) CMZ 1 1 2 3 7 6
CEZ 2 1 2 15
CTIT 1 3 1 2 1 8 1 4 3
Proteus group CTM 1 2 1 1 1 2 1 3 2 1 2 7
(24) CMZ 1 3 6 4 4 2 1 2 1
CEZ 1 1 1 2 2 2 2 13
(Inoculum size 10° /ml)
Fig. 1 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
S. aureus 23 strains (10° cells/ml)
%
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CTT 1 4 2 16
- =
CT™M 1 20 2
~X=
CMz 2 19 2
—u—
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Fig. 2 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
E. coli 21 strains (10° cells/ml)
100 + /////’;)_(70
X o A
07
O/A
X /
sol D/
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o A/
o)
1 /Cll 1 | I L ! L 1 L 1
0.1 0.2 0.39 0.78 1.56 313 6.25 12.5 25 50 100 200 200 < (pg/ml)
CTT 3 4 6 3 1 2 1 1
—0—
CT™M 8 7 3 1 2
—X—
CMZ 2 9 7 1 2
-0-
CEZ 7 | 8 ) | s
—A—
Fig. 3 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
107(') | K. pneumoniae 20 strains (10¢ cells/ml) ° A
u/ﬂ O/ /
x—/ X
X/ A/
/ 8 o
/X D/ﬂ/ 0/
) /Q/
S0+ o]
X
/ -
1 L /1 L L L L 1 1 L 1 A
0.1 02 039 078 1.56 313 625 125 25 50 100 200 200 < (ug/mD)
CTT 2 8 2 2 2 3 1
-0 —
CT™M 7 5 2 3 1 1 1
—X—
CMZ 2 8 3 1 2 3 1
_D —
CEZ 2 10 2 2 1 ! °
_A_
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Fig. 4 Distribution of sensitivities of clinical isolates of CT'T, CTM, CMZ and CEZ
% S. marcescens 19 strains (10¢ cells/ml)
100 |:|
(o}
50+ / /
/X
/ A/
L 1 1 / 1 L 1 1 L 1 ] 1
0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 200 < gug/ml)
CTT 3 2 2 1 6 2 1 2
—o—
CTM 6 1 1 1 4 3 3
—_X—
cMZ 6 4 7
—D —
CEZ 4 2 1 1 11
~A—
Fig. 5 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
% .
1001 E. cloacae 20 strains (10° cells/ml)
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Fig. 6 Distribution of sensitivities of clinical isolates of CTT, CTM, CMZ and CEZ
“;{'; L Proteus group 24 strains (10° cells/ml) /
/ *
0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 200 200 < (ug/ml)
CTT 1 3 1 2 1 8 1 4 3
—_—0—
CT™ 1 2 1 1 1 2 1 3 2 1 2 7
—_X—-
CMZ 1 3 6 4 4 2 1 2 1
—D—
CEZ 1 1 1 2 2 2 2 13
—A—
m&Ecch RE Fig. 7 Concentration of CTT in serum
HRO6IF, kg, LI, 544, 63kg, L, 367, O T F a0y
R ng/ml (2) Bronchopneumonia
109kg, BHENIER2FRYAE 3 $i20.5g one shot FHE % 501 ® P::&of““h 058
T, BERIcHRnL, DFPBEZREL 2. 36y M 109kg 058 v
BERENRERIZ E. coli NIHJ JC-2#% %\,
Heart infusion agar (3E8F) ICHRE@E % 1 %2 288
Ay THEICTRAIEL 72, BEMRIL IS £— T ICTHER 1o
R EERL TRW2Y, B Fig. 71057,
i v 8 B IR BB BHE £ 155 T, 68ug/ml, 65ug/ s
ml, 50ug/ml, FE61ug/ml TH - 72, 1 FEEMEIZ36ug/
ml, 34xg/ml, 26ug/ml, F#32ug/ml LWL T 5
75, T DERIERH TH D 6 BRETEBIL. Sug/ml, A
8 BFRME T3 10ug/ml, 6ug/ml, 10ug/ml, F#)8.7ug/
ml & &\ EDED b LTz, A T 2 . s wm
m 68 48 36 u. 18 12 10
B K B R @ 65 50 3 17 14 8 6
) S0 40 26 2 1 14 10
AR A O MRS G 8 Blic A F 2SS L2, Averige 61 46 32 21 163 113 81

ZnAWRIE, BHEIF, KESH T, EHI32FH15H
704 TH¥#)53.3F ThH 5, 5 8I3 1 H 2 B0.5¢ one
shot BETITVy, 5 B35 B2 5238 T, FHidiT
2ARMTH-7, BISEBL 5 gH 523g TF#13.3¢g
T4 % (Table 2),

RS- A5 L, REXM%, WksH, BW1F,
WALIRE 2 BITH D, 28, SHOIHRBERETHD.
ERRm Y LT3, SETWE, I, wRE, BRE
1B, MR 20, ERBEE 2T, LRNERE
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Table 2 Clinical result of CTT

B.W. .| Underlying Causative organisms Dose (g) | Clinical | Side
D: .
Case | Age | Sex kg) 1agnosis disease Pre. Post Daily Total | effect | effect
Broncho- Bronchial 0.5x2
1 |54 | F 63 pneumonia asthma Normal flora Normal flora iv. 15 Good | None
2170 | F 37 | Pneumonia Lung Normal flora Normal flora OZSX 2 21 Good | None
cancer iv.
. K. pneumoniae 0.5x2
3 161 | F 41 | Pneumonia D.M. S. marcescens Normal flora iv. 7 Good None
. . 0.5x2
4 |53 | M| S50 | Pneumonia S.P.M.A. K. oxytoca P. aeruginosa iv 5 Good | None
5|22 | F 50 | Pneumonia Multlp!e Normal flora Normal flora OISX 2 13 Good | None
sclerosis iv.
. Pepto- 0.5x2
6 | 36 | M| 109 | Pyothorax Obesity streptococcus Normal flora iv. 23 Good None
7 |62 | M| 61 | Lungabscess ﬁls . Normal flora | Normal flora | %% 2 16 | Poor | None
0.5x2
8 |68 | F 37 | Lungabscess | Hyperten. | Normal flora Normal flora iv Good | None

BEAL TG,

EREREIRNRLIEL, B, KK, "SR, WEFOARE
R, BLuoanskg, CRP, mit, MLV &L BK
RABEOHBENREFROGELSZICL T, HEN
KL T, ERh, AR, EHDIBFETHELL,

BARRAIRIE, SEXM%, %0 5B LBIAHT
bote, HERI3, 4IIEERENCIZERE L TL RV,
Ly LBEL @ EnBEoSESFBCOTHEME LT,
B 2 13 BRI BICHIE A H B 720>, IRERL R LR
WEHFE(21BMNEE & k12,

Bigo 16113, BatoRBTH Y, BitL D ERAHE
B & L T Peptostreptococcus 58> & 11z, FICHHHEY
REZTBZE%C, FERSICTHELLOTHEME
HEL L,

MR 2 BT, A% 16, EH1IBITH-7
B RE L EREB L LTE), KA L16BRHK
5L, BEERIFEB T2 BB KR EDEY
i3, 2{HBEEIN L >N TEHE LI, FEFI,
IO, EEIEWEOREIIH L TERZ T L 2BEE
RN 1FITH - 72,

BHEIFIR A RESE 8 BIDOERRMRII B T, BRI T
BREBT 5% T - 12,

HMEFAEHE & LT, 3P TEROMBEAGEN S
nrzh, Mo sEIZEEMERTH -2, B M
B3 K. pneumoniae, S. marcescens, K. oxytoca, Peptos-
treptococcus ) A WRETH ), TN THEKRL 225 K
oxytoca % BsH7z 140i3, P. aeruginosa \=BRAL 72,

AEBIL, BPREVEREERICH Y, HRALDKE
Tholzlzb e Bbnd,

B O B

ARIEES %, BRI E LT, KE, BRENS
ICEBELTEEL Y, 2ficEifERIRES N Lh »
72

BRPRRZEATR & L i3, KmAfg, F#ae, BHEE,
RITRENDRE LT 7295, ABNC & 283 LPICE
H5Nh - 72 (Table 3).

% =

CTT i3, HLAHAREIN 27742 ROHAE
WHETHY, 77 LBHEEDAL LT 7T LEEHEICH
L T HEN%ERL, B-lactamase 123t L TiE V- 1EH
FRTEVHLNTVWEY, IRFEEREBY AT 5 RE
BEBETH ), TORREIZT 7 LEEEEI ERKE
GDLEEHNE 5> T b, IFIRIFERYHE DGR ICER
LTy, EREBDH B LORESEIIHIEETH Y,
77 LAEHEREORBENLBEIE ., TNk
BEEREOBRBRIC I HEN 2 AT 2 EWEIL
s, FEILZ 0L ) e HEEYERIE IS L TERRRY
R TER LN LEbNS,

BREREFR D BERRIC KT BB I 777 2RISR L
Tix, BT\ J TH B, 777 LEBHEE TIZ CTM
123 % 25, CMZ LRI THN,CEZ L Nixahic
ENT5,
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Table 3 Laboratory findings before and after administration of CTT
ol @ OF/:';c:n’) WBC (mm®) |ESR(1h) | CRP |S-GOT | S-GPT |Al-p(U.) (n]::/l;) Creatinine
B A B A B A B|A|B|A|B|A| B A B| A B A

1 | 467 | 457 {10,500 | 7,500 | 36| 16| +| —|19|17|20| 21| 64| 65| 13|12 | 08| 07
2 (313|324 |14,000 | 8,200 | 110 | 110 | S+| +|20( 16| 15| 12| 78| 76 | 10|11 | 09 | 1.0
3 |[360| 393 (16,900 | 8,100 | 60| 118 i+ 2+ (15| 1S| 5| 7 (103 98 | 19|17 | 0.7/ 08
4 |390 | 411 |15,100 | 11,100 | 10| 66 | 5+ | +|18|20(20|39| 78| 87| 7{ 9 | 05 05
5 | 510|396 |18,300 | 12,800 | S6 | 23 |3+| —|17|14|39|15| S7| 60| 14|12 | 09| 0.7
6 | 446 | 443 | 9,300 | 8,100 | 37 al3+| +]17]20(33[39| 72| 59|10 13 | 1.0 ] 11
7 | 464 | 455 | 7,700 | 6,600 | 24| 20| +| +|31|31|27|13|109| 107 | 13|15 | 13| 15
8 | 389|315 | 6800 | 7,600 | 64| 100 | = |3+ |14|20|11|15| 68| 732015 | 1.3| 1.1
B: Before A: After

AR N MEPBEIL0.5g one shot BEIC TRIEL 72
HRIL, B5%155E2 &S T50~68ug/ml FH161ug/
ml &8 <, BRI RIS LT A, SR T
4 6 ~10gg/ml, F#18.7Tug/ml L BN EXR-TEN,
AH|O MEPREIZ RO IHEE ERCLDTH-
2o TDZ &3, ME & D contact time A& <, BaER%h
RICHFGLTH LN EBbNS,

AR OBERFRIZ, 52 DEBKBEZET 5 IEESS
RRYSE SBIICHERL T, 7. B 1, ARHELT.5%
LEmWEMEERFL,

HMEFAIC L, BRESHRIIEVD, KB P aerugi-
nosa \Zx ¥ AME N v ewd, 1HICERREZD
AN

£z 1| 0.5g,1 B2@EFEICL), 5855238
Michrz VAL, BIfERZ L VERRRAEDRE
BREDHLNUh o1z, DL FICERNL, BORENE
EL, R{MFEPBRESKFRDL, BWEAN kWi etn
BOEMETH N, BES L UERKERB AT 2R

EDERICH L TERLRE L 502 b0 Bbns,

1

2)

3

4)

X [

$280a] H AL HE¥ 206 A A RS, HX v Hy
77 L, YMO09330, 1980

TACHIBANA, A. ; M. KoMiya, Y. KikucHr, K. YANO&K.
MasHIMO : Pharmacological studies on YM09330, a
new parenteral cephamycin derivative. Current
Chemotherapy and Infectious Disease. Proceedings of
the 11th International Congress of Chemotherapy and
the 19th Interscience Conference on Antimicrobial
Agents and Chemeotherapy. vol. 1, pp. 273~275, 1980
Topa, M. ; T. Saito, K. YaNo, K. Suzaki, M. Saito&
S. MITSUHASHI : In vitro and in vivo antibacterial
activities of YM09330, a new cephamycin derivative.
ibid. vol. 1, pp.280~281, 1980

MIC #l K & © B/ H M ik i# 5 (MIOWE

Chemotherapy 23: 1~2, 1975 :
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LABORATORY AND CLINICAL STUDIES OF CEFOTETAN (YM09330)

KATSUMASA TOKUNAGA, YASUTSUGU FUKUDA,
MasAYUK1 ANDO and HARUHIKO TokKuoMI
The First Department of Internal Medicine,

Kumamoto University School of Medicine

Cefotetan (CTT, YM09330), a new antibiotic, was studied fundamentally and clinically, and the follow-
ing results were obtained.

1. Antibacterial activity

The antibacterial activity of the drug was a little weak against S. aureus. Its activity against gram-negative
organisms was slightly inferior to that of CTM, comparable with that of CMZ, and much better than that
of CEZ.

2. Concentrations in body fluids

When the drug was intravenously injected to humans at 0.5 g, its serum level reached the peak of 61 ug/ml
15 minutes after the treatment, and then, it gradually reduced. However, the level of 8.7 ug/ml was detected
even 8 hours after dosing.

3. Clinical response

Of 8 patients with respiratory tract infections, 7 cases gave good results and one case showed poor effect.

4. Side effects

No symptoms considered as side effects were found in all cases, nor any abnormalities were found in
laboratory findings. In conclusion, the antibiotic is highly safe and useful in practice.



