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Fig.1 Chemical structure of cefotetan (CTT, YM09330)
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Fig. 2 MICs of CTT and other antibiotics against respiratory pathogenic H. influenzae (24 strains, Inoculum size: 10%/mj)
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Fig. 3 MICs of CTT and other antibiotics against respiratory pathogenic S. pneumoniae l(Inoculum size: 10¢/ml)
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LCERFRELXREL 2, 72, BEREIRD 1E
#i(Table3, FEFIICAHI1 g % 5 SR TREL, B8
iRl L T REE RIEL 72,

JLUBREEN 11ERI (615, B, K ES52kg) 12 4KI0.5¢ %
BEL, MFETIRELRPBESILCMRNERA% T
BE L 7ze BAEDIRBERISE |3 SE 1) 52 5 1 () % 3%
wel, E coiNIHJRERER ET 24 » 7TETIT-
1 R ERIZpHT.0, 1/10M ) » BB HROFGRRYI % B

WTHERL, FBERRSRETROLERSERD
LETEIC L - T 72,

2, B *

1) FERERE R AT B R

Fig. 2124 > 7 x> ¥, Fig. 3 (cHfis%Eke, Table
LI2H %198, Table 212 kB# 0 MIC OB R L
f:o'

1> 71'/1/*7‘EU1‘L'C7$§M11 56ug/ml 1= MIC

Table 1 MICs of CTT and CMZ against respiratory pathogemc K. pneumoniae
(26 strains, Inoculum size: 10°/ml) -

MIC (ug/ml) <02 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
CTT 24 1 1
CMZ 4 13 8 1
Table 2 MICs of CTT and CMZ against respiratory pathogemc E. coli
(9 strains, Inoculum size: 10° /ml)
MIC (ug/ml) <02 039 0.78 156 3.13 6.25 12.5 25 50 2100
CTT 3 1 2 1 1 1
CMZ 2 4 1 1 1

Fig. 4 Serum and sputum levels of CTT, Case 5:

CTT0.5gD.l. over1 hr
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Fig. 5 Serum and sputum levels of CTT, Case 6: H.O., Female, 68 y.o., 56 kg, Chronic bronchitis (Bronchial asthma)
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Fig. 6 Serum and sputum levels of CTT, Case 9: S.T., Female, 86 y.o., 29 kg, Chronic bronchitis (Lung cancer)
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Fig. 7 Serum and sputum levels of CTT, Case 10 ; H.M., Male, 66 y.o., 43 kg, Chronic bronchitis

(Lung cancer, Bronchial asthma)
CIT 0.5 gD.I. over 1 hr
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Fig. 8 Serum levels of CTT (1 g 1.V.), Case 7: F.Y., Male,

70 y.o., 41 kg, Chronic bronchitis
e
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Fig. 9 Serum levels and urine excretions of CTT (500 mg I.V.)

K.N., Male, 61 y.o., 52 kg, Chyluria due to filariasis
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mk s &5 8%, #&E5HE BEMHR, BIEROREC
2DWTRL, Table 4 ICARRERIZOBERRERE 2
R~L7z,

ER 36, AL, LA 1B, B 26 THEM
IR A% TH » 7z, BIWERIZ L CERRREMEICERE %
AL EEBNE A - 72,

fEB 2 (XHEFRIR & FBER B L DILIRE D FEBI T
HoTzh, BRORE» LEAUBEBRRELELN, &
A1mE1 g 1820 ZEHFERELRABEL, L L
AR EICL->TLBBMEMIZ L, LCMafEAIC
Lo THEL, BKRERNDWEN D - 72, KEIESHT
H5bHEHEL TS PILL 72, FESITIEAAIR 5B
WBEIN%ER L LI A E L REAEII RS LT, AFH
W HEDER D 5 A, anitratus H107/ mlo B E ., A
@ MIC 1350pg/ml TH 72, ZDEDZED & ALEH
CBWIAREIBRE T2 L i3Ez 60T, TRE
ELTHBALZLDEZEZ LB,

SEBI3, 4, 5134 > 7N FEBPEETH -7,
BEPRENCIIEM F 3B TH - 72hs, B 5 IZEEX
ICIRELT, BEORPICEEE -7, ERI3, 411
Bl1g 182ENKESTH-7h5 EFI5I21ME0.5g,

1820 BETH-72, ZDIEFDL > 7AW

APR. 1982

B 1Y 5 A0 MIC 13 Z L E100.78, 0.78, 1.564g/
ml TH-72,

B 6 13 B. catarrhalis BRETH b, KEicntz
MIC (320.1xg/ml TH ", Fig. 51K 7 Znihon
KPR, lug/ml L EDBEERL, Ao
HEAT b2, KERITIE, AR5 B O
5 i R ERE A 3 X10%/ml 578 & LT 7257, K fo
MIC i20.78ug/ml T 1, WikIRE I AFIL 5 6 x
10°/mlic A L, 59 L EHER L 220 TREAR L 1%
28,

B 9 IXHE (T LR ) & BRE S L + 2 Mt
HROIT, MRRE L A > 7L 1 > FEORARYRT ﬁ
N, F#&l MIC IEmEIA L & b123.13ug/mlTh -
72, Fig. 6 12 7R L 72 AEEBIOVEHK i EE13 = o) MIC file
SERLL, AFIOFRE % BT 72,

B0 RE X% B, Wl (RELEE & Sne,
TORUREXLIIT, WRARERRETH -1, AH
D MIC 12 =0.24g/ml T, Fig. 7127RL 72 R EFOBE
HE— 780, 150g/ml IEILL, ARt 2 BT,

EF2TADOREXILREL D), 4> TLIY
B RE TH - 72, MIC 130.78ug/ml T - 725, K&l
1g 18 1EDSERECIIENTH -7, KEEER

Table 4 Laboratory findings

Case | RBC(X10%) WBC GOT GPT AlP BUN | S<Creatinine | Proteinuria
No. | B* | Ax* B A B |A|B | A B A B|A| B| A|B]| A
1 | 434 | 365 | 15,500 | 10,700 {106 | 74 | 70 | 41 | 10.0 | 115 |12 [ 13 | 1.0 | 1.0 | -
2 | 371|346 | 11,900 | 5,000 | 13 | 22 8 (22| 113 16714 |11 ]| 09| 07| -
3 1450|501 | 7,900 | 6200 | 23 |18 | 15 | 13 [ 119 [132 |15 [ 14 | 10| 09 | -
4 (432|463 | 6800 | 5900 [ 11 |22 | 10 | 10 {186 |186 |13 | 13 | 06| 06 | — | -
5 | 438 | 440 | 9400 | 5300 | 41 (36 | 33 (27 | 11.5| 58|10 |13 |09 | 10| - | -
6 | 429 | 452 | 16,500 | 9,300 | 18 | 14 71 8 | 177 |148 9| 9|04]|07]| -] -
7 342|349 | 8900 | 7,800 | 10 | 14 3| 6 84| 92|12 |14 | 10|09 | -
8 | 401 | 446 | 8,300 | 6,200 | 19 |25 | 12 | 14 49 | 59|13 |12 | 12| 11| -} -
9 | 418 | 404 | 7,000 | 7,200 | 18 | 17 9| 7 |153 [144 |14 [ 19 | 05|06 | - | -
10 | 438 | 420 | 16,900 [14,700 | 18 | 13 | 25 | 14 70| 70|16 |17 | 11| 11| - | -
11 | 390 | 389 | 4,800 | 5,000 | 18 | 19 71153 |144 |14 |19 | 05|06 | - | -
12 | 393 | 386 | 4,200 | 4,000 | 14 | 15 8 (118 124 |10 [12 |02 03| = | -
13 | 372 ({421 | 8,500 | 4,100 | 32 (31 | 20 |16 | 145 | 165| 4 | 9 [ 09| 10| - | -
14 | 531 | 449 | 5,500 | 7,000 {932 |27 [344 | 15 | 171 | 80|20 |11 [ 10|09 | - | -
15 | 315 | 295 | 1,900 | 1,400 | 34 |23 | 21 | 12 | 259 |[237 9 |14 |07|08|-]|-
16 | 423 | 403 | 6,800 | 6,900 | 14 | 15 8 106 |127 |11 |12 (07| 07| #
17 | 406 | 322 | 3,500 | 4,000 | 15 | 19 8 214 |167 |33 (26 (08| 10| + | ¥

* . Before treatment **: After treatment
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74413 MIC »*1.56ug/ml ThH - 72,

IR Y CARIR S AR Th b - 2RI, &
v R L 2T, BREERRUGE A7 b L2 IER] 2
r, AENCEENES D - 2L DDOFENEEH 1 H 1 [
NEBBETH - EFIZO 2HITH 5,

kic, fEFI14IZ BPERREE K KT L 22 KIG B MLEE T
bb, MAHLFEINIKBEIZT 4 2 7 MR
<11 CEZ, CER, GM % ¥ Ic W 2R L T /e, 38.7
CopiA#I1H1 g 18 2ENABHETREERIC
THL, BREROUBFLEL (EMERL,
FEFITIIEHREE ) v e FIC B E AL 2R T
o745, RFP,INH, EB OHisEizaliafES, AMigLs
ETicRELFm L, YR Y% TOB NEAT#k% K
F T2 AEILBASEE S, &R HE H° Bacteroides (KIEITE)
Th-720T, BEIENETLERL TAR 1 g 181
B LB EREIcERE L 72, 27THHE &S TRAATR
NBREKRE, BOBRERDE ALY, BOHKI L E
OB, A b Nk -T2, ZNHE, MANCZEE LA
R4l Ubh b BRh L HIEL 72,

SER B L VERFRMRZEIE (Table ) DR FEIZALN L
XN AN

% =

IR ERLINEEIC B BRAEOHFT, {7 L
B, WhAERE, MR, GREZ, RedimkER
B LA THAL T 2 AFKDRER E 4 - 221FR
BRLEIZERIN S b, BREORETH > 1211614 9
FIr A 7N HED L MR BREIRRETH -
RIEdbY, ZONKERENEEEIMLNE ).

AEITEREICH L THRE N2 H L &\ oo IFR ;%
PHEIC BT X DOEEREFHEZ T3 721213, {70
IV, MAIRE, WMRSEDSKREEIC V2% 55
ROBDL BT HEZAICH D, ERHFRICLD)
Aok Hio, BEEFENHEEREFNA > 7L
YHREICHTA2MEHRLTLLENLNTIR XS,
1.56~6.25ug/ml DT, CMZ & N 1 BFEN B
PRTICTES, MiREKEICH L TIdRETL 72 9 AIS
BROREHHF5 ¢, 1.56~12.5ug/ml iz L7z, L
L, BiREEICNT 2B HIZENR, 0.39~1.56¢g/ml
KA L7, IRSEREREIC BV THKEREN ) b
KHENE A > 701 WH & ABREIC T B HH
NG AR & 2 IR SR AR L ORIE L %
59, LirL, —FCRFROKERME LT, mhE
PROZERERONFECHATH ), L L ORETE
BI6 B, M~ 7@ miEPRERTIC BT 5 LEMOF
BIMIRMT, CNEELE7 74> RIUEWE

CMZ #4052 ks L TLELVWERTH S, L1
PoT, ZOELVEBMOERY, WHRBFEEEDE
PRI DT EN B 2 FHEN KA >~ &% B,

HELIZTTIE, TIPCOIE DWW T 7 a~A 2 FHFAR
DMFPRE L EEFBENEFIT, FHAREL L
B TMiEPREDLBINIER & & IERPBE L %
W|EL T2, BENZ OV TIIEERED %\ Fig. 5127
L 2SI DB EHRS T, WA 5 HOERPBEHIE—
712 L2, #2EERS5HE COMOBEICES
¥ % exponential curve # 83 5 & HEEARKIZ0.64T
HHHAH2829 LA E TR EEIILT L LR—RER
BIALEBLLOTIR L, REAEXBIINEWHD
REXD WP ~OBITERLR L N, FLREXTW
MR A~OTUEMEOBITRE L X N2 & TORMBIRE
SEICLTLLRE— T3 e\ W HBMICEH L %SRS
R 2 HA282 AL L b P IRE D ERM N K
EEFRML TWwaEiFvwnEniwss, Bk TIPC N
Tu~F L FHABROEETRENHB,? LBRT 5 &
MEFPREDERAE HLEERML T5EELTE
WOTR W RS, BRPBEXRAEL M0
3BNIER B DL CEFBEDFHII TR TH - 720

Kiz, AEIOBEFRMEICOWTERINT 5. &bEK
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LABORATORY AND CLINICAL STUDIES ON CEFOTETAN (YM09330)

KE1zo MaTsuMoTo, Yukio NoGucHI, Mikio TAGUCHI,
TOSHIAKI YOSHIDA, MAsAsHI YAMAMOTO, NAOTO RIKITOMI,
HARUMI SHISHIDO, TSUYOSHI NAGATAKE, YOSHIO UzUKA and KiwAO WATANABE

The Department of Internal Medicine, Institute for Tropical Medicine, Nagasaki University

Laboratory and clinical studies on cefotetan (CTT, YM09330), a new derivative of cephamycin, were
performed with the following results.

1) The MICs of cefotetan against respiratory pathogenic organisms were measured using the agar dilution
method with the 10° cfu/ml inoculum.

MICs of cefotetan against 24 strains of H. influenzae ranged 1.56 to 6.25 ug/ml. MICs of cefotetan against
33 strains of S. pneumoniae ranged 1.56 to 12.5 ug/ml. MICs of cefotetan against 26 strains of K. pneumoniae
ranged 0.39.to 1.56 pg/ml. The distribution of MIC against 9 strains of E. coli was divided into 2 groups, 7
susceptible strains (MIC;<0.2 ~ 1.56 ug/ml) and 2 resistant strains (MICs; =25 ug/ml).

2) Peak serum concentrations in 4 patients with chronic bronchitis were 10.9 to 89.4 ug/ml after cefotetan
0.5~ 1.0 g intravenous administration over 1 ~ 2 hours period.

The average of the half lives was about 3 hours. In these patients the ratio of the peak sputum levels to the
peak serum levels were in the range from0.74 to 12%. In the study on one patient with chronic bronchitis,
peak serum ‘concentration was 51.5 ug/ml by cefotetan 1.0 g intravenous administration over 5 minutes period
and the half life wasabout 4 hours. In the study on one patient with hematochyluria due to filariasis, peak
serum concéntrations were 26.9 and 20.2 ug/ml in twice by administration cefotetan 0.5 g intravenously over
5 minutes period and average half life was about 2.5 hours, urinary excretions for 12 hours after administering
were 270 mg with hematochyluria and 260 mg without hematochyluria.

3) Cefotetan 1~ 4 g/day, mainly by instillation, was administered against 17 patients and following results
were obtained. In the case of respiratory infections, cefotetan was evaluated to be excellent in 2 cases and
good in 8 cases. In the bile duct infection, cefotetan was evaluated to be excellent in one case and good in
another case.

In the case of the other infections, cefotetan was evaluated to be good in 2 cases.



