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72431.0g % 1 B 1%L 2 [ESHE, SIBEEIC L DGRz, E5 460, HR108, 8% 4 o
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Cefotetan(CTT, YM09330) i3, 112 MM RBF7EAmIC
BOTHFR, MESNZHL VL7 7240 > REFFITH
5, ZFDO%E2, B-lactamase ICH L TE LD TEKETH Y,
4 > F— Btk Proteus, Citrobacter, Enterobacter, Serratia
& 77 LBERICE CITT N BN ERT, BiERS
I2& MR, ERNDET7 7o A 2 REA &0 R
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BERFOWKRICHT 5 KK OTE S B/ N RH ML
REE, LIF MIC) #, BARLEFE¥LFREEIC L N RE
L7z, #MEHE &2, Tryptosoy broth - —KERED R
ThHb,

2. ERERDMEEMKR (T 2 MBH

IRILIRSE BEH L BEE N7z S. aureus 206RIZ T 3
REMEREL:, REHEIZ 1 LRETH 3,

3. BRABT

BERHREREKE2.5~3.0kg) 2, A#H NH50mg/kg
% 1 BIEFIRICHEL T, EROICHTIEKERRL TH

TREXHEL 2. FEEICIRN L ThFREZAEL 72,
RIEEAKMNIBED peak flfF I IRERIGE L ¢, IRMEZGAR
EruELL, BEMNEIZIZ, E coli NIH] 2RER &
L, BeFMET 4 2 7 B R % HvY 238G FR 7
T L), BREROERT b RO ARIZIX
1/15M phosphate buffer solution (pH 6.6)I PR/,

4. BRERAR .

FEBIZ, PIFRIRE 1 15, BREGIRE 3 5, AIREE 1H,
AR 3B, LRI ERAL 5 B, wRtimkd 36l
B L UIBRESEEER 2 FInGH18ERTH B, TNbHICH
LT, AF% 1E0.5g £7:131.0g# 1 H 1%L 20
A, SR L TERMRZRETL 2. ABKREBICE
AR N0.5%KiEm % 1 H 4~ 6 BLABHFAL 7,
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1. HIiEARZ L

Table 1icTR"T &9 TH 5,

KocH-Weeks #6.254g/ml, Morax-AXENFELD H0.2
ug/ml, S. pneumoniae 3.13~6.25ug/ml, C. dipht-
herige 0.78~1.56ug/ml, N. gonorrhoeae 0.2ug/ml, S.
hemolyticus 3.13ug/ml, S. aureus 50ug/ml, S. viridans
1.56~6.25ug/ml, P. aeruginosa>100ug/ml TH 5%, S.
aureus 209P 136.25ug/ml  MIC %L 72,

Z DEMEIL, 58D Cefazolin (CEZ)”, Cephaloridine
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Table 1 Antimicrobial spectrum

(ug/ml)

Organism No. of strains CTT CEZ CER
KocH-WEEKS bacillus 4 6.25 25~50 10
MORAX-A XENFELD diplobacillus 7 0.2 0.1 0.025~0.25
S. pneumoniae 8 3.13~6.25 0.1~1.56 0.025~0.1
C. diphtheriae 4 0.78~1.56 0.2~0.39 0.025
N. gonorrhoeae 1 0.2 0.1 0.25
S. hemolyticus 2 3.13 0.1 0.025
S. aureus 2 50 . 12.5~50 0.1~10
S. viridans 4 1.56~6.25 0.1~0.78 0.025~1
P. aeruginosa 2 > 100 > 100 > 100
S. aureus 209P 1 6.25 0.1 0.1

Fig. 1 Sensitivity distribution of S. aureus (20 strains)
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CER (5%)90) (357.0) (51.0) (13.0)

Inoculum size: 10°® cells/ml, ( ): %

2. BEERD BN S. aureus BB

Fig. LicilR$ &6 TH 5,

1.56~6.25¢g/ml DR ICE&EHFHERL T, 3.13
#g/mliZ108k, 50%4°% > THH DI % T L 72, FEEIC
BZE L 72 CEZ, CERICH~NT L) &EikE» MIC fil iz

(CER)* i BB A7 P VAR L 72, HEHIR, S
Dneumoniae, S. hemolyticus, S. aureus xc ¥ N 77 LB
Bk iz, CEZ, CER & D& MICHE%TRL 7247,
Koch-Weeks 8 7' 5 L BEHEAZHEIC 13 & ) (V> MIC f&
Tho1e,
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Fig. 2 Aqueous humor and serum level of CTT
Rabbit 50 mg/kg i.v.
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3. BABNS SMIRER TIIBRAEIRIC98.47ug/g & b - & LBV BAT

BAII T X T 2IRDOELEMETH Hb L 72,

1) HIEMN#BIT

Bik1%, 1/48BINT2.2ug/ml DEIENBTLRL,
1/28§[8iC peak f#4.6ug/ml % 32672, LLILIZ#FRE L C,
1 BEf#13.0pug/ml, 4 B¥R90.55:g/ml, 6 KER10.09g/ml
ZEERAL 7z, M@ BEI3 1/ 485 R A* peak T85.0ug/ml
ZRL, BB T AR 0@ L T 6 BEf#%I3
0.14ug/ml TH » 72,

Bkimittix, 1/20H1ET20.17%TH - 72 (Fig. 2)

2) IRAHEGMRE

Bk L 128 B0 RN B E # Fig. 31CR L

WEEHEES bz, LITF, BRA&IC92.19¢g/g, SMIRHH43.3
ug/g, 41 .34ug/g, FBIET 06ug/g DIEE 7% 5, IREK
PEBIZ AT R ERRIKIC27 . 4Tug/g TH L D DEBRE %
N7z AR, HWERASIRIC U BITIREE #8725, K
K, BHFENTZE b TRIRETH - 72,

MmiEF~IL, 24.2ug/ml DHITRERRL 12,

4. BB EK B %

&3 Table 2ICRTE < TH B,

WEKIRE I S. aureus I= & B 84EH) T, &#0.5g 1 B
1 E#HE, 4 BMIC2.0g £ ES L TRB2DZTIE L
CALIRBIZRI, B L TV %, RBEDERD I3,



VOL. 30 S-1 CHEMOTHERAPY 927
Fig. 3 Ocular tissue concentration of CTT
Rabbit eye 50 mg/kg i.v. 1/2 hr
ug/g or ml
; ¢ 82 N S SR
7/ 7/~ 7/
Lid ﬁ// 7,/ 7h 92.19
Bulbar conjunctiva ’/[ y/a 7} ] 98.47
Extraocular muscle /IL /’/ ] 43.3 "
Cornea :7.06 ’ -
Sclera 7/,L 7/C| 41.34
Aqueous humor : 3.2 ’
Iris and ciliary body 7[; j 27.47
Lens []0.09 ’
Vitreous body ] 0.06
Retina and choroid : 6.72
Optic nerve :l 8.06
Serum 7[1/; 242
Table 2 Clinical results of CTT
No. | Age, Sex Diagnosis Eye Organism Daily(:)osage 31321;?:: d::::) Effect S:?fict
tration
1 41 F | Internal hordeolum OD | S. aureus 05 X 1iv. 4 2.0 + -
2 63 F | Lidabscess OD | S. epidermidis 05X 2d.i. 5 50 + -
3 71 M | Lidabscess OD | S. aureus 05X 2iv. 3 3.0 + Rash
4 | 68 M | Lidabscess os i‘nz ’r‘f;'i'c'"g;fk 10X 1di 3 30 | + -
N 44 M | Corneal infiltration OS | Anaerobic GPR 05 X 2d.i. 5 5.0 + -
6 62 M | Corneal ulcer OD [GNR 0.5 X 2d.i. 7 7.0 + -
7 55 M | Corneal ulcer OD | 8. aureus 0.5 X 2d.i. 5 5.0 + -
8 82 F | Corneal ulcer OD | GNR 0.5 X 1d.. S 25 + -
9 | 28 M | Iridocyclitis purulenta | OD |GNR g:g x i ;"l 7 70 | + -
10 60 M | Iridocyclitis purulenta | OD (K. pneumoniae, GPR 1.0x2d.i. 3 6.0 -
11 51 M | Iridocyclitis purulenta | OD | S. epidermidis 1.0Xx 2d.i. 3 6.0 + -
12 43 F Iridocyclitis purulenta | OS | S. epidermidis 1.0 X 2d.i. 7 14.0 + -
13 55 F | Iridocyclitis purulenta | OS | Anaerobic GPR 1.0x 2d.i. 2 4.0 + Diarrhea
14 34 F | Late infection OD | S. epidermidis, GNR 05 x 2d.i. 10 10.0 ++ -
15 60 M | Late infection 0S | S. epidermidis 05 X 2d.i. 10 10.0 + -
16 | 75 M |Late infection oD i;”e‘ie;i"c‘ig"lfl( 1.0 2di. 5 100 | + -
17 71 F |Orbitalphlegmone OS | 8. faecalis, GPR 1.0Xx 2d.i. S 10.0 t -
18 52 F [Orbitalphlegmone OS | S. aureus 1.0X 2d.. 6 12.0 + -
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S. aureus, S. epidermidis 1 & VBTN 7 7 Lk HIRH
DENZEHBF 23 HEE TR s, b 16l
0.5g 1 H 2 [@l##E, 2#012120.5g 1 8 2@ F7:131.0g
18 1[0 SiEsHEZIT, 3~5 HEIZ3.0g 2\ L5.0g
RS LT, IBIEIZIEER L 22, R 3 12 YIBHHELR % HFRE
L7224 T, AL HEL 72, AEREZIZ0.52 1
H 2 &EHEHET, REROME I E LN, ABRE
1277 LBEHREE (GNR) B L U S, aureus TENEER T,
BRN0.5% Kism = SIRHFFAL T, 0.5g%1H1 %\
L2E&EiEsFELR, 54wl 7BS T, 1HIzER,
1 B THEBIZIERL T 5,

LB IR ERARRIISEBH 5, TR LIRNEY
A, BRIMEIC & A REERE T, HERNS WYL
FETIX S, epidermidis, K. pneumoniae, GNR, 7 5 L5
HRE(GPR) B L UBRAMEGPR AR E N, 1%
Atropine SfRIZ, A& 1 %KiEm % 1 B 6 ELAARHAL
T, 1[]0.5g £72131.0g, 1B 1%L 2@ETF/1I3
SEEEL 72, 2 BIGERIL2, 13) I3 RT5 KD E LRI H
T ERHIZHL, HRkL TEMERL 2, tBOEH L F)
BEKEEIZHEL THEMCERL LD TH - 72,

BRI 3 BN TN THRHENBEFMIBICRIEL 2L D
Th %, #FEEDIEB T AT E A BN AL N,
BB KIBE % 2 72, S. epidermidis, GNR, 7 4E GPR
DAL E 22 I MBE TRIB R Nz, AREID 1 %KIET %
1H6M=HLT, 1[0.5g 1.0g% 1H 26 SiEkE
LT, &BICRIEKBERNDHEELALNENTH -7,

IREMe kR 2 .EBIE, S. faecalis, S. aureus, GPR
HRRBEN/ZZLNT, 1.0g 1 B 2 @AEHECLD, 5,
6 HEIZ10g 1245 LT, 16IH%, o 1835
RHMDOERDZ btz

UL, ZI18iEBINERKBRE % —1E5%/R$ %12 Table 3
NEITHDB, EXh4, A0, LB 4 TEHHIZ
eh o1z,

Table 3 Clinical effects of CTT

Diagnosis No. Effect
+ + + -

Internal hordeolum 1 1
Lidabscess 3 2 1
Corneal infiltration 1 1
Corneal ulcer 3 1 1 1
Iridocyclitis purulenta 5 2 3
Late infection 3 1 2
Orbitalphlegmone 2 1

Total 18 4 10 4

BIfER & L T3, 4EMI3 T0.5¢ # 1 H 2 @#&HE, 38
NIRG8O LIz 72 B Bk, HHRAE2DH HN
foo EEHTPAE L TH 7 HIRIEERL Tv 5, BREIZE T,
AH#|7 patch-test (381, CP #kE TRHIHETH 12728,
BREFCEBA L CPREICLIDITLAX—EEZ LN
12 HEBIISTES 1 MBS TR EL TODE, 2
BR4.0g &5 CERERMROUELG A SN D TS %
ak L7z, THUZIESTH R, TACHICEHESNTY
5.

FOMUZ TV AX—RItid % {, EHFBERI%ICHT
ENfmAEREE - SRERETCREBEZRLLY
DIt - 12, 12, BEESRICATO N ERRIGE,
SREBICIEETH - 72,

% ®

CTT mBR#BEERIGHD 2HICRET L T bzt
DKL, HRDLT7 2 L REKA & B L TEELMZ
THAIZ\,

AEIDIME A7 b iz, CEZY, CER?ICHEBIL T
N, 77 LBHEREICHT MBI NS OmA LY
%4495 75%, Kocu-Weeks B 77 ABBHREICIZ LY
FTENTWBZ EHHb Nz, TS, $28E B AL
HEF ST B AR, L Ry 7 290 ME¥H
REBENERICEUT 2 LN TH > 72,

BEIR 8D S. aureus NDEZMEIZ]1.56~6.25ug/ml I
1, CEZ,CER »Zn & WERSZEMERIC S L Tz,
BE > K Y 270 & EHEEH TI31.56~ >100g/ml
DI EEIZ % L, Cefmetazole(CMZ), Cefoxitin
(CFX), CEZ iclbkxCEBERIC/H L TE N, LD
DEEL T 200 TH B, Thbb, KAl
7T LEHEIZIRT CNTW5, 77 ABEEREICIE
N7 2 LREH L NVHEAHFH L) 2 EHHE
2% (AN

FHRDBABATORKIL F 2%,

L& L ORRENC LU, KRIC50mg/kg 1 EEHEL T
HIBS K IZ1/2Rs 1 1%4. 6ug/ml O peak fEA R H L7z,
BlIi320.17%TH b, £ L T 4 B C0.554g/ml, 6
BRI L e BRIETTRROBITREZRL 72,

kN7 7242 RERDBABITICONTAS
iz, CMZ950mg/kg &R IC BT AK P B I131/28¢ R I
peak ffid. lug/ml H*2 b N, B ti39.53%ThH Y,
CFX% [6] & & §f T131/28% B 12 2. 5ug/ml o) peak fE
T, 5.21%NEMLTH B, £ LTI OMA L b HESH 4
Bef TIRRIERNRETH - 72,

L7 T, CTT DHiEAHKITIZ, CMZIZBL T
WaA, FREMIENRNZEXALNLLNT, &
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MO EDVIRNBITICLRBL Thabnknz k9,

BN~ DBATOIIE X, CMZ, CEXIZ FLL ¢,
SEEER, BRMECMHEL E L BRI RATIRIEA D SN T
5,

Ll EDEREIRRET D 5, KA 7T LR B L7
5 L PEER I & B IRIEYGYEICI G- 2 n, & RN
OB THRA LA VE VI R, BKETH 12w
2 S T OBHRNEDIEEIN L L E 2 s,

Faki9iz 13, K. pneumoniae, GNR O 7' 7 LIETEFRH
N&% LT, S aureus, S. epidermidis7c X T PEERE 7 &
MIEREMHER AR S N FFEOIREYGEIZ 1B 1 v
L2 MAEg e ENHEMERL T 5,

ERIEN L 9 wBEGITI20.5g 1 H 1 @ #FETHHR
DRHLN T B, BERYSE, LRI ERARRIC
13, AAIN0.5%, 1 %KEH AL TRREHHL L
b, 0.5g, 1 g 1H2EHS CHEMZERLLE, &<
ICHERR N & S IHEITL TLIRIRRICELEBL LD
i, 0.5¢ 1 H 2 5 TLHEMBIHG A LN Z Lid, &
KHOBRABITHARFTHL LA KIL 2L D ERS,
R, IREMSERDBERNCLENTH > 12,

BER & LT, 1BICIRIGRE DRIEH A S NIz,
KRHNAZL B LD LWIETE X, oy 163 THifE
KEFl2h, HE5PIHICEVRBEL T3, 2o,

Lfi#ke4E (RBC, Ht, Hb, WBC, Plat. , Eosino.), I
(GOT, GPT, Al-p), ' (BUN, S-Cr.) gk fr Tl %
fitlE 32> & N - 72,

ZnE iz, KENL T T LBEMHEEIZ LS, 7T Lk
PEERIAIZ & 2 AREDIRBYGRE IR L ¢, B A ML+
T D REFNKTH B EHEZ LI,

A BERI DL % 5 1T 72 (L2 N 4L IC AL L
FFET,

X [
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FUNDAMENTAL AND CLINICAL STUDIES OF CEFOTETAN (YM09330)
IN OPHTHALMOLOGY

MAsAO OHiIsHI and SHIGEO NAGAI
Department of Ophthalmology, Niigata University, School of Medicine

Fundamental and clinical studies of cefotetan (CTT, YM09330), a new cephamycin antibiotic, were per-

formed in the field of ophthalmology and the results obtained were as follows.

1. MIC of cefotetan against Gram positive cocci was higher but against Gram negative bacilli was lower

than those of cefazolin and cephaloridine.

The distribution of the sensitivity for 20 clinical isolates of S. aureus was in the range .~ 1.56 ~ 6.25 ug/ml

and their peak was at 3.13 ug/ml.

2. Ocular penetration was examined in white rabbit eye by one intravenous injection of 50 mg/kg, it
transferred into aqueous humor at a level of 2.2 ug/ml after quarter an hour and revealed peak level of 4.6
Hg/ml after half an hour, thereafter the level gradually decreased to 0.55 ug/ml at 4 hrs and 0.09 ug/ml at
6 hrs. Ocular tissue levels showed good transference in both outer and inner parts of the eye.

3. In clinical study, a total of 18 patients with hordeolum, lidabscess, corneal infiltration, corneal ulcer,
purulent iridocyclitis, late infection or orbital phlegmone received the drug intravenously as a drip or injection
at 0.5 g or 1.0 g once or twice daily. Excellent effects weie obtained in 4 cases, good in 10 cases and fair in

4 cases.

4. As side effects, rash and diarrhea were observed in each one case. No abnormal laboratory findings were
noticed in blood, liver and kidney functions before and after the treatment with cefotetan.



