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RBREEICXT 5 Cefotiam (SCE-963) DEBHI, ERHIERES

RBEER - BRER - RKLZOF - /NI B
FRAZEFHEMNLHE

Cefotiam (CTM, SCE-963) i3 IREH RS th & BF % i
TRAIR X h o F L cephalosporin ZRHTH 2,

AFiz, 752 BEBBICHLTHRRXD cephalos-
porin REHAOKMBEONMHERTEC LMNEXTH
-1

AR AFORBPEICHT IMEKICAOLBHIC, 2
~3DOEBIBRN L CIKHIKEBET 20T, UT
KeDOBRKERET 5.

1. B # &

1. REART bV

BBREEKICHT AARORENE, BALERE
POEMBEIC LM > TRE L. EMEEIZ18~24F5
EROFRE AL

2. BEEAMEICHT 2B

REIHEREL D SBEL I S. aureus 208k D& Z #
%, FELERIC MIC ICTRIE L.

LIRABT

BERBRRRE (AFE2.5~3.0kg (AF) 2#ALT, X
ARSI BABABTOHBERE LI,

50 mg/kg 1 EFHET 2 Bk 0 BEL TRIEN
CHIEKERER L, R L THIEKAL L Sid

MEERIE Lo

BHIEKNMED peak FFICIRBRZRH LT, IR
PIBBE S JIE L 7o

WEERIEIZ, B. subtilis PCI 219 #REHE LT 5 /8
My FHICKD, BRE D FRKI S UIC standard
curve {EB4iCi31/15 M phosphate buffer (pH 6.6) %
R,

4. BEERiARR

{LIMMEER B IC LT, A K% 18] 1~2 g drip in-
fusion & 1[0]0.5¢ 1 H 2~3EMBELGHALT, BEEK
PDRERI LI,

11, RRRRGMIL 5 UICER

1. REART bV

BiKi2 Table 1 (CRTCELTH B,

Koch- Weeks B 6.25 ug/ml, Moraz-Azenfeld $#0.78
ug/ml, S. pneumoniae 1.56~3.13 pg/ml, C. diphthe-
riae 0.19~0.78 xg/ml, N. gonorrhoeae 0.39 pg/ml,
S. hemolyticus 0.78 pg/ml, S. viridans 50 #g/ml, S.
aureus 0.19~0.78 pg/ml H XU P. aeruginosa>>100
ug/ml THo 1o

T NASEICH D8 4 L 72 Cefazolin (CEZ)V, Cepha-

Table 1 Antimicrobial spectrum (ug/ml)

Organism g;igi CTM CEZ CER
Koch-Weeks bacillus 4 6.25 20~50 10
Morazx-Azxenfeld diplobacillus 7 0.78 0.1 0.025~0.25

S. pneumoniae 8 1.56~3.13 | 0.1~1.56 | 0.025~0.1
C. diphtheriae 4 0.19~0.78 | 0.2~0.39 0.025
N. gonorrhoeae 1 0.39 0.1 0.25

S. hemolyticus 2 0.78 0.1 0.025
S. viridans 2 50 12.5~50 0.1~10
S. aureus 4 0.19~0.78 | 0.1~0.78 | 0.025~1
P. aeruginosa 2 >100 >100 >100
S. aureus 209 P 1 0.39 0.1 0.1

Inoculum size : 10%cells/ml
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loridine (CER)® & 4§ 510, KFIDHMA <~ + 1
Bohs 2HNCRBLTRY, 79 &BHH1LS UICHK
N 7 5 sBHRICE HIMEREH>bTC L
N 2Bo Koch-Weeks Bic LTRSS 3#|hd -
ELDLILHEAERL T,

2. ERERSREM DN

S. aureus 20k (3 & F|D <0.19~1.56 #g/ml D
O E Ui el JBERIC 45 LT, 0.78 ug/ml L5375
DLidtd > T 9 #45. 0BT ZiLH -7 (Fig. 1),

Zx CEZY, CER? ot L~ 3ic, CEZ @ 20
BT B & SEH: 12 <0.19~1.56 ug/ml IC A7 LT
0.39 #g/ml {C 9 4%, 0.78 ug/ml |C 8 ¥k& RIBAMC NI
ZEHTHY, CER D208 Ti2=<0.19~1.56 #g/ml ©
AT peak (2 <0.19 £g/ml T3 > TISHMLHH T
2o

E-T, XKD S. aureus BEUAH 2L % CEZ
WELT380DX5T, CER L0 ERSHTHEC
EFont,

3. RABT

B 2~ 3IBOEHMETCR LI,

|Fig. 2 Aqueous humor and serum level of
CTM
(Rabbit eye 50 mg/kg, i.m.)
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Fig. 1 Sensitivity distribution of S. aureus
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Fig. 4 Ocular tissue concentration of CTM
Rabbit eye 50 mg/kg, i.m. 1 hr.

2 4 6 8 10 1214 16 18 20 22 24 g/ or ml
Lid ]21.19
Bulbar conjunctive ]19.68
Extraocular muscle ]14. 56
Cornea [ 13.59
Sclera  ["""79.08
Aqueous humor 14.20°
Iris and
ciliary body 113.32
Lens
Vitreous body 0.25
Retina and
chorioid :]4'22
Optic nerve
Serum ]24.8
Fig. 5 Ocular tissue concentration of CTM
Rabbit eye 50 mg/kg, i.v. 1/2 hr.
2 4 6 8101214161820  wg/g or ml
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Bulbar conjunctiva y/A /A ]ﬂ69. 85
Extraocular muscle L ID34.69
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Aqueous humor |7.(§
Iris and :10 68
ciliary body :
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Vitreous :ody Jo.62
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choriod | ]8.09

Optic nerve

Serum
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1) HIEABIT

1 &% =

EH%Y%RTIR 2.67 2g/ml O FIEKNBENRE
h, 1KR%IC 6.25 ug/ml ® peak MHICGEL, DIER
DUT 2 KR52.47 pg/ml, 4 KT 0.45 #g/ml T 6 B
RIWERETH > 1o

RIRHCRIE U7 AL, YeRefO%IC peak fH70.5
ug/ml P ONTURBRCKL L, 4KD% 2.8 ng/
ml C 6 BRI EE AT E 150 Elfid §iE KR
O peak Bf, 1BFRIT19.53%TH o120

2 & =

BEickhid UKREICT TIC 5.13 ug/ml OBITHA
Lo N T Yeksf%IC7.53 ug/ml @ peak fHMZ S
oo LIi% 1 B5M93.80 #g/ml, 2 K5RT1.28 ug/ml T, 4B

M & 0.31 ug/ml £RU708, 6K NERET
Hoto

MmepRESA 310, Y%RERT% 82.0 ug/ml © peak {
ICELTUERT AP0 IR L, 2 FRi%0.82 sg/ml T
4 KRS AERETH 3,0

EMti3 LRI T18.37T%Th 5720

VU LDEXKABITO®RRIZ, #KD cephalosporin %
FHEAX BRI, CEZY KPPHE LT 260T
Hotco

2) IRAERRPIIBAE

1 & &

TS 1 BRI% DML Fig. 4 ICRT L5 TH b0

AR TIIMRBRIC 21.19 ug/g Th > & b HBEENS
EHoh, DITRREERK19.68 ug/g, S\IRM 14.56 ug/g,
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Table 2 Clinical results of CTM

A i Daily Days of | Total Side

No. Sg:’ Diagnosis Eye Organism do&a)ge ::ltrir:;:m- c%c:)e Effect | Jpoc
1 | 24 f| Orbitalphlegmone oS inizi:’r‘ffb’;:'méill”R (1)(5);; ?;p 4 8.0 + -
2 | 38 m| Orbitalphlegmone OD | Anaerobic GPR ég’;% ::f;p 5 10.0 + -

2.0x1 drip 6

3 | 51 m| Iridocyclitis purulenta oS GNR 82:% ::: 4} 10 24.0 H -
4 | 47 m| Iridocyclitis purulenta | OS | S. epidermidis gg:é ?:p 6 18.0 + -
5 | 69 f| Postoperative infection | OS | S. epidermidis ggié ?;P 5 15.0 | + —
6 | 42 m| Panophthalmitis 0S | B. subtitis | 2:0%1 drip 5 150 | - | -

A 9.08 ug/g, FME3.59 ng/g LDV TL5B. BRI
KT R 13.32 sg/g &1 OFREEER
L, MIRIEE4.22 ug/g, BIEI7K4.20 #g/ml THFEIC
120.25 ug/ml DB EBL NI

2 #® &

B VoD B % Fig. 5 ICTRLTK,

R IC X NI BREEIEC 69.85 g/g DEVBTHRES
U, LU SMIRER 34.69 #g/g, HRIK 29.06 ng/g, HIK
26.48 ug/g TH 5o FAEEICIE6.57 ng/g THEBETSH
otzo IENERTIRITEERRAIC 10.68 ug/g BHITL,
ARG 8.09 ng/g, BIEE/KT7.6 pg/ml T, WFIKICIZ
0.62 pg/ml OBITERLTV S,

TR & AR TRERTR2MAICARBEMRTED
BRENBTT 2EMRS SN,

D OB RERD cephalosporin F| & B M
M%ERTSDTH b0

Dl & RETBREED >, CTM & CEZ, CER i
BLLTEWHEA =7 b EZF LT, S. aureus ot
4 3 B2Hd CEZ LREKOBRICHH Lic. Bk, #
Eick ARABTIRIFT, SRS, RRAITHEBICK
BNEOBTEREBRINIODTH S,

B > TEBOMBERBREREECEARE RS LT, KK
HEMEHEFETEEHDTH S,

4. B EK B &

EFIRESERR 24, {LIREITRERER 24,
BAREELR 1A IUCLRRR1FDH6HITH S,

EH | REERERRT, KEBENEETS. o
idermidis, Anaerobic Gram positive rod (GPR) 2t
RiLant. B, BREBOISKEEREL S5,
REREH (17 mm) 82 %5 hice CTM % F7i
1.0g %4 A7K200ml (R L TR0 THBEHREL,

F%130.5g 2 2EBEEMLTHERT 3IC, 4BMT
8.0g8 ¥85L T, REKERYMELELETHE,
BB Lr, BRHPITH 2.

P 20BRESEMR 2, BREHHEE (13 mm)
THRMILRZ LV, REBE, HMETL, XHEF
Bt 1.0 g A H, F%0.5g 22EHBELT, 58M
10 g EHLTERKELS . MEET Anaerobic
GPR %IEBRT &/,

R 3 RBAKFRACLIZIAUBEAE TS 3, §
BKER (#) T, BORFHHFCETLTL B, &H
BREFWHERTL TARNLFHP2.0 g %EAK500 ml
KHERLTHLIBMTERRE, F%0.5g 2065
BMIC & B LEMEEML L, ABETCEERERR
EZUCHE, BRLT, obABEAAMICH L TER
HITL, 84130.05 (0.5) KELLHEEIL. T
PITH2. 1ok, KEFMOFHIFICRF4IERT GNR
BDEHEI o CTM 210 BRfic 24 g B 53h
2o

ER 4 2 HEF RAOFAHBEABC I RELLK
BT EERERTH 2, BRABKFBREREET, 0
BOWFEDERTR S epidermidis HIEH XM ico
BAOBRBACELLHMEEINTVE, KFEFuh
2.0g A, F%&»50.5g 2EHBELT, 6 HMKR
& 18g 285G, LMEHRE RIBRLTEH TS
foo BARMFRERNOC o ORBHRTHELS
h ot

ERI5 12, REHMENT B Y 2y 7oy <HER
EHTUT4HRCRE LA RERBRATH 3, RER
BREUSHEREEEEX DX, vV avZov<zR
ELTCOERIKT S. epidermidis BRI,
AHEFah2.0g S, F&»S0.5g 2EHELT,
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Table 3 Laboratory findings

RBC BC Hb “Ht Platelet | GOT GPT | AL-P | BUN

CI\??)? (x109 | (x10%) | (g/dh) | (%) | (x109 | (U) ) (U) |(mg/dl)
B|/A|B|A|B|(A|B|A|B|A/B|A|B|{A|B|A|B|A
1 383| 394| 115) 47 (11.8(11.6(34.1(35.7(33.6(31.7/ 15| 9| 9| 4 |4.6/ 4.2/ 13| 8
2 462| 428| 80| 76 |14.8/13.2(44.540.5(39.0(32.2( 12 | 10| 9| 8 3.0_3.—2 6| 8
3 485| 478| 98| 86 15.114.244.641.512.813.2—15— 14) 8| 7 (7.3 5.2/21]18
4 | 517) 491] 84| 64 16.315.247.1m29.234.1 15|18 | 12 | 14 7—06—6 13 | 15
493| 492| 104| 79 |14.7|14.2|44.3(44.1(16.6[18.2| 17 1_6_; 10 | 6.2] 6.6/ 10 | 11

438| 441) 102| 82 |14.2(14.0/41.7(40.1/19.7/19.2| 10 | 16 | 6 | 10 | 4.0[ 4.2 11 | 12

S5EMicRR 158 25 L. LIMBERIER HBL T
HYCEALTL 3,

R 6 BBAKKABEOL2BRRTH S, NIBKT
TRAERBET, BAKMNLH 2. xAD2.0g Al
L0.5g 2EMHEEME LA IERDH#TEMEIEL
27, 2HECBRRATRERLET L. COBROH]
BEK, BTFHko 8T B. subtilis ¥R B I, B
PiThHs. ks AFREZ O3 TS5 HMIC 158 %
EHL, HEBRRITFHLAL.

DL, 6EFIDOBREKIRRTERL, AZ3, PPES
1BXVEDL1OEEMNI SN,

BfERE L TEKRABEUREHDIRIEL, TL ¥
-RiSb Ao i o, TREHGIRICKETIN M
B, FFESEREDKRIL Table 3 KRTEEHD,
REMEERLLbDR DL 1,

DLk, E@s0y, BEEMRH»S, CTM I HE#R
FRYLEIC 3f LT H A7 cephalosporin FITH 5 & EX
bt

t 94 U

Cefotiam (CTM, SCE-963) @ REANUCH D720 ICIT
ST PR, BIRMRFBBREENTOEUTOCEL
THb0

1. AXD B e 3, Koch-Weeks B 6.25 1g/ml,
Moraz-Azenfeld & 0.78 ug/ml, S. pneumoniae 1.56
~3.13 ug/ml, C. diphtheriae 0.19~0.78 pg/ml, N.
gonorrhoeae 0.39 ug/ml, S. hemolyticus 0.78 pg/ml,
S. viridans 50 #g/ml, S. aureus 0.19~0.78 pg/ml &

(B : before, A : after)

XU P. aeruginosa >100 #g/m THotco

2. IR MED S. aureus 20813 <0.19~1.56 ug/
ml OBZEUAIHERLT, 0.78 ug/ml iT 9 ¥k45.0% D¢
HoTHHDOIWLEN UL,

3. KRR KB 3 FIFE KABITIZ, 50 mg/kg BHLE
1 K% IC peak {H6.25 #g/ml O BITHMEIAH S h,
4R TR T H > 720 1 KAIE D F I ii219.53
FTHolo 50 mg/kg ik LT YRERI%IC7.53 £g/ml
DOFIEIKA peak MBIk, COBOREME IR
18.37%Th > 1o

R 1 KRS TR YLRMICE T 2 RERMA
BEG, ARD, RERADHEKE 2L BOLBITHS
S,

4. REGERR, (LM OEERER, Tk BB
L ULRRRO BERIC LT, XH%E 1.0~2.0g &
B#TEIC0.5g 2 BRI L THE UBEKRSRE Bt
Ltco 2BRROERERE, OEFICIIHERICER
L7ze

EWERE LTRET X2 b0, FBRERET
BEREARLILODIB S, o1,

X [

1) =BEE% : Cefazolin 0 BB CHA—XRN YU
KRN ME—, Chemotherapy 18 (5) : 805~
811, 1970

2) =HEBE¥ : & R Cephalosporin C 2T, R
BEIRICH 1T 368, J. Antibiotics Ser. B 18
(4) : 298~301, 1965
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BACTERIOLOGICAL AND CLINICAL STUDIES FOR
OPHTHALMIC USE OF CEFOTIAM (SCE-963)

Masao OisHi, KENJ1 NisHIZUKA, MARIKO MoToyAMA
and TakesHr Ocawa
Department of Ophthalmology, Niigata University, School of Medicine

Bacteriological and clinical experiments for ophthalmic use of cefotiam (CTM, SCE-963) were performed,
and the results were summarized as follows.

1. Minimum growth inhibitory concentration of CTM was 6.25 ug/ml for Koch-Weeks bacillus, 0.78
ug/ml for Moraz-Azenfeld diplobacillus, 1.56~3.13 z#g/ml for S. pneumoniae, 0.19~0.78 xg/ml for C.
diphtheriae, 0.39 #g/ml for N. gonorrhoeae, 0.78 ug/ml for S. hemolyticus, 50 ug/ml for S. viridans, 0.19
~0.78 ug/ml for S. aureus and >100 ug/ml for P. aeruginosa.

2. The distribution of sensitivity for clinical isolated S. aureus 20 strains was in the range of <0.19~
1.56 u#g/ml with peak at 0.78 #g/ml, 9 strains (45.0%).

3. Ocular penetrations were examined in the rabbit eye. After intramuscular injection of 50 mg/kg, the
aqueous level reached the peak of 6.25 #g/ml at one hour, and a trace after 6 hours. Aqueous serum ratio
at one hour was 19.53%. After intravenous injection of 50 mg/kg, a peak value of 7.53 #g/ml was obtained
after 30 minutes with aqueous serum ratio of 18.37%.

The ocular tissue concentrations at one hour after intramuscular injection and 30 minutes after intrave-
nous injection showed relatively high levels in both outer and inner parts of the eye.

4. The combined therapy with drip infusion of 1.0~2.0 g and intramuscular injection of 0.5 g twice a
day was performed against several kind of ocular infections.

Good or excellent effects were obtained in orbitalphlegmone, iridocyclitis purulenta and postoperative
infection, but no effect in a case of panophthalmitis.

5. No abnormal findings in hepatic and renal tests were recognized and no severe side effects such as
allergic reactions were observed.



