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Cephacetrile (LI F CEC & #73) i¥, CIBA-GEIGY
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OHFBEDO—2>TH B, 0L ERIFig.l o7+
X3 THB, HERVL, REAOHRTKRKICETICT
<, KBREBHTDH 5,

Fig.1 Chemical structure of CEC
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FFGABWHAKEAR 27 a2 FL, MIC ol
TREFRAZRL, B RET2F T3 RBECRL,
RERDET »rAXRY VRRA L VRCHENZEL,
Enterobacter @ B-lactamase icXfL, X b RETH 3
ZENREHESh DD,

DTIHALORBEOBEBEIC>VWTHELAVERS,
7 B

FHARHREN DAY BE Ui Staphylococcus aureus 208k
X AMENE 2B, £ MIC D E— 271 1.56p
g/ml w& bz (Table 1),

FoARH 1g HERCERI LiciiFic 2\ T biopho-
tometer & X 5 Staphylococcus aureus 209 P Rz x3
DIFEER 2 BEY Lico IR L1005 /R L,
0P BRI 10 i Y T 5 D% FEHA L, 3077, 1
Ref, 2 ReRMCERIR Lol Tl B OB & SE 2Bl Ik
Lichs, 3EfR, 4 FpE# O MmiE CXEO MR IFR
XHBhinh ot (Fig.2),

Table 1 Sensitivity distribution of Staph.
aureus to CEC

. - " MIC pg/ml
ARORSECEL TR, BERFRHCD, BT No. ™ 0.2 0.39 0.78 1.56 3.1% 6.25
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Fig.2 Antistaphylococcal activity of CEC
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Table 2 Serum level of CEC after
intramuscular injection of 1000 mg

Case 30/ 1 2 4 6

pg/ml
1 S.K.| 10.0 | 17.0 | 17.5 7.2 2.2

FRIREE DA 19.2p g/ml, DERPHEABAREX
4.3pg/g Thotz (Table 3),
Table 3 Concentration of CEC in serum and
palatine tonsil
(One hour after intramuscular injection of 1g)

2 N.N. 6.1 19.0 16.0 8.0 2.2 Body |Serum|Concentration of
Case | Age | Sex weight| level |palatine tonsil
3A.N.| 86 | 220 | 160 | 7.2 | 20 (kg)|pg/mllug/g
Average| 8.2 19.3 16.5 7.4 2.1 1T.D.| 19 m 60 |17.5 5.2
2H.M.| 27 f 53 20.0 4.0
m & E P
AHIO MAFREOWES, WEHC Bacillus subtilis T2 | m | 60 |20.0 4.2
ATCC 6633tkx AL, #EH » 7RI X D fTinot, 4Y.G.| 22 | f 52 | 19.5 4.0
CEC 1g o m-plE % A 3 A2\ THRRY Average | 19.2 4.3

Licht, FOFHEIL 304 8.2,g/ml, 1H5H 19.34
g/ml, 20§ 16.5xg/ml, ARH 7.4pg/ml, 6R§HE
2.1pg/ml C, 0 — 7% 1B b hte (Table
2, Fig.3),
Fig.3 Serum level of CEC after intramuscular
injection of 1000 mg
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HERE P REE
CEC wRRAR 2\ THRESHE, mPRE s L3RR
B IO OERVAERRPIEE % LR Lic, RIEHEITET
B L BEREERCE LTI -
1) CEC lg oM fmgeE
1) BA4ficowT CEC 1g LT 1 BE%ic
DERME M LTRBRBEYRET 5K, 46loMm

(2) BRA 6 4o\ CEC lg #nkss 1 il 38
B2 VR L CRBRBE X HIE T 5, 6 oM
BEOTHE 21.4pg/ml, EFRRKRRE O FHE
12 1.7pg/g THot (Table 4),

(8) #Ff CEC lg it 1 R0 T R ARG O
RBELRET B 1.7¢g/g T, £ OEOMAPRER
Table 4 Concentration of CEC in serum and

mucous membrane of maxillary sinusitis
(One hour after intramuscular injection of 1g)

Body [Serum|Concentration of

Case | Age | Sex | weight| level | mucous membr-

(kg) |#g/ml| ane re/g
1U.D.| 20 m 60 16.0 2.0
2F.Z.| 23 m 56 14.5 1.4
3N.G.| 35 f 52 20.0 1.8
4A.N.| 18 f 53 |22.0 2.5
5K.D.| 25 m 60 20.0 1.8
6I.K.| 17 f 54 | 26.0 2.8
Average | 21.4 1.7

Table 5 Average concentrations of CEC in ser-
um and tissues (One hour after intra-
muscular injection of 1g)

Tissue
Serum

Removed tissue 121:0' of | Tevel concent-
ases g/ml ration

K rg/g
Palatine tonsil 4 19.2 4.3

Mucous membrane

of maxillary sinusitis 6 2L.4 L7
Inferior turbinate 1 19.0 1.7
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Table 6 Concentration of CEC in serum and
mucous membrane of maxillary sinusitis
(One hour after intramuscular injection of 2g)

Concentration of

Case |Age|Sex vl?ei.g{lt Slgruexfl mucous membrane

(kg)|(pg/ml) of _maxxllary sinu-~

sitis (pg/g)

IN.Z.| 3| f 52 36.0 4.8
2K.D.| 25 | m 60 35.0 4.0
3I.H.|21 | m 58 37.0 4.2
41.K.[ 22| £ 55 35.0 3.3
5Y.1.[{19 | m 60 27.0 2.5
Average 34.0 3.7

19.0p g/ml T -7 (Table 5),

2) CEC 2g St oMMmIRE

BRA 5 BIe DWW TAH 2g Mk 1 RERECTIBR Lk
FHFFEIRE OV HEL 8.Tpe/g T ZTOBEROMFEE
EDFfEIL 34.0p g/ml T o7z (Table 6),

B PR B 1
CEC % H AAMERERE D WBHOCIER Lic, 58T,
AR 1 HE 0.5~1g, RAIX1 HE 1~3g &fksE
TR X VRS Lic, RFEFROHE L6 HEL
IR Licb ox ), R 7 B EEZE LD

BIVBRLCDORER, Tk 3 &gy
S T Iy

1) (LiRMEEHE RO BRI

HHNT X » THRETe - bR F B LI 1LHC
(BMERE 10 BY, 1BHEEE 161D, ER 76, B%H 34U, &%
1BITH o tce RITEAZBITRTS (Table 7),

EHMGE6 N.T. 621, B, ZiabBEFTL

BRE BRPBicHRLT3BCicmEL, EEHLF
2T2RH18RIEZZ L,

BUE FBRIBRFTHENTLEK 2L, #FiREX3.6C
Tholt, EEERELBRERLTWADT, HEY
BlZ4TEVv, BER»OEBRELXT Ko7

BRER AF1E1E S500mg offEx 2 HHE{T»
EzA, BERAED LIEDR, BEF» 51 Pseudom-
onas aeruginosa R Ihi=0T, S5EH%Z 1A
£ 1000mg, 4 HEOXEHE2{Th v, 6 MK E 5g %
A LEHE DR L, BRI S h 7 Pseudomonas
aeruginosa D RZHE SMH, TCH, KMy, EMH,
NAH, CLH, GMH, PC—, CER—, CB-PC+, AB-
PC—, MPI-PC— T& - 1=, B2 5 05 B 1T Pseu-
domonas aeruginosa Td -5, AFROKEHLESICX
S TEH LR 2EMTH S (Fig.4),

EIfEB 4 T BD b hikd o 7,

Table 7 Results of suppurative otitis media treated with CEC

Age Sensitivity |Dosis/day | Durati Total | Side-
Case [CH) Diagnosis Organism osis/day | Duration dosis Effect
Sex PC CER KM| (mg) | (day) | (g) |effect
1N.B.| 5 m [O.m.p.acuta dex. | a-Strept. - H - 500 6 3 - +
2M.N.| 6 m |O.m.p.acuta sin. | Staph. aureus - H - 500 6 3 - -
3K.H.| 1 f ” ” Haemophilus H H 500 3 1.5 | — +H
4H.N.| 1m 4 duplex | no growth 500 6 3 — +
5S.T.1/2m | # dex. 500 6 3 — +
500 2
6N.T.[1/2m | 7 sin.’ Pseud. aeruginosa| — — 5 — H
1000 4
7I.N.|15m | 7 dex. Staph. aureus - H 1000 5 5 - +
8T.N.[ 27T m ” 4 Staph. aureus + H H 1000 6 6 - -
” sin, 3000(i. v.) 5 21
9K.H.| 43 {f |Mastoiditis acuta | p-Strept. H O O#H - - +
. 2000(i.m.) 3
sin.
O.m. p. subacuta
10S.K.| 20 m ) Staph. aureus H O OH 2000 4 8 — +H
sin.
110.N.| 20 m |O.m.p. chr.dex. | Staph. aureus HooH 2000 4 8 - 4+
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Fig.4 N.T. 6M. m O. media purul. acuta dex.
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Fig.5 K. H. 43y. f O. m. purulenta acuta, Mastoiditis acuta sin.
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//// // T2, V2777777777777 CEC (8days) : 21g
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W 112,500 W 8.5
SG 70 SG 15
[-strept.

EF9 K.H. 43 & L2thelbkhH X, S
Flarzmk Fig.5)

BURE BB L CEFIChHEREZED L, BF
LTwies, BFRIEKECEAH R4 HEL, H148
ICHEEBEHE LW NEARERAERZFLTL A0
HIZZ2 LA L7,

BE #BRSEKRTH 50, BERIERMRTILR? %
<, EREmEFHL, ki1 38.5°CTh o1, EHDH
FaM i EEE R KR E B M T, BRI R
L, B ESsERL, TELTVWIORALRK,
FLBRREO LM S X OCEBICEMEHTD 57, VIR
TREABRRER B BRELA 5 (Fig.6), A
mERE 12,500, ifnikix 1B 70 TR THES 25 h
7o HE> HLREBRELZIT IR - 70

BHEFEE kR X5 W ATE T B LlERE L5 5
FMl1AMCTERYORAZ LY, MEIEEILLZELE

PC AB-PC CB-PC MPI-PC EM LCM
A WA

DER R kS L, FMOBEEF X o0t —IBH
EWERE LRI,

A#1H3g SEICHELTSHMBELLLEZ S,
HLHA»LHRIrFLLEPLTERLDT, bl
H2g % 2Eh4 3 AH oM 24Tk - 72, 8 HHIZ
RE2lg ol k- THARERROERTMRL, F

Fig.6 K. H. 43y. f. Omedia purul. racuta sin.

mastoiditis acuta x-ray film before

treatment
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Fig.7 K.H. 43y. f.x-ray film after

treatment (cured)

Wbibxn, EHO VIR LEHE L Fig.7), EiMmiR
138500, fykid 1R 15mm & 7 b, BEH7 & I3 @45
L, F@uWoiiE Lz, B Hix f-Streptococcus
2B Eh, * 0RZHE PCit, AB-PCH, CB-PCH#,
MPI-PC{}}, EMH#}, LCMi}t T » =0

AIEZ MBI HEIT LA RRA TH 52208, &
HoOMELFIECX>TEHL, EAOLEHCEETS

TLMNTEI,

AFOEBE I X o THICEERR 2D R h 57,
2) X OfMORIE DR

BREsvE Rk 21160, FRBkEPEL, Ak s, W
FEIETR, PSR, 2ERIREL 0% 16,
FHL6BNC AR I D PATE S IR TS 2T W IR R 21T e
o lce AHIDWEFIT X - THERIF, HLh2 6, R0
Ted b il Lich o 1 flass b hie (Table 8), %
CHEGIZBIR T %,

fEFII4 S.D. 56i% 5 MREAZEMEETHR L

BEE 2~3 HAiA» S MM O 2 H 5 2228, fE
REWMELTEAZIEL, UL WIHIERE & WTEE, &
BREE2HZ3AI0HICZB L,

BliE HRERPHETH DN, HRICEKNALLL
Vo il 38°C T, REEHNCEERL, BRESKRET
BHEESLBERCBERER LTV 008 B(EShE

Table 8 Result of other diseases treated with CEC

Sex Sensitivity : . |Total | q: 7. _
Case Diagnosis Organism Dosis/day | Duration dosis Side- | Effe
Age PC CER KM | (mg) (day) | (g) |effect| —ct
1 K. S.| 18 m | Angina lacunalis B-Strept. H O O+ 1000 3 3 - H
2K.U.| 3 m ” 1000 3 3 - +H
3M.S.| 38 m ” B-Strept. H 1000 3 3 - +
4T.Z.| 38 m ” p-Strept. H O#H O+ 1000 4 4 - -
5G.T.| 27 m ” Staph.aureus| + -+ 1000 4 4 — +
disco-
6F.B.| 6m ” 500 1 0.5 | Bl niin.
ion| |04
71.D.|21 f ” a-Strept. H+ H H 1000 4 4 - +H
Staph. aureus|
8I1.D.[15 f ” # o H 1000 5 5 - +
Bacill. (G—)
9Y.G.| 36 m ” a-Strept. | H H —| 1000 4 4| - | H
10M.M.| 14 f ” a-Strept. |+ +H —| 1000 3 3| - | #
11K.Z.| 5m ” B-Strept. |+ H - 500 2 1| - | #
12U. N.| 43 m | Peritonsillitis acuta B-Strept. H W H 2000 3 6 - +H
B-Strept. H O -
13M. O.| 26 f | Peritonsillar-abscess 2000(. v.) 3 6 — +H
a-Strept. H H -
14S.D.| 56 m | Epiglottis-phlegmone 2000(i. v.) 3 6 - +H
2000 5
15M. H.| 61 m | Abscess of mouth floor 14 - +
1000 4
16T.N.| 38 m | S.paranas acuta dex. 2000 3 6 - +
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Fig.8 S.D. 50y. m Epiglottis-phlegmone
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(Fig. 8),

BEEA MHEHEBREBRATHLI I ENHP LD
<, AF% 1R 2g 3HMEEZITLY, REb6g M
RACRFOERIEHEEL, HRBEHCETHLBELT,
BAOEfT> 2 e < ERHERDERL 2

BZEERRAO R o,

EFL5 M.H. 61 5B DEESBITHRE

BRE 4-~-5 BRil» 5 RBE QAR & ER
thE Y, ERAHE L, FESOEREZELCE DT,
4 A22B B LABE LT,

BE GEXBIRFTH S, KiEx 38°C cEM
RoFEHR T, FETHHERCERL, MROREES
hTEREELL BoDEBEERSERCHIBREL, E
HEWRTDH 57

WMEER A#FE 18 2g OfiE%2 5 BT R o &
5, 2HEH»LEBLRD LOABEROERS EHTH
DERIBEB LIAD, @FELBRiICAL Y, 51218

W 29,000

lg, 4AMoOBLE TR/, 9 BMICKRE 14dg OF
B & oT, FMARIFLTLI L ASBRLZ
FIcBIFRE 2B Rt h 5 7,

B £ B
CEC offily, %3 X CHBRERRYfE27
BDBEEIT, ZOWN 6 F O RKEACIHTESRRS
FELEDT, LTOROFEELFIE Lic, ZDIEMNTIX
R EIERERIZ A D RIS Dv» T

2] &

1. CEC o Staphylococcus aureus w5t3+2% MIC
DE—271% L.56pg/ml wihbht,

2. AF lg PHESERIR LcmE AOMEHFFD wow
T, Staphylococcus aureus 209 P ¥Rz at-3- 5 HERERE 1 7F
AL, 304, 1, 2BefomiE Tid X S OB AL
7o

Table 9 Clinical result with CEC in ENT field

Effect Side
Diagnosis Case

H + _ effect

O. media acuta 10 6 3 1 0

O. media chronica 1 1 0 0 0

S. paranas acuta 0 1 0 0

Angina lacunalis 11 10 0 0 1
(Eruption)

Peritonsillitis acuta 1 1 0 0 0

Peritonsllar-abscess 1 1 0 0 0

Epiglottis-phlegmone 1 1 0 0 0

Abscess of mouth floor 1 0 1 0 0
Total 27 20 (74.125) 5 (18.5%) 1 (38.7%) 1 (38.7%)
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3. migE; CEC 1g fiEkomPgED € — 71X

1BSEC B - T, 19.3pg/ml T, 6 RERIE T 2. 18/ X L

ml DEEHEHERF L, 1) KNUSeL, F. et al.: Antimicrobial studies in
4. BHAEE; CEC 1g L, 1BEEONDER vitro with CIBA 36,278—Ba, a new cephalos-

PEoEES 4.31g/g, FEHIMMBEEBEIX 1.7¢g/g, % porin derivative. Antimicr. Agents & Che-

TCTRAMKEREY 1.7¢g/g TH » 7o CEC 2g £ moth. —1970 : 140~148, 1971

1RO LSRR T 3. Tug/g THoT 2) HaroLp,C. NEU et dl. : In vitro evaluation of
5. FHBIRGRIGETHNCO\WT, FHIKC X - THE Cephacetrile, a new cephalosporin antibiotic.

L, ZExh2060 (74.195), &) 5B (18.595), #&%h 1 41, J. Antibiotics 25(7) : 400~404, 1972

RERBLOT-dHIE Lich D 1§ TH 7= (Table 9), 3) KRADOLFER,F. et al. : CIBA 36,278-Ba : Che-
6. EIfER, HEHREOKBILET TXTY Fiqd motherapy and toxicology in laboratory

VIZTHRB LATERTT - oo DREOBEKERT, &K animals. Antimicr. Agents & Chemoth. —19

MESRESNRE Lc bR 1R bhicdl, F0iEd 70 : 150~155, 1971

AR EIERR A b s T, 4) SKHEHEAS, HL2EAACEREFLATALLESE

BESTVE TF—ENL - F 4 RAH gy gV,

AR OBERIZH2IE B REFREFAHALTK VRS Cephacetrile (CEC) ¥t

VW THE LA,

CLINICAL INVESTIGATION OF CEPHACETRILE IN
THE OTORHINOLARYNGOLOGICAL FIELD

BuemoN SaMBE, HARUKO MURAKAMI and KEIKO KOBAYASHI
Department of Otorhinolaryngology, Kanto Teishin Hospital
KEICHIRO JOo and SAKAE INAFUKU
Microbacterial Laboratory, Kanto Teishin Hospital

1. The peak MIC of Cephacetrile (CEC) against Staphylococcus aureus was observed at 1.56 zg/ml.

2. The serum (diluted 10 fold) obtained at 30 minutes, one and two hours from intramuscular injection
of 1g of CEC inhibited the growth of 209P strain of Staphylococcus aureus.

3. Blood level concentrations.

The peak blood level following intramuscular injection of 1g of CEC was 19.3ug/ml one hour after the
injection and even after 6 hours the level was 2.1 gg/ml.

4. Tissue concentrations.

The concentration of CEC in the palatine tonsil one hour from intramuscular administration of 1g of CEC
was 4. 3pg/g in the palatine tonsil, 1.7¢g/g in the mucous membrane of sinus maxillaris and 1.7 #g/g in the
membrane of the inferior turbinate. The concentration of mucous membrane one hour after the intramuscular
injection of 2g of CEC was 3.7ug/g.

5. CEC was administered to 27 patients with otorhinolaryngological infections. There was excellent in 20
(74.194), good in 5 (18.595) and no offect in one patient. Administration was discontinued in one patient
who developed a eruption on the skin.

6. Side effects.

As this agent induces pain at the injection site, a dilution with lidocaine was utilized. One pediatric
patient with tonsillitis had a eruption following an intramuscular administration, however there were no thoer
adverse effects having a clinical significance.



