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Cefoxitin DM - BIKHIFFE

AR - ERAR - FREX - HK W - Fo
FE kB e KR 8 AFEF - EIRFHE
BLG R MR S DRt R 451

Cefoxitin (Sodium 3-carbamoyloxymethyl-7a-me-
thoxy-7-(2-(2-thienyl) acetamido)-3-cephem-4-~ carbo-
xylate) (LAF CFX) %, 19724F, k@ Merck Sharp
& Dohme Research Laboratories iz CMSE XN i-4
BHi4EE T, cephalosporin C LI Li-il&Y &2
cephamycin C RDIEHFITH 3,

Cephamycin RINEHBOKHIL Y 5 2B MEF LT
B HRD f-lactamase it 3 % 5\ IKHIETH
5V, xO—%TH5 cephamycin C RFIEHERILY >
LBRHECH UEWHEANS b5 A%FTEMN, 75
LABHEC T HENrEhBE L kv, 77 B
He T A BN 2 HHF T F RS hicd OH
CFX T 3?2,

ZORUEIE CFX OB « BRI R LT - 1o
DTHRET 5,

I MeHELUTHE

1. # & 5

MR E LB, WBREREEEYY X b PRE
BPFEBEOERL D 107/ml L 2R hiom R
DEATE s Haemophilus influenzae (H. influenzae) 28
¥, Escherichia coli (E. coli) 5¥, Klebsiella pneu-
moniae (K. pneumoniae) 9 ¥k, Serratia marcescens
(S. marcescens) 3 ¥k, Streptococcus pneumoniae (S.
prneumoniae) 58~63%KTH B,

%% E#)x CFX, Cephaloridine (CER), Cefazolin
(CEZ), Cephalothin (CET), Cephalexin (CEX) @ 5
FHThH B,

BARBHIERE (MIC) 13 A AL REELEER
12 X B BRFRARE CRE L, ThZThoBBET
w3 AR & LT H. influenzae (= 5 % EM{t1
#hn BHI #2#h, E. coli, K. pneumoniae, S. marcescens
o HI #3534, S. prneumoniae = 5 % &Mk HI i
RV, BREL 108/ml OWEY 1 =—CEEL L
7o

2. 7y MNRBARE

Wistar %7 » M, #EHI08X—H3LELTH
\io, CFX 50mg/kg # Rk, HREL, EREIC
BRmEZR L, @&, i FF, BOBEXNE LA, M,
., Bix3fgE&o 1/15M PBS (pH 7.2) % nx,
Waring blender -CEER:L, 10, 000 r.p.m. 3041 EE

O TR0 L EME et & L, By-Th b RigE
*C—20°C KGR LT,

B1E® & LTz Staphylococcus aureus MB 2786 (S,
aureus MB 2786) & Bacillus subtilis ATCC 6633
(B. subtilis ATCC 6633) %ML, MEMNBHELLT
Xy TR, BREEBITED 13 D BRI
CFX B*%o 1/15M PBS(pH7.2) BB TCIER L1z,

3. HERESITORN

K& E LTRGBS BAAE, MUME, KEBBRE
THY, FHOHERKI1~28/A THEERIZ1A2
@ D.IL (28R »5\ix LV. TH 3,

BERZIFT, ROKMIC X HHTE LI, ERRAFEE
DMK D HEREROHENECHT, MY HSE
BTSRRI BB Lic b D, ARIREEOBE
B D BERIEROHEN P B Phib D, LOEILA
FEOBEEIRD, H5\VIEREROHEDOWT
AhRBDHRIcb D, EIBREOHKS LTEK
EROKELXBED I o72B D,

BIfEFc o\, CFX #5a7tko BKIER & Mk
B LU MEE LFEEEREC OV TR LI,

1. g %

. L & NH

Table 1 ¥ MIC oRFEXRLICLDTH 5, H
influenzae w5+ % CFX o MIC i3 12.5 ug/ml %
E—27 ¢ LT 1.56~12.5pg/ml @3 HLT\5B, T
hxFloe—sfEL e+ 5 &, CFX OHENT
CET w4 %%, CER ri3iERU T, CEZ, CEX X9
EhT\ 5, E. coi wxi+5 CFX o MIC 4%
CEZ riziER UTH A, CER, CEZ, CET, CEX T
Zbhie 25, 50 pg/ml OF MIC XRTHizROh
e ote, K. preumoniae vzxt3% CFX o MIC 4
T fhE & B LT REXE Db oz, S. marcescens
<t CFX o MIC 4t 12.5~25 pg/ml wh -1
2, AL TFRbmER R LT,

S. pneumoniae \=xt3% MIC 434i% Table 2 iR
4+, CFX o MIC i1 0.025~6.25 ug/ml w4#iLT
Fbh, FOE—21% 0.78 ug/ml TH%, CER O¥—
713 0.025 ug/ml, CEZ it 0.1 #g/ml, CEX Tk
3.13 ug/ml THhot:, DML CFX OHENIH
CEX X h —EfEE <&, CEZ, CER X b 3 ~5Ef&E
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Table 1 MICs against respiratory pathogenic organisms
No. of MIC  (ug/ml)
Organisms .. | Antibioti
rean strains |00 20,2 0.9 0.78 1.5 .18 6.25 125 25 50 100 >100
CFX 1 4 8§ 15
CER 4 4 14 3 3
H. influenzae 28 CEZ 1 1 4 19 3
CET 3 5 10 5 5
CEX 3 11 12 2
CFX 4 1
CER 3 1 1
E. coli 5 CEZ 3 1 1
CET 2 1 2
CEX 4 1
CFX 1 4 3 1
CER 1 3 2 1 1 1
K. pneumoniae 9 CEZ 1 3 2 3
CET 1 3 4 1
CEX 1 1 4 3
CFX 1 2
CER 3
S. marcescens 3 CEZ 3
CET 3
CEX 3
Table 2 Susceptibility distribution of Streptococcus pneumoniae
e s No. of MIC (ug/ml)
Antibiotics )
strains | £0,003 0.006 0.013 0.025 0.05 0.1 0.2 0.3%9 0.78 1.56 3.13 6,25 12.5 =225
CFX 58 1 1 3 6 23 21 . 1 2
CER 59 3 1 5 37 9 3 1
CEZ 63 2° 1 22 31 4 2 1
CEX 59 2 1 1 3 18 32 2
s 0 <0.013
bDTHBZ ERRLT B, Fig. 1 Standard curve of CFX
2. Sy MNEBRREE Standard curve of CFX
. ~ L mm Thin layer cylinder method
Fig. 1 i© S. aureus MB 2786 L B. subtz_l:s ATCC‘ " | Henet sivcton seur (5BLY /‘
6633 ¥ AWTIER L= CFX oEXfh@EY =T, T e / _
R b HEBAGRH0. 997~0. 9980 R\ EHBIF R LT\ B S 354 . e
2, S. aureus MB 2786 DJF5AHPEIEFIER 2T, s Staph.aureus e
2 30 MB 2786
RUBE L 2 ~ 4 f5EA TR, z S
Fig. 2-a v S. aureus MB 2786 *HREH & LicH S 954 i/Bacillus subtilis
&0, ¥4 Fig. 2-b i S. subtilis ATCC 6633 %1 g S ATcces
— . 204
EHLLEBEOT » VRBNREYRT, WThOB 2 //
BHC X 2RBNBEDS, BE5MRCRBRELR LT 154 ys
i, > B e N VU:H" EK&T‘W /1 T T T T T T T T
B, LR eI ET L 607k REE 0.5 1 2 5 10 20 50 100 200ug/ml

PLi, REEC L 2BBNRECER L L TR, S
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Fig. 2-a Tissue concentrations of CFX in rats
8 50mg/kg i.v.(n=3)

1
;toso/in Thin layer cylinder method
Heart infusion agar
2504 ! Staph.aureus MB 2786
. 200
]
g
(8]

150+

100

aureus MB 2786 DOBAIH X b LMk 2% <, B
subtilis ATCC 6633 DB ixmFE L b LF1E W
EThotea .

3. EEKIEESIToE

EHEGITx 35 CFX Oa#%5H1x Table 3 i
LBV THD, WL LI KBEUITFRIBZRALE 3 61,
BUmAE 2 6, REEEFE 4 PO KB TH B, BE
FELTE, 28DBECEVTERECRTRERL L
ERBERRYE, BRMAE & REBBEIED SN ALt te
BT THETH %,

BRI BRDRHELEC X b CFX ORRELY
BT HE, FREBRYISEIMNITHh LA, RmEE?2
AITTER 1O, BR16, REERPE4LFC2ED]
Bl, BR3BITHol, IEBENTHIEBHULDOES
R12100% TH o1,

BE LIcESl o —f iz o\ Tl T %,

fEGI1 MK, 53% 5B 52kg

COEAZSRUEBY o MBEATT AL X
YEEBIC L 2BEROHREEDO b ABH T -7
AMEEEL T, 7AFRX DBE, T, BEES
Abh, FRECTEES FLERIAE L, 2hbd
DFER « FTRIC X T, 7H308 X b MRHEEN KB
L, BREERIc T Staphylococcus aureus H% 108/ml 1=
HEEXNhic. itk 7T A298 DREE T Proteus vul-
garis B 108/ml wHyBEX hicicdic, s /R
BRPE L RBBPMEOBHTH B LW 3h, CFX 2
gp1 B 20 2R CTRIEHE IR, FHOKEE 2

Fig. 2-b. Tissue concentrations of CFX in rats
50mg/kg i.v.(n=3)

;‘5‘0/ ml o. 53kg Sepsis, Liver cirrhosis
i
300+ ’.' Thin layer cylinder method
! Heart infusion agar
2504 ! Bacillus subtilis ATCC 6633
:'
200
150+
100+
50 /¥
4
0

BEBCREEONHEL S HFEOMNY, 4 B ER, &
ROPA I LUBERERDKELR A OR, 14BEOBRHE
KRz T Proteus vulgaris 735 6hi- b ODY4FOM
BOHAZBDI-OTHR LHE LI, RbMETEH
OHE 2 BERHEE LD TEYEHE L-EATH S,
fEFI5 T.S. 418 % 53kg

Fig. 3 REERBEBY R LI b DTH 5, KEGIIFE
EDZHO b Lic ABinfhoEATH B, 6A2H
CERRTFEY > T37.7°CORM, 6 A3 Hizi239.8°C
DRBEZH1, FHOBIRMIERC T E. coi B
ShicidicmEOZH 7 2h, £F2 82102
B, 2R CRRBEIh, 5K 40 Bl
L, 6 BEOMBEEC CTEOBRBINRAGHLDTE
R EHE L,

BIfERI2\T

LEFAC RS CTREXIZ LD & LB EHREER
FIUORMRRBS HGhish o1, Table 4 |3 XK 55
®OMBHRE S X O MEECFORERRO—FLRL
b DTHB, MBELLIKBTIROBECALAL
REBBLIES 2 w135 GOT, GPT oBE LR, &
Ble s s BEOAMBRPCHB, hHOREM
BEF OB SR EEE R cEHE Lz, Al-P, BUN, 7
V7 F=YROWTRBSERERTRELALYRLULE
Flr A binloh ot, 7L, fE6 3 D540 BUN,
sv7F=v, Efl40BEHED BUN, 7v7¥F=
v, EF 6 DBRERED 7 v T F = viIBREIhTWE
[
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Fig.3 T.S. 4ly.o. 53kg Sepsis, Liver cirrhosis
,77 1 130/v| |1/w1 ) - L 5 L 1 i A 1 lol 1 A
Cig0]
BT. 39
381 A
37 /\—\A/\/\/ v AV\__\/\/\’\/\/\
36-
Generalized fatigue LA —
Nasal bleeding
Venous blood culture E. coli ++ -
WBC 5,600 10,600 13,500 6,700 10,700
RBC X104 290 300 296 240 420
CRP 2 + 3+ 2+ +
Total prot. 7.4 6.8 6.6 7.0
ax—GL 0.70 0.58 0.63 0.60
v—Gl. 2.85 2.14 2.81 2.38
LDH 225 205 225
Table 4 Laboratory findings
RBC 3 BUN Creat.
Cl:se (X104/nn?) WBC (/mm?) GOT (u) [GPT (u)| AI-P (u) (mg/dl) (mg/dl)
o.
B A B A B|A|B | A B A B A B A
1 329 | 334 7,700 8,600 | 29 { 23 | 20 | 19 | 20 14.2 | 16 | 19 0.9 0.7
2 367 | 371 6,900 6,200 | 24 | 42 | 19 | 52 9.2 9.2 | 16 | 15 0.8 ] 1.0
3 475 | 478 7,000 5,600 | 60 | 44 | 52 | 44 6.5 4.5 30 / 1.2 /
4 440 | 440 8,000 9,400 | 22 [ 16 | 20 | 12 5.5 55| / / / /
5 300 | 240 | 13,500 6,700 | 95 | 40 | 48 | 24 | 10.5 6.5 | 11 | 10.4 | 1.0 1.0
6 385 | 391 | 10,300 3,200 | 18 | 20 | 13 | 12 5.1 5.9 19 | 16 / /
7 452 | 430 | 16,700 | 12,000 | 30 | 23 | 17 | 15 4.7 4.3 | 25 | 27 1.0 | 1.0
Im. * Z LTTH b, K pneumoniae 3s Y1 H. influenzae 1=

CFX o%ti3 cephem B 7a {i£d methoxy iz
X BBED f-lactamase WHMEEHFTHZ L THAHY,
WALLICK 5%, Z&#lix cephalosporin vz —g&fw it
WX RT1 v ¥— BBt Proteus, Serratia et LTH
WHBH#®R3$TC &, *7- cephalosporin fif#&® E.
coli, Proteus mirabilis =3t LTCHBVHEHEXRT
L, cephalosporin Bt D E. coli, Klebsiella =%t
LTI W EVWHEN R b2 EXEBLTV 52,

BB E L7 5 s2EL H influenzae, E.
coli, K. pneumoniae, S. marcescens T -71:, CFX
LfF & OFEH O BRI E T CFX 2¢MiF X h &t
BH¥R LDk E. coli 38XV S. marcescens w5t

LT AENDER R o otc, ZhHORK
% WALLICK LD & H#3 5 &, E. coli, Serratia
COWTIEARD L DTH 51z, L L Klebsiella it
THERMTIEBER Lo T, The oW TREHRD
BELL K. preumoniae OBREIPETH -7-DT,
SHEBRBYH L TREET I BEN DS,

NRLE L7 5 ABEEIR S, preumoniae TH B,
S. pneumoniae V=¥t 5 &F O E L CER, CEZ it
HLTHLLREWSDTH -, CFX oHfEN%E
DHDRFRBEL VO CEREGHETECHS L%
x5,

7 v P AVKESNBENE T, BES Bk
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RBELRLODRICIZEMBTIZEALRDLA T
e Enb, x0T EELONS,
o TRRE IS WTEFIRXERT RS, £ORS5HE,
B5R, BHEARCARTILELND S,

—%, ZRBAMENS CFX Ao RP~, —i
HEH PP IR 2 LD LHEBIND DT, KRB
RPN T2RRIBF TR LEL LR,

BREBRE LT, FAEPRBRRGE, KM, Ri
BYSEDGH I Alic S L, 20 EREV LEROKR
#1817, BIfEA & LTk LEEMIc GOT, GPT oBE
ER, 1 EAcBEOCBROREI XTI, wihd
BHEREEER L, ki, SEEFEOEBKEE KD
EERBRBIEY A0 LERAT ST ERER E LT
FEEELHET 5 BESNKMEY &6 L ERcEH%
BELED, FREYIIUDE LBETRERELYR
Bishott, - TEFII L D RLUOBV-FEETH
5tExbhd,

- %

Cefoxitin (CFX) 1z o\ T A « BEERBRF 2T
SE¥ORERRB,

1. AROREKS BHEFMAEC T 5 B oWT
BROFHETH -1,

1) E. coli i+ 5 CFX ofihix CEZ iz
F LT CER, CET, CEX X h 3 Eh T\ 1,

2) S. marcescens X35 # N CER, CEZ,
CET, CEX X b 3L EBVHDTH -7,

3) K. prneumoniae \=%t3 5 H @i CFX, CER,
CEZ, CET, CEX DRlic KEXR DI o1,

4) S. pneumonice ¥TBHHENE CEX XhE
¢, CER, CEZ Ik h{E\ D THotedt, FF|D MIC

De—212 0,78 ug/ml T~ 7,

5) " H. influenzae w5 EHF|D MIC D — 2%
12,5 ug/ml 1w b, CER, CEZ, CET, CEX D#{}
LEYREDIh T,

2. FAOMEEC LD v MREBRREDR 55
HEc®, F, W, ek TR EYRL, #2560
SBCIRBBREC T L, B D TEPHT
Dol

3. FERAEMYE 36, RRMIE 26U, REMHE 45
Ot 9 EBICH LTAFI R 5 L100% DR ZE L1871,

4 HBELLIRBIROBHECHTHRIERLL
it 1 flic GOT, GPT OBELR, 1flcAmiRo
EERDEBDIY, W bR EPEERECHICHE
Ui, ¥, BRECHT50MOLEE, FFLY
FFRGEBEEO BE S JOFEEERECHE LA,
WFRDEA BV THBLiR A bRl o,

X [
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LABORATORY AND CLINICAL STUDIES ON CEFOXITIN

Ke1zo MATsumoTo, KiMITOSHI TAMAKI, YOsHIO UZUKA,
HirosHI SuzuKI, YuKIo NOGUCHI, RHA SHIEKI,
TsuYosHI NAGATAKE, MASATOSHI IDE and KIwAO WATANABE
Department of Internal Medicine, Institute for Tropical
Medicine, Nagasaki University

Laboratory and clinical studies on cefoxitin (CFX) were performed, and the following results were
obtained ;

1. The antibacterial activity of CFX against clinically isolated respiratory pathogens was as follows,

1) Against E. coli, the antibacterial activity of CFX was approximately the same as that of cefazolin
(CEZ), and it was superior to those of cephaloridine (CER), cephalothin (CET) and cephalexin (CEX).

2) Against Serratia marcescens, the antibacterial activity of CFX was definitely higher than those of
CER, CEZ, CET and CEX.

3) Against Kiebsiella pneumoniae, no remarkable difference was observed among the antibacterial
activities of CFX, CER, CEZ, CET and CEX.

4) Against Streptococcus pmeumoniae, the antibacterial activity of CFX was higher than that of CEX,
and it was less than those of CER and CEZ. The peak MIC value of CFX was 0,78 ug/ml.

5) The peak MIC value of CFX against Haemophilus influenzae was 12.5 ug/ml, and the antibacterial
activity of CFX differed little from those of CER, CEZ, CET and CEX.

2. The tissue concentration of CFX in rats, to which CFX was administered intravenously, revealed the
highest value five minutes after the injection in the kidney, liver, serum and lungs, and it decreased to a
level of almost null sixty minutes after the injection. It is presumed, thus, that the excretion rate of
CFX is very rapid.

3. CFX was administered to nine cases in total consisting of three cases of respiratory infection, two
cases of sepsis and four cases of urinary tract infection, and it exhibited a good therapeutic effect in all
cases,

4. Side effects of CFX in nine infections of seven patients were studied ; slight elevation of GOT and GPT
was observed in one case, and a slight decrease of WBC was noted in other case. However, both of the
abnormalities returned to normal shortly after the cessation of CFX administration. CFX was admini-
stered for the treatment of infection to a patient who had been relieved from acute hepatitis just before
the medication and to a patient who had liver cirrhosis as an underlying disorder, no undesirable effects
were observed in either of these patients,



