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ARMEIC 217 B Cefoxitin DERHE - BIRHIRE

BHED - BU B - BAZES - YERE - HEEW - A M
IKIAE I | A1

Cephalosporin R4 KX, MO NEN LBEVHR
ARZ MARIIAT, BV LRI EV5BH
T b MEHERRECH 5 —RRRK E LTELA
WHRB XIS T,

# L\ cephamycin Rif4#|¢H % Cefoxitin (CFX)
2, E. coli, Klebsiella %Xtht+% 75 AlaH 2N
BB HYETHEN L LT IhTL B0,

SEB A, TELTHERREBE N L, CFX
Pk L, AFCETFOARIRNLT R -l
T%,

1. CFX oBRBREAREH

RFS1EE, UNAMTORRERENLLS B X hic
Staph. aureus 10%, E. coli 24%k, Klebsiella 12%,
Enterobacter 108k D 356 ¥kic D\ THE A RITE LI,

REOKER, BECLEREELO MIC HERLD

HiEr iy, MRPRERLE Y AV-T0.20~100 4g/mi
DERERTIOHLERY & A 72 heart infusion agar
(3B %fEh, ThetV 7Y =712y (BXK)
©37°C, 08NS RMB L SIMBIK L, 208Mic MIC
Y¥E L7z (Table 1),

St. aureus 108kt % BIHEIHL 2D & 1.56~
12.5 ug/mlic 37 L, 3.13 ug/ml i peak A Wb Sh,
£# 12.5 ug/ml O MIC #ELIc LX) 00D, %
BE L7 CEZ Litm+5 L 3 RN EMCRELT
b, St. aureus B L TI% CEZ = X h B\ XY
Zte (Fig. 1),

E. coli 24#kiz 43 55 ML 6. 25~100 ug/ml LAk
o MIC #H 1, peak % 6.25ug/ml =B, o
cephalosporin RyikF| L K T5L CET X b1~
2 MEEIERIFREH Y RTH, CER, CEZ Liziz

Table 1 Sensitivity distribution of clinical isolates

MIC (gg/ml)
Pathogens Drug
0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
Staph. aureus | CEZ 1 5 3 1
(10 strains) | CFX 2 5 2 1
CET 1 1 1 4 3 8 6
E. coli CER 6 1 8 1 8
(24 strains) | CEZ 1 2 1 5 6 4 1 4
CFX 6 5 4 2 3 4
CET 1 7 4
Klebsiella CER 1 5 4 1 1
(12 strains) | CEZ 1 5 3 2 1
CFX 1 7 4
CET 10
Enterobacter | CER 1 9
(10 strains) | CEZ 1 9
CFX 1 2 7
CET 3
Serratia CER 3
(3 strains) | CEZ 3
CFX 3
CET 5
Pseud. aerug. | CER 5
(5 strains) | CEZ 5
CFX 5.

inoculum size: 10® cells/ml
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Fig. 1 Sensitivity disteibution of clinical isolates
% %
100+ A A 100- 40
I'g < o Lefas
80 Il ./ Staph.aureus 10 strains 80
/’ ./ ' Klebsiella 12 strains
[
i 4 / 60- e——— CET
i / a----a CEZ - * CER
0 / a—-—4CFX 40 P . CEZ
b sm—ima CFX
0 | a 20-
4
5 M0 09NTBLEELIIE12525 S0 100 >100.g/ml MIC g OROBOTBINIINISIES 15 S0 100> Tonus/mIMIC
(‘]
100 100+
E. coli 24 strains Wi Enterobacter 10 strains !
80 e——e CET ] 804 o——eCET
o----ew0 CER 0-=--=-0 CER /7
60{ a----aCEZ 601 a———aCEZ /,"l
a—-—aCFX a—-—aCFX Iy
401 40- i
- ’:l
. 4 -
M
20+ 204 / ';,l
P Jd
A

0.200.390.781.563.136.25125 25 50 100>100 scg/ml MIC

ERBOHE DY H LT\ (Fig. 1), Klebsiella 12t
BOWTERZETRNT5 &, 8.13~12,5 ug/ml sy
fMLCED, peak i2 8.25 ug/ml wBHHHhB, h
% CET, CER ki, BiZ 1 RERERFESHE
¥RL, CEZ LizpHRASOABNLRLT3 (Fig.
1),

Enteyabacter 101251~ Cid 100~>>100 ug/ml 124y
ML, Zhixftd cephalosporin RFAEFICBELTYH
ARch - (Fig. 1),

o II. CFX oWqY, it

BEBRAFF cx3s CFX H58:0 m+lER
U, RIEE vy —o¥fift-EFD CFX, CEZ #
SHOENHREOREL PR S » 7HE TRk -7, &
TEW & LTk Staphylococcus aureus MB 2786 % f\»,
ERdRiIThd pH7.4 OBBBRERCER LD
ORMER Lk, mEHBEGE Sdke, 58kg DR
BFr, 5% glucose 500ml iz CFX 1.08 #&ML,
IRMCATEE L, AMBIBEL, 2, 3, 4BMc
KL, mML/MELCHELL,

KHRix Fig. 2 o X 51, 1E:fE 35.0, 27.5 ug/ml

0.200.39 078156 3.136.2512,5 25 50 100> 100 ug/ml MIC

Fig. 2 Serum levels of CFX in 2 healthy

human subjects
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Fig: 3 Bile excretion of CFX & CEZ

Solita T3G

500ml+CFXlg
+CEZlg

Staph.aureus MB 2786

HI Agar (Eiken)

pH 7.4 phosphate
buffer
—— CFX
----- CEZ
0~1 1~2 2~3 3~4 4~5 5~6 6~7 7~8 hrs -
Table 2 Clinical effects
(i;:.e Age | Sex Diagnosis Infectious disease C'P:S‘::“:;;';mm
Prot. mirab.
Phlegmon on abdominal | Enterobacter
1 |[57y.| & | Cancer of the uterus wall ABPC (—) CEZ (—)
GM (+)
ABPC CER.GM
Prot. mirab. (=) (=) (#)
2 |50y.| & | Cancer of the rectum | Periproctal abscess E. coli (=) (=)4#)
Klebsiella % ) (=)A¥),
Enterococcus ) (=) (%)
‘ABPC CEZ GM
Choledochal stone Klebsiella (=) (=) (v*)
3 |67y.| & | Cholecystoduodenal Cholangitis E. coli (=) (=) (#)
fistula Prot. mirab. (=) (=) (#).!
Streptococcus (#) (i) (#)
4 34y.| 8 | Choledochal stone Cholecystitis Unknown
Slaph.—aureu:
5 |62y.| 9 | Phlegmon Phlegmon on rt.leg ABPC (—) CEZ (#)
GM (#)
6 75y.| % | Polyp of the rectum K Periproctitis (post o;;.) Unknown
7 74y.| & | Cancer of the rectum | Pneumonia (post op.) Unknown
. - Klebsiella
8 |49y.| % | Cancer of the rectum | Post op. wound infection | ABPC (—) CEZ (4#)
"I GM (#)
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EREMEERL, DRSHCET, dRMAKCE Sug/

ml LT Ch o, ,

EHRRER, 727 B CREREER, FABEOR
DI AT, TFa— 7R IBKRERFVvIF-O%
T - fERli, crossover It X h CEZ, CFX £1.0
g% Solita T 3G 500 ml i 2648, 2 Rl C.RiRMME X T
RWRISE Lic ARRIC 775 » oML SRR E T, B
g36.4g/dl, TTT lunit, &Y L€ v 1, 0mg/dl, GOT
87u. GPT 50u. LDH 116u. choline est. 2200u/l,
Al-P 13u.(KKA), LAP 249u. Th -1,

#£HRi3 Fig. 3 0k DT, SWMMEK2~3BME
B fEw L, CFX 12 7.2 u4g/ml, CEZ 4.4 ug/ml
THolk, EDHRIXRACTRL 6 M CRIERMEEL
otz, BHEORIERCIIHEOMITIZ LA L BRI
Bhbhirholcdl, peak {HiX, HF016THHN
CFX ofjp\Bfi%nR Lic.

OI. B§ K B &
ERE 5Bz, Table2 wiRd&xh, & LTHH

of -cefoxitin

RO 8 Sl s} LT8G LN LR, 85T, &£
Bl 1 DA ERMMEL T\, D 7 1220% glucose 20
ml CEMS~500T T hELE, B5KE
M40 E, BRE9BTHT,
BRI UEZ oA 5 T,
¥ 2 5ReRMUACE LVEROHE Y2
e % 7).
"% B ERERERY WA LoD,
LW HEE LEVICIEROBRE M, D
BFURAELBE LI LELOND LD,

& % :EROTEL LB LI D,

BfFRC LT BENEO MBI R, FREREY
fOBRN L, thic BRER, BMERLYRK, &N
L.

G 112, FEBRMKCEHBRSEYRS L, fHETA
TRPIER AT TT b, Lo ATMORELYRE
L, YBCEMB, ALREMOB&RLTRoEAT
»%5, #it% SBPC, CEZ ##4& Licdi, HMBEDOLE

Dosage of cefoxitin .
- - Method of Transition Sid
l:nly I:!'"' "l;otnl administration of Effects eff;c:: Remarks
ose ion | dose
t
(gxtimes) | (day) | (g) LV./DI. symptom
- SGOT, GPT
- Fever sl. resolved sl. elevated
2X%2 7 | 28g |D.I. (2hr) but reappeared Ineffective [ (—) | (because of blood
Secretion continued transfusion)
(serum hepatitis)
Fever dropped
2X2 7 | 28g |L.V. (5min) Secretion decreased | Effective (=)
WBC improved
Fever dropped on
2x2 | 5 | 18g |LV.(5min) |2nd day Remarkably| (_,
s effective
Pain disappeared
Fever dropped on
. 2nd day Remarkably|
Zx2 10 | 40g |LV.(3min) Pain disappeared effective =)
ESR improved
Fever dropped on
. 2nd day Remarkably| =
1x2 5 % |LV. (Smin) Swelling and pain effective =)
decreased
. Fever dropped on Remarkably|
2x2 4 g |LV. (Smin) 3rd day effective (=)
Fever gradually
dropped
2X2 9 | 34g |LV. (5min) Patient condition Effective | (—)
resolved
Chest X-ray improved
Causative organism flc?lz\;gde
2X2 7 | 36g |I.V. (5min) disappeared Effective | (—) (b.ecause of anti-
"'| Secretion decreased
N cancer agents)
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Fig. 4 Clinical data (before and after administration of CFX)
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15F 1.1F
10 1.0
5F 0.9f
o 1 1 ‘T’ I
mg/dl B A mg/dl B A
RHIERRZ L, BEASERL T, B2 bix Prot ot iELbhil,

mirabilis, Enterobacter %#H, #8108 B2 & & #

HEE LR, REFMREINERST, &5 LH%E L,
FTix, FFFEFLEE GOT, GPT nibHLE

2, ARBEEAMmOS, 600ml OBii*FTTkh,

HITE Ui,

Ef 21, EBEF K X 3 MEABRCEXRECA
Be, ABetk AKM 04Tl fenifEnl, &H
BHE L, BRERERMR, BMEALRL, B
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61312, IBEEYIER, +i5IBMEALK, PLERTLRUAT
fiisote, FMERME LU MR L 7o b EFIL
Elt, B#5EZBELLMBERERL, BHbRACE
L, ERELHE LA,

Ef 41z, BREBERLERE LTHBABR L EE
T, SHEEKALBHTL, FEEHRE LA, B5BAL
LR, BFELERL, ERHEHE L,

G50k, ERFWORF, MR, HIMRUEHIN
HYABE L, BIERTIT Staph. aureus H L=,
BEBALZHL, FFERF LI LB, MR, SKE
MRERL, FEREHELY,

G612, EBAY —7C, polypectomy ¥fFrc»1e
2, HEIBBEZANBICCORY, ITMEAMc Rk,
EfikBo, MMRELEZH, FRXEE L, &5
%3 BREL LM, RARLERLEY LHIE L,

EF 713, EBEEBT X514 vy 2ATHRE, ATIM
ERMEHT L, HFRIIBE, BUA Ly RRBE
h, BB LL, MEREBHREL, W LE g
KEZH, RHERE L, BEERRE RS, WP
RygheE Lo, B8 EHE L,

Ef 81k, ERERLBERFAYHT58EE T, MILES
op. BERAIC YRS L, MW R RD, Klebsiella
TRE, FERRSES L, #5% 6 B Bz s o
AETREeY, SWHOHRIUE L, FEIzHE
#% SGPT OBE LS (41-65u.) %W, FMC
BREXTR-TEY, Thic k2SN EEL LRI,

BEDLish, BRIERAG, EBH3I6, £%106)
Thoto,

BffAiconwtas L, Bl & & b, 280z,
GOT, GPT © LF#Z b, Wihbbhim, HES
Al 2B EEL DR, FOMCIIBRTREE
LRED Shich o (Fig. 4),

IV, % &=
Cephamycin RZ#FHAEWE, CFX woWTEFOBK
Hefit oD CHET 5,

1) CFX oK ERC A5 BREESTEHREA L
THER, Staph. aureus 10 #<iz 3.13 pg/ml & peak

2D, &%k 12,5 ug/ml LITD MIC %75 Lz,

77 AR oWt R B &, E. coli 24 BT
60% %% 25 ug/ml LATw@BL, CEZ LizigREDyM
DR L, Klebsiella 128 s+ % MIC 3. 6, 2548/
ml = peak ¥iRL, £#12.5.4g/ml LUTFBL, B
Il BE MR TR Lic,

*Dfth, Enterobacter, Serratia, Pseudomonas aeru-
ginosa =Xt LCii\ i d 100 ug/ml Ll ke peak %
"L, flid> cephalosporin %IEH| & FRC ERERES 2R
R TERGEEL DR,

2) TURBREER SN LR, miNRETIZL 84
TGRS 1 M) peak &L, # 80 ug/ml DML
AL, BHHRECOWTRB L, 18 2KMTAR
RRMEHR 2 ~ SPEMC peak i L, 7.2 ug/ml DREY
mLTc,

3) KRB 8L LR, 46, %
30U, EX 101 L ENBEKDEYED,

4) BERw-oWwTA& % & SGOT, SGPT 24T
EALLEY, WFhikim, HAEESHORSYFFTE
b, CFX w X5 tBbhsBEIEALIIEL LRI »
7o

& i3

LlEOBE»OEFNL, BaLs  elimEmcs s,
ABERIC BT 5 7 5 ABEEERRE, & QlEER
RgER Gl & Ui E. coli, Klebsiella BRYuSED BT
DicBBLLvBDLELS,

ek, FPFRUTMEMSIE 8 A 528 7 Aiehir Tt
B ht,

X LS

1) WaLLick, H, & D. HENDLIN: Cefoxitin, a
semisynthetic cephamycin antibiotic: suscep-
tibility studies. Antimicr. Agents & Chemoth. 5
1) : 25~32, 1974

2) UNg, T. & S. MITSUHASHI: Antimicrobial
evaluation of cefoxitin: a new semisynthetic
cephamycin. Arzneimit.-Forsch. /Drug Res. 27
(1) : 89~93, 1977
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LABORATORY AND CLINICAL EVALUATION OF
CEFOXITIN IN SURGICAL FIELD

TETSUYA IsHIl, TAKASHI YOKOYAMA, DAIZABURO KIsHI, MASAMARU TAKEDA,
FukuicHl FURUMOTO and TOORU ICHIKAWA
First Department of Surgery, Faculty of Medicine, University of Hiroshima

The present paper reports the results of evaluation of cefoxitin (CFX), a new semisynthetic cephamycin
antibiotic.

1) Sensitivity distribution, expressed in terms of MIC values, of various clinical isolates to cefoxitin:
ten strains of Staphylococcus aureus; MICs were 12,5 ug/ml or less with a peak of distribution at 3,13
u#g/ml. Among Gram-negative rods, 24 strains of E. coli; MIC distribution was similar to that of CEZ
and 60% of the strains was inhibited at 12,5 ug/ml or less, Against 12 strains of Klebsiella: the results
were favourable showing MICs of 12.5 zg/ml or less with a peak at 6,25 ug/ml, Against species of the
genera Enterobacter, Serratia and Pseudomonas, MICs were all 100 ug/ml or more and clinical effects of
CFX would not be expected to be demonstrated.

2) Concentration of CFX in serum and bile of human, Following drip infusion of 1g of CFX in 5%
glucose solution in 1 hour, a peak serum level was 30 ug/mi at the end of infusion. A peak level of
7.2 ug/ml in bile was reached 2 to 3 hours after drip infusion of 1g in 2 hours,

3) Clinical responses obtained were: excellent in 4, good in 3 and poor in 1 out of 8 cases.

4) Slight elevations of S-GOT and S-GPT were observed in 2 patients to whom blood transfusions and
administration of anti-cancer remedies were applied. These elevations of transaminase were not considered
to be related to CFX. From the aforementioned results, it was thought that CFX might be a key weapon
in the treatment for Gram-negative rod infections in surgical fields especially of the bile duct and other infec-
tions caused by E. coli and Klebsiella which have been increasing remarkably.



