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EROMAEE S hoTWd, LT, RV Tz CEX
DIMHF~NDOBFTA, BARER X5/ MNERIRE & XT
EBCRT2BINCLFARREED VLD THD =
ERFEHL L, Lial, MBITLERBLEI K, 7
FAGHESAMEEOEAY AL TW A/ NBE R K
Y, B-lactamase ¥ELETHLDDLE WS 5 NN B4
ZLEBUKRBTR, HE53ht CEX 3RIRZA3FC
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LrDERYEELCIhLDERAEMx kil ks
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PHRESGHIDV TR EF L 22 Y —=VI/TrE
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HHE L FE

ERER  B» 7 € L SRFEFCARS CEX 11
1002 » ¥ 2 WCHFH A R F A% e b DRV D
B LORENMMER CEX $ikik A AF4EWEE
EREET LI THBE IR LD TH D, ERIRE
WG B 53 % fe b D HIMIEF (B-4) AT L
bOEM T, RREAFE LTE, B-lactamase D
APAE#HITix Cephamycin C 35 X 1 Cefoxitin (\WTFh
% MSD), ¥ 7-3RHRIERLE LTl ThEt2 S5 &

# %2 72 O Ti¥ monolaurin (LK), monosteaﬁn,
cholesterol (\v3*4 4 BIE /L) %o X UF sodium desoxy-
cholate (SDC) (¥:HH{t%) M I,

ROV S IVHYERE B ALERHBAERR
(Coccidium-free) ® 4~6 B0 L D¥A Wi, B
FRER LOCREEREINRVEALTH %,

CEX oPffifIELE : Btk O X 3 BAEHER
IMFLET Uic M » T Bacillus subtilis ATCC 6633
BR&$ERE & LT bioassay 12 X » THIE Lo Ttk
in vitro DEBRTHEFEW L SOMEELD & 5 HER
CEX L3tic assay /i d HLid ¥ h b BA, HfEE
HARER A D assay BHHIT £ h HELA KR ThThD
RECET b OX it TEEHRS X O HfoNEE
DEAHF D BRI\ T,

JERFREY B-lactamase PHEM B M FYE : CEX X
5% Bactopenassay broth (Difco) TIREEEL,
HBOET IO BRI RAIEED R OB EE LD
ERRBYUBECINL, BEbie CEX »RAERE 200
ug/ml R AR TEEREHT D, 0K, EHHCTY
IAkE b, EEKAPEEL, Millipore filter(HA) F
BD CEX FEHERRE Ui, sl L CEX Mtk
W58 UU 68 BrilEaIkoMEXIBEIbk T h, £ Bacto
penassay agar bCOR/NEEEI-EE (MIC) i 200
uglml T 5z,
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EETD Cefoxitin % X 0t Cephamycin CELARD

CEX it M1 D EUL

##ic CEX % 250 mg/ml ik, Zhic Cefoxitin
%5\ Cephamycin C % CEX RXLT L, 2 ®&
¥ 3 iA LT CEX 50 mg/kg EDHE TRED
EBEE L, I CEXERREORRELLRDI,
wHhoEARES LicBa Tl CEX @Eiris
Bt 30 2% TR Shichl, 60 FHITIZE 5K
B hith ot 30 HHO M CEX ik Cefoxitin
01 2 BIV3EORATERER 1ug/ml, 1.2 ug/
ml, $I 4.1pg/ml T o, Cephamycin C B&
<p CEX EHREAEMN 3 EOBER TR T D,
Zoffii 1.54g/ml Thotoo

In vitro C® monolaurin, monostearin, cholesterol

$ X0 SDC B-lactamase DIEHIAEZHR

*IB% UU 68 ¥RoXI BRI monolaurin,
monostearin 35 X 0% cholesterol T RKREE 1%, SDC
QRRBE 0.3% ik, Fhic CEX #RHERE 200
pgiml AR TREBHCEER S L CFRFORE
CEX EdM#RIE Lico HBRPOEREY Fig 1T,
CEX EMogBE{t% Fig 2 KiRLic, RICEKFDE
Bt CEX 2 ANEAHZ MLt » e b D% S
BT, WThABHO 60 FRC 450 1 BRECRS L
THh, BREFC L2 REHRIC ORE TREH T
e —%, KIE#®H® CEX iEikix SDC BAD O
EBRT 60 FRITE -7 B T EAtbhoi
Fichb, CEX 183 CRAFERMD b D 3 LV chole-
§terdl YBE IR TR 30 T CEX &t
M X h¥, monolaurin ¥ X Ut monostearin % 1%
EEEIRLKTY 30 S0 CEX FHEIIEFHTEDL
oko FhIEA LT 0.3% i& SDC #EA LK TIX
60 A THEX 10% iV CEX FBiVEFL TV
7::.0 7t%, monolaurin, monostearin ¥ X ¥ cholesterol
RAR XBGT, 1% CREBRETSHY, KBEC
HUTREHEH e\ & ABsIC bioassay DIEFRE TH
% B.subtilis b ¥ » 7  PIEBH R ST o Tehs,
SDC iikic & &V, IBAMIEETH HAIBE I IRE
BRITRL T o 7eht B subtilis CXPEERERL
ko ZoO%4 CEX & SDC ofdic X5 B.subtilis
~OREEMATE, HENEENRE AL RS, ThE
BT & L pvbobsotco DR CEX MEEDR
Ef@ro40ix, SDC ORAR X » ThE inlE%
Figwna, SDC & x5 B. subtilis 0 FHRIEMTA
BAUTO CEX A ETE /L /b0 Tiebb,
SDC fifincis CEX W iR % 0.7~1 pg/ml

Fig.1 Survival curves of Cephalosporin resistant
E.coli cultures in Bactopenassay broth con-
taining 200 ug/ml of Cephalexin and various
chemical substances
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Fig. 2 Residual cephalexin activities in cephalo-
sporin resistant E.coli cultures in Bactopenas-
say broth containing 200 ug/ml of Cephalexin
and various chemical substance
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Fig.3 Residual cephalexin activities in Cephalo-
sporin resistant E.coli cultures in Bactopenas-
say broth containing 200 #g/ml of Cephalexin
and various concentrations of sodium desoxy-
cholate
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THAMM SDC D 0.1, 0.3 XV 1% O In Tk
HIRFxEhEh, 3.5 5.0 3L Tug/ml Lics,

In vitro <o SDC B& S L %7 CEX 3EM: & 0BG

SDC DEEABEXRKBRET 1, 0.3, 0.1 XU 0%
L LUTKAEEE UU 68 #hic X 5 CEX ORE(LEY LN
1= (Fig. 3), 2~3x108/ml DB & i% SDC » CEX R
TEALPEERI R 0.3% E TR E S ELFTRKT, *
hUUTrR? LERABDIETIRAE - T CEX ORE(LH
R RB T Edbhotc, LL, SDC ik 1%
TRABECH L TRoCREEE YR T Lo iks o &
LY 53/ P o

FKETHD SDC BAK X% CEX Etomb~nEIR

##z CEX % 250 mg/ml ez, X&ic SDC %
RIBE T 3% WEA LT CEX 100 mg/kg &%)
BTCREDOEBICHE L, M CEX FEiDEEEE L
Rovte (Fig.4), xR SDC EHEMBETIE 15 5%
TR EAEBRBBRCGEVCIAEBEN RO RS 1T Th
SO LT, SDCHAHTIIRYE 60 54 & Tz
CEX FEHAIRIE Ehic,
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Fig. 4 Cephalexin activities in blood serum of rabbit
after rectal administration of cephalexin (100
mg/kg body weight) base containing 3%
sodium desochoxycholate
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EBRNOMAE#ECIE CEX #nKk43#T % B-lactamase
BEETHHENS VO CEX BRI hBiicch
o TRELEINBE & #R LI, Lihi,T CEX
DEREELRILT b DOMEY ML 5D, Ficik b-
lactamase FEZ R LA hiXebicv, BE, §
BV THEBAMELRT kanamycin (KM) OEAM
ZOBMEETH LR LI, L2, EBATSHS
LV EBHEERTE RIS ) OBEEY L DBEROME
PRI LIEBRFOCHBETHB L, R KM 0
L5 e BRIt O SWEFIORE T1E, RERY
T Xo THEARR KM Mo MErHedtfR L ks
T, =0 KM Wit o fE 435 B-lactamase £ 1%
CEX &L & » T KM DR AHENETIHh 5T
PEME L Lichto T, B-lactamase #2i3 % dfdH B\
BABELELT, MEECIEEY 5L oW, KE
BE5 X o TEDERAFNCH DM 2B R Lir A
DEAEHIE L TRDLRD,

*ZC, ¥ B-lactamase DEEAIHEFTHY, B
BFTRRZ S, PEEEDRE A L7y Cephamycin
Cl, ABERIIAEENDSHS Cefoxitin DEAEHAS
oo Thbit B-lactamase i LT CEX RS
FEELABCALHAHEENE LTER b0 ThH5EH
fF3hi, Lrl, BRIZhOoERARERCSER
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EALLKRD b b3, EBAOR-lactamase BTt
LThieh o o ic®dic, hinh BEC T h B &K
EIhTHRERD T Libhol, Tiobb, SHH
guﬁéfébﬁkﬁﬁﬁﬁwlof%%%i@%%u
BEAEHIBETERNC EXbhoTeo BEREDREETE
BRE L, B OMKGEEZT I b D The g,
DRMCRIEL VWD THS S, Livl, RRERILE
DLy bORARTH LXRETHS,

*oC, REHENRL, B-lactamase fEME, HBHL
SO EY B-lactamase AR B JAFR
WWEERDB T LR LI, 7, SHlENRE 2 7Y
251 Fic CEX 0BEBRRZET2ERARLS L5
HEWT TR H - 1D T, ThCETS monolaurin
L monostearin %, F - MABERSCE W EEY LD
40k LT cholesterol %, ELIIBHITEEHTNT
B T REEMR SDC wonwTZD X5 7g
BENRBBME 5 Mk in vitro TRE LI, XOER,
SDC Rz OREDR B Z L b otc, Titbb,
REY L5 L OPHBEBEENERT 22, HEEED
@EAEIEVEE TS B-lactamase FHHEIMH T 5 C
LRBOM I st £T T, ThOLDOEABHREYRE

THED DI, TOBR, EBHECE s EEY 5L
TWBEDORATY in vivo T, TOMEXERTAH
EMTEI, UL, TOREE, BiHY THW KM
DEEBHRC BRT, FREAKF LD Tholeo ¥
7z, SDC iZBE% B 5 LHiEENALD, BRA LY
HBThhHZ LXERTWAS, BEE CRBEHIKE
EREX BAHERL L0, B LVWEAAL VL
£\

WTFhEZLTh, EHRBREHROLZEEGHIDOH
ENMLETHAEN, TOAZYV—=vIrFEELT b
RbhOBR L in vitro OFZRNBISbDOEES,
BFXORHFLVESRHEAZ YV —=v I FhThb,

X ik
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STUDIES FOR THE RECTAL ADMINISTRATION

OF CEPHALEXIN. II
A Method for Screening Effective Additives

Tosuiniko Arai, Yoko Komatsu, Sapao KomaTsu

Department of Microbiology, Keio University School of Medicine

and Kotaro Yasupa
Medisel Institute, Ltd.

For the effective rectal administration of cephalexin, rectal capsule should contain not only cepha-
lexin, but also the drug which neutralizes cephalosporinase activity or inhibits the production of this
enzyme by intestinal bacteria. We examined some competitive inhibitors of cephalosporinase whether
they were effective as these additives or not, and found that it was difficult to find out the actually
effective additives from this type of inhibitors. So, we developed the in vitro system for screening
non-specific inhibitors for cephalosporinase or cephalosporinase-producing bacteria, and proved that

this system worked well for some additives such as sodium desoxycholate.

improved additives is in progress.

Further screening of



