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Cefamandole (CMD) @#@V)7sBy Siiic 2T, Escherichia coli, Klebsiclla pneumoniae W&y
fEEWRIC, HikHk & LT Cefazolin (CEZ) % WTHRMN Lo

In vitro Ti3, Escherichia coli, Klebsiella pneumoniae icxt LT, CMD, CEZ & &Izl
G U7 B PER 2R Lo SERR S (IR INBEICUE U BN AsRL o h, CMD @i 5 b5l BEiC

LEEBOUPPRED 5T

2y ikt 3 CMD oisishifi, Escherichia coli W&YE DS 1 Ay S LIAGER S TEH
Hond, Klebsiella pneumoniae JRHWE DB AFIEIRGIC X O B/ IBRESIT 038D B iLTco

< v AR TO RPEE O HERLRI LI,

CMD o iR eh 35 K&18 EHI,

Klebsiella pneumoniae DBAELNBEDE I IV UA HRBEORMIEMHNITH 5 L osbh
s7co T, CMD, CEZ DRFIEORBICRBIMOELE LA BEELTVWZ EEb,.

# £}

BYHEIC U TILE R 2 2T 208, (EMEOERSRE
ELETIEERERO—DIKEMORE NS EN 5,

H.EAGLE 5'~% {3, B-hemolytic Streptococcus, Strep-
tococcus pneumoniae XD Y 5 L BYHERPEIC X T3
Penicillin G QR EHICBIT 2 KRN ET IV, BRHA
AERTAERIEYREORMERMNRICE 2 L, MELE
Gk, BEICHT2RIMNT T, BEROXED
BENERTHECEREEWALHIRLTN S, DHFEIC BV
THHT®, BAE? OWETOERETE>TEYD, LEHKE
DOhR &Y, EBRH) Pseudomonas aeruginosa [REVE,
Escherichia coli RBWEICX$d 3 Penicillin %%, Cepha-
losporin %2, Aminoglycoside ZLIAEHED ' D & 5F
ECOWTHARRIEMZ, BREETE>TW5,

46, kE El Lilly #THfRt&h: Cephalosporin Fii
EHE CMD™® DORIEFENFED—BREL U T, Escherichia
coli, Klebsiella pneumoniae EIGEIC 3435 MBS %
CEZ 2HE¥K & LT HREEOE» SREEMZ, 2, 30RA
3o THET S,

EBMHMELUERS &

1. ERAENKEXUEY

RikiZEER 8D Escherichia coli ST 0198 (MIC;
CMD 0.19 ug/ml, CEZ 1.56 pg/ml), ¥ kU Klebsiella
pneumoniae (MIC; CMD 0.39 pg/ml, CEZ 3.13 ng/
ml) 2L, REEEIZ CMD, Higgke LT CEZ o
ThdHEDBESHLEDEFERL

2. [ERHY

ddY Foffith+v 2 TAE 171 g D b DEA 1,
R ARERICIT 1 7 10 T, ARABARE B LUK
NEBEEOERICIZ 1 1 3~4 KLU/,

3. In vitro [CHITDHEER

Tryptosoya 7’4 3 ¥ (TSB: Nissan) T 37°C, —¥%
Mgt Escherichia coli ST 0198 %78 Klebsiella
pneumoniae % Heart Infusion 74 3 v (HIB: Nis-
san) iCHREt, 37°C IKTRE DHERETNE -7, Es
cherichia coli ST 0198 3%y 2 W5[f1tk, Klebsiella pneu-
moniae TIi3Ky 2.5 BRSO PORRRIC CMD #7213
CEZ # 1/2, 1, 5, 10 MIC #pF L7522 LS5 iciml,
BlEbediRE DIERETI, BIRICARREREL
7o

4. In vitro (CH(T 5B RIEEER

3. LR FEICTHEIRREIICEL /- Bikic CMD
%713 CEZ ORBEEERML 7o EORMBEX SITR
O ERERD, 1,2,4 RiE&ICE L ER(3,500 r. p.m.
x15 min.) I TEPYEREL, HIB icBRWEL, 5l
PexiRE S HARE 17735 T, BMANIC AR E BiEL
720

5. TOAEBRMBLEECHT HAMHE

Escherichia coli ST 0198 {3 TSB < 37°C, 20 W[}
BE#U, co®ikA: HIB icT 10-° iHFRKk 6%
Gastric mucin (Orthana-Kemisk-Fabrik-A/S) &%
BEAL,Z® 0.5 ml (10 LDs) %~ v kR ics
Bl
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Klebsiella pneumoniae Mi{A12 Nutrient ¥4 3 v
(NB: Nissan) T 37°C, 1 ft}%#L, Th%#is:7% NB
ICRER LT 37°C, 18Ry tk, & 5i1C NB jzT 10
CHFRE(TE >0 COWMIKAE 6% Gastric mucin &
SRBAL, =9 R&H7H 0.5 ml (1,000 LDyy) %
TRRICIERE L 720

IR 2 RSIC 1 [ R TS L 22, $ilEl
BEORPEIIRG 2 HMkoBIES 1 BlEL, Uk
1 W5RIMIME T I 1778 > 7o IRBWAIA A S 7 00
WEETTLD, HEERER ¥, LitcriELD-WiLcoxoN
' 1tk D EDyo fHEMH L 70

6. TIRAGARREDNE

5. AR KEIC KD Klebsiella pneumoniae %Ry
Xefcwozicxl, 2 Hkic CMD 2412 CEZ %,
0.25, 0.5, 1 mg/mouse ¥ Fik5L 7. HKMiks. 15,
30, 60, 90, 120 4yik, RERWT T.OMEERIC X D k%
BRIL, mMEESEL . Bikikiz, =9 2 %BELE
% paper disk @A ¥7:e ZORICLTHBL
7-#tk%, CEZ ic>\ Tid Bacillus subtilis ATCC 66
33, CMD o@&E#Biciz Staphylococcus aureus 209P-
JC, {EilBici2 Bacillus subtilis ATCC 6633 % 2B
& T %M paper disk Hick b, KXMEZ REL
120

7. ?OZAMENENEOME

5. LEMROFHT, By RENO< Y 2 EERICE
HEEK (2.5 ml) 2L, HEROBEY—ICIEE
X, COWEBELICEIRL, LREBERIELI. 2O

Fig. 1 Effect of CMD on viability of E. cols
ST 0198
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IRIEA-RRISENCITILL, WEROMOHEEBEL 2.
X M AR
1. In vitro (Z#(3 dMER
FEschevichia coli ST 0198 2349 2 {/iMrEDRRIZ,

Fig. 1, 2 It;RTEHDTH B, CMD 121 MIC LLE
oM T, CEZ i3 1/2 MIC RET 6 4HMT THHM

Fig. 2 Effect of CEZ on viability of E. coli
ST 0198
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Fig. 3 Effect of CMD on viability of
K. pneumoniae
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s L L J
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Fig. 4 Effect of CEZ on viability of
K. pneumoniae
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fERMED S htze CMD & CEZ otisd 2 MIC o
BETOHREYRIZ, CEZ 025 BN T,

Klebsiella pneumoniae DIBA, Fig. 3, 41ITR:3T LD
ic CMD (2 iR 1 Bl 2T BENTHY, 1
MIC Ll LD #ET 2 B IcEMBBREERANTED S
n, LkbRAICERMBLL T 7, CEZ D 1
MIC #g ¢i3 CMD *RRiBkichRI 1 3 THENT, 2L
®IZBEHMITH Y, 5 10 MIC BETI 1 KDL S
BREERAVED SN,

2. In vitro (C¥i3 OWMAMRE

Escherichia coli ST 0198 D R4M 1# D THHAMD B
Fi3 Fig. 5, 6 it|RT&HDTHS, CMD o 1 MIC
REETERITI2, LHrERMOMYIRLE CEZ ich~D
12 MG B 1 MU IEA B & RN K% BR%: L
2o 10 MIC MEP{FATIZ, Hdbdicikiy 1 1Mo lag
NHY, TORBBUTKAZIAL 720

CEZo BNz, 1 MIC MEe/EMTIREMIMR )M 1
Mifld lag HIBW S, EDHRKBITTHE LR UKET
WHL T 5720 10 MIC j#BEE{EM TIREDIR kA 2
B lag 2550, £DHRDOMINIILIIW EPH T,
s 3 MIC ogTiz CEZ dizH»¢ CMD itk
NEICKTEEA - IBRENVLICEZ SN

% 7, Klebsiella pneumoniae DA% Fig. 7, 8 Itk
L#o CMD o 1 MIC MBEE{ERITI3, EBBd: 1 B
MRET, HIIP3PNTHML, LBOWMIZER
BEREALRKRTH -7, 10 MIC #EEATI, X
YEER 2 B0 lag »EB»Shice CEZ TR, 1
MIC 5 1 BeRWER RN T T <TIC, #1150 lag
DMEELT. £DHDIEFEIIZ, 1 MIC BEFRATRE
WHEIREALRKRTH -7, 10 MIC #BBEEERIZ,
lag © & & D 1 WD MIEIZ LD 22D Tdh - 1o

3. TURARRBRMERIECKT DiaMhR

- U ARBRIVEREICH T2 CMD & CEZ Di#sh
B EDg fiTHS4HL, Table 1, 2 /R 1, 1534,
ED;o fﬁ‘ifﬁ&g‘ifﬁibf:c

Table 1 iz7Rd & 9T Escherichia coli ST 0198 01
4, CMD o 1 [EI¥5#2 0.0126 mg/mouse, 2 [EHS
0.0105 mg/mouse, 4 []A¢ 0.0135 mg/mouse &73H

Fig. 5 Behavior in vifro of E. co/i ST 0198 previously exposed to CMD
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Fig. 6
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2B PPRIFTH »7<o CEZ DAL CMD &iz
IR, 1 EisHss 0.044 mg/mouse, 2 [E]430.031
mg/mouse, 4 [@H¢ 0.066 mg/mouse &, 2 [ERFEH
PORFTH-10 Fhe, KRMEKTD EDso i3,
ZOBICxdT 5 CMD & CEZ ORZFMAZRML T,
CMD DiZ 5 WM TEE I 570

Klebsiella pneumoniae Ti3 Table 2 ITRT L DIC
CMD (2 1 [al#4%% 2.45 mg/mouse, 2 [A] 2.05 mg/mou-
se, 4 [@ 0.21 mg/mouse, 6 [@] 0.13 mg/mouse &7%
D, 1 [\EE 2 ETRHTVEIBDSNT, 4, 6 @A
FUT BT, 1 @EBTEO 10~20 f5ERRRIRIT &

JUNE 1979

Behavior in vitro of E. coli ST 0198 previously exposed to CEZ
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Behavior in vitro of Klebsiella pneumoniae previously exposed to CMD
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o720 F7z, CEZ {2 1 [Aj5#ds 2.0 mg/mouse, 2 [@
A% 1.15 mg/mouse, 4 [ 0.65 mg/mouse, 6 [@0.6
mg/mouse TH Y, 2 ERKT 1 EBEOW 1.7 45,
4, 6 ETRH 3 FRHESRIF LS ofcht, CMD KK
Ronic k18, KIBTHROMEIZED >Nl -7

4. TVRGEHERREDORE

Kilebsiella pneumoniae i€ & ) Btk 5 X I-fKhE~
w iz CMD, CEZ o 1, 0.5, 0.25 mg 2 F&5L
fcEomeE, BKPRELZREL, £0%8% Fig. 9,
10 ITRL 7. WP E biC, MiE, Bhkh o v—212
s 15 - TH -7
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Effect of the schedule of administration on
the therapeutic efficacy of CMD and CEZ in an
infection with E. coli ST 0198 in mice

Table 1

Log of viable cells/ml

* EDgo (mg/mouse)
Drug Interval Injection times
X1 X2 X4
0hr 0.0126
CMD 1hr ) 0.0105 0.0135
CEZ Ohr 0.044
1hr 0.031 0.066

* LITCHFIELD WILCOXON method

mEh#EEDOEe — 712, CMD @ 1 mg 57T 69
ug/ml, 0.5 mg T 47 ug/ml, 0.25 mg T 26 ug/ml &
Y, KBELH 0~120 HEICITIZEAL HELT
Wice ¥7z, CEZ 12 1 mg #¥5T 76 ug/ml, 0.5 mg
C 48 pg/ml, 0.25 mg € 15 ug/ml L1750, CEZ D3
I B MAPBEDHERRHNEL, 120 AHBEEFEL T
7o ’
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Behavior. in. vitro of Klebsiella pneumoniae previauvsly exposed to CEZ

31.3 ug/ml ,
(1oMIC) &’

01 2 3 4 5 6
Time (hr.) '

BikehTiz, CMD @ 1 mg #5142 39 wg/ml, 0.5
‘mg {2 26 pg/ml, 0.25 mg I2 10 pg/ml &7 0, miE
th&EFERIC 90~120 43 4ICIZ 12 E AL HLL T2,
CEZ Ti2 1 mg #1542 60 pg/ml, 0.5 mg i 21 pg/ml,
0.25 mg i3 11 pg/ml &739, CMD icit~ 1 mg #
ETHOBENE N, BKOTOEDHE S B
{, 120 /%% CEZ REEL T,

5. T?UXRMBRAEREOAUE

Y7 v i CMD %7242 CEZ 2T X 050,
ZOBROIIENL MR DOHEB % Fig. 11~14 (TR U 720
77 7 BOBEE, RMIC T — S TR YA R A 1T 15
27T VRO T BHROEFER (LRI RIS k)
Z2RbLTW3,

Fig. 11, 12 |3 Escherichia coli ST 0198 DIEAT,
CMD o#a#5813 0.0156 mg/mouse, CEZ {2 0.05
mg/mouse TZh5i3BE TO EDy {HIGEVMET S
%o Control i, Bk, EHIIMIE AL T,
14 KeRRICARIFEL L 72,

Table 2  Effect of the schedule of administration on the
therapeutic efficacy of CMD and CEZ in an
infection with Klebsiella pneumoniae in mice
. * EDgp (mg/mouse)
Drug Interval Injection times
) X1 X2 X4 X6
Ohr. | 245
CMD
1hr. 2.05 0.21 0.13
. Qhr. . |- 20
CEZ
1hr. Sh 1.15 0.65 0.6

¢ LITCHFIELD WILCOXON method
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Fig. 9 Concentration of CMD after S. C. administration to mice infected with K. pmeumoniae
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Fig. 10 Concentration of CEZ after S. C. administration to mice infected with K. pneumoniae

70 [ 70 -
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s
3 S0f 50t
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s &,
O 20+ °*\9;\ 20+ N,
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CMD 4B D54, 0.0156 mg/mouse 1 @& 0.0039
mg/mouse 4 [EREETIZ, FEHEHELTH HBWD
REWSIT, 1 [R5 6 BEET, 4 Mig5i3 9
MR T control LEIBKOEETHRIL?:e LALE
NLBOBINIIG 2 ohici D, 12 BERTEA S8 ik
REITHA U tzo 0.0078 mg/mouse % 2 [FHF5 L 7-48
A2, BEHNLE 2 Biio lag@Bnoh, 9 BEE
THEHIEML, 20®BLL 2.

CEZ “MEITH CMD L izt AL AROBERTSY,
22 BB, CMD, CEZ & bic 4 EIRSEM
Bb%<, 20T 1 E, 2 ERE0 IEE o7, R
ICR—&B T -> 1 BRRREEROEERL CORE
ARBL, 2 MEEBOEEREMRELEL 70~80 %,
1 [EiR 50~60%, 4 B 40~50% & 145 7e,

Klebsiella prinemonice ©i§A12, Fig. 13, 14 1cR4
EEDT, MEALBICRESRIZ 1 mg T2, Con-
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Fig. 11. Bactericidal activity of CMD to mice infected with E. coli ST 0198
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Fig. 12 Bactericidal activity of CEZ to mice infected with E. co/ ST 0198
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S 2F - 0.025 4 x2
- e 0.05 ” x1
ol ) L ! L L L 1F :
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trol 13, i L FINICRIOMIMAED B, 2~488  bREFTEH -1

MECieBT L1,

CMD a#Ei, Eoi5 RcT ~ToRERT
Vo ABBORBSHEC D, 1 mg 1 BlESI 2 B0
T, 0.5 mg 2 AR5 40T CROBMIZME X
Nrzo F7-, EHWHEOMEEIZ control i~ 3 & BT
WBPMTH -1, 0.25 mg 4 EHFEETIZ, CMD @
BEZT0 - TOAHERRBLS L3, #E5KTH
SEOEBMEIIMESh, 9 BT CERENREDS
NSt ot I EERIERD 5 DO Shicds, 12
BB » S HUEBSBRO LI, 2o &4t 1008 ©
EERIZEUOILEI LN,

CEZ pigab CMD i3 & A XFEBEDMFnT, 0.25
mg 4 EREHEOFHHEMHISHOLHL, EERLE

L7tH->T, CMD, CEZ & &iC Klebsiella pneumo-
nige DAL, WEROEOHEES X CEEROHED
SHEIC L BIMBHEORENSED S hie LU,
CMD <3 1 mg 1 @5 T2 0%, 0.25 mg 4 {5
Tid 100% DEFERMSEShDDIck~, CEZ ozh
12 13% & 46% Tho7:o 2D EHS CMD I
IMABREIC LD HROWBBREN T ENTD SR
720

5 2®

Escherichia coli 135U Klebsiella pneumoniae g
EAXFELTHLL Cephalosporin Zite#E Ce-
famandole D#5¥:%E, MK E LT Cefazolin %



es CHEMOTHERAPY JUNE 1979
Fig. 13 Bactericidal actlvity of CMD to mice infected with K. preumoniae
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Fig. 14 Bactericidal activity of CEZ to mice infected with K. pneumoniae
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WEBRITZ T8> 1o iR, RO K5 BRERNBON 10 MIC T# 2 B lag B@Hoh, CMD, CEZ
720 ‘ EHIEYBEIC K hEEML IR T 2 BMHOERMR

1. In vitro Ik} 2HEERICD0T, @—o MIC
Tid, Escherichia coli, Klebsiella pneumoniae 1Tt L
CMD i1 CEZ X ) PP BREHRIT LS TH- 1,
LdL, WMEkicxd2858H (MIC) 2, CMD s
CEZ icli~#y 8 ERERIFTH S0, RIUEYBE
THERTIIE 2 R R Eohahbans
e

2. In vitro ITh1} 2 BHFEERE 1715 - R,
Escherichia coli @Al CMD @ 1 MIC (0.19%g/
mbD), 1, 2, 4 FRERCREYBRERE bICHEM
AHo5h, 10 MIC Tiz# 1 60D lag BELEL 72
%7-, CEZ Ti2 1 MIC (1.56 ug/ml) T# 1 B5R3,

Bohtz, ¥7:, [@— MIC Tiz CMD o Escherichia
coli K5z 34 2 -3 CEZ itlk~§GH X HicBbh
7o

Klebsiella pneumoniae D41z, CMD @ 1 MIC
(0.39 pg/ml) {ERTIREHKRE L RMSICHERMEIBRE
Shrchs, 10 MIC fERTidK 2 B EH MR/ o0
720 CEZ TROTNDBETHH 1 BiD lag DIC
FHEMSEAE N, CDTZEh S CMD i35 ME
B CEREL - BEENHRMEER T 2% RI12CEZ
IO RENEEZ LN

% 7-, Escherichia coli, Klebsiella pneumoniae G185
hrzch o DFERIZ, EacLe 5D (1.5 RS Penicillin
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% 7: B # S-hemolytic Streptococcus, Streptococ-
cus pneumonige Tit, EYERBELLD B b E£DOHEY:
HSEHRL TAROWMAETERT 2T 2~3 KMo @A
BHMHMLETHB,] LRBPRE STV, Zhid
BRLAEDRES SUBEROZICKZ2DTIREOMNE
2z 5Nt

3. = v ERNBEER X3 2 MR T, Esch-
erichia coli T34 % IRBZNRIZ CMD, CEZ & bic 2
ERESROBL, 4 ERARICIS S Eh A - THRRYGR
MNELIE-TLE 70 2D &L, Escherichia califf
B CRAZMPIREE IS 2 —ERMAET 2 & 16
BTHaH, 2l LRLEMLL, SKBELLIcHET
32Licky ]l MORSRBBOLT ¥, hi - THR
HENBL LSO TREBODEEZ Shi.

Klebsiella pneumoniae 03413, CMD, CEZ & bic
6 ESEBRLLL, D2WT 4, 2 |, 1 EEHS
£HiKisy, £t CMD i3 2 @& 4 EDORITKIE
72 EDs {HOE®NRDSH, 1, 2 ER#ETIE CEZ
DIFS VIR RIZEBATORA, 4, 6 BEicis &
KL, CMD Qi35 MBIFES -1, DT EiZ, CMD
ERMO BEERY CEZ k§BuichE EZoh
%, UL, BHEEEOBEMBMNR(LZLE, BX
HozEhs CMD i3 ) MEhiaREL RLE
EXohB. %7, Klebsiella pneumoniae i3 Escheri-
chia coli LR12y, HEREEOEMMER], 2T 0AEY
MMM T A HRISH L D BERDO TRV E
ZZ5h, EacLe ¥ PhiRL™"Y BBELTHI X
i, CMD icBLU T HRBHIREELAT S AREALER
i3, BYBEORERBMTH S EBbh3, TOkkic,
HEL sh3 CMD oFShimG BEHRR I REEIC
SO RILB3CE, THEHIIHTS CMD oBEEMERE
22 bbEEATNIZ, CMD 12 CEZ Xy Bhi-igm
IRERETIOTRIEVHEEZONS,

4. =Y 2ZERBRBEORNEE M B L TBEKICOH
THRLI-L 23, CMD, CEZ & 5% TLHPMiIC
BIR& N, 15 HRIKE —2iCE L. Mk, Bk
tdH CEZ x5 800 BEHTH-10 72, CMD i3
90 HMITHERLTLE O dd, BRMPBES #iEd
BIBICREROHRERIRIZ 90 SLIRE LGRS
SN EBbh3,

CMD & CEZ L%EB#REU7:-BomiE, BKicH
AT2RBOECRENITERE ILEOR BN 120, E
scherichia coli, Klebsiella pneumoniae 1381428
%hilpEds CMD 2 CEZ & D 12 DBV T L2 EREIC
Ahz &, CMD 2 CEZ X9 HENRSRTRZDR)
BERMTXBLELZON S,

5. = XML ERIEL Ik, Escherichia
coli TIZ CMD, CEZ & bic 2 [4N#S0&HicHE
MTH 1 M THRROBDMED SN, 1 B, 4 @
ARBETIREMRDIIZEALBD Shiln o7z 1
E& 2 EARREER~S &, ARHMBEDOHAEHMIL
2 @DiESH 1 EIRL, Fi, 4EHBMTIRL
ICRET 2 R BHBDIE, FHREICRUIED 1D
TRt L #E % S h, Escherichia coli BT HH
RMBE ORI OE T B L H X Shiz, LAL,
WYL HEL T LEDLNE 12 HMER»S,
MR D B2 T ~TO B E5EMT LD HREICH -
#ro Thit Wiztd 3 CMD kU CEZ DIIEEA
TR, EUIEREZUBMEBELOMATHD,
REREDIEAORBICHLH ST, MohDF s -I%
T, BECXZEREIIPTNU-THELEEZDS
h3o 7, WEAOEKOENIL 3. TR RED
RoOERLL(—&KLTEYD, CMD 2 CEZ of 1/3
OERERTREOURENELNI T EEBDT,

Klebsiella pneumonize Ti3, CMD, CEZ & dic 4 [
HEBEBOEYT, &< CMD Ti, 4 BIEHR
s, CMD piztAYHELTNEEEIONRS
6, 9 BEMIRIZBOTIRV > RAERMES ) 20 DL
BRIBIVRETH D, 1 @G L, CEZ &R 50K
THI? 22 BT CHRIEE AT 72 LU, CEZ © 22
ME®OERS 1, 2, 4 BOIET, 5EKMSLZ 51
P T, BRI ->TW 0 2D EDDS, Kle-
bsiella pneumonice DIBA bEWE OHERFRERIN R <
BELEDRG B A —IMKRELILY, BEDORKRYD;
BEFIPTNBEEZ OB, 1215, Klebsiella pne-
umoniae D3 5 NHXHWE KR Lkt 205R12 Esch-
erichia coli XD bR MLET, Dok AFMENEC
% & Escherichia coli X0 bRBREOBEXOME %%
HiI{ WX IBEbNe ThIRIKREOHRIE DEE
CEBETHDEEZ ONTe T2, CMD 2 CEZ i
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11, EFFECTS OF CEFAMANDOLE ON E. COLI AND KLEBSIELLA PNEUMONIAE

Yosuimi Hirar and TakesHI NISHINO
Department of Microbiology, Kyoto College of Pharmacy

Appropriate‘methods for administration of cefamandole (CMD) as compared with cefazolin
(CE2) in infections caused by E. co/i and Klebsiella pneumoniae were discussed.

1) In in vitro experiments, both CMD and CEZ showed bactericidal effect on E. coli and
Klgbsiella pneumoniae which correlated with concentration. The higher the drug concentration, the
longer the time required for regrowth after withdrawal of the drugs. The tendency 'was more
marked with CMD than with CEZ.

2) Judging from the therapeutic effects in mice and the number of viable bacteria in the
peritoneal cavity, the efficacy of CMD and CEZ were better when the drugs were administered in
divided doses, thus maintaining the effective concentrations in the serum. When the effective
serum levels were maintained for sufficient length of time, EDso of CMD and CEZ reflected the
MIC'’s of bacteria well and CMD showed a superior therapeutic effect to CEZ.

3) Judging from the number of viable bacteria in the intraperitoneal cavity, the therapeutic
effects of CMD and CEZ seemed to depend greatly on the host’s factors.



