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Cefoperazone (T-1551) iz B83 % EBHIIAZE
—ERSBERBRZ ML S T REBE R T N v EREHERER I T 5P T—

/AR - BR)IIFERS - FREIERD - BB K
TR T S AP R T R AR/ R E

%7 cephalosporin ¥/ cefoperazone (CPZ, T-1551) %, HEEHIL L, Pseudomonas aeruginosa,
Serratia marcescens 73 X I U T T SHhICRBARZRL, BBV Wbh3,

bhbhid, MNRIREBT 31k -> T, $IFAOERSHERICH T2 R/ E M LB
MIC) B& OFRRFEET F o REMHERICKY 2 HRHEBTICOWTRA LIS,

Staphylococcus aureus 15 BRIT§ 2 AHFID MIC 13, cefazolin L h 2EBREE 1205, 75
LBEREIN LTI, TNTOBEBIRBWTERIOFLT SN T, 112U, FRIOHHEE
HREOREYERIR T Iz, FAEEORRENE HEEHER 105/ml 1t 3 MIC HHOE—- 213,
E.coli (321%) 0.1~0.8 #g/ml, Salmonella typhi (3 #K) 0.4 pg/ml, Salmonella Group B (1#k)
0.8 #g/ml, Klebsiella pneumonise (5#K) 0.4 pg/ml, Klebsiella oxytoca (43 %) 0.8~1.6 pg/ml,
Proteus mirabilis ( 8 #%) 0.8~3.1 #g/ml, Proteus vulgaris ( 1¥k) 6.3 pg/ml, Proteus morganii ( 2
¥E) 0.8~1.6 pg/ml, Proteus rettgeri (1#K) 25 pug/ml, Enterobacter (3 #%) 0.8~50 pgg/ml,
Citrobacter (2 ¥%) 1.6~3.1 pg/ml, Serratia marcescens ( 5#k) 0.8~3. 1 pg/ml, Pseudomonas aerugi-
nosa (108%) 3.1 p¢g/ml Th-1z,

HET Ko REARBRARKE 6 TicAAl 100mg/kg % 1 [ one shot XL, 304 C & i
i, BERAREEARIELICRETIE, BRPEEOY-213 1BEichh, 6.7+1.39 #g/ml, &
KA ESRIL6.4% Th o1,

BIOBEARE 5 AU & 100 mg/kg % one shot #EL, 2B T C15540CcL 8@, D
WT304C & 20, 510 B, BEKERELYNE, ZDREN 5 4% pharmacokinetics %
BEUIL, 5HDH 52 POKRETIIFHFICE VHBFIRELE SN, o 3 POREEEFGT
%L, BHRAEEDY - 213455312 H b, 6.57+0.66 pg/ml, 3BEM T COMKHHEEthE TE
# (AUC) i 666.68 min + pg/ml, AUC BE¥ML &t & 73 313 13.7%, 860K rp 18 B 20 R 5 1)
(T1/2) 13 54.25>, T1/2 BEEmiELLI 1.31 ¢, BE#OD penicillin G, methicillin, cephalothin
& b9 ¢&h, ampicillin, cefazolin JTIHILET A D EEZ AL NI,

ZROERESLRIX, A, FEE bic, ¥ 86% &, cephalosporin | cefazolin IZ DWW TE
Vo 43I TORBEMET 5L, BERPBITOHSHIL, cephalosporin FlitBWTIEEBAKE AR
ERTUSEBAL DN BT I N, T ERDL 5 OHARIDOHEEHEE & BERESRITIBER
DI EMIEEINIZC &IT/E B,

ULEOR#BIE, FEVGADCEEEEADEBFICEWTHERRCLEHAIIL S DTH S
B, BRAHRBTEHEI S OBEE» 555 &, FFIOBEG & /2 5 8RR K IE, 5—Iic Haemophilus
influenzae 1L 5 4 DTHH, D7 7 LBEHFEREEXICEVTE, £F)iz MIC HB%OE
2 RBFFNE 1APEEH & UTCONBEEED L 3D TH5 ). LS DER LT ATEHROKIEI
NI 2EERRERITLINATHS LEALN S,

A#E, 74HLd amino % a-(4-ethyl-2, 3-dioxo- S AEHEE O 5 LXK D cephalosporin #i 53 B T 75 ps
1-piperazinecarboxamido) -a- (4-hydroxyphenyl) acetic - 7c indole 5t Proteus, Enterobacter, Serratia, Pseu-
acid ¢ acyl {b L, X% & i 3 fiLic methylthiotetrazole % domonas aeruginosa It E T HMVWIAE AR RL, LM%
WAL 7=H 4 A cephalosporin AITH %, LIEVWTHAI LN TRBRINIDOT, MESEZHARL

ERRBREAD S, HERS ELDTLEL, S T, R, RRGIRIISTLbh, TORBRILH 27 H
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BA{LEBREZABETIVT, FEYVYREIYALL
THBI LD,

bhbhbZFD—82 LT, BRFEKBEZIES LT
RERBT FPYRBERMBERCSI 3HBERBTCoOW
TRIFLDT, TORBEEEHEET S,

1. ##b & UFHE

1D BEERSBEREZM

BEHEESERST 131 BRiTOWT, {LSEBEE R
®UT, HEERE 10%/ml, 105/ml iciksl) 3 EF DT/
REBE MR (MIC) RRIEL, cefazolin (CEZ) D%
h& HEcU Tz, AR pH 7. 4 trypticase soy agar
Tdhb,

2) RREBT FOBEUBERICHIT 3WRHBT

HE 2kg FIBOHBRERRBLRA VI, BERAER
B3 T TIRBEURD LhThbB,

FIHKE 6 Wik 100 mg/kg % 1 [H one shot #H
EU, 1/2, 1, 11/2, 2EMBkMmK, BEREZERL
THEEREICL, 2EEEORREERIIKRL, IR
RKEREBELUI: (FRI),

D XI5 POFKRITOWT, FLL 100mg/kg one
shot %, 2EHFCIX 150 C &Ic8[H, D\WT30
S iz 2, 510 B, BREIRRL, REDIHE
BRERREBU. (RRI),

CPZ HERIEITIX, Micrococcus lutens ATCC 9341
(HE1.3x107/ml) Z#EFE LTS paper disc =X A
Wiz, Standard i3 1/15M HBREEHK (PH7.0) HHR
TYEB Uz, BIFEAREHIE Micro A ZHHEEH (1,000
ml R YRS bV 6g, Hx*X L.5g, BExFX
3g, FkugElg, ¥X12g) AV, 1¥RKIC 4.5
ml %ML, AETCORETRIZ 0.78 pg/ml TH
-1

o B R

1) BRER7 Bk

KREED MIC Z75% Table 1 (EEER103/ml),
Lot Table 2 CGEEEE 10°/ml) IRUTS,

Staphylococcus aureus 15 ¥E T, 103/ml1 T, &% 0.8
~12.5 pg/ml iZHHL, ¥©—2133.1pg/ml, CEZ &
0.4~6.3 pg/ml IKBTL, ¥— 213 0.4~1.6#g/ml,
10°/ml Ti3, FHNIAED 1.6 #g/ml, CEZ % 0.4p8/
ml ©, FFID MIC i3 CEZ IKH~NT2EBER» -
120

E. coli 32 87T, 103/ml CEHZ 0.2~100 pzg/ml
UEELEWAGERL, ¥—213 0.4~0.8 #g/ml (14
¥ & 100pg/ml Bt (9% kdHbh, CEZ i3l.6~

100 #g/ml Bl EIRDFEL, 100 pg/ml B LDk 2 8
T, CPZ X hDlshr -1z, 108%/ml TiX, AFi 0.05
~100 pg/ml, CEZ i 0.8~100 #g/ml Pl ke,
Y- 2 3ZnFh 0.1~0.8 pg/ml, 1.6 pg/ml ThH-
120 MIC #EE8% A 2% & (Fig. 1), 108/ml Tik CEZ D
FHBT LTS & D11 KA S Nizd, 105/ml Tid
BEALDHRTEHFDENE I > Tz, TibE, &
R CTREEEROEEVI K -1,

Salmonella typhi 3 %%, Salmomella Group B 1¥TH3,
108/ml, 10%/ml & $ ICERIDTEH 1~2 BEE MIC
DMEL , Klebsiella preumonice 5BETIZ, 108/ml THH
i% 3.1~100 #g/m}l LIk, CEZ i 1.6~50 pg/ml &,
CEZ OFHBRREI>TWALE S Itd & 1245, 108/ml
TIEEHIZ 3 86030. 4 £g/ml, CEZ i3 4 %431, 6 pg/ml
T, KHIDHFHT LN T Tz, Klebsiella oxytoca 43T
&, 108/ml, 105/ml & $ic, KEIDHHBT Sh T
23, 108/ml C 50 pg/ml Ll EO¥LTEA & b T 144k
o501,

Proteus mirabilis 8 B Cix, 10%/ml TEFiZ 6.3 pg/
ml @ 6 # & 100 xg/ml 2L LD 2 #icsShhizhs, CEZ
1% 6.3~100 p£g/ml Dl Eit5376 L, 12.5~25 p#g/mlic5
BddD -1, 108/ml Tid, &FX 0. 8~3.1 pg/ml, CEZ
1& 3.1~25 pg/ml C, ZFIDHHT Tz, Indole
B4k Proteus 4Bk, Enterobacter 3%k, Citrobacter 2¥T
%, 108/ml ©, &FiX Proteus vulgaris ® 1 ¥k (25 pg/
ml), Enterobacter ® 1§k (1.6 #g/ml) % &\ T 100
pg/ml LI t, CEZ i3 Proteus morganii @ 18 (12.5
pg/ml) EZBRWTRIEH 100 pg/ml ELEC, CEZ i
10%/ml CHEBETCH-T DI LUT, KHFE 0.8~25
pg/ml ZHHEL, bish OREIRRUI

Serratia marcescens 5 BTz, CEZ 1310%/ml, 10¢/ml
& bz 100 pg/ml BlETH-10d3, FHEhE 10%/ml T
1.6~100 gg/ml B E, 108/ml it 0.8~50pg/ml i
DL, BohItd ST, Pseudomonss aeruginesa
10¥T%, CEZ ¥ 100 #g/ml B ETH -1 DIRKU
<, A&#NZ 108/ml T 12.5~100 pg/ml B E, 10/ml
¢ 3.1~50 pg/ml iLBFEL, ¥—- 2k EhEh 100
pg/ml (585, 8.1pg/ml (TH) iKbb, A HR
WIRENERUT

F7tbhb, &3, CEZ Mi#: E. coi ®, CEZ ¥
EHRE R WEBIC L REDSBD Oh, B\ spe
ctrum #RU TS, 72 b PR EEEROMESS D
hice

D REKET FOREMEEL ST AHRFBT

6 FORFICAH] 100mg/kg % 1 [ one shot HiE



VOL. 28 S—-6

CHEMOTHERAPY

577

Table 1 Sensitivity of the clinical isolates to CPZ and CEZ
(Inoculum size : 108/ml)

MIC (pg/mlD)
. No. of
Organism strains Drug |
0.05’0.1‘0.2|0.4|0.8 1.6[3.1]6.3[12.5 25 | 50 | 100] >100
Staphyl aureus 15 CrZ ' 12 23
aphylococcus CEZ i 5 4 3 1 2
Escherichia coli 39 CPZ 218|162 1 1 1 1 1 9
'scherichia coli CEZ ilels 612l 5
) CPZ 12
Salmonella typhi 3 CEZ % 3
Salmonella G B 1 CrZ : 1
'monella Group CEZ [ 1
Klebsiell ; 5 CPzZ 2 |1 1 1
ebsiella pneumoniae CEZ 1 1 1
. CPZ 1 2|4 |3 |4|5[6|2]| 16
Klebsiella oxytoca 43 CEZ | 215|716 23
Prot: irabili. 8 CrZ
roteus mirabilis CEZ 3]sl 1
Protous ouleari . ' cpPz 1
roteus vulgaris CEZ 1
Prot i 2 CFZ | 2
roteus morganii CEZ 1 L
Prote tigeri 1 CPZ 1
oleus rettgeri CEZ ‘ 1
Enterobact: 3 CPz ! 2
nterobacter CEZ 5
Citrobacter 2 CPZ 2
CEZ 2
Serratia marcesce 5 CpZ 1 2|1 1
cescens CEZ 5
. CPZ 21115 1
Pseudomonas aeruginosa 10 CEZ 10

®I0FTE (ER]I) omd, BERBEEL & OCBK
MmEHRESER%Y Table 3 ITRUIz, EHHEIX, 1/2,
1, 11/2, 265EDIEIC, MA@ 309.2+36.9,
105.5+20.0, 51.3+6.5, 26.9+3.0¢g/ml, EEHKAHE
% 5.84+0.86, 6.7+1.39, 6.01+1.09, 5.48+1.10
rg/ml T, BERMELESRIZ 1.9, 6.4, 11.7, 20.4
%Th-otz, BRHBEDOY — 213, FYTIX 1EEIC
bHotehs, EARBIcAZE, 3002F, 1BHE2Y, 1

BRI 304, 2RE&1IPT, FEFIELDWTW,
5 WOFRFEICDOWT, 100mg/kg one shot BEHE
BRI CHE R RIE Ut EBR T OREEY Table 4 i
AU, 5 PEHOWBAREDOY - 21315 31Tdh b,
14.68+8.11 #g/ml T, 3ERITH 2 pg/ml LU EHHKR
Hahto, EEicAHS e, BERDEELEVENTE
w23 (No. 2, 3) Mdb, chEfwiz No. 1, 4,
5OEHERD B L, ©— 213459 T, 6.57+0. 6618/
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Table 2 Sensitivity of the clinical isolates to CPZ and CEZ
(Inoculum size : 108/ml)

. No. of MIC (zg/ml)
Organism strains Drug ‘ —
0.05/0.1|0.2]{0.4]0.8|1.6(3.1]6.3|12.5/ 25 | 50 [100| >100
CPZ 1 18] 1 R
Staphylococcus aureus 15 CEZ 1112l 2
L . CPZ 1 (8|4 57| 1|1 2|2 1
Escherichia coli 32 CEZ 511712 4| 2 1 1
. CpPZ 3
Salmonella typhi 3 CEZ 9| 1
CPZ 1
Salmonella Group B 1 CEZ 1
. . CpZ 1] 3 1
Klebsiella pneumoniae 5 CEZ 4 1
. CpZ 1 10(16| 1 111|656 8
Klebsiella oxytoca 43 CEZ 319l10l6]1 1| 13
Prot srabili 8 CPZ 3 312
roteus mirabilis CEZ 4] 3 1
Prot Igari 1 CrZ | 1
roteus vulgeris CEZ 1
Prog . 2 CPZ 1( 1
Yoteus morganii CEZ 1 1
Prot tigeri 1 CPz ] 1
roteus retigeri CEZ 1
. CPZ 1 1 1
Enterobacter 3 CEZ 3
Citrobact 9 CPZ 11 .
itrobacter CEZ 2
S . 5 CPZ 1] 2|1 1
erratia marcescens CEZ 5
N CPZ 7111 1
Pseudomonas aeruginosa 10 CEZ 10

ml Th-1: (Table 4 HTB), BEIDOY-2iL, EEm TS i3 1,34, 3B5RECO AUC i3 967.58 min
No. 1 5345~604F, No.213 154}, No. 313304, No. - pg/ml, AUC BB HED TS, 1% ThH -1V,
411454, No.5133043C, LT - 155078 No. 1, 4, 57213 %& 3L (Table 5 BTB), Zh
->72Di%, No. 2 31553 T 46 £g/ml £33 DDT £ 54,25, 1.31, 666.68min - pg/ml, 13.7%TH-

BUWERRULIIDTHE 5, 2o Uds UMASEE T1/2 i3 39, 7~64. 073 & BN
ULomRE» S, I, BRFEEOERKE (T LE 5Tz DiRUT, BEhEE T1/2 ik 87.0~
1/2) BX U TER (AUC) %R iz(Table 5). 117.3A3Ch b, D 2hICET 5 H b 0.91~2.68 &

5P, BKHEE T 1/2 1 61.74, T1/2 KEEBDIVD T, BHHME AUC i3 No. 2,
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Fig. 1 Relationship of MICs of Escherichia coli (32 strains) between

CPZ and CEZ
g/ ml Inoculum size:10%/ml

>100 1 1

100 1

5 1 1

2% 1 1 4

125 1 1 1[1]1

6.3 311]1 1

CEZ 3! 114 1
1.6 2|2

0.8
0.4
0.2
0.1
0.05

0.050.10.204081.63.16.3125 25 50100 >100

CPZ g/ ml

g/ ml Inoculum size:10%/ml
>100 1
100
50 1
2
12.5 1 1
6.3 1 1,111
CEZ 31 1 1
16(1]5]3[3]5
o8| [3[1]1
0.4
0.2
0.1
0.05

0.050.10.20.40.81.63.16312525 50100 >100
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Table 3 The serum and cerebrospinal fluid (CSF) levels of CPZ after an intravenous administration
of 100 mg/kg of the drug in the staphylococcal meningitis in rabbits
Experiment I. Determination at 30 minutes intervals

Rabbit Serum (pg/ml) CSF (pg/ml) CSF/Serum (%) |cSF sugar/Blood sugar
0,

No. | 3y | 1o [1°80r| 2° | s0' | 1° |1°80'| 2° | 30/ | 1° |1°80°] 2° (%>
1 |30 185 | 64 | 33 | 3.6 41| 44 45 1.1 24 6.9 136 51.7
2 |25 | 50 | 42 | 23.1 6.4 12.8 10.6 10.6 2.3 25.6| 25.2 45.9 51.4
3 (240 | 64 | 33.6| 25 | 6.8 4.0 295 275 2.8 6.3 88 110 50.1
4 |260 | 94 | 42 | 172 49 7.4 55 44 1.9 7.9 131 25.6 55.4
5 |260 [108 | 50 | 25 | 9.3 7.6 52 49 36 7.0 10.4 19.6 562
6 |480 |132 | 76 | 38 | 4.05| 43 7.4 57 0.8 33 97 150 57.8
Mean | 309.2| 105.5| 51.3 26.9 5.8¢ 6.7 6.01 5.48

9 6.4 11.7 20.4 55.2
+SE* |+£36.9+20.0/+ 6.5+ 3.0+0.86+1 39]+1.00+1.10 7 4

* SE : standard error

3SHMIRKE L, HRMBELEDR $ AKX - 12, No.
513 AUC O#xiEiZ No. 1, 4 ¢ ITAS ThH-12
3, MAEE AUC /h3IV»EDRIE No. 24&)
LKA, UbL2EDERYBELT, ¥—2
BERFBEDRIEIX 4.528/ml (BRI, No. 1) Td
h, IKM¥ITIEORE & 3pg/ml HE,A TL
2o §72b 5, &KHENidd 72 h constant 72EENKAHIEAEDS
Bohay, AhH, TrlkOBEIIZ, FEHICAS
RBEZEBDH L LD T LitisE 5,

m %

HENICET 2 bbb ORBETIX, EHIZ, Staphy-
lococcus aureus T CEZ Lt h 2 BREZH > T3,
E. coli Ti 10°%/ml Iz B\ THTEHIZ0. 05~100 £g/ml
LIEdo1zhs, ¥—-2i% 0.1~0.8 g/ml izdhh, CEZ

Xh3<hTRY, Tz CEZ D MIC »5 100 #g/ml LL
@ indole ¥ Proteus, Enterobacter, Citrobacter, Serratia
marcescens, Pseudomonas aeruginosa 1T 4 % A-~NXHEN
BRUIL, U UY 5 2 ERRRE T, BEERORE
DR PBThH-12, TNSORBUT, v YA
TOLELHERY LALUTH S, ZOMOBEETIE,

bhbhidRat Ttz -1cds, FFID MIC 13, Sir-
eptococcus pyogenes T3 0.05~0.2 pg/ml T3 L, ¥
— 1% 0.1 pg/ml, Streptococcus pneumoniae Tl 0.025
~1.56 pg/ml 1T L, ¥— 2130.05~0.1pg/ml &
&b, CEZ X I13E[F%:, Haemophilus influenzae TiX 0.1
pg/ml DUF~1.56 pg/ml (5751, ©— 21 0.1pg/
ml Fi3Zh U Tied b, CEZ 13 4 55 A ampicillin
(ABPC) kb 9N, Neisseria meningitidis {REEHET
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Table 4 The serum and cerebrospinal fluid (CSF) levels of CPZ after an intravenous administration
of 100 mg/kg of the drug in the staphylococcal meningitis in rabbits
Experiment II. Determination at 15~30 minutes intervals

Rabbit |, Minutes after iv CSF sugar/Blood sugar
No Specimen %
- 15 | 30 | 45 | 60 | 75 | 90 | 105 | 120 | 150 | 180 & '
1 Serum (132 |97 |74 |46 |34 |30.4]|24.5]14 |12.5| 8.2 25.5
CSF 6.6 6.5| 7.5| 7.5 59| 6.5| 6.7| 0.75 0.74 1.3 -
9 Serum (128 |8 |78 (53 |35 |26 [22.5|15.8|12.5/10.5 108.4
CSF (46 | 5.5{14 | 55| 9.4| 51| 2.62] 3.1| 2.52 2.52 -
3 Serum {100 |74 |48 |43.8(33 [30.4|21.5{22.5(19.415.8 6L.6
CSF  |14.6|28.1|14.6|11.2| 7.2 [11.0|11.0| 59| 4.9| 2.75 .
4 Serum (104 |63 |53 |35 (24 |18 |14.3|154| 9.7| 7.2 5.8
CSF 3.1| 39| 53| 50| 45| 89| 2.84 31| 2.62 2.62 -
5 Serum [81 |61 |35 |27 |19 |12.4|10.6| 85| 6.9| 4.7 o7.0
CSF 3.12 87| 6.9| 53| 53| 3.45 2.95 3.1| 2.2| 2.84 .
109.0 | 76.2 | 57.6 | 41.0 | 20.0 | 23.4 [ 18.7 | 15.2 | 12.2 | 9.3
Mean | SCTUm 1394316, 85|+8. 00|+ 4. 52|+ 3. 18|-£3. 57|+2. 65/ £2. 24/+2. 08/:+1. 88 o
(No. 1~5)| CSF 14.68 10.54) 9.66| 6.90| 6.46 5.99 5.22| 3.19| 2.60] 2.41
- +8.11|-4. 46{+1. 93|+1. 16|--0. 86{--1. 36{-1. 63|--0. 82|+0. 67|+0. 28
105.7| 73.7| 54.0| 36.0 | 25.7 | 20.3 | 16.5 | 12.6 | 9.70 | 6.70
MeanJ—’SE* Serum | 1481117, 7|+£11, 35, 51|+ 4. 41|-£5. 30/-+4. 16|--2, 11|=+-1. 62|+1. 04
30.1
4.27 6.37| 6.57| 5.93 5.23] 4.62 4.16 2.32) 1.85 2.25
(NoL,4,5) CSF |11 761, 390, 66-£0, 790, 410, 95|+1. 27|-0. 78|+-0. 57|=0. 48

* SE : standard error

Table 5 The half-lives (T 1/2) and areas under the curve (AUC) of CPZ after an intravenous
administration of 100mg/kg of the drug in the staphylococcal meningitis in rabbits

T 1/2(min.) AUC (min » pg/ml)
Rabbit .
No. CSF (Serum
Serumi cop | Serum | % CSF | Serum | % CSF | Serum | %
1 37.0 40.6 0.91 315.75 3,900 8.1 664.135,683.5 | 117 717.086,301.5 | 112
2 49.3 43.4 1.14 678.75(3,817.5  17.8[1,000.05/5, 586 17.9]1, 159. 956, 365.5 |  18.3
3 54.7| 6400 0.85 834 |2,908.5  28.71,400.254,679.25  29.91,677 |5,835.75 28.7
4 |117.3 43.7 2.68 198.75 2,782.5 7.1 428.1 {4,005 10.7) 592.5 4,635 | 12.8
5 81.8 39.7| 2.06 297.15 2,250 13.2 535.653,146.25(  17.0 690.753,551.25 19.5
(ng’lef}is) 617 46.0 1.34] 464.853,132 14.8) 805,584, 620 17.4) 967.585,353.5 | 18.1
(Notas| 542 414 131 270.6 p,o78.25 9.1 542.634,280.25 127 666.634,860.75 13.7

i3 0.05¢g/ml Th-1D CEMEBINS, 2L MAMEE303 LS, B I Tik309.2 pg/ml, KRIT
H. influenzae L\5YD 3 B Cid penicillin G (PCG) i€ 13 76,2 pg/mlE, MEMIBELWEYA LN, 1H
Bz, MET b, BERDIVHSEARDERSDY, Thidk

BEWHTETICEET 2 EBRCi2, 100mg/kg BB DB 2 3P 5 1z, B 1 OROMAMERSRICE
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hotedd, FRIZLTH 304, 1ERMEDB Y3 K2 ¢
X, COBEMEIZTS & standard DOEEE LS ICIEDS
holrlthEEALNS, BRPBEOY- s #I3, £
BRIODONo. 2, 3% L, EHRI T 1IEMICH-T
6.7 pg/ml, EERN TiZ 454 T 6.57 pg/ml &, WEE
HE—HU T3, UTtdi-T, 3043, 1ERGiCEsT 3
HOBKMELESRIZ, Table 3 D 1.9, 6.4% kL H
LEVWTHS 5,

KEIOMBEEREFERIZ, A, FRE $12#86% T,
cephalosporin %ldt CEZ iz D\ TCEWY, —F ¥ BED
B RBTICEETARFD 12 LT, EARKEERY
»IF 5T 349, Penicillin iz 2T, Ruepy®
REERDOEV  DRBIVEV RN, bhbh z
heXRTAMEEE T H?, cephalosporin Fjiz>
WTh, Sanoe 6D H LU TWBEDT, LODK
FRIOHRHBTHERIN S,

BB TOELXEY S parameter & LT, 4—
BicERIN TV 2BRMBLAESRTIX, BiTIKEL
WENHB OUSN, RITILT2WT &3 T TltR~N
1PEBH T, APELU»IISBROBETH S, Lz
> T, FEIONBREIZ 202 REETH 205, BEH
KHEE® AUC H3 W32 DBRNELED R TA S
BY, 2 aBTOL R SHERIDIT/I TR E -
T$, ABPC IREENTHEIRZL, LLAT AT
% parameter & bhH, PCG % cephalothin (CET)
LHhIFBHSLIZEI S TWIEY, bhbihid, Sanoe
EODRMIT LT, CEZ & CET MuitEB8ic/s A &
DOEEME & > TIP3, SROREL Zh2BRT
33DTHEH, vorH#UYAVIZBWT, FHOEY
HEWRCEZICHEANTEC &2 RRT 3R RINI
M, BHEAOMERIRI» i iZbbdic, ZAHE
THREVHZ 50 LBbh 3,

EEADBBICS\WTIE, BRB TR IR Rah ¥k
BRABEIBE DL, BYRBEOEHROR N &0
BEY, HOBREICBI 2L W UREHICEETH
%o FAOHRHBET 1/2 LHEIZ 1 BEARE T, 6
SEE UTRED -1, T1/2 SKMmME~IL 1.3 3
TET, BHDNID o, L UEHIDAKITEY 3 10
HIRE T1/2138<, RATIZ 115~120 V&, K&
D2EULTHS b, BIRMBERIZNI LTS, 2
BHEULOBKFEE T1/2 BH/H TR 2 RS H
h, FANI ORBERUELE->TWBEEALN S,

bhbhid, B ~OBIFICERIZELH 2 L 5 i,
B & DMKREIC S FRIZED D H, WEIBTL
BTV LR RE LTV, BHEAR OFUERI D8

Hrbb> b DML, 7 OBT & ERIC, —IBMmKSEHE
FOWEE N LU TFebh 3 T &id, RammeLkame &
Keerer? O, HEWIEALZ PCG DOBHEEMED,
BEREZSHI L b IR A BlITI VTR > 128 D RS
1o bEETHS, L, ZOABKES LS, BITOD
SV EDIZRELMET B3I TH B, 25 ELIdRLS
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FUNDAMENTAL STUDIES ON CEFOPERAZONE (T-1551)

— Sensitivity Studies of the Clinical Isolates and Passage of the Drug into
the CSF in Experimental Staphylococcal Meningitis in Rabbits —

Yuraka Kosavasur, M.D., Yosuiro Morikawa, M.D., Tsunekazu Harura, M.D.
and Toru Fujwara, M.D.

Department of Pediatrics, Kobe Central Municipal Hospital, Kobe, Japan

A new cephalosporin, cefoperazone (CPZ, T-1551), was evaluated in regard to MICs
to 131 strains of various clinical isolates and passage into the CSF in experimental staphylo-
coccal meningitis in rabbits, and the following results were obtained.

1) MICs of CPZ to 15 strains of Staphylococcus aureus were higher than those of
cefazolin by fourfold, and those to gram-negative rods were superior to those of cefazolin.
However, CPZ was much affected by the inoculum size. Peak concentrations of MIC
distribution at the inoculum size of 108/ml of the following isolates were as follows;
E. coli (32 strains), 0.1—0.8 ug/ml: Salmonella typhi (3), 0.4 ug/ml: Salmonella Group
B (1), 0.8 ug/ml: Klebsiells pneumoniae (5), 0.4 ug/ml: Klebsiella oxytoca (43), 0.8-
1.6 ug/ml: Proteus mirabilis (8), 0.8 —3.1 ug/ml: Proteus vulgaris (1), 6.3 pg/ml: Proteus
morganii (2), 0.8—1.6 ug/ml: Proteus rettgeri (1), 25 ug/ml: Enterobacter (3), 0.8-50
pg/ml: Citrobacter (2), 1.6~3.1 pg/ml: Serratia marcescens (5), 0.8-3.1 ug/ml: and
Pseudomonas aeruginosa (10), 3.1 ug/ml

2) Blood and CSF concentrations of the drug were determined at 30-min interval
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following a single one shot intravenous injection of 100 mg/kg in 6 rabbits with experi-
mental staphylococcal meningitis. Peak concentration in CSF was obtained 60-min after
the injection, i.e., 6.7%1.39 ug/ml, with a CSF/serum ratio of 6.4%.

3) Other 5 rabbits with experimental meningitis were given the same dose similarly,
and blood and CSF concentrations were determined at 15-min interval for 8 times and
twice at 30-min interval, 10 times in total. Pharmacokinetics of CPZ were evaluated
on the basis of the above results. Two out of 5 rabbits gave very high CSF concentrations.
An average of CSF concentrations of other 3 rabbits was maximal at 45 min, i,
6.57+0.66 ug/ml; the arca under the curve (AUC) up to 3 hrs, 666.68 min.ug/ml: per-
centage of CSF/serum ratio of the AUC, 13.7%: T1/2 of CSF concentration, 54.2 min,
ie, 1.31 times higher than that of blood. These results were better than those reported
with penicillin G, methicillin and cephalothin, and almost comparable to those of
ampicillin and cefazolin.

4) Protein binding rate of the drug in human subjects and rabbits was about 86%
and was the second highest among cephalosporins next to cefazolin. Combined results
of the previous and present studies suggested that the extent of passage of the cepha-
losporins into the CSF was not always correlated with the protein binding rate and
demonstrated that there was no relationship between the disappearance rate from the
CSF of a cephalosporin and its protein binding rate.

5) The above results appeared to indicate that CPZ is a potent new antibiotic
in the treatment of bacterial meningitis in human subjects. The drug should first be
tried clinically in ampicillin-resistant Haemophilus influenzae meningitis.



