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it &4V, UTOREEAB 6N,

(1) $E D SN E5 W 5 M D Staphylococcus anreus, Escherichia coli, Klebsiella pmeumoniae,
Pseudomonas aeruginosa {2 ¥t 3 B MICs0/MICoo ug/ml) i ENFN156/25 =005/02, <005/<
0.05, 25/50T& h, E. coli, K. pneumoniaeiZtt L Ticeftizoxime & [ D TRIFLIE D %5
L7 S. aureusiZ3$ L CTidminocyclinell 3455 & DD, cefotiam & 1 R RAEN, P.aeruginosalZtf LT
tpiperacillin& (2ZEFDINEHTH - 7=,

(2) RBHeR 84T 3B 4513 B MR D € — & 12140 pg/ml, 60 ug/ml, 189 1ig/mI T h
M iEi21.40, 058, 3.26T, HEENOBITE L L7

(3) FEPRFERINA @ SABHBOIRBAE 14BN RER L, B50260, HA106), LoAm160, ®31461C,
HWES6% ThH o7 T/, MEFMIZIZHLSH, BRLMR26I, MAWEL2BITH 70 BIFEHILL
BUCREEED, BRBREMORELEEIITH EBHEICZO LN, WFRbEBL LOTIEL
C BREICECICHMIBER B i3 e d T,
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Cefpirome(CPR) 1287 L < BIR & N /zoximeRI DS H

7 L LREYE TH B, KHdStaphylococcus aureus,

Staphylococcus epidermidis ¥ &5 & 7 7 LG IKE &
Pseudomonas aeruginosa* S 7 7 LBEMBEEIZH LT
BOMBENETRT. $7:, £ B -lactamasell3t LTH
E7o%, P-lactamaseEEAMKICH LTHOMENEHET
LERTHD, AFIZTTIIRITEIN 20 - TaM -

~REBRABRBLUBERE IHARICL Y 2oL
BZIhTwaY,

SEbUbIIIRFOIRM % Z 13 THEHERIC BT A
R - BEROURET 21TV, 2OHHN, K%l
WTETORELBLOTHRET 5,

I. ¥R &FH &

1. fEH

BERFEDBEDBBKRD I b, S. aureus, Escherichia
coli, Klebsiella pneumoniae, P. aeruginosall D\ TR/
BB UE i BE (MIC) % #) % L 720 % 72, methicillin
(DMPPC)?, cefotiam (CTM)?®, minocycline(MINO)*,
piperacillin (PIPC) %, latamoxef (LMOX)®, ceftizoxime

(CZX)”, imipenem(IPM)®Z 31+ HMIC & [FBFIZHIE L,

HEBE L7-, #I%E A1 Muller-Hinton broth% B\ 72
broth microdilution method & ), HFXFEHEIZ10°
B/mTHhs,

2. M 8iT

BIBETF 2 — 7 F L+ — L DO3FEG (BLER %265,
PEBEREAT % 1BI) 12 BV T, FH OB H 1T % Baillus
subtilis ATCC 6633 % BRERE T HFMHRT 1+ A7 KIZT
BE Lo G HEIERA g% ARG 20mI BH
L THRIRICHIRMIRS L7z, ki, micowvTiddk
5%304, 1, 2, 3, 4, 6BFRICA/YY) »hn L THREX
L, 7otz 5 41, 2, 3, 4, 5, 6, S8BERIICIR
Rk, GEEFELCREICH L7,

3. EREKER

198868 £ V1990438 $ TICHEH L U E3 M
ECTHBREBMORE %16 NN BB RS AE 145012 K
REEHAL, TOBRKHR, REMEBRF L. 2B,
HERICELBBEIIR= V) U RBI U7 2 2RI
THTLLY—BEROLR VI L ¥R LT, HRIiEH
IIEH8BI, LM6BIT, FEMII29FNH83KI T, F
¥)526 K Th oo HEHERETR 1gx EBAEK
100ml B L, 3007660001 TAEBEL,
Z6I1H2EKZS CTHRIX5 & 138eh 528¢F T, T
14.4gThH o720 KBS H D LR HRBIRE4H), 8%
R3Bl, FIERBER20I, BRBEAIKL26], 3L UK
EPRE, A% R, MERENBOBDIFTH S,

FRR AR EIBEDHEREII LA 5 TiTh 5720
Thbb, EHEEKRAIKSIHCEEERN2/3L L

* T467 BEEMREXHEEREIE]L
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AHKELIEELLLD, ARE 350 TEEE
KOBEEAMWEREIEBLA D, LofiRhL 2k
STHCERKICZAOHOUENMALNIbDEL, W
BLFTAMUEDRGIZTHIEROEE L 2WL D,
HOHVIIELLAODL L7, MR RIZIRS %
IR L DS RINEE RO S 2, BRE
EL, EDOMWRICENHE, B, RE, #LR04B
PETHIE L7ce &b, HHRASHEL, BRIAAHEE &
SICBEI IR LT L7,
I. &

1. $iMiJI(Table 1)

AF) YRttt EE 7 FYIRE(MRSA) £ &S, aure-
us 208K 3 5 A K O HLH 111320.39 pg/mlA 5 50
1&g/ mIDMNIZ 34 LTV 7z, MICs0i21.56 ug/mi, MICoo
1225 ug/mIT, MICH— 7 IIBED2HMER L7, it
& DOHBTIIMINOL D345 46 DD, DMPPCL N1

TV L2BMEN, CTME NS &SR TIRIZIZES,

BTV L2BERRAER T,

E.coli 208123t L TR AFIZRFLMEHERL,
MICs042 0.05 pg/mlLL T, MICs0t30.2 pg/ml T & ¥ A¢
1.56 ug/mlIL T OMICT & » 72, Al & DL TII,

CZXEIIREDRENTH H, LMOXL h 1%\ L2E,

IPME ) H#2EEN T/, $72, PIPCE DT
ARIDSKE {B-TWws,

K. preumoniae 208kl " 5V T b £H130.2 g/ mlAF T
SHORBELXMIEL, MICo0$0.05 4g/mILTF LT
BUF BN E R LT 1K & DB TIRER)ILCZXE
% T, LMOXX 0 2%, IPM& h 4%, PIPCL h8%L
HENRTW /.

P. aeruginosa 20KEIZ 3§ 5 EFIOMICIZ3.13 g/mip
5100 pg/mlh EDOFPRIZD M L, MICs0i225 1g/ml,
MICo0 250 pg/mi & L CHEE R L, COENI
PIPC & 12(Z[E%C, IPMX W3 L6E%H, LMOXL
D#1E, CZXENH2ERN TV,

2. BB RBIr

JEBIL. 71RCtE, PSS S0F L7 B BMI 22t LA8
T, RBEYM, TF2-7FL+—2, HREY
L+ — % ITLIERTH S, Hi%198 BIZAHD
MRt Bir e B L7z, EBFOY YL, FF02
7 IF—CRREFKHETH D5, BUN 41mg/dl, S-Cr
1.9mg/dl & BHHEREE & F > TV 7o, AH 1ghiEkD
M PRI, 307 T100 ug/mI T, LLE# K L 8BS
B 11322 pg/mi%E R L72o Sl LRB il idd
BRI ICE— 27 D140 pg/mliEL, 8BFMK T 692
ug/mlE LBHBEVETH 5 72(Fig. 1),

fEBI2. 65 fctt, MBAFEII LABEREL, #AEEY
B, TFa—7FLF— %7 LERAT, #ikisH
BIAF OB BT HH L7, FFETIRGOT

Table 1. MIC of cefpirome and other antibiotics against clinical isolates
Organism MIC (ug/ml) (10° cells/ml) MIC 2000
. Antibiotics
(no. of strains) 0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100| 50% 90%
cefpirome 2 5 3 2 2 4 2 1.56 25
S. aureus methicillin 1 3 5 2 2 1 2 1 6.25 | >100
20) cefotiam 1 6 3 1 1 2 1 4 1 1.56 100
minocycline 4 10 1 3 1 1 0.2 0.78
cefpirome 12 4 2 2 =0.05 0.2
. piperacillin 7 3 2 8 3.13 | >100
E. coli
'(2 0) latamoxef 2 7 6 3 1 1 0.2 0.39
ceftizoxime | 13 3 1 2 1 =0.05 1.56
imipenem 10 10 0.2 0.39
cefpirome 18 1 1 =0.05 =<0.05
. piperacillin 1 4 9 4 2 6.25 12.5
K‘é’g)"’“’"""‘“ latamoxef | 3 6 9 1 1 0.2 02
ceftizoxime | 17 2 1 =0.05 0.1
imipenem 6 5 7 2 0.39 0.78
cefpirome 1 5 1 8 3 1 1 25 50
. piperacillin 1 7 3 1 3 12,5 |>100
P. aeruginosa latamoxef 6 4 4 3 3 25 >100
(20) -
ceftizoxime 3 6 3 8 100 >100
imipenem 2 4 3 5 3 2 1 3.13 12.5
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45U/L, GPT 110 U/LEBEORE ¥ - T, &
F DM IMEEIZI057HT104 pg/ml%ETR L, LA
L CoRFM%ICIZ7 ug/ml T TIRTF L7co 449 A8
WEIARFRI 1260 ug/mDY — 2 (2L, 8BS T
1331 pg/ml% 7R L 72(Fig. 2),

B3 74t BIU CREREICH LIBREH, &
BEYR, TF2—7FL+—TU¥RITLAERT, #
%17H BB R AT A RE L, B AETIZGOT
100 U/L,GPT 170 U/LEHEEDO M5 > 27 34— ¥
DEREDRDT, 53053 %1258 pg/ml 7R L 7 XA
OmMEPRAL, LI L TOBFM %2136 pg/ml
TET L7z BB i BEIZSBF R4 12189 pg/mID ¥ —
ZIHEL, SBFMETH 41 ug/mIDBELR > T/
(Fig. 3)o

3. ERERAE R Bk

S4B DRRIRI SR IIELD28], A5106, RRHH
15, EHIFT, HHREILEB TH-7 LRHTE
EIHDEFNIL L S ITBER O _REFEDFEBITH - 7=,
MAZODRIRFELBZ1000 ) Ll ssl, B
A28, MAWHEA2H), THIIBITH o7, BB
EIBRET AL, REEICTEINI5HKD ) LR
L 7= D3 Enterobacter aerogenes & S. aureus D28 T, %5
138k(87% ) 1XiH S L72o FEHL L 72E. aerogenesiZit$ 5

FHDOMICIZ0.20 pg/mI T o 7275, Z DEAIME S 1
T AEBIS I NE BT 14 THE MM O NN B & b Bk
EIRMEABFE R & &AL LERITH D, RADEHENL
FoVEEBEERERG T HI LI L D BAMICIES
LD H, bW Bcompromized hostil #5411 A 4
RTHD, TLLEBRBICEES LD bDEEZ LR
T2o 70, FFREL TR D 1BKRDS. aureusidMRSAT H 1,
ARIDOMICH 100 pg/mlE @R TR LI —F, EHILID
Bacteroides sp. {\Zx B AR DOMICIE400 pg/ml & BT
HBHH, BRE SN, THIEEH OIS RER /IO
MBFLF—2%ithoTED, FORENRbIIY
NDEEZONT, 372, BRIOEGHET RICHIICHB
L 7-#i2Candida albicans 1#k & Enterococcus faecalis(MIC
25 pg/ml) 1 ¥k B X U Bacteroides fragilis (MIC : 12.5
wg/m) KT, VTN FEN RN ERTODNTH >
PARS

BibEMRIERA L L TIRIBIGERIS) B W TR Y
BTz, FHDIXGHB%IBE L h38CTEHENERLER
ERL, HERIEICL D ERHIIBBA LD, BFS
CEBDESICERTAbDEEZEZ LN, BRBREME
DEREEBRITENIEZDON, TFOMRE T AT 3
FT-Y¥OEREELTHIBERE IO, HEEKEE
161, BUND ERH1615 L UIKFNAGH L7 H26]T

1000 Case No. 1 (71 y.0. F), GOT: 19 U/
gallbladder cancer GPT: 15 U/
liver abscess Al-P: 342 U/l
T-Bil: 0.2 mg/d!
BUN: 41 mg/dl
140 S-Cr: 1.9 mg/dl
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Fig. 1.

Concentrations of cefpirome in bile and plasma (bioassay).
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10007 Case No. 2 (65 y.0. F), GOT: 45 U/l
cholelithiasis GPT: 110 U/
Al-P: 315 U/I
T-Bil: 0.3 mg/dl
BUN: 12 mg/dl
S-Cr: 0.8 mg/di
Plasma
— 104
100 60
Bile
—Q31
104
7
1 T T T T T T T T
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Time (h)
Fig. 2. Concentrations of cefpirome in bile and plasma (bioassay).
1000
Case No. 3 (74 y.0. F), GOT: 100 U/l
cholelithiasis GPT: 170 U/l
Al-P: 704 U/I
189 T-Bil: 0.4 mg/dl
BUN: 14 mg/dl
S-Cr: 0.8 mg/d!
100
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Fig. 3. Concentrations of cefpirome in bile and plasma (bioassay).
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holze CNHODEFD L, 18P EFEDORE T THBR THDOBEBIZ OV TIZIRPNAG LA D26 4 B <
HeBIIIBETH Y, FEHEICL HEA L OMMMN SEUZHBVTUMRAM L ERTEN, wIFhbgeh
KOV TOHETI, “MELLEEVEENn H6fHl L BARED S (Table 2),

T, 1FIDAD “LEARELN" LHEEN TV,

Table 2. Clinical summary of cefpirome treatment

Treatment ;
Age Diagnosis and severit Clinical Bacterio- Orgamisms
No.| (y) [ 28" . Y Underlying diseasel x times total | Inica logical (before) MIC Advgrse
(region) g efficacy ! (ug/ml) reactions
Sex x davs dose effect g
y ® (after)
" . i g Bacteroides 400
postoperative woun _ : species
1 M linfection moderate (=) 1x2x8 | 15 |excellent|eradicated p i none
(=)
% ‘ i q P. aeruginosa | 6.25
2| F &(}zcﬁfa ve ::;32 rate | 82llbladder cancer | 1x2x4 | 8 | good |decreased S. ”’I’e"s 100 | eosinophils T 2% —9%
S. aureus 50
; E. faecalis 12.5
52 [postoperative wound .
3 M infection moderate (=) 1x2x5 | 10 | good |eradicated (i) NAG 19.0-152
; gallbladder stone
4 4F6 %?:E?%e;auve WOUII:SI d g;);llr;lon bile duct| 1 x2x8 | 15 |excellent | unknown NT none
. . (=)
5 GN? postburn mfe;%%‘éme (-) 1x2x14] 28 | fair |unknown ( i ) none
40 | postburn infection BUN 11152255
6 M moderate (=) 1x3x4 | 12 | poor |unknown NT fever
61 . L S-GOT 1t 33-2%4
7| M |acute cholangitis mild | cholelithiasis 1x2x6 | 11 | good |unknown NT S_GPT 1 100-305
. C. freundis 1.56
acute obstructive
8 %0 suppurative cholangi- colon cancer 1x2x7| 14 | good |decreased E. aerogenes | 0.20 none
F tis severe gallbladder cancer 1
E. aerogenes | 0.05
62 stricture of
9| F |cholangitis moderate | common bile duct|1x2x10| 20 | good |unknown NT none
rectal cancer
57 {perforative peritonitis S. sanguis 0.05 QE_GE')]‘P Ir gg:ﬁg
10 M moderate (=) 1x2x7| 13 | good |eradicated 1 LAP 1 35-128
(duodenal ulcer) =) GPT 1 38-58-37
. N B. fragilis 6.25
perforative peritonitis
11 5],9 severe (-) 1x2x7 | 13 | good | eradicated S. consltellatus 020 none
(appendicitis) (=)
CNS 0.78 [S-GPT t 24~ 71
. . tal cancer
53 |intrapelvic abscess rec . | Al-P 1 210~396
21 severe ﬂr‘fﬁl it o 1x2x8 1 15 | good | replaced | ¢ gppicqpg Y-GTP t 33~ 89
arthrils E. faecalis 25 |LAP 1t 67— %
E. cols 0.05
83 | phlegmon  moderate ;gggigggegf a-haemolytic | 0.10
13 F |(abdominal wall) abdominal wall 1x2x7{ 14 | good | replaced streptlococa none
tnvasion B. fragilis 12.5
E. coli =<0.025
DM ; =z
14 99 |abscess moderate | urinary bladder 1x2x7| 14 | good |eradicated Htgllém é(? 0()525 NAG 12.5-6.7
M | (abdominal wall) cancer ! : 70
rectal cancer (=)

CNS: coagulase-negative staphylococci
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FLWESH A7 L 2/ WEMHTHBHCPRIZOWVT,
NEEBTORTEIT L -7, FIHDERL T,
MRSA % & &S, awreusiZdt L, MINOIZIZE A H DD,
Ft 7 L AHOCTME %L E OB SN,
o LRI LTI, P aeruginosa Tl Rttt
YRTAS, PIPCEIZIXIEEETHY, E. coli L K. pneumo-
nige TIXCZX E M S OMD TR LB N ER Lz, A
Blx 75 LRMERE B & U2 5 L MEMEAR B L CORIL
WK N ERTEAEEZON D,

RErt A FBAT 1L 30 CHRES L 7o B RE b il 3
M H120.580 5326 L PHBEOBITL L, € FTD
HEAHAENT% THH I & X ERTULLLM R 7
BITEBbN b, BLVIRED L+ LBt iREDS
T LT, FRIBEROBRPIEICH LTORTE %D
KHIEEZ LN,

NHEBEIED V4B LR TR, %%
86% L RUF MM TH D, MEFEMIZH 158138k
HELZ REHITOWTIRRIBUIBOTRARETEDHL:
B, IXGHPIEE EHITERDICHEALTED, T0%,
R E b b3 eh o, $7:, BKREBOR
FAEI14BIP7H &, EEEETD1094F1136)1 5t
8L, BRIIZOOLN, TDEIBENORET, B
HRAEDOL IN5FITIITRTHEI RSN TSED,
BERLE, FICMBELLDLI R o72H, 4KbLES
e o /3 S/ A AR ¥ H5F (WA

LA EDBER - ERIROBRET DK R, CPRIZALEIHIm G
FEV L THRAMOS 5 ER LRSI,
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BASIC AND CLINICAL STUDIES ON CEFPIROME IN THE SURGICAL FIELD

Jiro Yura, Nacao Suinacawa, Suu Isnikawa, Axira Mizono and Keut Masinta
First Department of Surgery, Nagoya City University, Medical School,
Mizuho-cho, Mizuho-ku, Nagoya 167, Japan

We performed basic and clinical studies on cefpirome (CPR), a newly developed injectable cephem antibiotic, in the field of
surgery. The following results were obtained.

1. Antibacterial activity

The MICso and MICoo (MICso/MICo0) of CPR against Staphylococcus aureus, Eschenchia coli, Klebsiella pmeumoniae and
Pseudomonas aeruginosa, isolated from surgical foci, were 1.56 (xg/ml)/25 (ug/ml), £0.05/0.2, £0.05/<0.05 and 25/50,
respectively. The results showed that CPR has excellent antibacterial activity against E. coli and K. pneumoniae, equivalent to
that of ceftizoxime (CZX). Against S. aurcus, CPR was inferior to minocycline (MINO) but somewhat superior to cefotiam
(CTM), and against P. aeruginosa it was nearly equivalent to piperacillin (PIPC).

2. Distribution of CPR to bile

The peak concentration of CPR in bile was 140 ug/ml, 60 pg/ml and 189 ug/ml in three cases, and ratio of the bile to the
plasma concentration was 1.40 xg/ml, 0.58 uxg/ml and 3.26 ug/ml, indicating moderate migration.

3. Clinical evaluation

Fourteen patients with surgical infections were treated with CPR. Overall efficacy was excellent in 2, good in 10, fair in 1
and poor 1n 1, with an efficacy rate of 86%. The bacteriological response was: eradicated in 5, replaced in 2 and decreased in
2 cases. As for side effects, 38°C fever was noted in one case. Abnormal laboratory findings were observed in seven cases,
representing a high incidence. But none of the abnormal fluctuations was serious or presented any particular clinical

problems.



