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1. Ll . ERIK 58 D Staphylococcus aureus Tmethicillin®MICH12.5 pg/mllL E DO E B (MRSA) T
IEEWVMICER R L72A%, 125 pg/ml kil OB (MSSA) TN B N %R L7z CNSTIIMICOH
¥'— 7 H51.56 pg/ml & BAF 2R LB N % 7R L7 Enterococcus sp. Tix#77% D¥EA12.5 g/ mlEL T D
MICR2R L7 7T LBEME Tl Escherichia coli, Klebsiella pneumoniae, Klebsiella oxytoca, Citrobac-
ter freundii, Morganella morganii TIXTN GMICHO Y — 7 H%0.1 pg/mIAT L BN HE N ZR LT,
Enterobacter sp. {28\ T & 2Hk4%6.25 pg/mIATICH i L BRI 25L& /) 2R L 720 Pseudomonas
aeruginosa, Acinetobacter calcoaceticus {Z b W9 BUF L YL 1) & 71 L 7245, Serratia marcescens,
Pseudomonas cepacialZ I3V MICOBBRAFHE L7,
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Cefpirome(CPR)IZ F A > - ~AF X b #t, 75> % -
Venvay 77z E hRERRSNH LV iESAL
7 LREMATH Y, HLSRNERR O S (R
T L LITK I & 5 Pseudomonas aeruginosa % & tr 7
TLRME, £t AR HBORE NGV
Staphylococcus aureus X° coagulase-negative Staphylococcus
(LATCNS) R & 57 LGB L TV £ 1
To EDLOFMBEAMAL, HHEHRRCR MR
RASDIMAIZ 3> 2 IS TL BT R SR E (22 L TH D
RERRIE D ENMIE SRS,

S, e EHORB LS, HILBESEHEEIC B
FHETOREEN - BRORT LT 72O THRET 5,

I. |
1) CPROSEHRESMB I BIEN
MEBLUHE

FRIFELBRFEFRE-NHRRI BV TEH

JFW L Y % L 7S. aureus, CNS, Enterococcus sp.,
Escherichia coli, Klebsiella pneumoniae, Klebsiella oxytoca,
Enterobacter sp., Citrobacter freundii, Morganella morganit,
Serratia marcescens, P. aeruginosa, Pseudomomas cepacia,
Acinetobacter calcoaceticus \~ 2\ TCPREUE A,
S, LT 2 2R ORANRERERE(LL
TMIC) % B A{L¥MEF R, MICHERRDEDLS
EVICEML, EREHAREICLOVMELL, 25,
HHEE I 10%ells/ml, BEMIXEEMET 1 2 7 S
(SFHF) 2 ER L7

BE ITVILBUERECOVTRI L, S. au-
reus 328k Climethicillin®MICA12.5 pg/mUA EDFE(LL
FMRSA) & 125 pg/miKi@OBE(LLTFMSSA) D ZDI257
13 THET L 720 MSSA 148 TidTable 10 & 9 IZCPRIZ
0.78 ug/mlz ¥ =7 % A L, £¥6.25 pg/mlATICHH
LTBYRIFLHEDER L, B E BT 5D &cefo-
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tiam (CTM) {213 45 5 %%, cefazolin (CEZ), cefmelazole
(CMZ) & 121X [A] %, latamoxef (LMOX), cefoperazone
(CPZ), cefmenoxime(CMX) & V) i Tvr/z, MRSA 18
BTIIZ L A EDOBRA25 pg/mIbL F & IR ZD A 13 W]
ffL@VWEEBEZONL, thot 7 « LK TIHCMZE B
{HIZCPR & D LM 1) A4 - T2 72, CNS 448 TIICPR
IIMICO Y — 7 HT1.56 ug/mliid 1), 91%H512.5 pg/ml
AT LT D RUF 2R 2R L7, Ml & e
THECTMIZIRR R % B A, CEZL A%, CMZ, CMX,
LMOX, CPZX b ix{(EH TV 72, Enterococcus sp. 638 T
1XCPRIZMICD ¥ — 7 56.25 pg/ml & JLEMFE , #)
22% D525 pg/mUZ M A L, oM & IL¥T B L RIF %8
BOERTOOOMMEEMDLINHFALTVDEERZD
N7. 2VWTY 5 LBHEREICO W THL L7z (Table
2)o E. coli 45812 DWW T A B & CPROMICIE 0.2
pg/mUAT & D THERNHE N 2R L7 s &
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FHERYLIMNOKR L HENT 2 K. preumo-
e 168022 W T A D ECPROMICIEZHO.1 pg/mlbh
Tz L, HidTHRAFZIED E L7 R & ey
B LE coli L ERIZBET LM O KR & h iR TY
720 K. oxytoca THAZ DWW T &% ECPROMICIE ZH0.1
1@/ mILNE E WD TR RN E A L1 ORI & ¥
T HEMMLIMADOER L) CENIHENTHS T,
Enterobacter sp. 21 B2V TH D L CPROMICH V-7
120.2 pg/ml VT, 2HR6.25 ng/mIATF 24 L,
R D Ll Rl e e % EHET L7cfh
DER L DENT VI, C freundiit IRIZDOWT AL E
CPROMICO Y — 71201 g/mILLF, 2#3.13 1g/mild
Tzt L, BFLIENDERL,:, ARl T B L
it L2 hoER L h R BHERLTYT,
M. morganii 17TREIZ DWW T A B ECPROMICIEY =7 7t
0.1 ug/mlELF, 28#1.56 pg/mUUL T2 4i L, REF

Table 1. Susceptibility of clinical isolates to cefpirome and related antibiotics

Gram-positive Drug No. of MIC (ug/mD)
coccus strains | 0.1 0.2 0.39 0.78 156 3.13 625 125 25 50 100 100<
CPR 1 10 1 1 1
CEZ 4 5 2 1 2
CMzZ 11 1 2
MSSA | CTM 14 2 6 2 2 2
LMOX 6 5 1 2
CMX 3 8 3
CpZ 1 10 1 2
S. aureus
CPR 1 1 3 8 5
CEZ 2 1 1 14
CMZ 1 1 5 9 2
MRSA | CTM 18 1 1 1 2 9 4
LMOX 3 1 14
CMX 2 1 1 14
Cpz 1 1 16
CPR 1 2 4 14 10 8 1 1 3
CEZ 4 3 14 14 2 2 2 2 1
Coagulase CMZ 4 2 18 9 5 4 1 1
-negative CT™M 44 4 21 13 2 1 2 1
Staphylococcus CMX 1 1 2 1 20 10 4 1 4
LMOX 3 1 9 16 9 6
CpPZ 2 14 19 3 2 1 1 2
CPR 1 10 8 18 12 3 2 2 7
CEZ 1 2 2 30 15 3 10
CMZ 1 5 1 2 54
Enterococcus sp. | CTM 63 1 1 2 13 19 27
CMX 1 1 2 3 1 2 3 1 39
LMOX 2 3 58
CPZ 1 1 6 23 23 1 8

CPR: cefpirome, CEZ: cefazolin, CMZ: cefmetazole, CTM: cefotiam, CMX: cefmenoxime, LMOX: latamoxef,

CPZ: cefoperazone
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Table 2. Susceptibility of clinical isolates to cefpirome and related antibiotics

421

Gram-negative
rods

No. of
strains

MIC (pg/ml)

0.39

0.78

156 3.13 6.25

125 25 50

100

100<

E. coli

45

Wr—WwWWww

—
NE D

16
2

—

K. pneumoniae

15

Lo i e <]

-0 N

K. oxytoca

[y

Enterobacter sp.

CPZ

21

N

— b

BN O O st

—

NN

14
13

C. freundis

CPR

DD = DB

N | D=

W [ O

M. morganii

17

—

[k 2}

DN U == O

NN

S. marcescens

LMOX
CpZ

bt

—

P. aeruginosa

CPR
CMX
LMOX
CPZ
CAZ

47

—
NG = 00

[y

o

—

12
10

P. cepacia

CPR
CMX
LMOX
CPZ

—

el lYSNICR S RN ]

| 0000~

DOt =t | OO OO DO

=0 owm

—

A. calcoaceticus

CPR
CMX
LMOX
CPZ

15

1

W N w N

5
3
2

6
6
6

2

CPR: cefpirome,

CEZ: cefazolin, CMZ: cefmetazole, CTM: cefotiam, CMX: cefmenoxime, LMOX: latamoxef,
CPZ: cefoperazone, CAZ: ceftazidime
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TN &R LIz, kL IEd 5 &gt L7 iTh o %
Hl&hENRZINEDE A LT/, S marcescens YBkLT
DUNTHD ECPROMICH ¥ — 7 A112.5 1ig/ml & M)
M <, MR & BT A EEVMICE RS b DD At
FnbDEBbNI, P oaeruginosa 4THRICDOWT A D
L CPROMICIZ12.5 ,ug/mlllTl: 53.2%MM L, D
B L TE LS DEKRDNENIBNC L2 ERT DL,
HBO B LB AL TWAE VD, A L i
TAHECAZL W RRHKLLDOD, CPZ, CMX, LMOX &
DEN M A ER LT, P cepacia 3RS L7 BiBkATH
THABKRDATH - /275, CPROMICIE #1256
pg/mULEICHLTE Y, BRI L
DEB b/, A calcoaceticus 158DV T A B ECPR
DOMICIE Y — 7 H%3.13 pg/ml, HA12.5 pg/ml & K
MRFLIENEAL T/, R BT 5 ERETL
Fh XS L W EN BN ERL,
2) BRRMRRGT
W, TGS HES LU EEYE, BERDHERORFIIL
BREFE N B L R LBERENEH BV TAKRGHR
LA RMBEREREI2BEHRE L TIT- 1
(Table 3)o x5 HiEIXEBAIEK100cc I AR % 5/
L TH303 TodidEL7:, 1085 %130.5~1g, 1B
2ml¥ s, 5 MMz4~138, BRAKkE5RE268 /b
5 ®m6gThH -7,
BRDEOHEILEEORE I, KOTELE
O,
% (excellent): %5 % 48BF B LAPIIZ ¥ LW FEIR DL
BEERIHD,
Fih(good) [ IGEHRBIIEKDLEL AL D,
Lo (fair) D G EKRBIEROUEL AL LD
DEOHFAKELHAGL, ERO
WREV Do EBbRE LD,
B (poor) FEKDOAKLLIRHELZLD,
LTBEMER L LTRIRGPOEMENAR B L URS
A OBRKBREAMBOLRIL, HRET L7z, K5EH O
IR RSB, RikMEPRR2G), B K26, B
RICIBHEBER L S0 L ERLE, SIE16], T
BOGBERIBID1261TdH 72, XGHICHREISH
PR LZESIIIBITH Y, BMIEEIIE~NESNTAHS
LE colin®4BlE b - & % <, D TStreptococcus 361,
Enterococcus 2%, Pseudomonas putida 1%, S. marcescens
16, Enterobacter cloacae 181 Td - 7-,
RICEIEGIDOBRIE b XD, FEHI(1 NIRFFILIC
LRRUBBERESI CEME L ) AR LEH, F/H4
HEICRREMROERLGUELLDO, EHI( 2 )12
JHAERER\Z CPTCDF 2 — 7 AR FRMICEIBEA T S
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bRTRICIHE S, M ORI & DIRK LB, HH)

CRPOU & % o, AREHw L7, EH(3 )R
LTSS L, ELCGRENTAR,
T#i%1ro RS AR LM, EH%S B BITIIRE
JHAKOY B BOTREHT L7, EF(4)IIRERIL
Dk BBURYEMB % THifk, AR LA, B,
CRPL LS EH* B fithE HE L1, EW(S )idhE
KoL BIRBTEMMERIES ST kAN L4/, Amn
ROEHLE ICSHEKDU B L LY, AHEHEL
oo HEBI( 6 )IZNETEMSII AT L THRIAT "M YRR A &
17, #WikFL— X hiERD N ENES L S, KA
RS L7, G RBIIAROGECZOAYEHEL
1oo JEBICT ) IZRREER AT RHRT, #%I8AB L
s, MEREDWE, T-F1— 7HBEKICANE
5 L7, R EREERDNUELED, BHLHAE
L7:o FEGI( 8 )iditihii 2 L TIREZAT A IR L
1T, WERACALTEI LB, EAFLERL,
5RO A S Enterococcus faecalis X B L 72, AR%
SIS W REFEROBERE H 5 LB, KRS Ltk
FTHIEIZE ) REFTRIZIHRL7:2S, BRBOFRRS
17-oTH Y, REDHBIZIhHIMELEEZILN,
RO EHE LT, EF(IIIETRICAMBEERITA
LB, SmBRLE L) AR, YRET E®IERE
FRALL. 5% 3B L MM, BRERKOLELZ
B, BHEHE L, EFO0)ILBELHIZTFhE
WIT T ALBAENRK, CHIZHLTT-Fa-775
PESTICYR T, TORIIERR, 2akELL:
OB R EZH, ARLES L. RS EEKRERKD
SEFIOEHEHE L, EFONDIEREEICTE
RS ODMT T % BT, WiRIZTEERS R, BAORERE
K2, BORAKE KIZEKRLER, R5EERHAR
DUEXDIDHMEUE LT, ERM(12) 13 RERILICE
LHBRTFEHREEA LIS, K5EER®, BRARO
HEYEOHEDEHEL

DED LIz, CPRIZSDBERBEIRERDLLIHA, 2
LHWIB E B LEAO16% % EH, 5 HIKE
EN-EEE A D EFERTDCandida, FEFISNDE. faecalis
(CPR @ MIC 100 pg/ml), FE 61 10 @ Alcaligenes
xylosoxidans, Enterococcus avium(CPROMICAE 4 100,
400 ug/ml) Td o 72, AN CPROMICH ® , MICD
BUEfi L (BRESA TV,

BESZEER RZO L h o7, BRREBOLD
{22V TidTable 44277 L 7o RBC, Hb, HtiZDWTH
B EFEBI TG HICHAE T LT 525, 56138
WEMAH Y, »OBEHE LTV T, F5HIIR
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Table 3. Clinical results of cefpirome administration
Age | Infected disease CPR treatment Isolated organism
Case | (v) . - Clinical | Side-
; Severit before
no. [and |  underlying Y1 dose duration | 1 (MIC for CPR) Chnical course efficacy | effects
Sex disease (g/day) dose| after
a diffuse peritonitis E. coli (=0.025) ‘ i
X droppe
1 moderate | 1 g x 2 8 16 ever o ood | (—)
F anemia CRP, leucocytosis improved | &
uterinemyonce no growth ylosis improve
cholangitis, bile
51 peritonitis Enterococcus sp. (12.5) | fever dropped
2 M moderate [ 1g x 2 4 8 CRP improved good | (<)
pancreas head (=) general condition improved
cancer
peritonitis no growth
3 2 moderate [ 1 g x 2 9 17 g fever dropped gr ?dually. CRE good | (-)
M trauma and leucocytosis improved
30 | local peritonitis =) local findings improved
4 M (=) moderate | 1g x 2 4 8 leucocytosis improved good | (=)
local peritonitis E. col 0.05 iop
5 26 pel moderate | 1g x 2 ' 7 | Streptococcus sp. (Ge) (0.05) gener.al condition improved good | (=)
M CRP improved
=) )
post-op. intra- . <
41 | abdominal inf. . E. coli (20.1) o
6 - mild lgx2 4 8 local findings improved good | (=)
M cholangiocar- ©)
cinoma
cholangits Pseudomonas putida
82 @3.13) | fever dropped
7 moderate | 1g x 2 6 12 L . good | (=)
F | choledocho- ) clinical symptoms improved
e Candida
lithiasis post-op.
intraabdominal E. faecalis (50) pus discharge decreased
58 abscess gradually, .
8 moderate | 1g x 2 13 26 . far | (<)
M - fever dropped temporarily but
rectal cancer E. faecalis (100) | rose again
phlegmone of rt. s <
. pyogenes (£0.025)
9 18 lower ext. | moderate [0.5g x 2 6 6 fever dropped . good | (-)
M local symptoms improved
=) )
” S. marcescens (0.10)
cholangiti
80 oungs E. cloacae (0.10) general condition improved
10 moderate [0.5g x 2| 8 | 7.5 . local findings i d good | (=)
M choledocho- A. xylosoxidans (100) gs improve
lithiasia post-op. E. avium (400)
61 | wound infection E. col disch llin
Streptococcus sp. pus discharge, swellng, _
e moderate |0.5g x 2| 7 7 P P redness improved good | ()
rectal cancer =)
18 peritonitis no growth fever dropped
12 M = moderate [0.5g x 2| 6 6 local symptoms improved good | (=)

CPR: cefpirome
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Table 4. Laboratory findings before and after administration of cefpirome
Alkaline ‘ | Serum minerals
Case RBC Hb | Ht | WBC | Platelets |GOT |GPT phosphatase v-GTP | T.Bil | BUN |Creatinine Tk a lcre
no. (10*/mm?) | (g/dl) | (%) |(/mm%)| (10*/mm®) | (W) | @/ W (W) |(mg/d)) | (mg/d)) | (mg/dl) mEq | mEqh | mEg
1 before | 369 6.6 [25.1]14500| 27.2 24|11 39 5 06 | 10 0.57 103 | 18.1
after 317 6.4 |21.6| 6500| 554 18 |19 49 7 0.3 10 0.66 |142 43 | 109 (<03
2 before | 362 11.5 |34.5( 7300 18 | 40 242 212 2.2 16 096 (140 | 4.9 97 1109
after 360 11.7 [34.2 | 5500 40 | 28 193 167 1.7 14 089 |143 | 53 | 100 | 15
3 before | 312 9.8 125.6)|16100| 20.8 28 | 30 38 05 (11 0.7 <03
after 276 8.7 125.9| 4500| 46.4 32 |3 0.8 9 093 [144 43 [ 103 | 55
4 before | 483 15.4 (46.1{16100| 30.3 21 | 31 0.6 9 140.7 3.4 111
after 441 13.8 |41.7( 7400 374 28 | 35 82 43 0.2 15 0.78 |143 42 | 105 | 238
5 before | 398 13.2 |139.6| 8200 144 18 |13 46 7 0.8 21.6 0.9 139 39 (w021 77
after 491 15.8 |46.6| 6000 16.2 17 | 12 74 9 0.8 19 1.0 145 41 [ 103 | 05
6 before 399 12.8 139.5] 5000 30.2 51 | 83 111 39 0.5 12 0.74 137 37 9| 03
after 394 12.6 [39.3] 4500| 244 0.3
7 before | 311 9.4 (29.1]| 4320 30.3 19|11 53 15 0.3 7.8 0.5 140 33 (101 | 07
after 327 9.6 |30.1] 5830| 2238 20 9 46 13 0.6 7.7 0.6 31
8 before | 373 10.2 |31.6] 6630} 29.1 23 |29 62 20 | 0.2 17.6 0.9 132 | 52 9% | 05
after 376 9.0 [32.0| 5160 483 19 | 26 48 13 0.4 13.5 0.8 134 32 9% | 03
9 before | 499 144 142513220 18.8 26 | 10 69 11 06 | 19.8 1.1 140 | 41 | 102 | 142
after 494 14.0 [45.7 (10410 21.1 15 | 33 71 11 02 | 116 1.1 143 | 38 [ 103 | 1.5
10 before | 422 13.1 [41.7( 4820 27.0 24 |24 54 69 0.5 11.5 0.6 142 41 [ 105 | 09
after 399 12.0 |38.9( 4510 30.1 17 111 39 69 0.5 9.6 0.7 145 | 44 | 108 | 06
1 before | 338 10.0 [32.4| 5200 28.8 21 |15 41 18 08 | 134 0.6
after 350 10.0 [31.6( 3310 43.8 18 | 16 47 12 04 | 107 0.6 (%)
12 before | 549 16.5 |52.4 (16100 16 | 12 1.5 | 11.2 0.9 140 | 34 | 103 | (+)
after 543 16.0 |51.5| 5400 16.6 16 | 17 35 15 0.7 | 179 0.9 140 | 43 | 102 | (-)

KARIECENA L ) FIHICH 2 72HTH 5B, WBC,
Pletelet CId xSRI L ICRELX B LIERNRIR O H
270 FOMOBEMICBVTHIRGFHIFIREER
L7EBISRBD b 57,

3) ¥ %

BUE, SHEHFICTHICES I BRI (S B DRI
=it cephemF B D 7 7 LEtEERE, = & IZMRSA
B FE DAY, immunocompromised hostiZ BT 5T F
UREREE S T LRMBELIILDETHNEHES T LR
HREOBEEIENLE N LY TH D, MRSAILBEAI S
DEREE L THREFE SN TS, TORAMKRLERIE
WgEE LTHT FOREEROBVIAR 2 ERT A5
ELHBBEINTVEY, Z20a2 56T 5 ERANLE

KB LUE K cephemF L EIHED T F 7 EREIHT
AHEN AL TED, MRSAIIH T ZHENIE§EVD
T, GREVHIATIREMTIIALE L6 LV,
MRSAZEMEEZWVEVIENSTHELXFERLD
LERESVI D, FLEROS T LARBREREI LI
Acinetobacter, P.aeruginosa’z ¥ D§§HEMIZ L THLES
HREREL ) DMICERLTE D, BREOHHFERD
AL TV ABEREIEICOAFTDELPHFETHI LN
HED, BROAICBITHRIATLREBARENS CIZE
NIEFNRYED, $-BMENRR, EBRREE
KBVWTHEAIERT L E BN LREIER 2202 H
o270 BLED T & DS EFRIRSHNHEROBRBIENE
IR THENZRBELLLDLEDbR S,
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BASIC AND CLINICAL STUDIES ON CEFPIROME IN THE SURGICAL FIELD
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We obtained the following results from basic and clinical studies on cefpirome (CPR), a new cephem antibiotic, in the
surgical field.

1. Antibacterial activity

CPR showed a high MIC against isolated strains of methicillin-resistant Staphylococcus aureus (MRSA), which the MIC of
methicillin (DMPPC) was more than 12.5 xg/ml. CPR showed an excellent antibacterial activity against MSSA strains (the
MIC of DMPPC was less than 12.5 pg/ml), and also against CNS, its peak MIC being 1.56 ug/ml.

Against enterococci it showed MICs less than 12.5 xg/ml in approx. 77%. Against Gram-negative bacilli, Escherichia cols,
Klebsiella pneumoniae, Citrobacter freundii, Morganella morganii and Klebsiella oxytoca it was also highly potent, the peak MICs
being less than 0.1 ug/ml. Against Enterobacter sp., MICs were distributed in a range below 6.25 g/ml for all strains. CPR
was comparatively potent against Pseudomonas aeruginosa and Acinetobacter calcoaceticus, but showed high MICs against some
strains of Serratia marcescens and Pseudomonas cepacia.

2. Clinical evaluation

CPR was administered in 12 cases of surgical infection: 5 of peritonitis, 2 of postoperative intraperitoneal infection, 2 of
cholangitis, 1 of cholangitis complicated by biliary peritonitis, 1 of wound infection and 1 of leg phlegmon. The response was
good in 11 cases and fair in 1, the clinical efficacy rate being 91.6%. There were no abnormal clinical laboratory values

before or after administration, nor abnormal subjective or objective findings during the treatment.



