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NEMEIRIC BT 5 cefluprenam ) FERER), FRRAIRET

HER BBl &X- A

Ky E-ET EZ-AH IE#M

BEBWILKRFESE 1SR E

FLCHEBINLESEL 7 » 2 25EWHE cefluprenam 122w THEIEEIC 317 2 200y, ek

REt21T% v, UTORER 2B,

(1) 3E : NEBUREED 8D Staphylococcus aureus, Eschervichia coli, Klebsiella pneumoniae,
Pseudomonas aeruginosa i2343 5 MICso/MICq, (ug/ml) 12 ZFNFN 25/50, <0.2/<0.2, <0.2/<

0.2, 1.56/12.5 THh » 7z,

(2) BENHBAT: 2 BIOBEREMBEIC BV 545 | g BERORSEH DBEIR TN 21 22.0

ug/ml & 6.35 ug/ml Th - 72,

(3)  ERPRGEFIRBURE : SMEHYRGE 5 BIDBRIRZIRIZES 1 B, HXh2Hl, B 2B ThH-72, 3
72, MIEFERRIMEE2H, BZR1IB, THA2HTH -2, FFOBEICHE BEERORTIT L
(, BRRREMENREESTII 160z GOT, GPT, ALP » FH# b 72,

Cefluprenam iz = — %4 %R ELH TR I N2 H#H
NEFHAX77u AR > Thb, AL T LBMHH
BEU7 7 2BHEHEICHNLED TIRBLEL, T2k
NIHEEELZ RT RIS, BEL-T 7 7 2—FIitL
TRETHRAEBINMEIENEENT VL, £, OEE
EREEIMMES, 1ZEA D BEKE L THET 220,
BN ERNDRSPBFETE 5, FEHOREHEIZONT
By TIc—RBERAR, —REERR, A5 FEE%
AR, ZREHRR, HEERREDONERARS L
BRIRSE 1 RBIC L DR SN TWwaY,

A RIFR 2 (I AF DIRME FZ T THEHERIC BT 3 RS
B, ERIREIRRET 24T\, Z0EMM, ZeMiconwTE
FOHRE2BLOTHRET 5,

I. R & FH &

1. HEH

191 FICBHEBH N AREE I AEHERIC B W THE L
NIRETBRERD D B, Staphylococcus aureus 20
¥, Escherichia coli 20 ¥, Klebsiella pneumoniae 12
Bk, Pseudomonas aeruginosa 20 #4122 T, A/
HEMIERE (MIC) # B %E L 72, % 72, imipenem
(IPM)?, cefuzonam (CZON)?®, methicillin
(DMPPC)*, ceftazidime(CAZ)®, aztreonam (AZT)®
BT 5 MIC b EIRHCHIZE L, HBRst L7z, Bl
12 MIC 2000 & 2 7 42 & % Mueller-Hinton broth %
H 72 broth microdilution method T# 1, B E
&3 108/ml TH 3,

2. R HBAT

BEEMBZETT FELBEL 2 20IC B v TARIR

Key words : cefluprenam, 7 = 2o R¥AEWE, HEH, MBITHHBIT, SEagREsE

S#nMmEF B L BT PIBEOHS ¥ RETL 72,

EB 113 62 RO BUT, MBBEHERICH AR 1g %
A EIEK 100 ml 2 A, 30 ST SEEBES 1 H 2
BLERER S HTH ), BIHHBITORE T4 11 B i
#1572, ALP ® -8 ¥ GOT, GPT 0#E® 5 % -
Twiz,

FEBI 2 12 57 O CHEIREH TH D, #itk2l H
BIiCAK 1g % EBAEA20mlIciEEL, ¥3FHT
BIRAES L 72, ABITIE T 585 5 DB RE»Z L
, EFE» 5 3 BER% 3 CHREIH 0 mlIcT ¥
oz,

BRAEDRIEERTIZ, 260 412 M I3 AR 0% 581
ERERTHL, 2, 4BERIL L, IBH TIZAREER
BEHTHL 2, 3, 4, 5 6, SERIE L7,

R L 72 ERAKIZHR 2 —20C DFERESREE L, B
BERISEIX, Bacillus subtilis ATCC 6633 BHEREELT
574 AZHITTAT W, EREBOERICIZ, MR
BEKDI>Y2—F %, BHAICIZ1/IEM ) > BEE
% (pH6.0) #Hww72,

3. BRReyREt

19146 ALY 199343 A 2 cnfiz, HEICEW
TEBRBMOFE %78 & 172 SRR 5 Bl A% %
BEL, XOBKS & CHEEERE L R2eliz 2w T
REFL 72, 2B, RBRICEN L BEIC §-5 7 7 2% H
TATVAX—BRENL W L 2 HRL 72, BFSE
HERBEDHEREEC L 720> THio 720 Thbb,
NLEDE BRI b L F, F3) & 12 AFES 3 8L
PICEFRRD 2/3 LI ATl % 72 (3 0 %EL 72 b

¢ T 467 A EHIRBX AT B 1
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o0, BRI EIZHE 5 BLINIC EEREROBERH,TER
PRERICEEL LD, RREMEFERICTA LD
NUENH LN LD, EHEIZERDEEL KL D,
HEVIBEL LD E L, MBEERRIZR SR
CRE L VI NREEEBIEN D 2, BREL#
ZL, FOHERICL VR, BIAHE T, B
LBBETHELR, &b, SERAERL, BREY»AEE
ol BAITIZIER EHEL 72,
I. % 7

1. ¥#S (Table 1)

3% A F ) viittEE A7 K 7EkE (MRSA) % &
U S aureus 20 ¥R \C X 2 A H 0 HLE F7 13 MICso/
MICs, (ug/ml) A5 F 1L F 41 25/50 TH » 72, A&
MRSA izxt L, CZON, IPM & Y L EN - IEEE 2R
L7,

E. coli 20 BRIZ X3 3 A FJo» MIC (2 3.13 ug/ml & 1
BEBRWTOYINDL 0.2 gg/ml LIF (MICs/MICy, (g
/ml) 130.2/<0.2) &, B LHE I RENT, 2
DEERIL, xR E L7z CAZ, CZON, AZT L WL A
BT,

K. pneumoniae 12 BRIZF L T AHFNL 0.4 pg/ml LL
TTIFXRTOMRDODERT #MHIE L (MICso/MICq, (g/ml)
11£0.2/=0.2), B %#HETH > 72, Z iz CZON,
AZT LIZIZRETCAZ L W ENT W12,

P. aeruginosa 20 #1239 5 A#|D MICso/MICq (g
/ml) 131.56/12.5 TH N, ZDHERIZCAZIZRRE
D, CZON, AZT #8552 ICEET LD TH - 72,

2. MEi+H#AT (Fig. 1)

FEF 1 TIE AR o MAR IR IZ 1 B0 38.0 g/
ml %R L 7275 @0R L, 4 BERI1%1C13 16.5 ug/ml TH »
Tzo THUCKT ZREIT BRI 1 BFRET£IC 22.0 pg/ml

Table 1. Susceptibility of clinical isolates to cefluprenam
and other antibiotics
Isolate MIC (ug/ml)
. Drug

(No. of strains) range MICs, | MICqo

cefluprenam| 0.39~ 50 25 50
Staphylococcus aureus |methicillin 1.56~>100{ >100 >100
(20) cefuzonam 0.39~>100| >100 | >100
imipenem 0.2 ~>100 100 >100

cefluprenam|<0.2 ~ 3.13| =02 =0.2
Escherichia coli caftazidime {£0.2 ~>100| =0.2 1.56
(20) cefuzonam |£0.2 ~ 125 =0.2 0.78
aztreonam {<0.2 ~>100| <02 3.13

cefluprenam|=0.2 ~ 0.39] =0.2 <0.2
Klebsiella pneumoniae  |caftazidime [£0.2 ~ 1.56| =0.2 0.78
(12) cefuzonam |=0.2 ~ 0.78] =0.2 | 0.2
aztreonam ([<0.2 ~ 0.39] =02 <0.2
cefluprenam| 0.78~ 25 1.56 12.5

Pseudomonas aeruginosa |ceftazidime | 1.56~ 50 1.56 50
(20) cefuzonam 25~>100{ 100 | >100

aztreonam 6.25~ 100 12.5 50

(ug/ml) (Case 1) 62M 52kg T-tube drainage
40F 38 cefluprenam 1g (DIV 30 min)
n
N 50 T.Bil  0.5mg/dl
F -/ . GOT 48U/
! 22.0 - Plasma | GPT 48U/
a0l . ALP 509 U/I
; 165 1 BUN  12mg/dl
o ) . |
Wk 12.5 S-Cr 1.1mg/d
/ 1.3 3.05 -
v Bile 6.8 : 2.7 2.2
O V 1 1 1 1 1 1 1
0 1 2 3 4 5 7 8
(Hours)
(ug/ml) (Case2) 57F 51kg T-tube drainage
40+ 345 cefluprenam 1g (IV 3 min)
M gss T.Bil  0.3mg/dl
Ll A GOT 18U/
roo Sy GPT 17U/
20k s, asma ALP  192U/1
| S, 12.3 |BUN  1l0mg/dl
I ~
! N - .9 dl
0k /6.3 - o L] S-Cr 0.9 mg/
/ fle 209 3.0
2.8 18
0 e
0 1 2 3 4 5 6 7 8

(Hours)

Fig.1. Plasma and bile levels of cefluprenam

Db — 7EIZE L - L T 8 BEfEI#%ICIE 2.2 wg/ml
PRl 72, #5514 1 BREIC BT Xt maE g E iz 55.9
%TH -7,

FEB 2 TIEAFIOMAFE PRI 1R 34.5 ug/
ml Z/R L, LItgihiE L € 4 BrfE413 12.3 ug/ml TH -
72o — 77, MEITHBE IS 1 BFfE1£12 6.35 ug/ml DE— 7
fEIZEL 2%, WBe2I2EA LT 8 KFM#£IZIZ 1.8 ug
/ml 2R L7z, #5441 BRI B0 2 mErh i iz
18.4%Th » 12,

3. BRIRMEARAE (Table 2)

PR R % 1) S RER 2 6, WEEERNRE
161, frsghlmeg 16, MiEBER 1B 5 Blic, A&
1E1glB2ETS BA 5 10 HE&E5 L7z, £ik5=
139gH5520g T, F¥H15g TH B, BERFNFIZEMN
160, Bxh2 6, LRERM2BITH 72, 72, HMEFH
shER I K 2B, EA 1B, TEA26ITH -7z, FERFE
fEK & RO ERIZ 4, BRKRREEDRELEIL, M
#EE RN 15T GOT, GPT, ALP 8% B #32s
7295, BEHREEC THELIERIN T2, TFERE
FEBITH ), AE & DRRBEFRIZ O TIHEN» REET
Hory, BEHBELL LT ELT,

on. = &

HHENEFH L7 £ 4 TH % cefluprenam |22\ T
RIS BT 5 ERER, BRROIRET 24T 72,

PUHEMEIC DV TE, ARIOR#HE L T 77 L HRE
BoAL 6T, 77 LBHEKREICH L TLIRLC RiFh
MENEFEDZEPFET LN T B, KroREFIcs
WT 3 MRSA 13 #% % &4 S. aureus 20 #RiZxt L, IPM,
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Table 2. Clinical summary of infectious patients treated with cefluprenam
. Administration Isolated organism ) . N
Age Diagnosis before Bacteriological|  Clinical Remark
No.\ o Underlying disease daily dose | duration |total dose | (MIC: xg/ml)| response effect marks
(g Xtimes) | (day) (g) after
Localized peritonitis E. coli (£0.025)
1 21 Acute appendicitis 1x2 5 9 ! eradicated excellent —
M
(-) =)
a-Streptococcus (0.39)
E. faecalis (6.25)
E. coli (0.05)
Localized peritonitis P. aeruginosa (1.56)
2 i;‘; Acute appendicitis 1x2 7 14 Bacteroides sp. (50) eradicated fair —
(=) C. clostridiiforme (6.25)
P. micros (0.20)
i
(=)
y-Streptococcus 0.78)
P. acnes 0.78)
46 Intraabdominal abscess l
3 M - 1x2 10 20 B. oris (0.78) replaced good —
Gastric cancer B. buccae (1.56)
B. melaninogenicus  (0.78)
P. micros (0.10)
5 Wound infection (-)
4 F Osteomyelitis 1Xx2 7 14 1) unknown fair e
Valvulitis not tested
GOT
3976
62 Cholangitis GPT
5 1x2 9 18 (—) unknown good
M Choledocholithiasis 55—118
ALP
363-717
Table 3. Laboratory findings before and after administration of cefluprenam
No RBC Hb Ht WBC | Eosino Plts GOT | GPT | ALP | LDH |y-GTP| T-Bil | BUN S-Cr CRP
C1Q0Y/mm?) | (g/dl) | (%) | (/mm?®) | (%) | (10*/mm?) | (U/D) | (U/1) | (U/D) | (UMD | (U/) | (mg/dl) | (mg/dD) | (mg/dl) | (mg/dl)
1 B 507 15.5 45.5 17,300 0 22.0 14 8 155 123 37 1.4 12 0.9 17.4
A 502 15.1 45.0 4,900 2 29.8 23 13 137 161 72 0.5 13 0.8 1.0
9 B 496 15.4 455 25,100 27.2 21 11 173 175 1.2 11 1.0 149
A 460 13.9 41.5 12,300 3 34.3 12 10 116 112 19 0.6 7 1.0 8.6
3 B 339 10.2 32.2 9,000 0 50.9 55 158 622 139 280 0.9 15 1.0 6.3
A 337 10.8 31.6 6,200 2 32.6 31 54 424 108 135 0.3 18 0.9 5.6
4 B 434 11.9 36.6 9,400 0 43.4 17 9 304 202 32 0.2 13 0.9 34
A 412 11.7 34.6 5,700 1 40.6 14 9 276 165 26 0.2 14 0.9 12
s B 385 114 34.6 | 15,500 0 188 39 55 363 125 311 2.0 14 11 8.4
A 420 12.4 36.9 12,400 3 45.7 76 118 717 158 379 0.6 14 1.0 <03
B: before, A: after

CZON izt B 1R bz, —FH, 77 LtigE
» b E. coli, K. pneumoniae, P. aeruginosa \=%t L T
b, M L7 CAZ, CZON, AZT kg |, R%LLF
DENTE IR E N,

R ADBATIZ OV TR AR O E MBIt 2GS
BREEHEH 11.8% LKW Z & h 5, AR BITER S
TRl N, ReIBHEEMED 2R L Ton

ERETL7, 209 b 1Bl RHOREL— L7z T
FED LDEHEHATR S ThH 22 e b, ZTOH
REIBET—FJIZBDDLNEDEEZ LN D, %D 1H)
TIIAK 1 g % 5% OB 22.0 ug/mlic
FREL 220 Z ool Mg e R I e~ URIRIE T d B 75,
ARRIDBEN B S £ BB T UL, 13 & A & DIRER
RERBIH LB BELEZ LD, 72, &
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Bl MR RIS X U ARK % 8551 BRI AT £ KA

X 23

Lf:%V)’C“?)U, &E%E@L:bﬁ’i‘bf‘%ﬁf:o Lf\:ﬁs‘,)’c, 1) ﬁé(%?%;—y %EH %I %42@82&15%&;&"?%%@%,
] . B KoL, E1077, %2R, 1994
e A = o ,

AR BRI 1 Lﬁﬁﬁ?%ﬂi%l %26: 2) HHRZER, A SMEMESIC 3517 5 Imipenem/Cilastatin

Bl R 5 PR AR D\ TR AT IR G 3 1 % & 4Rt S Bl sodium 7 EBERY - BRKAYMRET, Chemotherapy 33(S-
L, FE5 1B, AR2H), RRER2HDHERTH- 4) : 969~981, 1985
72, RN 2BID S B, 1 BUIBLAHE DRI 3 Egﬂ:fjj gjiﬁ f IO, B %Egzv

e g 4 p o , s Nk, % SLEVERBUC 51T 5 L-105 0

AT, WERRMALHS Ter, B2 1Aﬁﬂﬂi%“l§§1§x fy - BRIKB9%RES, Chemotherapy 34(S-3) : 593~600,
BLUBEEERRDEFTH ), FHEEOEE L & 1986
—UHRRARF G TH - AL T, NS DEMF 4) MAAKBRE, LREEME, FERKX, EIEA# ki
FIBRT UL, AFNC L B EROBBII RS L0 L E B NEEA GiE i 6K R RIS 5RT
. DIRIEME DB 7 F 7§ 7 KB, Chemotherapy 32 :
zbitbe i 344~353, 1984

—%, BEIO®EIZE D %) BIEEROEHRIZ % <, 5 HMETER, RIEX B B, SR 55k,
FBERREED BRELENT 1 BI THBREE ED 5Nz BETEZ, PREX, =€ # SKFLF SRR
B, AEIOBRERTIRICIIREIHRZEINTE), &4 B1F % Ceftazidime N R - ERKEIRRES. Chemo-

R therapy 31(S-3) : 710~716, 1983
b2 1% 5k 7 & 3

HOEICETECRHBE L 3L b NEELD 6) HHRTHR, b AAEMESUC 31T B aztreonam ) EREHY
ni, - B B 89 B 51, Chemotherapy 33(S-1) : 611~ 626,
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Bacteriological and clinical studies on cefluprenam in the field of surgery

Jiro Yura, Nagao Shinagawa, Shu Ishikawa, Akira Mizuno,
Keiji Mashita and Masazumi Hisada

First Department of Surgery, Nagoya City University Medical School
1 Kawasumi Mizuho-Ku, Nagoya 467, Japan

We performed bacteriological and clinical studies on cefluprenam, a new parenteral cephalosporin
antibiotic, in the field of surgery to determine its antibacterial activity and clinical efficacy. The results
were as follows :

(1) Antibacterial activity : The MICs,/MIC,y, values(ug/ml) of cefluprenam against surgical lesion
isolates of Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae, and Pseudomonas aeruginosa were
25/50, <0.2/=<0.2, £0.2/<0.2, 1.56/12.5, respectively.

(2) Transport to bile: After intravenous administration of cefluprenam (1 g) to 2 subjects, its maximum
concentration in bile was 22.0 xg/ml and 6.35 ug/ml.

(3) Clinical efficacy : In 5 patients with surgical infections treated with cefluprenam, the response was
excellent in 1 patient, good in 2 and fair in 1. In the bacteriological study, the causative pathogens were
isolated from 3 patients and eradicated in 2, replaced in 1, and unknown in 2 cases. Neither subjective nor
objective side effects were observed. Abnormal laboratory test findings were observed in 1 case with
elevated GOT, GPT and ALP.



