HAILLFEREFXSHET

NI 25 B 12 %94 5 cefluprenam O EEEERY, FRPRAURRET

W RE - A B RE OBEE - RA RE
% B R EYEE 1| R
e gE— - HER MK RBE LEFR
TR LRI PR
e E - e
5 H R RRbEIFIR 235

FLwt7 702K > ROEHHA cefluprenam (CFLP) 12> CEBENE L CEERIRET 217w,
LT o %1872,

D BN CFLPiz 2w TR 8 7 HRE181 %k i 33 2 MIC # @) =€ L, ceftazidime
(CAZ), flomoxef (FMOX) ikt & Wi L 72, 7 DR, Staphylococcus aureus NIHE 1113 CAZ &
DEN T2 AFMOX L 3RIFEE TH - 72, Escherichia coli, Klebsiella pneumoniae, Proteus
mirabilis, Morganella morganii Tix CAZ, FMOX k& ) BN T\~ 72, Serratia marcescens Tiz FMOX
INENTWI2D, CAZ LERRETH - 72, Pseudomonas aeruginosa TITFITRIE L ) RDRFEN T W2
», TAUHWENERS hh o7z,

2)  PRIKHIRRET | CFLP #% IRk 2sReyesE 10 B (B 5 B, MifLIRIE 160, S/ SCIEoREE 2 B, 18Mhh
SHED REEGE 1 B, BhARMERE O SRR 16) ISR L7z, HEREED 12BN L 72 9Fld, ZEH
2B, BZS B, EH2HITH -7z, MEFAIRIRTIZ, DS NS, aureus 1%k, Haemophilus in-
Sfluenzae 2%k, P. aeruginosa 1 BRIZTNTHREE N2, BIEE T3, AFIC L 2 BN LREETH
P& IBNC AL 72 hy, EERIC THE L ME 2 RHE T AHERE TWEE L 72, BRRABREL LT
13, RIS MEFERERE AT 16, GOT-GPT O LR & E#H: 7 — 2 2BMAbA 16, GOT o L&A 141

NOV. 1995

2B bz, RS T I%ICIZEEEL 2,

Key words : cefluprenam, #iB71, MIR3FRSE, BRARAIRRET

Cefluprenam (CFLP) iz = —%{ #hRE&H THE X N
L7 7o AR CROEHFTH B, T FER
WEEL7 7 LML L URRR 2 507 7 L%
Biox LG E S/ I TH D, F72, BHEBR-T 75~
—iH L TRE THAEBRMEI» RN 3N T3, M
BEEABAENIEL, 1A TESEKE L THEEL,
MR ATH RIFT, ZDI3EAEPREIED T 3 B
ETRAICHME NS ERIESN T3, SEFZ LI
CFLP iz >\ TR HEvR I X 3 2 0L 1 &, BRERE9A
W, eI OVBTHREF L 20 THET 5,

I. \F £ F &

1. HBEANHED

LR} Cor Bt X L7z Staphylococcus

ganella morganii 27 ¥, Pseudomonas aeruginosa 27 ¥
12D T HALYE S &FEEIC L ) CFLP o MIC

aureus 27 ¥, Es-
cherichia coli 27 %, Klebsiella pneumoniae 27 ¥, Ser-
ratia marcescens 21 ¥, Proteus wmirabilis 27 ¥, Mor-

#BEL, ceftazidime (CAZ), flomoxef (FMOX) #
BAE & HeB L 7o, BRI 10°cfu/ml & L 72,

2. ERIRBYRRET

FRENFIR 254 AE 10 61 CFLP # #8651, BRRIIE,
B AR, BIERIC > W TRETL 72,

D xRIZ 199246 A5 1993 4F 3 A Clc&HRE
HISEREE 1 RS & UBEEREE T & 2 B R L Rk
BeEl, & B RBB IR SRHC ABE L, REBEEMO
R %1372 106 TH 2, B8 6, it 2 B CERIZ 43
~86 mk (‘F¥)65.2 %) TH o, EBOWRIZHE 5 B,
FACIRAE 1B, S SInoReE 2 ), IaEo Rmgy 1
B, BiARMERE D BMME 16ITH Y, BEHLOBEIC L
D Bli¥EAR & WS 7z 1Bl & BV 72 9 B % R ERT R
& L7z, BITER B & UBIRRRA(E B8 ORETZ 26 % 1t
ReL7,

2) #®H5EBIUERSHE

1.0g # 1 B 2 [, &FEEME M 100~250 ml 2 E#E
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L, 30~60 2 CHBEEHEL 72, 5 B3 3~15 BRI (F
#11 H), BHRE58136~29g (F¥21.9g) TH -7,

3) FRHEEHE

EHE I FRRZNR & M AR RIC T TRET L 72,
BRI MKIE, %, WRES L IR, W X 1&g,
ks, CRP, KRifEirodE+f wEL LT, UT
nEMElZ E D HIE L 72, ER (excellent) | AFIHE 1% 3
HURICBMERMRNOEF L WiE L 7 BLNICHE X
BignWE, AmMIKE, CRP, RLENEL HEH,L
LNRBA, HRh(good) | AFIRE% 7 BLINIZ HAB3E
AR, MR X 1%, BRREFMROBEL 2L EEH, AL
nrgs, RRFR (fair) | AR S51% 7 HLIANIC B
EMRNYED A LN B D, BRRENROEEL» T+
DA, HDHVIE, BRRERROEE»+5TL,
BEo FREROTER 2 RO A, ER (poor) | AK|
#5% 7 BLUWICBMERR, BRKRRER ROWEI &
LN - 7235 FIEAHE (unknown) ¢ EERZhE M #
ETEL VWA,

MHEERZN RIS TBEE OBIM & 1) i§ 5% (eradicated),
2 (decreased), B & f{ (replaced), ©~% (un-
changed), 7REA (unknown) & HI%EL 72,

I. fF £ R &

L ABRENHES (Table 1)

1) S. aureus

CFLP » MIC 12 0.39~6.25 ug/mlic3H L, £ D
MICsi% 0.78 g/ml, MICqoid 1.56 ug/ml T, CAZ &

Table 1. Susceptibility of clinical isolates to cefluprenam
and other antibiotics

. MIC (ug/ml)
Strain(No. of isolate) Drug
Range MICs, | MICy,o
cefluprenam| 0.39~6.25 0.78 1.56
S. aureus (27) ceftazidime | 12.5~100 25 50
flomoxef 0.20~25 0.78 25
cefluprenam |<0.05~25 <0.05 25
E. coli (27) ceftazidime | 0.39~50 0.78| 50
flomoxef <0.05~>100 0.20 {>100
cefluprenam |=0.05~0.20 =0.05 0.10
K. pneumoniae (27) |ceftazidime | 0.20~1.56 0.39 0.78
flomoxef =0.05~0.39 0.20 0.20
cefluprenam |=<0.05~3.13 0.20 0.78
S. marcescens (21) ceftazidime |<0.05~25 0.39 1.56
flomoxef 0.39~100 125 100
cefluprenam|<0.05~0.10 =0.05 0.10
P. mirabilis (27) ceftazidime | 0.10~0.20 0.10 0.20
flomoxef 0.20~0.78 0.39 0.39
cefluprenam |=0.05~0.10 =0.05 0.10
M. morganii (27) ceftazidime [=0.05~1.56 0.20 0.78
flomoxef 0.20~1.56 0.78 1.56

cefluprenam| 1.56~>100 [>100 >100
ceftazidime | 6.25~>100 [>100 >100
flomoxef >100 >100 >100

P. aeruginosa (27)

N 4 BERREHEN T\ 720 FMOX L IZRIFEE TH - 72,

2) E. coli

CFLP o MIC 13 <0.05~25 ug/ml \2 5345 L, % O
MICs013 =0.05 pg/ml, MICql3 25 ug/ml T, CAZ £ "
4ERRE, FMOX LY 2 EREEBN TV,

3) K. pneumoniae

CFLP » MIC i3 =0.05~0.20 ug/ml i L, D
MICsl3 =0.05 g/ml, MICqoi2 0.10 xg/ml T, CAZ &
N 3ERE, FMOX &) 2 EREEN TV,

4) S. marcescens

CFLP » MIC13=0.05~3.13 ug/mlic# L, £
MICs043 0.20 pg/ml, MICqold 0.78 ug/ml T, FMOX
&N 6EREEN T, CAZ LRREETH - 72,

5 P. mirabilis

CFLP o MIC 130.05~0.10 gg/ml 25 # L, D
MICsid £0.05 gg/ml, MICqiZ 0.10 £g/ml T, FMOX
&N 3ERE, CAZ L) 1 EREEN TV,

6) M. morganii

CFLP » MIC (2=0.05~0.10 ug/mlic5# L, &N
MICs013 £0.05 xg/ml, MICq0i3 0.10 xg/ml T, FMOX
&N aERE, CAZ L) 2EFREEN TV,

7)  P. aeruginosa

CFLP o MIC %, 1.56~>100 ug/mliz5A L, £
MICs,, MICgo3kiz >100 g/ml T, FMOX, CAZ &[4
RIS MEIED » 72,

2. BRRBYMET (Tables 2, 3)

1) ERRZhE

Mk 4 Bliz AR 2 6, Eah2 BT, REINSREN
K& 2 BllE, 161F%, 1BIEMTH - 72, HiILE,
W RE D RS & 1 BN IS H T, FliARHERE K&
P 1BIIETH > 72, CFLP DEEFRZNENNERITZERD)
261, Bxh56I, HExh2 6, HIEARE1IBTH 72,

2) MHEFRIRIR

AARIEGANCER L) FRESBRE I N72003 461 4
YRTHh - 72, S. aureus 1%k, Haemophilus influenzae 2
¥k, P. aeruginosa 1 ¥RIZTXTHRE X 172,

3) EIfEH

AENC L B BN BEIERIZ 2HIcA LNz, fER)
8 TIIARIZEM T EZICEEV»HBL, TORELE
THERDIZIEER L 72, %54 GOT, GPT, iFEsekiE % %
- TB N, REORIER & HIW L7z, FEB 10 TIZARHF
#5 3 HBICAKBRETRAHBIRL 20, +2 L BEFRDE
HELNT WO A HE L) REI A2 EFE L, WOE
I TEEL 72,

PRRMAENEEI Tld, MG 4 ICIFERERIN %, /7 T
GOT o bH, ERIS T I AT I +—+ L5, EHEEY
— L AL B SN2, WL BE TARIE S -
DHETTARLPIZWEL 72,
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Table 2. Clinical and bacteriological effect of cefluprenam
. . Dose Evaluation Adverse
Diagnosis i
No [A8e g Causative | . \imes | B.T. |WBC | CRP | ESR | Chest X-P reactions
Sex Underlying diseases organisms x days) bacteriol. clinical remarks
; 37.3 19,000 2.8 -
43 Pneumonia .
1 M unknown 1gx2x11 1 l ! ! improved unknown good (=)
: HT 365 | 5600 01 | 2
: 37.4 | 8,600 | 12.8 2
78 Pneumonia
2 M unknown 1gx2x9 ! l ! ! unchanged | unknown poor (-)
Old pulm. tbe. 37.1 | 6300 | 123 | 52
- Pneumonia 37.4 | 7,400 | 6.3 72
3 M | Pneumoconiosis unknown 1gx2x15 | ! i 1) improved | unknown good (=)
Cardiac insufficiency 36.2 | 6,800 | 19 73
. H. influenzae 38.7 (22.800| 17.4 | 17
76 Pneumonia +) X i
4 1gx2x8 i i ! | | unchanged | eradicated poor Eosino. 1
M Plumonary emphysema ! 375 |12,800| 2.3 20
NF
5 Lung abscess 3729400 90 | 12|
5 M unknown 1gx2x14 l l ! | improved unknown good (=)
DM 363 [4300| 05 | 12 P
Bronchiectasis 39.7 | 4,900 | 11.9 38
6 (;3 with infection unknown | 1gx2x12 | | | | i — unknown | excellent (=)
Bronchiectasis 36.2 3200 17 41
Bronchiectasis H. influenzae 37.4 (17,500 65| 52
7 ij with infection . th 1gx2x14 ! | l i improved | eradicated good GOT t
Bronchiectasis 35.9 16,900 | <03| 34
NF
Pulmonary emphysema S. aureus Rash
68 with infection +) 38.0 [11,600] 13.8 95 GOT 1
8 1gx2x10 | ! 1 l improved | eradicated good
M Pulmonary emphysema ! 36.0 | 8100 | 14 27 GPT?
Cardiac insufficiency NF D. Coombs(+)
Pulmonary fibrosis P, aemg(ino)sa 382 | 7,200 112 | 33
53 i : +
9 iy with infection ! 1gx2x14 ! I ! ! — eradicated | excellent (-)
Pulmonary fibrosis 36.7 | 5,600 0 5
NF
61 Pneumonia NF 36.2 {18,300| 7.5 121
10 F - ! 1gx2x3 1 1 1) | |exacerbation| unknown |unevaluable| Diarrhea
Multiple myeloma NF 39.0 {14800 152 | 130

OId pulm.tbc: Old pulmonary tuberculosis HT: hypertension DM: diabetes mellitus

NF: normal flora

o. # Bl
FEBIIL 53 BB, MMRMEEIC CBIREED TH- 72
S, F#, %, BYUROMEBZEDABEL 2, WER X &
FEEBH T, BMmBRE 7,200/mm?, CRP11.2 mg/
ml, fKi8 38.2°C, #7k 33 mm/h & REFMR % BH, ¥
KL P aeruginosa % 578EL 72, FlARHESRE ) KRGy
LWL, AAI1H?2 g5MRBL, BB LM
L, B, RKELAFICHEERMZEZD, REFRD
%5 3 HHIC 2 A imEk% 5,800/mm?, CRP1.5mg/ml,
Rk 24 mm/h EERLEEL R LEEHEL 2,
N. *
FLCEREEN 7 702K > ROEHFTH 2
CFLP %, 7frfilg4izix fluoromethoxyimino #:& # B
L 7z aminothiadiazole %%, 31iiZ (3 propenyl 15 %

4L T N*-ethyl-N*-methyl glycinamide % &L, 7
F7RKE 2 &0 77 LBHEEKED L 75 ARHE : T
R EEZ LD EN T3, 8FEB-5 7 F~—+
XL TRET, MEEAKAERIE, HEBITLE
HTIREA LD REIERD § 3 RAuCHRM I N2 & BE
INTn3,

AR DOMBEEEIC DV T, LYRERFENIRRT B T
B 183 k& xf R & LT MIC ##IE L, CAZ, FMOX
DR E B L 72, ZDKER, S aureus DHE 13
CAZ L W"BENTW72»*FMOX ¢ 3REETH - 12, E.
coli, K. pneumoniae, P. mirabilis, M. morganii TI3
CAZ, FMOX & N B T\ 72, S. marcescens T it
FMOX L D fEN T\ 7225, CAZ tRIBETH -7, P
aeruginosa TIIFTHIE L N RRFEN T W25, +23%H
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Table 3. Laboratory findings before and after administration of cefluprenam

RBC Hb WBC Eos. Platelet GOT GPT ALP BUN S-Cr.

No. (10*/mm?) (g/dl) (/mm?) (%) (10*/mm?) /L) TU/L) (IU/L) ‘mg/dl) (mg/dl)
B 556 18.0 9,000 14 213 25 15 197 9.3 0.8
! A 462 14.9 6,000 14 21.1 29 28 152 8.8 1.0
B 481 135 7,800 5 34.0 36 28 213 225 0.8
2 A 378 10.8 6,300 3 21.8 32 14 130 11.9 0.9
B 374 10.4 7,400 0 19.7 35 16 222 24 14
3 A 407 11.7 5,100 2 21.7 35 35 223 51 1.7
B 439 13.4 22,800 1 40.9 12 18 178 24.4 0.9
4 A 447 13.6 10,100 7 34.6 15 19 195 12.7 0.8
R B 427 13.0 9,400 0 31.7 20 16 226 22.7 0.8
? A 316 9.9 4,300 4 15.1 35 33 204 21.3 0.8
6 B 413 12.7 4,900 0 13.7 48 28 152 9.7 0.6
A 434 13.1 3,200 6 22.0 30 38 169 9.2 0.7
7 B 346 11.8 17,500 — 30.6 9 5 149 17 1.0
A 341 11.7 6,900 2 34.4 35 29 162 18 0.6
8 B 457 14.1 11,600 0 22.1 23 31 298 19 1.0
A 472 14.4 8,100 3 18.1 64 110 273 18.3 1.0
9 B 478 14.4 7,200 0 23.0 11 11 130 9.7 0.6
A 482 14.6 5,600 1 24.0 14 17 123 11.7 0.6
10 B 359 11.0 18,300 0 33.2 13 8 217 15 0.6
A 338 10.4 9,100 2 36.6 18 13 204 20 0.5

BHERI o7, UL, S aureus BL U, P. aer-
uginosa * B < 7 7 AEMRBEICENHEEEE A L
TwbEFEZ Ll

BRIRBUIRET T3, A% % BFRENPIR2FREYAE 10 Bl A
L, E&h26), Bxh56, %26, HETE1BIOK
BTholoo HETERD 1BIZBVIBIF. FHLLE
BTBITH - 12, HIH 2 BloKET Tl, fEH 2 1322R
Rl 2 BRIBMEMREAL BB R T, 7o, B4 12AE
SHE L S ABRE 2 AL, TN ENERKS, AUHE
PHREEUETH -2 Lk, T6RRE T8 KL KNS
BTho7oZ EHESDORE & E 2 b7,

MEERIZNEIZ, BE &N S awreus 1 B, H. in-
fluenzae 2 ¥k, P. aeruginosa 1%z T X THE I N1z,
LEERFHRTIZ, MK LRI P. aeruginosa |23t
T A kD S b o 7205, SEOERKREITIX, 1#kED

ZTWHIREIN, EBECNTIHENL AL E
Z bl

BIVERIZZRZ, TR ZEhEFN1BIT o2& 60, &5
BRTERIIPIEBELREIC THEL 2, BRREERE
E LT3, HEIKES, B — 2 AR E 1H),
FZU AT I =D AN 2H8ALNTA, TN
BETHABBREPENDATTEZOPICHEL TENLE
HEICKE L RIBIE b - 72,

UEn#ERL Y, AHIEEFRBIFEPIEIC L TH
RAuEREEZ L,

X [
1) =—H¥A#%RA&H  E1077 HBAE, 1991
2) BARAGEREE S RAOREHIEBRE (MIC) filE :H
%ETIZ2» T, Chemotherapy 29: 76~79, 1981
3) MEIEF—, EH B L2 OAKEEEYESES,
HE. > K7L, cefluprenam (E 1077), &M, 1994
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Basic and clinical studies on cefluprenam in respiratory tract infections

Yasuo Yamada, Atsushi Nakamura, Yasuhiro Kojima, Toshihiko Takeuchi

First Department of Internal Medicine, School of Medicine, Nagoya City University
1 Kawasumi, Mizuho-cho, Mizuho-ku, Nagoya 467, Japan

Johichi Kato, Kazuo Yoshitomo, Masayoshi Torii
Department of Internal Medicine, Aichi Prefectural Owari Hospital
Yoshimitsu Hayashi, Go Ito

Department of Respiratory Disease, Kasugai Municipal Hospital

Laboratory and clinical studies were conducted for cefluprenam (CFLP), a new injectable cephem, with the
following results.

1) Antibacterial activity : The antibacterial activity of 181 strains of 7 species (clinical isolates) were
compared with those of ceftazidime (CAZ), flomoxef (FMOX). Antibacterial activity of CFLP against
Staphylococcus aureus was superior to that of CAZ and was equal to that of FMOX. Antibacterial activities
of CFLP against Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis, Morganella morganii were
superior to those of CAZ, FMOX, and it was superior to that of FMOX and equal to that of CAZ against
Serratia marcescens, but it was weak against Pseudomonas aeruginosa.

2) Clinical study : Ten cases of respiratory infections (pneumonia 5, pulmonary abscess 1, bronchiectasis
2, secondary infection of pulmonary emphysema 1, secondary infection of pulmonary fibrosis 1) were studied
in a clinical evaluation of CFLP. Clinical responses were excellent in 2, good in 5, poor in 2 cases, and not
evaluated in 1 case. As for adverse reactions, eruption in 1 case and diarrhea in 1 case were observed.
Eosinocytosis was noted in 1 case and an elevation of transaminase was noted in 1 case and an elevation of
GOT, direct Coobms(+) was noted in 1 case.



