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2/,

D HEN ERSERIOEESNOR N T 2R/ EEHLBELAEL, 4 EH
imipenem (IPM), ceftizoxime (CZX), ceftazidime (CAZ), cefuzonam (CZON) & Ltb#
Bt Llz, 7 DR, £AHiX methicillin resistant Staphylococcus aureus (MRSA) %2 &2 7
T LABHERE IR L TIXIPM IZIZRRE 5 DD, CZON LRIEVENIMEN2EL, 75
LEEMRBRE WX LT b Proteus vulgaris #BW THOER L IZIZEIE £ xZnl EoENT
MBEEEE2RD . e 770 AR +— Y EEELE TH % Citrobacter freundii B LU
Enterobacter cloacae WXL Ti3, DX 7 2 AREHICHE L THRLEVFEBEEEIED,
Pseudomonas aeruginosa '\ LT d CAZ L IZIZRIZEDHEFEL 2R L 72,

2) MEFE L UEEFEE | BEERBEERE 7OV T, KA AT L EO
MEHB & CEEFEEZRE L 72, 57 % —EAFHEERICREE G0 T 19.8 pg/ml
25 118.6 ug/ml OREMPEE %580, REEETEE X 225 6 BEEHIC 1.0 ug/ml 25
5.6 ug/mliCEL, BITEIZ1.4~10.6 % L EKKOBEEPANDEL» LBITHIRE S Nz,

3) ERPRRUMRET . WRERRAE B E B Hlicxnf L THAF 285 L, BREIES L UBIERICD
WTRRET L7z, 48 BlRERN 13 6, BRI 2561, B%0 16, HEsh6 6, ¥IEAEE 3 I THER
KiZ84.4 %L BIFBIER R LTz, BNER & L TRTH, BROE 1 Hlic, BER, BB L
V) o REERD 1B, BEs 26, BEREEEN 1AL, BRREEEELLT
X GOT BL U GPT O LF» 26, GPT O EF»3 24, LDH ©_EF» 16, HIERERA »
4 B, FFPERED DS 16, FBEREES S 4FICRED 5N, Iho DEIEA B & VIERREE
RER—BUE»OBETHY, BEELEREELLLDIRIZL, FFHOLLEENTRB ENT,
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T 852 RikhisA 1-7-1




234 CHEMOTHERAPY DEC.

1993

R S SMEINT, 77 ABEME b5 R 180 #k
(Streptococcus  pneumoniae 30 ¥R, Streptococcus
pyogenes 30 ¥, methicillin-sensitive Staphylococcus
aureus (MSSA) 30 Bk, methicillin-resistant S. aureus
(MRSA) 30 #, Staphyiococcus epidermidis 30 £,

Enterococcus faecalis 30 ¥%), 777 AEEMHE 11 EE

330 ¥k (Escherichia coli 30 £, Haemophilus influen-

zae 30 %k, Klebsiella pneumoniae 30 ¥R, Proteus

mirvabilis 30 &, Proteus vulgaris 30 ¥, E. cloacae 30
¥k, C. freundii 30 ¥k, P. aeruginosa 30 ¥, Morganella
morganii 30 ¥k, Acinetobacter anitratus 30 ¥k,

Moraxella catarrhalis 30 #k) D &+ 510 % % A v» T,

CZOP 8 X V't 4 #|(imipenem (IPM), ceftazidime
(CAZ), ceftizoxime (CZX), cefuzonam (CZON))
OB/INFEBHIEERE (MIC) *#IE LB L 72,
MIC OHIZEE MIC 2000(5 A +7 v 7#) AW 3

Table 1-1. Antibacterial activity of cefozopran and other antibiotics against clinical isolates (30 strains)

MIC (gg/ml)*
Test organisms Antibiotic
Range 50 % 90 %
cefozopran 0.39-1.56 0.39 0.78
Staphylococcus aureus imipenem <0.025-0.05 <0.025 <0.025
[MSSA] ceftazidime 1.56-12.5 3.13 6.25
ceftizoxime 0.39-50 1.56 25
cefuzonam 0.1-0.78 0.2 0.78
cefozopran 0.39-25 0.78 12.5
Staphylococcus aureus imipenem =0.025-50 =0.025 3.13
[MRSA] ceftazidime 3.13->50 12.5 >50
ceftizoxime 0.78->50 50 >50
cefuzonam 0.2->50 0.78 25
cefozopran 0.2-6.25 0.78 1.56
imipenem <0.025-50 0.39 25
Staphylococcus epidermidis ceftazidime 1.56-50 12.5 50
ceftizoxime 0.1->50 25 >50
cefuzonam 0.1-25 0.78 1.56
cefozopran =0.025 <0.025 =0.025
imipenem =0.025 =0.025 <0.025
Streptococcus pyogenes ceftazidime =0.025-0.1 0.05 0.05
ceftizoxime =0.025 =0.025 =0.025
cefuzonam =0.025 =0.025 =0.025
cefozopran =0.025-0.2 =0.025 0.2
imipenem =0.025 =0.025 =0.025
Streptococcus pneumoniae ceftazidime 0.05-1.56 0.1 1.56
ceftizoxime =0.025-0.2 <0.025 0.2
cefuzonam <0.025-0.1 =0.025 0.05
cefozopran 0.39-6.25 3.13 6.25
imipenem 0.1-0.39 0.2 0.2
Enterococcus faecalis ceftazidime 0.78->50 50 >50
ceftizoxime 0.1->50 3.13 >50
cefuzonam <0.025-25 1.56 12.5
cefozopran 0.1-1.56 0.78 1.56
imipenem <0.025 <0.025 =0.025
Movaxella catarrahalis ceftazidime =0.025-0.05 =0.025 0.05
ceftizoxime =0.025-0.39 0.05 0.2
cefuzonam =0.025-3.13 0.2 0.39

MSSA : methicillin sensitive S. aureus
MRSA : methicillin resistant S. aureus

* :509% and 90% MICs required to inhibit 50 and 90% of strains, respectively.
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Table 1-2. Antibacterial activity of cefozopran and other antibiotics against clinical isolates (30 strains)
MIC (gg/ml)*
Test organisms Antibiotic
Range 50 % 90 %
cefozopran =0.05-0.2 =0.05 <0.05
imipenem =0.05-0.2 0.1 0.1
Escherichia coli ceftazidime <0.05-1.56 0.1 0.2
ceftizoxime =0.05-3.13 =0.05 0.1
cefuzonam <0.05-1.56 =0.05 0.1
cefozopran =0.05-50 0.2 6.25
imipenem 0.1-3.13 0.78 1.56
Citrobacter freundii ceftazidime 0.05->100 1.56 >100
ceftizoxime =0.05->100 1.56 >100
cefuzonam <0.05-50 0.78 50
cefozopran <0.05-0.1 <0.05 <0.05
imipenem =0.05-0.78 0.1 0.39
Klebsiella pneumoniae ceftazidime <0.05-0.39 0.1 0.2
ceftizoxime =0.05 =0.05 <0.05
cefuzonam =0.05-0.39 =0.05 0.2
cefozopran =0.05-12.5 0.1 6.25
imipenem 0.1-1.56 0.39 1.56
Enterobacter cloacae ceftazidime =0.05->100 0.39 >100
ceftizoxime =0.05->100 0.2 >100
cefuzonam =0.05->100 0.2 100
cefozopran 0.1->100 >100 >100
imipenem 0.78-12.5 3.13 12.5
Proteus vulgaris ceftazidime <0.05-6.25 0.78 3.13
ceftizoxime =0.05-50 1.56 12.5
cefuzonam <0.05->100 >100 >100
cefozopran 0.1-0.2 0.2 0.2
imipenem 0.2-1.56 0.2 0.39
Proteus mirabilis ceftazidime <0.05 <0.05 0.05
ceftizoxime <0.05 =0.05 =0.05
cefuzonam <0.05-0.1 <0.05 0.1
cefozopran 0.1->100 0.1 0.78
imipenem 0.78->100 3.13 6.25
Morganella morganii ceftazidime <0.05->100 0.1 1.56
ceftizoxime =0.05->100 1.56 6.25
cefuzonam <0.05->100 0.1 1.56
cefozopran 0.39-3.13 0.78 3.13
imipenem 0.1-6.25 0.2 0.39
Acinetobacter anitratus ceftazidime 0.78-12.5 3.13 6.25
ceftizoxime 1.56->100 6.25 12.5
cefuzonam 6.25-50 25 50
cefozopran 0.05-0.39 0.1 0.1
imipenem <0.025-6.25 0.39 0.39
Haemophilus influenzae ceftazidime <0.025-0.1 0.05 0.1
ceftizoxime <0.025-0.05 <0.025 =0.025
cefuzonam =0.025 =0.025 <0.025
cefozopran 0.78->100 3.13 50
imipenem 0.1-50 1.56 25
Pseudomonas aeruginosa ceftazidime 0.39->100 1.56 25
ceftizoxime 1.56->100 100 > 100
cefuzonam 0.39->100 50 - 100 o

* 1509% and 90% MICs required to inhibit 50 and 909% of strains, respectively.
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70743 HEFREREAL, EEERZ 10°5CFU/ml
ERDBEIDARL 2, B, FKELILEREZESHETE
DERFERAERE I L 5 MICERIEE & DRI IX &
OO TREFLHEEMELA LD SN T3,

1) EBRRAE

ERER AR5 BERR 16 BAE 510 #Ricnt 3 B A FIB L U
fit 4 X OHEEW OB %, MICEK, MIC;, 8 & U
MIC,,fET Table 1 Z/RL 72,

77 LG TIE, MSSA X ¥ 3 MIC % 2
0.39~1.56 ug/ml, MICs, it 0.78 wg/ml T IPM iz i
$5b00, 7z AREHOFTIECAZ LV 3%,
CZX kY 5 EBNI:EKE T, CZON LRIZEDHET
H>7:0 MRSA i2xf9 % MIC 81z 0.39~25 pg/ml,
MICyo 1% 12.5 4/ml THD X 7 = LR EHF | DFTIX 1
~3EBNIRETDH > 120 S. epidermidis wxt¥ %
MIC # 1% 0.2~6.25 ug/ml, MICqt3 1.56 ug/ml T
IPM &Y 4%, CAZ® CZX &0 5 B LEN TR
T, CZON LRIZETH > 7z, S pyogenes L TH £
¥£0.025 ug/ml LAF D MIC T, fthod 4 BRI & F%E T,
B TENIRETH > 2. S, preumoniae \ZX¥ 5
MIC 1% =0.025~0.2 xg/ml, MICgo & 0.2 g/ml T
IPM ® CZON 2134 % b DD, DDA L %
BRI ENULOBIETH >0 E. faecalis TR L
T b MICetd 6.25 ug/ml T, £ 7 = ARERI D7 H
T—HENBETH- e UEDE S, 7748
BRI T 2EKFDO MIC i3¥ 7 L ARER OB TIE
CZON LA T, B TELRETH - 77

77 LEMHETIE, M. catarrhalis \=Xt¥ % MIC 5
12 0.1~1.56 ug/ml, MIC,, i3 1.56 xg/ml TLHE L 72
BEHNOFTIIELH > T, E coli wxt+ 3 MIC
B 13<0.05~0.2 ug/ml, MICsix<0.05ug/ml T
IPM 2 EAZMMD 4 EF L D bBENRIRETH > T2,
C. freundii \= Xt 3 % MIC & 13<0.05~50 xg/ml,
MIC,, (& 6.25 ug/ml T IPM iZ K> TIEV MIC % 7R
L CAZ,CZX £V 5%,CZON & 0 3EBEBENI-RET
Ho1zo K. prneumoniae W24 5 MIC 13 <0.05~
0.1 ug/ml, MICstd=<0.05xg/ml TIPM & b 3%,
CAZ BLXUCZON &9 2%EEN, CZX LRAZEDESD
TENIBRETH> 72, E. cloacae Tldt 7 = AHREE
D TEHFNIZ T HS MICoo 55 6.25 pg/ml & HIEEM
BN T20 P.ovulgaris 1213 MICgo3>100 pg/ml & Hi
BENERBO o oo P mirabilis w3t L Tz
EHNC 1 ~285 % b DD MICod 0.2 ug/ml & %
DRHEEN R L 2o M. morganii iZX3$ % MIC,,
120.78 ug/ml £ IPM & 0 3%, £ 7 x AREHR| L H
®LTH 1~ 3EEN, BEOTMEEE2R L, A

Table 2. Concentration of cefozopran in serum or sputum

Time (hr.)

0.7

2.7

6.1

9.8
0.9
23.1

19.8

1.1(ug/ml)

1.7

2.1

1.7
9.6

0.1

1.7

1.5
16.8

12.6

37.8

0.2 0.1 0.1

0.1

0.3

1.3
11.5

0.5
22.7

2.3
0.7

4.9

47.7

1.0

2.0
4.8
0.8

1.3
7.1

1.1

1.0
20.5

0.5

35.9

0.3
35.9

72.8

1.0

1.0
9.5

0.4 0.7 0.9

28.3

0.2

38.2

59.4

2.9

5.6

4.3
5.0

4.4 3.1 2.9
3.3

17.2

3.3

28.9

56.6

2.8

4.1

3.7
32.9

2.6
55.1
2

5.1
2.7

7.5

3.6

2.6

.1

118.6

Name

Sample

Dosage

Diagnosis

(mg)

Sex Age

serum

sputum

500

Diffuse

KU

M 49

panbronchiolitis

serum

sputum

500

Chronic

I H

bronchitis

Diffuse

83

KT

M 34

serum
sputum

1000

panbronchiolitis

serum
sputum

1000

Chronic

HF

M 70

M H

bronchitis

serum

sputum

1000

Chronic

bronchitis

F 76

serum

Chronic

HF

M 79

sputum

1000

bronchitis

2000 serum
sputum

bronchitis

Chronic
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anitratus \Z X 3 % MIC 3 12 0.39~3.13 pg/ml,
MICe i3 3.13 ug/mI TIPM £ W 3 B4 2 b DD x
7 ARERNCHEK T L 1 ~4EERIBEETH-
tzo H. influenzae W2 ¢ LU T ix MIC Bk i 0.05~0.39
pg/ml, MICq, 1 0.1 xg/ml TCZX 8L U CZON X
N 2BE->TWBHDDIPM XV ENEENE %
HL T, P aeruginosa \Z3F3 5 MIC 5 1%0.78
~>100 ug/ml, MICqold 50 g/ml & FFOHIEEMSE %
wllee MED XS 7 7 2MEE I3 % MIC i
IPM 21242 b DD, C. freundii ® E. cloacae
WKL TRt 2 7 = AREFNCHE L TERIE
f1#BL, £ P aeruginosa WXL Tb CAZ T\
REEEEZBL TWL I ENIRENT,

2, MHB X UEETEE

1) #ERE

BHTRBEBEE 76 (BESEXASH, U
AMRM[E XK 2 B o0t LT ARHF 500 mg 2> 5
2000 mg % 1 B§fl ) C 1 EEREREL, SMEKRTHE
B SR ICERILL 72, Hb¥ T ATERAE 1 K
BLBERZER ST, MEFB L UEEFOERH
DEREZHEL 2,

B, MEFEEIX E. coli NIH] £, % WEEDE
& Providencia rettgeri ATCC 9250 B2 RREE & L
7z bioassay &2 & D BIE L 72,

2) BIEBHE

Table 2 /R L 7L 52500 mg B&ED 2 B TldEx
ROTEEIREERCZNLZN19.8 4g/ml, 37.8
pg/ml £RL, BREBEEPEEILZhZN 5%
2.1ug/ml, 2BEAE#IC 1.3 ug/ml 2R L 72, 1000 mg
&5 D 4 §1Tid 500 mg K56 L AFCRSERICK
BIHEE R R, ZHhEN4T.7ug/ml, 72.8 ug/
ml, 59.4 ug/ml, 56.6 ug/ml TH > Iz, 72, HEE
EHBERZNZN 5% 1.3 4g/ml, 5EERI%
1.0 ug/ml, 6 BEfEI%IZ 5.6 ug/ml, 3BFREIEIC 4.1
ug/mlTH o> 7z, 2000mg RSB TRBEEZ I
118.6 ug/ml DEREMFEE 2R L, 4 REZICEE
FRE X 3.6 ug/ml EREEER LI, MED X S iC
FHEOBEEHADBITEIF 1.4~10.6 % TRKD L 7
L LRTEREASED 2V Iz FNU LD RIFREESE
~LTz,

II. B& &K # % &

L NREQSB L KRG HE

1989 7 A5 1991 £ 5 A DR RIGKFEFLR
B2 ABB & UBhEMER I ABR U 72 IR SR R B
4861 (Bik 28 B, &M 2080) 2RFRELT, FHOD
BEME R AT L 72, EFIORFIE, Bk 22 B, Fhfbie

iE 2 B, BMRESIR 18 B, [AEXZIEE 16, %
AMERAMTESZR 28, =4 377 X~<lfi%k 14,
Bronchiolitis obliterans organizing pneumonia
(BOOP) 2Bl TH - 7z, 15 A%k, 1@0.25g» 5
2g% 1 H2EAMHEL, RS 4~19 HRE,
HEER3.5~56g Tho 1,

2. ZhRYIEHHE

BRRZRIR OHIE 13, AFRSHIHROGMEER, &
BENMERE, HIMERE, CRP, ML, ML X 7z L
DODREMREEEZICL T, REWIC, EZ(H), %
(H), 2XEZ (+), #%h (), HETHEE (NE) ©
5 BB THIEL T2,

3. ERIREGE

48 FEBI DEGIRAT R % Table 3 i, &K 2 BERZNH
¥IE % Table 4 ICRLTze TS DERFID S BAEFI 7
B4 377 X<ROBEIC L DHIETREE L, fE
Bl 47 35 X OYER 48 iz BOOP 02 Wi & b #ER
e Lz, HIERIGER 45 6lh, ZE%h 1361, BZh25
B, RER 16, #Eh6 BT, BHULIL3BH], B
RERIL 84.4 % TH > 12 RERIBERZE, fiR T 22§
o 20 BB RILALE(90.9 %), FALARAE 2 fid 1 Bz
%, BMEREIRTI8FIF 16 FINHERHLLL (88.9
%), [EZWRED 1 FlLIZERN U AR E TR
2BIR 1 BIBENTH- 720 28, 681 (EF2, E
B3, fER 24, fEH] 26, FEH] 44, FEH]45) KBV,
BE&OEKRIER, REMR, M5 X RcHELSH S
NTEHEHEL /2,

HEFAE % Table 5 0R L 7z, AR 2861
TI0HRDBESH, ZDHH BHROBERIHEE SN,
H. influenzae 1 12 BLCSBES L, HROB Z 72 11 H
SHRBBE SN, 2D 5D 1B P. aeruginosa
WKERR L 2o S preumoniae & 3 B2, M. catarr-
halis (32 Bl BES L, @Bl bBRE ST, P aer-
uginosa 1 3IBNCHBES H, 2BIIRREE Az 1 fl
WBTEB L 720 S. aureus 13 2 BB x h, 1 B1IZERE
SN 1 BNZTER L 720 a-Streptococcus, Streptococ -
cus agalactiae, Streptococcus morbillorum, Haemo-
philus parainfluenzae, E. cloacae, Prevotella bivius,
Prevotella melaninogenicus, Pasturella haemolytica
BRE1PCRESh, $XTRESNTZ, UMEDXD
228 ERD D b 26 BEMSTIHE L, HEEIF2.9%TH -
720

4. EIfEH

Table 3 DEHDOH 7 £, SEFIOBIERB LV
ERREMRE 2R 2. BEERTETH, B
& 160, MER, BB LU > HEHER 1),
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Table 3-1. Clinical and bacteriological effect of cefozopran
Clinical P
Age Dose Isolated .
K . . Side-effi .
(;,;a(s)e Sex (Ud(l;rgln? SIS dis (days) organism BT | WBC | CRP | ESR | Efficacy Remarl:t
. n
BW Ying total [ :MIC, pg/ml
ease)
38 | Broncho 0.25gx2 H. influenzae (1) 37.2 6900 + 14
1 M pneumonia (14) ! 1 1) 1 ! +H -
60 | (Bronchiectasis) g Normal flora 36.5 3800 - 8
75 0.5gXx2 S. aureus(H)[0.78] 38.0 5000 3+ N.D.
2 M | Pneumonia (4) l ! ! ) ! - -
42 3.5¢g S. aureus(+) 38.2 3000 6+ N.D
78 0.5gx%x2 Normal flora 35.9 7200 11.4 32
3 M | Pneumonia (4) 1) 1) ! ! i - -
56 4g Normal flora 38.4 7000 9.2 N.D
1 . 1 37.7 10300 10.0 13
8 Acute 0-5¢ Normal flora Neutro. (%)
4 M moni (7) l I ! I ! H# 72— 20 = 42
g2 | Preumoma g Normal flora 3.3 | 5700 | 0.15 | 4
77 P . 0.5gX%2 Normal flora 38.2 | 17800 4+ 16 WBC
neumonia
[ 17800 — 4700 -
5 F 10 l ! H
[Pulmonary | 10 X. maltophilia l ' 2700 > 2900
emphysema
42 10g A. xylosoxydans 36.8 2700 - 9 3800
51 0.5g%x2 S. morbillorum (i) 37.9 9100 | 6+ < 95 GOT
Pneumonia 19—-96—83—38
6 M | (Liver dysfun- (12) | 1) ! l 1 H GPT
ction) 21-124—
55 11.5¢ Normal flora 36.3 5900 - 19 125— 74
36 0.5gXx2 Normal flora 37.6 6400 N.D N.D. Itching
7 M Mycoplasm.a 12) I ! | I | NE Lymph node
pneumonia enlargement
52 12¢g N.D. 38.2 3800 | N.D N.D. Fever
36 0.5gx%2 Normal flora 36.7 9500 0.7 36 GOT
216232
8 M |P i (14) !
neumonia ) ! i i H GPT
52 13.5¢ Normal flora 36.8 6500 0.3 N.D. 26— 75— 47
59 | Pneumonia 0.5gx2 H. influenzae () 38.3 6400 2+ 49
9 M [Diffuse panJ (14) i ! | ! 1) +H -
45 bronchioliti l4g P. aeruginosa () 36.8 | 7000 + 78
47 lgx2 Normal flora 39.6 4700 | 6+< 59
. 0.5g%2
10 M | Pneumonia (12) l 1 I i ! # | Diarrhea
54 17.5¢g Normal flora 37.1 5400 - 18
84 ) 1gx2 S. pneumoniae (Ht) 37.4 | 7500 | 6+< 70 WBC
Pneumonia 0.5gx2 | [0.05)
11 M Chronic L 1) ! l l H 7500 — 2200 —
[bronchitis] (14) C. tropicalis(H)
37 20g C. glabrata(+) 36.1 4100 * 48 4100
71 1gx2 H. parainfluenzae (1) 39.2 6200 5+ 123 Nausea
. P. melaninogenicus (#) WBC
12 F | P (6)
neumonia ! ' ! ! l #6200 - 2700 -
53 12g Normal flora 36.7 | 2900 + N.D. 2900 — 3800
# Excellent + Good + Fair — Poor NE:not evaluable N.D.:not done BW :body weight BT :body temperature
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Table 3-2. Clinical and bacteriological effect of cefozopran
Clinical
C Age diagnosis Dose isolated Side-effect
1S | (nerting i | €299 organism BT | WBC | CRP | ESR |Effcacy| o °
o Bw total [ ]:MIC, pg/ml emarks
ease)
27 1gx2 Normal flora 37.4 14100 | 14.63 44 Eosi (%)
13 F | Pneumonia (8) ! | ! ! ! +H 2051;0' 1(;’
55 15¢g Normal flora 36.4 9500 0.46 15
34 | Pneumonia 1gX2 | S. pneumoniae(4x107) | 36.9 | 14000 | 0.35 33 . o
) Eosino. (%)
14 M [Hypertensmr;] (10) ! 1) ! ! 1 + 0602
43 | (Hyperlipemi 19g Normal flora 36.2 | 9200 | 0.02 21
62 | Pneumonia 1gXx2 Normal flora 37.0 7900 13.1 130
15 F | (Hyperthyroid- (11) ! | | ! 1 + | Eruption
51 |ism) 2lg Normal flora 36.9 | 4400 0.5 N.D.
62 | Pneumonia 1gXx2 Normal flora 39.0 | 13800 | 7.25 70
16 F | (Chronic neph- (11) ! ! ! ! ! # -
50 | ritis) 2g Normal flora 36.6 | 5900 | <0.25( 26
46 1gx2 Normal flora 38.9 15300 7.3 45
17 M | Pneumonia (13) ) ! ! 1 ) +H -
54 25g Normal flora 36.9 7100 0.1 12
82 lgx2 E. cloacae(+)[0.1] 37.6 | 5200 | 6+< | 115
18 M | Pneumonia (14) ! l ! ! ! +H -
38 28¢g E. faecalis () 36.2 4200 + 118
19 Pneumonia 1gXx2 H. influenzae (4 X10%) 37.8 | 6500 3+ 72
19 F (Bronchiecta- (14) ! I i ! 1) +H -
sis) 28¢g Normal flora 36.7 7000 - 30
Acute
75 . 1gx2 Normal flora 38.7 | 15000 | 35.3 117
20| F | proemont las) ! ! ! ! ! # -
35 | oravetes mel ) g4 Normal flora 36.6 | 3300 | 0.16 | 24
litus)
Acute
84 . 1gx2 S. aureus () 36.3 6500 3+ N.D.
21 | F (B"“e“”;‘]‘,’“‘: (19) l ! ! ! l # -
4 | )r onchiecta- | a7 4 X. maltophilia(#) | 36.1 | 5600 | + 35
sis
Broncho .
61 pneumonia 2gx2 P. aeruginosa () 36.0 | 9600 | 5.07 | 14
22 F | Bronchiectasis an ! (0.78] ! ! ! ! + -
43 L[?‘l:lbetes melki- 42g Normal flora 36.0 6000 1.1 5
58 2gx2 H. influenzae (+) 37.6 | 9800 | 5+ 42
23 | M | Pneumonia (14) y o] Il ! Il ! H -
53 S54g — 36.5 4100 + 27
66 | Lung abscess 1gx2 H. influenzae(H) 38.5 | 19300 | 6+< 107
Pyothorax P. bivius (H)
24 | M (4) i ! ! i - -
(Chronic bron- |
58 | chitis) 8g N.D. 37.8 14500 | 6+ < 142

# Excellent H Good + Fair

— Poor NE:not evaluable N.D.:not done BW :body weight

BT : body temperature
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Table 3-3. Clinical and bacteriological effect of cefozopran
linical
Case Age d(i:amricc);s Dose Isolated Side-effect
N Sex (Un dei e dis (days) organism BT | WBC | CRP | ESR | Efficacy Remark
° | BW ving total [ ]:MIC, ug/ml \
ease)
68 2gX2 a~Streptococcus (#t) 37.7 | 12600 4+ 119
25 M Lung abscess (14) 1 ! ! l l H# -
56g (-) 3.5 | 6100 | — 47
5gx 38.9 | 13500 | 6+ 142
67 Chronic 0.5gX%X2 Normal flora GPT
6 | M |7 ) { l ! L N B P
53 ronchitis Tg Normal flora 38.4 | 10600 | 6+ | 143 ?
69 Chroni 0.5gx2 S. pneumoniae (H) 38.7 | 11100 | 3+ 68
27 | F br °"‘°h,t‘ (13) § ! ! ! ! H -
54 ronchitis 13g Normal flora 3.9 | 3900 | — a
78 |Chronic | g 5gx2 | H. influenzae(4X10 | 36.9 | 11500 | 2+ | 50 Eosino. (%)
28 | M Pblrrzmhms (14) y [0 l l ! Il # | 2~10-
ulmonary _ =
1 | [armonan 13.5¢ Normal flora 3.6 | 5100 2 7- 9
g1 |Chromic g 5ox2 | H. influenzae(#) | 35.8 | 10200 | 5.47 | 150
29 | F | Dronchitis (14) I ¢ ! ! | # -
36 | [Souamous “e“] 13.5g Normal flora 36.4 | 4300 | 0.53 | 118
carcinoma
s9 |Chronic 4 g 5oxp | H. influenzae(#) | 37.5 | 10500 | 4+ | 45
20 | F b;“:*’{tt‘_s (14) R ! ! l T -
olyarteritis
43 [‘}:0 s ] l4g Normal flora 36.4 | 10500 | 3+ | 16
79 Chbm“ich_ | o.sgx2 Normal flora 37.7 | 780 | 1.19 | ND.
31| M ronchitis (14) ! ! ! : ! # -
41 [L“."g cancer] | 14g Normal flora 36.5 | 5800 | 0.27 | 22
goiter
81 Chbm“ich_ ) 0.5gx2 Normal flora 38.2 | 12100 | 6+< | 121
2| F | ronchitis (14) ! ! L i ! # -
33 [ ancer °f] 4g Normal flora 37.3 | 7600 | 3+ 114
pharynx
Chronic
83 bronchitis 0.5gx2 Normal flora 37.5 | 12900 | 8.4 46 GPT
33 M Qld tuberculo (14) 1 1) ) ! i + 5 28— 36
SIS — —_
48 Pulmonary l4g Normal flora 36.8 6700 1.2 8
mphysema
Chronic
73 bronchitis 1gXx2 Normal flora 37.4 9700 3+ N.D.
34 M (Pneumoconio- (8) 1 I ! ! 1 + | Eruption
45 «is) 16g Normal flora 36.3 | 10500 + N.D.
Chronic
70 | bronchitis 1gx2 | M. catarrhalis(1X10°) | 37.8 | 7000 | 4+ | N.D.
35 | M | (Pneumoconio- 1) o [0.2] i ! { ! H -
SIS
50 || Respiratory 2g Normal flora 36.8 | 6500 | — 10
failure
55 . 1gx2 | H. influenzae(1X10° | 36.7 | 4300 | 2.16 | N.D. WBC
Chronic
3% | F bronchitis (14) , [0.05] ! ! i i # | 4300 — 4500~
38 28 g Normal flora 36.0 | 2800 | 0.25 | N.D. 3700 — 2800
# Excellent H Good + Fair — Poor NE:not evaluable N.D.:not done BW:body weight BT :body temperature
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Table 3-4. Clinical and bacteriological effect of cefozopran
Clinical
Age diamrf):is Dose Isolated Side effect
C;“ Sex | (Und e:ying o | (davs) organism BT | WBC | CRP | ESR |Efficacy le e :C
o | BW total [ ]:MIC, ug/ml emaris
ease)
Chroni
I R 1gx2 Normal flora 39.7 | 15800 | 6+ | N.D.
bronchitis LDH
3 F (Polyarteritis . l l ‘ i y * 335 — 337 — 671
85 Y 8¢ Normal flora 37.1 | 12400 | 4+ | ND. o
nodosa)
Chronic . .
65 . 1gx2 H. influenzae (3 X 10%) 37.0 9800 3+ 85
bronchitis [0.1] Eosino. (%)
% | F (19) I : ! l ! l #
(Old tubercu- 2-8—4—10
37 Josis) 28g Normal flora 36.0 4600 - 29
roni
75 | © ;:;‘I:zhitis 1gx2 Normal flora 35.6 | 9600 | 2.38 | N.D.
39 M . (14) ! 1 1) ! | H -
(Diabetes mel-
56 . 28¢g Normal flora 36.2 6200 | <0.25| N.D.
litus)
76 1gx2 P. haemolytica 37.6 7900 3.46 101
Chroni 2.3x108
w0 | Fo|oMe (1) ( "o ! I ! # -
bronchitis !
28 28¢g Normal flora 36.6 5700 | <0.25| N.D.
79 | Chronic 1gx2 H. influenzae 38.2 | 12300 | 14.8 | 125
bronchitis
(1.8x10%)
4| M | Pulmonary (14) . ! ! ! I # -
h
15 | oo 28g Normal flora 36.6 | 5800 | 0.84 | 89
Chronic
70 bronchitis 1gx2 M. catarrhalis(3%10%) | 37.2 | 11200 | 6+ 108
42 | M |[Pneumoco- (15) y [0.39] l ! ! ! H -
niosi1s
. +
4 | | Doimonary 30g Normal flora 37.0 | 8800 2
emphysema
69 Chbr °"'°h, , 2gx2 | H. influenzae(2x10°) | 372 | 6000 | 3+ | 30
O DT s ® Y l ! ! ! H# -
Pulmonary em-
48 32 35.9 3400 - 37
ph ) g Normal flora
74 3 ) 0.25gXx2 S. agalactiae 38.2 8900 3+ 32
Bronchiectasis 0.5gx2
4 | M | (O tuberculo- | 7g) | ! ! ! ! - -
a | 4.75g Candida spp. 37.0 | 7400 | 4+ | 46
53 | e 1gx2 P. aeruginosa(3x10°) | 37.8 | 4700 | 3+ 60 Eru
ruption
5| M| “Ee voie | 09 . [1.56] ! ! ! ! - Itch?ng
go | PAMPTONCNONES | 96 P aeruginosa(4x107) | 377 | 400 | 2+ | 87
67 Dif 1gx2 P. aeruginosa(1x10°) 37.3 | 11500 + 37
6 | F [ “:e o | (9 ! ! ! ! ! H -
37 panbronchiolitis 28g _ 37.2 | 5000 _ 18
61 | BOOP 0.25gx2 Normal flora 37.2 | 6500 3+ N.D.
47 F (Rheumatoid (15) ! 1 ! ! 1 NE -
48 | arthritis) 7.5g Normal flora 37.0 | 3700 3+ 98
49 1gx2 Normal flora 36.7 10300 9.42 149
48 F | BOOP (7) l | | ! | NE -
50 l4g Normal flora 37.5 10300 5.93 163

# Excellent
BOOP : Bronchiolitis obliterans organizing pneumonia

H Good + Fair

— Poor NE:not evaluable

N.D.:not done BW :body weight

BT : body temperature
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Table 4. Clinical efficacy of cefozopran treatment
Diagnosis Excellent Good Fair Poor Total
Pneumonia 5 2 20/22(90.9 %)
Lung abscess 1 1 1/2
Chronic bronchitis 7 1 1 16/18(88.9 %)
Bronchiectasis 1 0/1
Diffuse panbronchiolitis 1 1/2
Total 13 1 6 38/45(84.4 %)
Table 5. Bacteriological efficacy of cefozopran
Eradicated | Decreased | Persisted | Unknown Eradication rate

S. aureus 1 1

a-Streptococcus 1

S. pneumoniae 3

S. agalactiae 1

S. morbillorum 1

M. catarrhalis 2

H. influenzae 11 1

H. parainfluenzae 1

E. cloacae 1

P. aeruginosa 2 1

P. bivius 1

P. melaninogenicus 1

P. haemolytica 1

26 0 2 2 26/28(92.9 %)

BE 26, MERLEEEN1HA5N, BIFERARE
I3 12.5%(6/48) TH - 12, BEFRBREMER 12 GOT
BLUGPT O EF»2Hl, GPT ®LF» 2%, LDH

DEFH1H, BMBRELD DS 4 5, FhEkED 51 #),
IFEEERIE S 2 4 BIFED S h, FEIRIT 29.2 % (14/48)

Tholzo WIFNOBWERSB L UBFRREERE L —
WP OBETHY, EELSEREELZLDII L

-7,

1. * =

CZOP B RHEM TEKASH TR aNLER
R MNVOESFAL 7 2 ARTHEAT, £LOEDN
=) UEEEQCRT 2EVLERtIC LYY, 75
LBHED S P aeruginosa &0 7 7 LABRMEICE
L2ETHRLEVCHEN.2ET %, bhbhWOBRITHLE
FREEPBON, 77 LBHUEB L U P. vulgaris %
B< 77 LABRMRECH L TR TEA:HEEE 2R
H7z,

8% FOBRESRYE 7 i B 17 2 KK DI B & W
FREOHETIE, AMHFEERCRERBCEUT
19.8 ug/ml 75 118.6 ug/ml DR EMPEE 2R,
BEEETEEIL2 5 6 BEZIC 1.0 ug/ml 25

5.6 ug/mliZEL, BITEIZ 1.4~10.6 % T, FHKIOB
BHADRBIFLBITHELSTRR SN,

IRk SRR BB 48 Bl AR 25 L, FOEHHY
PR LR, REOMEERIED 5 »IidBHED
[EBFEDOVTRIIN L TH BIFLERR 2R,

ZOHRTHREGIX22HTHD, TDI b 8HN
Table 3 WAL &S 2WIRIBROEREKEBEEL,
BOD U IEBERIAON Lo, EbE
BEBOBFEINC L VAR OBRREZLEL THEE,
EREBEOBETII8HITh 7 FIpsERIA L, HEERE
MULETIZ4BIF 124 (83.3%) »SERULTH
D, MHBCEEZIRDSNED 5 T,

FHIBPRERTH o IEFIZ 16 (No.37), EL
TH- IEFNIT 6B (No.2. 3. 24. 26, 44, 45) b
572, No.2 & 3 DEFITVTH b HIMIREHSEET
BABEBTETH > 12720, HEELUNOBPELR
TE T &5 72, No. 24 13IHIEEE, I DFERIT Fuso-
bacterium 72 ¥ DEFSME BB I NI 1201, FH
DEZNTH > I AReE N E 2 5B, No.26 & 441
WY Candida albicans \CEER L, FEROKES
AN hH o7, No. 37 DRREYNTH - 15ER XK
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AR5 ®k 6 HEBHAZEZREL, ZDLHRERIG

PEEELLIERTH 5, No.45 DEEHIX P. aer-

uginosa BFRHREL T2 VU E AMAMKEIAD
EFITEAFNC X 2BREIITE oI,

WEZNZRENRE A THD L P aeruginosa D
181k S. aureus O 1 FILISIET T LGHE, BMHE
EHICEPHREHEBF NI,

EWER OFRBEKIZ 12.5 %, BRREERE KRR R
29.2%, HERDL 7 L LAFICHB L TRPHWEE I
sAohic, LEPLLITHOREE L —BE»OBETDH
N, BEECEREELDDIEIERL, Z2HEOE TR
HEzwbDEBbhiz,

PEDZTEL, CZOP 377 2BME» S 7 7 LR
HHEICE CRLVEBCN L TERNEEYEE T
2EHTHY, BEMELBE L, WRBEPEDILEIC
BL B TERAOEWERHERATH L LED
niz,

X 18
1) Miyake A, Yoshimura Y, Yamaoka M, Nishimu-

2)

4)

ra T, Hashimoto N, Imada A : Studies on conden-
sed-heterocyclic azolium cephalosporins, IV, syn-
thesis and antibacterial activity of 7 g-[2-(5-
amino - 1,2,4 - thiadiazol - 3 - yl) - 2(z) - alkox-
yiminoacetamido]- 3 - (condensed - heterocyclic
azolium) methyl cephalosporins including SCE-
2787. ] antibiotics 45 : 709~720, 1991

Nakao M, Noji Y, Iwahi T, Yamazaki T : Antiba-
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1992

Iwahi T, Okonogi K, Yamazaki T, Shiki S,
Kondo M, Miyake A, Imada A : In vitro and in
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cephalosporin with a broad antibacterial spec-
trum. Antimicrob Agent Chemother 36:1358
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IWOE=: 27074 3 FRE (MIC 2000) 2 &
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Laboratory and clinical studies on cefozopran

Yasuhito Higashiyama, Yuko Yamashita, Koutaro Mitsutake, Haruko Matsuda,
Yoshitsugu Miyazaki, Kenichi Tanaka, Masanori Iwamoto, Atsurou Hashimoto,

Shigefumi Maesaki, Hironobu Koga, Shigeru Kohno and Kohei Hara
The Second Department of Internal Medicine,
Nagasaki University School of Medicine

Chikako Mochida, Kazuyuki Sugawara and Mitsuo Kaku
Department of Clinical Laboratory, Nagasaki University Hospital

The newly developed injectable cephem, cefozopran (CZOP), was evaluated in vitro and in vivo. The
results were as follows;

1. Antimicrobial activity : Minimal inhibitory concentrations (MICs) against 510 clinical isolates includ-
ing 16 different species were determined by the microbroth dilution method and were compared with those
of imipenem, ceftizoxime, ceftazidime, and cefuzonam. CZOP showed excellent antimicrobial activity at the
same level as cefuzonam against gram-positive bacteria including MRSA, although the MICs were superior
to that of imipenem. The MIC values of CZOP for gram-negative bacteria except P. vulgaris were equivalent
to those of other cephems tested. Especially for C. freundii and E. cloacae, which produce cephalospolinase,
CZOP have stronger antibacterial activity in comparison with other cephems.

2. CZOP concentrations in serum and sputum: To 7 patients with chronic respiratory tract infection,
CZOP was given intravenously and concentrations were measured in serum and sputum. The peak serum
concentrations, from 19.8 xg/ml to 118.6xg/ml, were observed immediately after infusion, and the peak
sputum concentrations, from 1.0 xzg/ml to 5.6 xg/ml, 2~6 hours after infusion. The penetration ratio into
sputum was 1.4~10.6 %, suggesting that CZOP had rapid and good penetration into the lung.

3. Clinical efficacy and adverse reactions : Forty-eight patients with pulmonary infections were treated
with CZOP, and the overall efficacy rate was 84.4 % (excellent in 12, good in 26, fair in 1, poor in 6 and not
evaluable in 3). Among side effects, diarrhea was observed in 1 case, nausea in 1, itching, fever and
lymphnode swelling in 1, eruption in 2 and itching and eruption in 1. Among abnormal laboratory findings,
the elevation of GOT and GPT was observed in 2 cases, the elevation of GPT in 2, the elevation of LDH in
1, leukopenia in 4, neutropenia in 1 and an increase in the number of eosinophils in 4. These abnormalities
were all mild and transient, suggesting that CZOP is a useful and safe antibacterial agent.





