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Table 1. Concentration of cefozopran in serum and lung tissue
Name Dosage Time after administration
Diagnosis Sample
Sex Age (g) 1h 2h
JN L 1.0 serum (xg/ml) 37.0 21.6
ung cancer . R
M 68 € lung tissue (ug/g) 33.8
100 7 92('?8 —@— :CaseNo.1 (70yrs M) 3649
. N\ ---O---: Case No. 20 (74 yrs M) 3500 — —@— :CaseNo.1 (70yrs M)
1 3192 ---O---:Case No.20 (74 yrs M)
50.0
] 3000 <
- E 2500 - 100
- El | 2222 s 5
T 1004 = 2015 y =X
Gl E < 2000 / F 8 o
¥ 7 % 1711 /./. <
2 5.0 < S g =
- . £ 1500 ‘b”"‘ﬂb -6 T
2 ] E o 1133, /1042 3
g 2 1000 - PO oo 2
@ e
oo 1.0 3 500 /’ 399 L 20
- 217
0.5
- T T T T
i 0 2 4 6 8 24 h
B Time
0.14 Fig. 2. Urinary levels and recovery rates of
cefozopran
Cefozopran
1.0g Time
Fig.1. Plasma level of cefozopran

DENLHEIEEL TS, 7 g-7 78 v —Liext
LTHBODTEETH %,

SESETRERPAERE 2R L LT, CZOP DK
HWERE 2B T2 L L b, FEENOBIT L SiE I
B ENEREEAIEL 2O TRET %, &8, 5K
Serrb BE RN OB, RELE ER2HHAL, AEOR/S
NIBEDAENRE LTz,

1. XBRYRET (FhAEEEPIINE)

1. NRBIUOHE

FfEEE 1 5168 B, BH) 2R E L TFOUIERS
FHE h 5RO 1 KR AT CZOP 1g % one shot
L, UL»s%, YIBRM2HITL 2. YIERDS 5
TExZRTEErSEAERER 1gRY, £HE
HK CHEYEERE W —ETHER L 12, —60 &
THERE LT, £ 2FARFICME S 1 ml #ERL 72, I
Iz OW IS 2 B YL 72, RiEFOZE
FiI g EE 13 3R L Tk #L 12 T Esherichia coli
NIH]J # % B> 72 bioassay ¥ic & D HIZE L 7z,

2. B

B 5 1 BRR4% o R R P R 1 33.8 ug/g, % 7cIl

B IX 37.0 ug/ml THY, ZTOWELIZ1.4%
(AP R RE /s B RE) Th - fo. 5 2 KR O
Mg 21.6 ug/ml TH- 7z (Table 1),
II. X#HORE (FADRR)

1. NHRBIUHE

NRBRAFELEZHE N, MEZ VT F=V1E,
BUN fi» & BHEELIER &% 2 5 iz 2 PIOEF#
(70 B XL ' 74 3B, Table 2. 4, No.1,20) 2345
L, BE5RBIAICE 1 ERS L1z, CZ0P X 1g %
100 ml D AEFEHEAITEREL, 60 20> T A TEHIRA
BE L, MIEREE &S 1 RREE KT
B, 2, 4, 6, 8, 24 B¥fEIfRICERML 72, £ 72, RIZ
0~2, 2~4, 4~6, 6~8, 8~24 BB DER D & —I
HEL 7z, 185 okt O FAIEE R HZEM T3
BREHI T E. coli NIH] # % F\> 7z bioassay &I
L DHEL 72,

2. R

No.1 CiZ 548 T 47.4 ug/ml OREMMTEE
PrL, B5 24 BRI BAIERFRL T (<0.3 ug/
mD Y, FEHAIX 3.23 Bl TH > 2. RPFADE
e 24 BERIR E TT 8.0 % TH o 72,

No. 20 T 5K TEF 92.8 ug/ml OBRE MM E
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Table 2-1. Clinical result with cefozopran
Name . . Underlying |Dose of cefozopran| Isolated organism Chest | Clinical |Side effect
No. Age-Sex Diagnosis disease gXtimes | days | (MIC : ug/ml) WBC | CRP X-ray effect | Remarks
TW |Broncho  |Old 1.0x1 8800 | 02 1g)ighaly
1 . . ! 4 NF . Good (=)
70 + M |pneumonia |tuberculosis 0.5%2 improved
4200 | 2+
2 | ."M | Preumonia (-) 0.5x2 | 8 NF Lo Marked g cellent| ()
30-M improved
5300 | —
Bronchiectasis P. aeruginosa(0.2) | 5600 | 2+
3 645 _TF B;Z:;};‘;ia Respiratory | 0.5x2 | 8 ! L | | |Improved | Good | ()
p insufficiency ND 5900 -
S. aureus(0.78) 10800 | 6+
4 335_SM Pneumonia (=) 0.5x2 | 10 ) | ! Markec; Excellent| (—)
) 5000 | — |improve
HN 6200 +
5 Pneumonia (=) 0.5x2 | 13 NF ! | |Unchanged | Good (=)
66 - M
6700 -
KY S. pneumoniae 8000 | 6+ K 1
6 79-M Pneumonia (=) 0.5x2 | 13 1 ! ! |Improved | Good
(=) 5000 -
8100 | 1.2
7 4§_KF Pneumonia (=) 1.0x2 5 NF 1 ! 'Marke% Excellent| (=)
5500 | 0.4 |'MProve
5000 | 1.8
8 STI\;IVI Pneumonia (=) 1.0x2 6 NF ! ! _Mark:dd Excellent| (—)
7100 | <0.3 | MPrOve
S. aureus(0.78)
AS . Old S. pneumoniae(0.2) 9700 | 4.7 Marked
9 Pneumonia . 1.0Xx2 6 1) Lo Excellent| (—)
45-M tuberculosis 1 78 improved
(<) 00 | 3.2
. S. aureus(1.56) |15900| 6+
10 5;{[{\4 Pneumonia g_rolr:cthlal asltllytma 1.0x2 8 | ) | |Improved |Excellent (=)
iabetes mellitus ) 15200 =+
S. aureus
S. pneumoniae(0.05) | 9600 | 4.2 E .
t
11 6;{1?\/1 Pneumonia | Bronchiectasis 1.0x2 13 H. parainfluenzae ! l :\r/r[f::\?edd Excellent ruption
l 7300 | <0.3|'™P
(=)
— 9200 | 11.2
12 6;{°NM Pneumonia Ilip]mogarfy f1b1l‘0s1s 1.0x2 | 13 NF ! ) ?:Ija:kec; Excellent| (-)
iver dystunction 8500 | <0.3 improve
+ .
TT |Broncho Pulmonary H. Influenzae 10000 4 Slightly _
1B 270 : . 1.0x2 | 14 ! Lopou 2B Good | ()
pneumonia |emphysema -) 4500 | 4+ p
sw Squamous fell K. ozacnac | 9300 | * GOT 1
14 Pneumonia | Carc!nomatbr j gx2 | 16 | | | |Improved | Good | GPT 1
64 - M onchus) _ _
(=) 6800
Deafness
. , 8700 | 6.7
15 52KSM Pneumonia Bronchnegasns 2.0x2 | 14 NF 1 1) Ma:lgfii Excellent| ()
valvular disease 5300 | <0.3|'™P
NF ! normal flora ND : not done
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Table 2-2. Clinical result with cefozopran
Name . . Underlying |Dose of cefozopran| Isolated organism Chest | Clinical |Side effect
No. Age-Sex Diagnosis disease gxtimes | days (MIC : gg/ml) WEC | CRP X-ray effect | Remarks
S. aureus 11000 | 6.7
16 3;5 'HF Lung abscess (=) 1.0x2 8 ! ! ! gllna:::; Excellent| (=)
=) 4600 | <0.3|"™P
E. cloacae(0.05)
. 5100 1.4 GOT t
KK . H. parainfluenzae Marked
17 46 M Lung abscess | Dental caries | 1.0x2 9 b lﬂ(0.39) 4(l500 <(l) , improved Excellent |GPT
(=) ’
i 13300 | 5+ . Eruption
AH Liver Slightly
18 39+ M Lung abscess dysfunction 1.0%x2 15 NF l 1 improved Good
6300 +
KU 9600 | 2+ K1
19 73 M BOOP (=) 1.0x2 | 11 NF 1) ! NE
5300 —
SH 4800 —
20 Bronchitis | Lung cancer 1.0x1 3 NF 1 ! NE (=)
74 - M
4700 —
KN 5100| 5.1
21 79+ M Bronchitis | Pyothorax 1.0x2 | 12 NF ! 1) Good (=)
5500 1.2
. 11400 | 4+
2| SN |Diffuse (-) 0.5x2 | 8 NF V| Poor | (=)
panbronchiolitis 15500 | 3+
. H. influenzae(0.1) | 6150 5.1
23 59K-MM D‘f;“seh, " ) 1.0x2 | 14 l ! ! Good -)
panbronchiohitis P. aeruginosa 5940| 0.8
. P. aeruginosa(0.2) | 9500 + Nausea
20| g T [Diffuse (-) 1.0x2 | 15 ! Ll Good | Ecsiophia
> panbronchioliis (=) 5700| =+ GOT 1
, . H. parainfluenzae |14500| +
25 Y1 |Diffuse . ... |Colon polyp 2.0x2 8 (Y] l ! Excellent| (-)
71 « F | panbronchiolitis
(=) 7300 —
S. pneumoniae(0.2)
. , . . 10100 9.1
26 MO Bronc'hlectf'ms Bronchiectasis 1.0x2 8 §. liquefaciens 0.2) 1) | Excellent| (-)
63 + M | with infection !
(-) 7600 1.2
Bronchiactasis E. coli(0.05)  |11400 | 12.7 GOT 1
SN  |Bronchiectasis |Old tuberculosis : ’ :
27 o : 1.0x2 | 10 l l ! Excellent
76 «+ M |with infection |Cataract
A . (=) 4500| 0.3
nemia
A. calcoaceticus (0.2)
$S | Bronchiectasis Bronchial asthma E. cloacae(0.1) 15500 | 3.2
28 73+ F |with infection Hypertension 1.0x2 | 17 E. agglomelans(0.1) 1 ! Good (-)
Hyperthyroidism ! 6500 | <0.3
(=)
SM 11600 | 4+
29 80 - M Pyothorax  |Old tuberculosis | 1.0x2 | 10 NF | 1 Poor (=)
11100 | 5+
TN 13600 | 2+
30 2-M Pleurisy (=) 1.0x2 | 10 NF ! ! NE (=)
7000 —
NF : normal flora NE I not evaluable

BOOP : Bronchiolitis obriterans organizing pneumonia
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Table 3. Clinical efficacy of cefozopran
Diagnosis Excellent Good Fair Poor Emc?%; rate

Pne ia 9 6 15/15
neumoni (100)

Lung abscess 2 1 3/3
Bronchiectasis with infection 2 2 4/4
Pyothorax 1 0/1
Bronchitis 1 1/1

Diffuse panbronchiolitis 1 1 1 2/3

. 25/27

Total 14 11 0 2 (92.6)

2RL, %5 24 BEREI%ICIZ 0.8 ug/ml 72 D, FEH
13 3.58 I TH o 7o RPN DEHEM R 1T 24 BFfEIE
$TT78.3%Th-o7:(Fig. 1, 2),
III. B8 R & #% 5

1. NREFIB L VRS HE

FRRICE T A » SR 4 F 2 H ORI TERZ I
REBHERE_ANRB & CBEME W ART L 7 ks
RYFERE 0 B2 R E LT, WERIZEM 2561, %«
5B, Gl 30~80 5K (39 58.8 %), HEREANC I,
iz 15 B, F{LRBAE 3 B, KB XRILRIE (BRHrF) 4
B, [SEXXK2H, U AMAHIESRK 3IH, MK
# 1%, Bronchiolitis obriterans organizing pneu-
monia(BOOP)1 I TH - 7z, 5 HEIE1H0.5~2
gxz1H2ME, 3~17 HERE T, #K5EII3~35g
(F919.1g) Tho Tz, RBEAKE L F 2 o NI HK
DWW Tk MIC IE % RIGKFREMBENE K
L,

2. ZMRYIEEHE

RSk BEER, W5 X RFR, HRFR
BEFER, QIERE, CRP & ¥ ORERRREREHNIHE
ELT, %5, A%, 0B, EL, HETED S5
HTHEL 72,

3. ERIKEE

30 BIDEERRE % Table 2 iR ¥ . Z DAXTRAE
B2PI(MfE%, BOOP)BREHHAE 1FI(1E1g %
SERSDH) DEF 3B EHERFEL L, BKY 276 %
FHEixIR & L7z (Table 3), £DERIEIL92.6 %
(25/21) Th o 1eo KB OBLFEIIMMATET 100
%(15/15), FHGABE, SVEXIARIE (R, [EX
RTILPIBEHUL, U AMAHEIEILTIXIF
F2glcHESUE, BRO 1BIIZENTH - .

R E 1, Haemophilus influenzae, Streptcoccus

prneumoniae 7z ¥ 16 BT 23 RRIE S tz, DM 22
BROHEVWEEEN, 1 ROBRR%E2E D (H. influen-
zae % P. aeruginosa) & THEKL 72,0

Table 22, SEFIOEIEAR, 76 VIERRERE
BEERLI, BWEAE L T, BEMS 16, KEh
2 BIFR & L7z, IBRUIE, B SRk Ic R L THEEK
Lice RED1HIZ, BEHIEC L DEPH»IHEE,
b 1flkERIERT7IVEY ) = FOBHBICLDH
KU T BRREEREZEIL, FBEERES L GOT O
ERE»M1H,GOT ® L& 14, GOT &£ GPT 0 L&
2326, MEKDOEREB28ITH->7s (No.6 [ %
55144 % 5KTHS5.4-1B84.6, No.19: &5
#13.9 > 54 5.7 > 5K T 4.4 (B mEq/1),
WTh b —@BEr OBELREH TH- 12,

Iv. & %=

BEHEYVEDOZ»TY -7 7 5 L REHIER
EPHBOMIEOERHEEZECHL LI EAr S, &
BIEADMES 26 FIGERERICL 2Z2HDOH S »
sxbVNAZIh TV S, SEbhbiIIRBEERTHE
RS TH LRSI N L 7 = AREHBARED
BHTH3CZOPIEDWT, EBEH-EBRORET%1T-
72

RO BRI W B 1) 2 BB E L EERR T ~D
BITNAEXSND Z L%, BHEDEE IHENE
BICHEEL TOIMATOERABELXR V2L
BATEROEVRETHS S, Lrl, HEBORER
Bk 2HEHEDE Y, BEPADSMW L EEET &
OREM AR ThR EORELEATED, BETRE
PRI TRLITEBANOBITOVRAN T RNETH L LEZ,
SEMYIREBEIC DV TRET 21T 72, RIZ 12
DVWTEML 2122 THolehs, TONMBEBREL
1391.4% T » Y flomoxef ® 39.8~61.2 %*,
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cefpimizole M 38.4~57.0 %* £t LEWBITR 2R
L7,

7, BEE 2 I8 THRANBIE 2 RE L 72208,
Z DI e 3.23 BB L U 3.58 B T A
D, EERE I HRBROKAE 1.59 B & HELRPRRY
bOD, 1 H2EKRETHENERO.LEIZEDL S 12,
o TEBRETLERENTEE TCHOHSEERE - A
B(1E1g 1H2EKESE) CRELTHRELVESE
z oz, BEREIET BRI, HRICRE
AN 5 AMRBRPE TIRLFIEL LLIEMTH- T,
VEAMAHMSEZLATII1IH 1g&kERH»ENTDH
Stehs, 1 B 2g&E5BITIX P aeruginosa BSEERE T
HoBITHOEN TH-7:Z s, REEFELE
$THole—HTH B LEZ >Nz, MEFHZRI
EMAROBE S KRB L BN EEAERT, BEER
LPITHITNTHEE L, BREHOETOFICEIAS
n3 & REIER, BRREEREITD SN2
720

LAEDRRE D & CZOP MR 23 RS fE DB & 5T

LCERKOEVENLERTHE EHFZ SN,

1

2)

X 13
Iwahi T, Okonogi K, Yamazaki T, Shiki §
Kondo M, Miyake A, Imada A : In vitro and in
vivo activities of SCE-2787, a new parenteral
cephalospolin with a broad antibacterial spec.
trum. Antimicrob Agent Chemother 36:1358-
1366, 1992
Nakao M, Noji Y, Iwahi T, Yamazaki T:
Antibacterial properties of SCE-2787, a new ce-
phem antibiotic. ] Antimicrob Chemother 29 : 509
-518, 1992
PEER  HAFY L7 2 ARREWE6315-S
(Flomoxef) DEFERY - BERFIBRET, Chemotherapy
35(S-1) : 599-603, 1987
FBEFEE] | AC-1370 DERER - EEREIBRET. Chemo-
therapy 32(S-9) : 207-212, 1984
AR, BIFEE, RIBREE, FAHHES, BHE
% ! Cefozopran DEGRE [ AR, ZERELFE,
30 (2) :281-304, 1993
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Fundamental and clinical studies of

cefozopran in respiratory tract infections

Takateru Izumi, Kohichi Nishimura and Hiroshi Koyama
The Second Department of Medicine, Chest Disease Research Institute, Kyoto University
53 Kawahara-cho, syogoin, sakyo-ku, kyoto 600-01, Japan

Naoki Fujimura

Department of Respiratory Diseases, Takatsuki Red Cross Hospital

Hiroyuki Imai

Department of Respiratory Diseases, Kyoto Municipal Hospital

Kohhei Hamamoto
Department of Respiratory Diseases, Mitsubishi kyoto Hospital

Masahiko Nakayama and Tomoko Ishida
Department of Repiratory Diseases, Kyoto First Red Cross Hospital

Masaki Ishii and Tsuyoshi Hasegawa

Department of Internal Medicine, Kohbe Municipal Tamatsu Hospital

The fundamental and clinical effects of cefozopran(CZOP) on various lower respiratory tract infections
were investigated, with the following results:

1. Drug disposition : The disposition of 1 g of CZOP injected intravenously to the pulmonary tissues was
determined in one patient who underwent pneumonectomy. Changes in drug concentration in blood and urine
were also determined after the intravenous injection of 1 g of CZOP in 2 elderly subjects with normal renal
function. The concentration in pulmanary tissues was 33.8 ug/g one hour after administration, and the ratio
of the concentration in pulmonary tissues to that in serum was 91.4%. The half-times in blood were 3.23
hours and 3.58 hours and urinary excretion rates were 78.3% and 98.09% 24 hours after adiministration in the
2 elderly subjects, respectively.

2. The clinical usefulness of CZOP was investigated in 30 patients with various lower respiratory
infections. The 27 patients whom the clincal effects were evaluated consisted of 15 with pneumonia, 8 with
lung abscess, 4 with bronchiectasis (upon infection), 1 with pyothorax, 1 with bronchitis, and 3 with diffuse
panbronchiolitis. The drug was clinically excellent in 14, good in 10, and poor in 2. The efficacy rate was very
high, 92.6% (25/27) . One patient showed nausea and 2 showed eruption as side effects, but these effects were
mild and disappeared rapidly. Six patients showed abnormal findings in the clinical tests : eosinophilia and
GOT elevation in 1, GOT elevation in 1, GOT and GPT elevations in 2, and serum potassium elevation in
2. These elevations were slight, and improved rapidly after administration of the drug. The results suggest
that CZOP is highly useful for respiratory tract infections.





