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Fig.1. Chemical structure of cefozopran.
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Table 1. Items and schedule of laboratory tests

Time of testing after entry

Item Before entry (Day of treatment)

—
-

Chest roentgenography

Bacterial exam.

Arterial blood gases

erythrocytes
hemoglobin

hematocrit

leukocytes

differential WBC count
platelets

Blood studies

ESR (1h)

CRP

Mycoplasma antibody (CF or IHA)
Chlamydia antibody

[ NoRNoN N NoNoNoRNoNN BEONEY
00| 000000 OO0 0~

Cold hemagglutination

GOT

GPT

y-GTP

AL-P

bilirubin (total, direct)
LDH

amylase

BUN

serum creatinine

Blood
chemistry

(ONONONONONONONONE]

protein
. lucose
Urinalysis € .
urobilinogen

sedimentation

Na
K
Cl

Serum

electrolytes

(N N NEON N N BN N N N N N N N N BN N N N N BN N N N N N BNoRN BN J

(ONONG)

C|l 000 O000 0600000000 00000 0000000 0 0

Cl0e0@®@ | 0O000C| 000000000

Coombs’ test (direct, indirect) @)

@: indispensable O: should be performed where possible



VOL. 41 NO. 9

Cefozopran B # LL B ERR

969

6) ®Oft, HEIELEAHIEOLRERED P

=0

2L, #5EHIEL RS RPILRR TRES MG
UBBKERTRAMBB I UREZS VIHES
EHL, TORBREEFTRAMCERT L
2o HIEEBP, PIERICHONRARIZEE L B
BEOREZLLbIOETELERL .

7. HHRAI¥EA

ARREBHIMBONREYR £ L IZARTINE, t
Mo ) UEABIURIRERAT oA FOH
AL, =204 FOOROBAORIEL
7:o T2¥L, streptomycin, kanamycin, rifampicin,
enviomycin, capreomycin ¥ & Uf cycloserine LA\
ROt iz Iz,

AT U4 FRUURIER], SUSH], HEARRHF, &
BFFEA, FIRAFERIE L THRBRERRSHNED

SRIEHALZVWI LE L, ZERA, [EXILR
Fl, HAZRE b 2 EEEMER, SHHER L UE
BB 2 RME e L 3HAEED I, 28, #
XK EMEALIEBESERRRASLDOLRE L -
AREOHEBL L ICKKE, Ak AR LARAE
K2 L TEAESREEICIERT L LT,

8. WMWHEHE

TROMERHEABIZIOWT, FA—BHFIZO>LWTIIHE
WM EEL TR—MREYEMBMETs L L
oo B8, BRBIUREMFIEDHICERBT X\
BER, TOMBERRBHCEBTA2ILELT,
1) BEfER, &R
HRYELHBLEH L SN AMKERZEIRE
L, TROXRH->TRBTEILEL,

(1) #i@: 1540 (BH/EZ1H2EBTHE) #
ELERT 3,

Table 2. Criteria for judgment of usefulness

Adverse reactions and/or

Clinical efficacy

abnormal laboratory findings excellent good fair poor unevaluable
No + + + - ?
mild + + + - ?
Yes moderate + + - - -
severe - - - - -
4 Very useful +: Useful =: Slightly useful —: Useless ?: Unevaluable
Table 3. Criteria for evaluation of clinical symptoms and laboratory findings
Grade
- + + # H
Symptoms
Body temperature () <37 237~<38 238~<39 239
Cough - + +
Volum of sputum - <10 ml/day(+) 10~<50 ml/day({4) 50~ <100 ml/day (45 2100 ml/day ()
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +
Dehydration - +
Cyanosis - +
WBC (/mm?®) <8,000 28,000~ <12,000 212,000~ <20,000 220,000
ESR (mm/h) <20 =20~ <40 240~ <60 =260
CRP - +~3+ 4+,5+ 26+
(mg/dl) (0~0.6) (0.7~5.6) (5.7~12.0) (=212.1)

M: mucous PM: mucopurulent P: purulent



970

CHEMOTHERAPY

SEPT 1903

(2) mHk: + (EESWEINIBE), +, —D3
R

(3) megE

B FRlE LT ml TRKT 508, EMZHEHNR
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ml k#/H), + (10ml%x#/H), —D 5 MK
MR P (M), PM (K5RH), M (%) 03
B

(4) RN H (BLPROBEE), +, - D3R
g

(5) Hark: +, —o 2 EapE

(6) M H: #, +, —D 3 EMHE

(1) BiAER: +, —D 2 B

8 F7/—¥:+, —D26HMH

2) MM X EX

BEMaNT, ST BRBIUI4BE (12
B ESIERS) OMEELAEL, XCRELZRD 3
Bl & ME 21T\, FERAKEKRBEICA Y v FEEA
FTBRLELEHIZ, 74 NVLAEEFMNBREVERE L
L Tﬁﬂj L fCo

3) HEME

FRHE B L V£ DREIHEFFIIC O\ T kG
RL7 (Tablel),

BMRER OB S L BRREMCEE L REEE
BH SN RE X, TERME i3SIy
THETHNMEST S L LU, REZHOYE
BA{LEREZERHERNELEMB ZRIRY (H

Table 4, Case distribution

No. of patients No. of patients Statistical
evaluated excluded test (y?)
CZoP 105 CZOoP 17
_ Clinical | caAz 101 || caz 20 || NS
efficacy
Total 206 Total 37
Total no. of Adverse czor 113 CzZop 9
patients — i — CAZ 17 || CAZ _— NS
reactions
CZOP 122 Total 230 Total 13
CAZ 121 ||
Total 243 CzorP 111 CZopP 1
| Laboratory | caz 17 || caz I L
findings
Total 228 Total 15
CzoP 113 czop
—Safety —| CAZ 117 || CAZ — NS
Total 230 Total 13
CZOP 105 CzZopP 17
L Usefulness —— CAZ 102 | CAZ 19 [ | NS
Total 207 Total 36

CZOP: cefozopran
[ CAZ: ceftazidime
x* x'test
[NS: not significant
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B & 2 RRESIC BT SEIFH, BRRREMRNY
DEEEBRE VP IRI kL,

4) MEYRRE

HEpGEl, HE5MKIB%K THHR UHBEHK
(235 hIER) 2, SERRBE TR M E
ONK - RE, BROBELEHL . FEEDS L
EXESIURRELEERNIEKRICOVT, BHE
g CZOP 8 X U CAZ icxt 33 MIC HE # B&1L
2REFLMBEEY iV, RGKEELRAT KRR
BRESMEVZETERL .

5 BEMER
HAERSREL LB R’, FOME, BE, B
HH, HiH, ARBLUVEAZ OV TONME
ERTRARICIERT I L L L, 28, RERXN
RERR CHEAER CEEAREERE L SN IR

A, BREORMR, BEE, SEK, B ORME
iz & ERIX L THBRERN & DR RMIR L 2 E RN
EBWT+AMEDS 2, 1. HSHICMED D, 2.
SHMEHD, 3. MMDHEINE LiLizy, 4, BML
WHs LW, BLXUS MEZLOSHMTHEL,
1,2,3 *BIERRBRBI L L TRHL 12,

9. HEHEB LUEM

1) HREYEIC X 54E

BN, M5 14HE (H20IBPIERFR)
ROFEIZDWT, HERIEYEN IS ERRE O LR
EREREEM & & L WMEMIC & 0RO S LH
EFdZ kel

(1) Moy BEAE BE

ARBIMATORE, WEXBATR, BKERS &
UBKREMEL Eh o, NREBOEER *BiE, P

Table 5. Reasons for exclusion from evaluation

Evaluation Clinical efficacy Adverse reactions Laboratory findings Safety Usefulness
Reasons € CzZOP CAZ CZOP CAZ CZOP CAZ CZOP CAZ CZOP CAZ

Skin test positive 1 0 1 0 1 0 1 0 1 0
Ineligible disease 6 12 0 0 0 0 0 0 6 12
Improvement due to prior 0 2 0 0 0 (1} 0 0 0 2
therapy
Serious underlying disease 5 2 5 2 5 2 5 2 5 2
Duration of medication 1 1* 1 1 1 1 1 1 1 1
too short (1, 2 vials)
Duration of medication 0 1 0 0 0 0 0 0 0 1
too short (5 vials)
Concomitant therapy with 1 1 1 1 1 1 1 1 1 1
steroid or antibiotics
Poor drug compliance 1 0 1 0 1 0 1 0 1 0
Discontinued due to 0 1 0 0 0 0 0 0 0 0
adverse reactions
No chest x-ray film after 1 0 0 0 0 0 0 0 1 0
treatment
Complicating 1 0 0 0 0 0 0 0 1 0
pneumothorax
Unsatisfactory laboratory 0 0 0 0 2 1} 0 0 1} 0
tests

Total 17 20 9 4 11 4 9 4 17 19

CZOP: cefozopran, CAZ: ceftazidime
* Mycoplasma pneumonia
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U2DEEE L OEAEDLER LD, SO THA,
BH, ®YEH, BRAMZ LD 4 BRIz i3 HETEE
L¥EL7: (Table2),

2) EPMRNEASC L 2K

HEIHYEM L D RRH SN 2EFOKREXH 7 1
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DT T h B DIER X MRAT R & A 8 I iE BRI
EREEE b L2, BEFZLCRE, KROSE,
KERE, KERZIR, MEEHYR, B2EBLVER
HDOHFERZLZIZONWTRNL, 35EEBRASLEN
BUEBOFR—HEHIc DV TIiE, HRELNEGS LG
ML TRRHYCEROHK—Eizho e,

w8, 43757 T 5 CFHikEiBL U
IHA#itkfliic 2w T i3, CFH&M T4 L,
THA ikl T 20 AL ERLcb D, L RR
T T4EUA LD EREBD Iz bDE~YL 375X
iR E Lo 2 MREMEIGIC DT ik 512 544
LERLICOOD S bEER, KEQMRES2Y
»oMEHAERTEL > 2 EMERRBERUME
(PAP) kLT, choDPA 3757 XHABIY
PAP AWM B L UERABORAN KL SBRAL
720

fER - TR, MERERROKBE COVTR, K
B8 Y IR M b3 EBISCRR PR 1~ TR L 7 BRI OB E
KRR, BERRESRRE—EOEREITH LIVTK
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Table 6, Background of the patients (1)

Czop

CAZ

Drug Statistical
Item No. of patients 105 101 test
1 2 N
Sex male 6 54 S
female 43 47 (x®
16~49 21 24
50~59 11 14 NS
Age
60~69 26 33 )
(yrs.)
70~79 35 17
80~90 12 13
mild 27 28 NS
Severity moderate 73 73 )
severe 5 0
Underlying absent 4 49 NS
disease or
Complications present 64 52 (x?
absetn 79 79 NS
Pretreatment
with presetn 20 15 (z?
antibiotics
unknown 6 7 -

CZOP: cefozopran, CAZ: ceftazidime

x% x*test U: U-test NS: not significant



VOL. 41 NO. 8 Cefozopran MM 8F 45 LI 973

10. EHDOEY > 11. Key code OMIN B & UF — 5 DM
ERMNBASB LUV o —F — i key code BEFADTF - OEEDNH, T bo—F—it&?
MEATICEAOR D Bz DV THML, MITNRE]  key code viMiEt & hle,
EREL . MITREIC/ N TA M)y 7R, F—50D

Table 7. Background (Primary symptoms) of the patients (2)

czop CAZ Statistical
Jtem No. of patients 105 101 test
<37 29 16
Body
237~<38 36 48
temperature NS(U)
238~<39 30 26
(t)
239 10 1
- 1 1
+ 36 38
- 8 6
+ 43 54
Volume of + 2 3 NS(U)
sputum # S 2
H 2 2
unknown 1 0 B
— 8 6
M 5 11
Property of PM 49 46 NS(U)
sputum P 42 38
unknown 1 0 B
- 76 77
+ 22 22 NS(U)
Dyspnea + 5 2
unknown 2 0 B
— 83 73
Chest pai NS(x?)
est pain + 22 28 x
— 26 30
+ 62 61 NS(U)
Rales + 16 10
unknown 1 0 B
— 95 92
Dehydration NS(z%)
+ 10 9
— 101 96
. NS(x2)
Cyanosis " 4 5 *

CZOP: cefozopran, CAZ: ceftazidime
x4 x*test U: U-test NS: not significant
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M85 U T Wilcoxon @ 2 HAME, %% 12 M
%, Fisher HEHEHML L EA V. REIHE
AHESHOMBUMRE L L, MEME () 2MHL
Teo £ 72, BBERZIRICOVWTIZEHEDO S D 90%(R
XA 2 L 7,

nE, F—IOEFIZay ro—5—DHERDY L
CHEAXRTRERESHHH SV —TTIT o T

IL B M B &

1. RBRES B X UMTNRE

12 B 835 B 8012 243 B T # O NER 13 CZOP ## 122
Bl, CAZB 121 FITH-o T, 203 LEFARNER
LB TEANRE L TORAT LR L ICER, B
KX, BIVEA, BEREMAY, TLEBIUVAR

M ORRITS §e )13 & £ 206 51 (CZOP B 105§, CAZ
B4 1014)), 2304 (CZOP #1134, CAZ ¥ 117
#), 2284 (CZOP ¢ 1114, CAZ B 117 8Y), 230
# (CZOPRE 1134, CAZEE117TH) 8 X U207 H
(CZOP#£ 105, CAZB1024)) T&H - 7 (Table
4)0

nB, FUEAB OV TYEREEFABRES W
M, FOBMHE—EL TRLI (Table5),

2. WRHETF

MR R RAIOWREF L MHEM THEL
720

1) #5, €6, ERONE, BREREE, X8
&8 - SOHE, HEATOILEML

Table 8, Background (laboratory parameters) of the patients (3)

Drug CzZOoP CAZ Statistical
Item No. of patients 105 101 test
280 7 1
P20 260~ <80 15 20 NS(U)
aba 240~ <60 12
unknown 71 74 -
<49 33 24 .
PaCOz =49 1 3 NS( z )
(mmHg)
unknown 71 74 -
< 8,000 25 21
= 8,000~ <12,000 37 44 NS(U)
WBC 212,000~ <20,000 31 34
Umm) 290,000 1 2
unknown 1 0
<20 2 7
220~<40 20 12 NS(U)
ESR 240~ <60 25 14
(mm/h) 260 50 60
unknown 8 8 -
- 2 0
+~3+ 20 20
NS(U)
CRP 4+, 5+ 3 30
26+ 51 51
unknown 1 0 -

CZOP: cefozopran, CAZ: ceftazidime
U: U-test

x% x*test NS: not significant



VOL. 41 NO. 9

Cefozopran Ml it s LSRR

975

Table 9. Background (Severity of initial chest X-ray findings) of the patients (4)

CZOP CAZ
Statistical
test (U)
Chest 105 101
X-ray finding
0 0 0
1~2 3 6
3~4 65 67
5~6 32 26 NS
7~8 5 2
9~10 0 0
Unknown 3 0
CZOP: cefozopran, CAZ: ceftazidime
U: U-test NS: not significant
Table 10, Distribution of causative organisms
Causative organisms (ov/0) 4 CAZ
Monomicrobial infection
S. aureus 3 2
S. pneumoniae 17 17
M. (B) catarrhalis 2 3
H. influenzae 17 12
K. pneumoniae 4
K. oxytoca 1
S. marcescens 1
P. aeruginosa 1
Subtotal 44 36
Polymicrobial infection
S aurexs + Enterococcus sp. 1
S. aureus +E. coli 1
S. aureus + P. aeruginosa 1
E. coli + K. pneumoniae 1
C. freundis + E. aerogenes 1
S. marcescens + P. aeruginosa 1
H. influenzae + P. aeruginosa 1
S. aureus + P. melaninogenica 1
+ Fusobacterium sp.
Subtotal 5 3
Total 49 39
Unknown 56 62

CZOP: cefozopran, CAZ: ceftazidime
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53, E, BRMECKEEBLRZTEHRILOND
AWER « SOHEDOH KB & VAT O/LE Mk DR K
oWwTiR, MEMCERZBY ZAShEhol,
LisLhts, F{LRIE X CZOPBICDA3IFAS
N, &7, BREKER T CZOP Bic 0 4 KiE
D35 FlA Shte (Tables 6~8),

2) BEROER, AR, ERRKRIEM

g, mek, Rk, wEOMEIR, TREK W
., o8, BAER, #7 /—¥, Pa0,, PaCO,,
B, Mk L FCRPizO2WT, »wTFh b ik
MicERLIBY 2ASeho7: (Tables7, 8),

3) R XAREAR D AWM

£ 5 BIUARE DRER X AR O SMAFIcD2VT, W
HMCEERRBY BAS2»o 7 (Table9),

4) BEEEB L UERARRY

K2 % B b ¥ BA L 7o iE B 13X 88 1 (CZOP B 49 4,
CAZE:39f) TH -7 (Table10), HIHBERRRT I
CZOP# 448, CAZB36HI T, B ERL X
CZOPE 58I, CAZE3FITH-1co BABEE SN
7: 97 ¥k, B/NEEHIL#®E (MIC:10° CFU/ml)
RHET S EHTE 51 (CZOP B 31 #: S.
pneumoniae 11 ¥k, H. influenzae 7 ¥k, S. aureus 4
¥k, P. aeruginosa 3 #, K. pneumoniae 2 ¥, Mor-
axella (Branhamella) catarrhalis, Citrobacter freun-
dii, Enterobacter aerogenes ¥ X Uf Serratia marces-

cens & 1 ¥k, CAZ %20 %: H. influenzae 84, S,
pneumoniae 6 ¥, S. aureus 2%, M. (B.) catarr.
halis 2 #, Escherichia coli 8 & U K. pneumoniae
&1 OTEF T 5 MIC 2TV THMEM
CERLZMD Ao e (Tablell), % 7:
MIC 2 12.5 ug/ml LA L DB #k iX CZOPBIC D A4 3
b, 2812 S. aureus (5 b 1# 12 MRSA), 1
¥ki3 P. aeruginosa TH -7,

HUE, WIFhOHEBEBWLTLREMICEELRD
BEDHLNZVI L HTHOWRAFIIHIRTHS
L®¥260t,

3. ERIR

1) ERERZHR

CZOP R 105 PIhHZh 11 B4, B84 A, ©PEY
46, 2h6tM, CAZEE101 P RRH 186, B9
B, fEh 4 T CAZ BicH2E 0t % < Wilcoxon @
2MEMETRAEE (p=0.045) MAHSNT, L
L, BWX (L LE) TixCZOP B 90.5% (95/
105), CAZB£96.0% (97/101) LEH L bICHVE
PHENRENTEY, P RECBLOTREEZRA
Shighol, BEDE (CZOPK—-CAZE) 0
90% 18 B X M 13—12.2%~1.1% T & - /= (Table
12),

2) EREIEKZR

ERELHEAL 7888 (CZOP #4941, CAZE

Table 11. Susceptibility distribution of causative organisms (Inoculum size 10* cells/ml)

Tested Treatment

MIC (ug/ml)

Statistical

drug  group (5 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 test (U)
czop 9 4 4 3 3 3 1 o0 1 1 1 1 0 0

CzZOoP NS
CAZ 4 3 9 1 o0 3 0 0 0 O 0 0 O 0
CZOP 1 10 6 2 2 2 1 0 4 0 0 1 0 2

CAZ NS

CAZ 2 8 5 1 1 0

1

0 2 0 0 0 0 0

CZOP: cefozopran, CAZ: ceftazidime
U: U-test NS: not significant

Table 12, Clinical efficacy

Statistical test

Drug No. of Clinical efficacy Efficacy

patients oy cellent good fair poor rate (%) w (x)
czop 105 11 84 4 6 90.5 * NS
CAZ 101 18 79 0 4 9.0 (p=0.045)

CZOP: cefozopran, CAZ: ceftazidime

90% CI: —12.2~1.1 U: U-test x* x*test NS: not significant
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Tuable 13, Clinical efficacy by causative bacteria

. Clinical efficacy Statistical test
Causative bacteria Drug No. of Efficacy
patients excellent good fair poor rate (%)  (U) (x®
s czop 3 3 100 _ _
- aureus CAZ 2 2 100
N CzZopP 17 1 14 1 1 88.2
S. pmeumoniae CAZ 17 u 100 NS NS
. CzoP 2 2 100
M. (B.) catarrhalis CAZ 3 1 2 100
. CzZOoP 17 3 14 100
H. influenzae CAZ 12 2 9 1 91.7 NS NS
X ‘ czop 4 4 100 ~ ~
- prevmoniae CAZ 0
CzZoP 0
K. anytoca caz 1 1 100 - -
S o CZOP 0 _ _
- marcest CAZ 1 1 100
P coraaingsa czoP 1 1 100 ~ -
. aerugi CAZ 0
Cz0oP 44 4 38 1 1 95.5
Subtotal CAZ 36 7 28 1 7.2 NS NS
S. aureus CzopP 1 1 100 _ _
+ Enterococcus sp. CAZ 0
S. aureus czop 0 _ _
+E. coli CAZ 1 1 0
S. aureus CZop 1 1 100 _ _
+P. aersginosa CAZ 0
E. coli Cczop 0 - _
+ K. pneumonia CAZ 1 1 100
C. freundii CZOP 1 1 100 _ _
. +E. aerogenes CAZ 0 .
S. marcescens CZop 1 1 100 _ _
+P. aeruginosa CAZ 0
H. influenzae CZopP 0 _ _
+P. aeruginosa CAZ 1 1 100
S, aureus +P. melawinogenica.  CZOP 1 1 100 _ ~
+ Fusobacterium sp. CAZ 0
CZOP 5 0 5 0 0 100
Subtotal CAZ 3 0 9 0 1 66.7 NS NS
CZOP 49 4 43 1 1 95.9
Total CAZ 39 7 30 0 2 g NS NS
CZop 56 7 41 3 5 85.7
Unknown CAZ 62 11 49 0 2 %8 O NS

CZOP: cefozopran, CAZ: ceftazidime
U: U-test g x*-test NS: not significant
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394 oW TRLAMOMMA I & IERKIIR R
L7 (Tablel13), MMMBR BT EAME L
THLMH AN S pneumoniae (23t T 5 BN IX
CZOP #£88.2% (15/17), CAZ #100% (17/17) T
& 0, H influenzae T 13 CZOP 8 100% (17/17),
CAZB£91.79% (11/12) :TH¥RH & b WAL HH?
R&h, WTFhiEBWTLHHEMCEERZASNR
hot,

¥ e, EEAEIHEEL FERD S EHRIH L THREKR
ReEEt s L, X CZOP #£95.9% (47/49),
CAZB£94.9% (37/39) :WiBt: & I1ZIZ% L LERK
MRIREN, WEHMCEERERSSNEP T,

&5z, BAEIMH I WL TERIZOWTSH
¥+ 3 L CZOPR85.7% (48/56), CAZ B 96.8%
(60/62) THDH, CZOP HDPRAEMS L UKHBIZ
BEAETHBCES{ T TV,

4. HIEENHR

A X 88 FEF 97 #Ric D W THBOMEF
B ER 2R L 7= (Table 14), # 581 % & 3,
CZOPBE T iz Wk 44 B, WK XK 93.6% (44/47),
CAZBTIIMA 3B, HEEIT.4% (38/39) TH
272,

EAEIMELAME e mM LRI, /7
LBHE TIRCZOP#95.5% (21/22), CAZE
95.0% (19/20) TH Y, 77 s Tix CZOP B
93.5% (29/31), CAZ#100% (22/22) TH - Iz
(Table 15), &5t D ¥k ¥ 12 CZOP B 94.3% (50/

53), CAZE£97.6% (41/42) LWEL bEWLIHAR

BHe6N, AERERRINZL T,

BESLCHEOHERXBE T L bo L b H MY
SNz S. pneumoniae, H. influenzae TIIHEEL b
20 E L T2 S. aureus Tix CZOP BT 5 BRBR
HEh, S5b45%08MHE LI, £ CAZBTIZI&K
BEEh, 5B 2BKBHEEL,

5. fER - TR, BERREES L URSBXEFRRO
WEE

MREONSMNM3, 7, 14 BROER-FIRBIU
HRERARIEIN, FOER X SRAT R OB E ¥ LML 12,
B A SRR, 1 R L oS
s L, ZFEH 8V THREMGND S5 OXE
0 [EM—-TER] £k RiE—BtE] THo7boD
BRSO THEELNHL /.,

CRPD7H %t % (p=0.038), M X MR
D7 BHE LV 14 BRI E (p=0.015, p=0.040)
BV TIEWTR b CAZBEOKMENE  FEEH
BHont, EOMORBIZOVWTRRHEMICAEREE
iEashizh-ot: (Fig.2).

6. MERINRMT

KERE, EWER - SHEORRKICOLTRETLL
KSR (A1) 2RBEMTHEL /2 (Table
16),

HEETHMIIL 2BS, CZOP¥, CAZEHOREY
EKIBEFATIRENLETN6.3% (26/27) L 92.9%
(26/28) TH D, hHE T I1289.0% (65/73) L
97.3% (71/73) TH o1z, BfEBIZ CZOPHicns
S5PIFEEL, ED55 4ABEY, 1HBPPLHENL
YEENh: (BR*80.0%).

EWES - SHEOERTCHEB T 5 &, CZOP#,
CAZBOEYEIERKB-SHE (D] Tidth
Zh92.2% (59/64) & 94.2% (49/52) TdH - Iz,
¥7: (L] TRERFNI87.8% (36/41) L 98.0%
(48/49) TH o1z

P BRI D T REEMcEEERAONY
hole,

7. BifFH, BERREEREEMS X L

1) BIER

ElVE AR 67 230 D 5 LEWERR D LHES
NIfEFIIZ CZOP R 113 M 781 (6.2%), CAZH
TIR17FR 4 (3.4%) Tho 7z, RBLLEMF
AOBERVWThbIEEUTTHY, REAXCHEE
Zixarshizdro il (Tablel?), BIEBOARE
CIOPHTRRZ 40 (MHEZ 1M E23L), BRIl

Table 14. Bacteriological effect

Decreased

No. of Eradication
Drug . Eradicated or Partially Replaced Unchanged
strains . rate (%)*
eradicated
CZop 47 42 2 2 1 93.6
CAZ 39 38 1 0 0 97.4

*Eradicated + Replaced/Total case
CZOP: cefozopran, CAZ: ceftazidime
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Table 15. Bacteriological effect by causative organisms

No. of Eradicati tatistical
Causative organisms Drug . Eradicated  Persisted Unevaluable* radication  Statistica
strains rate (%) test (F)
Czop 6 4 1 1 80.0
. N
S. aureus caz 3 2 1 66.7 S
< e czoP 17 16 1 100 _
) CAZ 17 17 100
Enlerococeus » CzoP 1 1 100
(4 . -
" P caz 0
Cz0pP 24 21 1 2 95.5
Subtotal NS
ubtota caz 20 19 1 0 95.0
CzopP 2 100
M. (B) catarrhalis 2 0 -
CAZ 3 3 100
CZOP 7 17 1
H. influenzae 1 00 -
CAZ 13 13 100
) czop 0
E. coli -
CAZ 2 2 100
Czop 1 1 100
C. dii -
Jrewundit caz 0
K . Czop 4 4 100
. pneumonsae -
CAZ 1 1 100
K . Czop 0
. 0Cca -
= CAZ 1 1 100
CzZop 1 1 100
E. aerogenes -
CAZ 0
CZOP 1 1 100
S. marcescens -
CAZ 1 1 100
P 3 Czop 3 1 2 33.3
. ae -
Tignosa CAZ 1 1 100
czop 1 1 100
P. melani . _
melaninogenica CAZ 0
CZOoP 1 1 100
Fusobacterium sp. -
CAZ 0
CZoP 31 29 2 0 93.5
Subtotal NS
CAZ 22 22 0 0 100
CzZopP 55 50 3 2 94.3
T NS
otal caz 4 a 1 0 97.6

CZOP: cefozopran, CAZ: ceftazidime
F: Fisher-test NS: not significant
* No. of strains excluded from calculation of the eradication rate
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Improved/ tatisti
Symptom | Day [No. of patients 2 Impro::ment "t:o(%) . 100 i:tl:t":l

CZOP]| CAZ 8 %

3 |62/ 83|67/ 88 NS

Body 7 |69/ 83|76/ 88 % NS
temperature | ,, 179/ 8373/ 88 NS
3 [36/103[49/100 o~ O NS

Cough 7 |66/103|75/100 \Q NS
14 |84/103[90/100 o~ NS

3 |41/ 98|40/ 96 NS

Vol:me of 7 |62/ 98|64/ 96 .\\ NS
sputum 14 |76/ 98|76/ 96 NS
3 |57/ 98[64/ 96 o NS

Property of | (50 og|ae/ 96 \ NS
sputum 14 |86/ 98|87/ 96 NS
3 |16/ 27|15/ 24 < NS

Dyspnea 7 |22/ 27|21/ 24 NS
14 |22/ 27|22/ 24 NS

3 (12/ 24|22/ 28 ~— d NS

Chest pain 7 |19/ 24|27/ 28 '\1\3 NS
14 |19/ 24|27/ 28 NS

3 [41/ 7841/ 71 N NS

Rales 7 |59/ 78|58/ 71 NS
14 |68/ 78|65/ 71 0\\.:; NS

3 |8/10{9/ 9

[

Dehydration 7 (10/10]9/ 9
14 |10/ 10| 9/ 9 ! -
3 |3/ 45/ 5 o~ Py NS
Cyanosis 7 |4/ 4|5 5 \4 -
14 |4/ 4|5/ 5 ! -
3 |56/ 75/62/ 76 o NS
WBC 7 |72/ 81|72/ 83 \ NS
14 |73/ 81|74/ 83 NS
3 |5/ 41 9/35 -~ NS
ESR 7 |34/ 8638/ 74 OQ NS
14 |57/ 92|51/ 80 NS
3 |59/ 91/59/ 86 NS
CRP 7 |87/102|95/100 p=0.038
14 |90/103{96/101 NS

3 |56/ 84151/ 77
X-ray film 7 |74/ 98187/ 97
14 |87/100)|97/101

NS
\\\ p=0.015
N p=0.040

x% x’-test

Fig. 2.

#l, THI 2B TH-> 7, CAZETRRZ 14, %
26, TH1BITH- 7,

2) BERREERELE

fRITRG 228 B0 S LEAMEBEREL®HD L
HE & hi-fERIE CZOP £ 111 Filh 30 B (27.0%),
CAZ# 117 376 (31.6%) THD, mMfoR

o—=o cefozopran
O=—=0 ceftazidime

Improvement rates of clinical symptoms.

REECEEZRA 5N AEd 57 (Tablel), 20
AR CZOP T GPT RN 16 Lo L bF S,
Ko CIFMRES 124, GOT LR 7#T, CAZLE
TRIFERINS £ GPT FAEMSE 4L boL b
%<, ROCGOT LR I¥TH o7z, ZhHDRE
ZTEIRLThb—A%DO b DT, BHRREEEMLR
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Table 16, Stratified analysis of clinical efficacy
No. of Clinical efficacy Efficacy  Statistical test
Item Drug R
patients oxcellent good fair poor rate (%)  (y) (x"
CZoP 27 1 25 1 0 96.3
ild NS NS
m caz 28 3 2 0 2 9.9
CzopP 73 10 55 6 89.0
it oderat N NS
Severity  moderate 17 13 15 56 2 97.3 S
severe Czop 5 0 4 1 0 80.0
ver - -
CAZ 0 0 0 0
absent CzopP 41 7 29 1 4 87.8 NS NS
Underlying CAZ @ 1 37 0 1 98.0
disease or
Complication  present Czop 64 4 55 2 92.2 NS NS
CAZ 52 7 42 3 94.2
CZOP: cefozopran, CAZ: ceftazidime
U: U-test x2 x*-test NS: not significant
Table 17, Adverse reactions
CzZop CAZ
No. of patients evaluated for adverse reactions 113 117
No. of patients with ad til (%) ! )
X nts wi v
o. of patie adverse reactions 6.2) 3.4)
Statistical test (x?) NS
Severity® Mild Moderate Mild Moderate
Adverse Eruption 1 3 1
reactions Fever 2
Diarrhea 2 1
CZOP: cefozopran, CAZ: ceftazidime
x% x*test NS: not significant
* No severe adverse reactions were observed
T HIERBE % - 2B SHiECEL Tul, » otz (Table 20),
3) REMTFM III. % =

[%2Ths] LFMsh-EFROHEIZ CZOP B
67.3% (76/113), CAZ#66.7% (78/117) T & -
oo ¥7:, BIWER, BERREMERELTDOLNATHLE
BThol [BRELTHD] £ TEADIKLER
CZOP B 95.6% (108/113), CAZ B 94.0% (110/
117) TH -7 (Table19),

8. B

ARL-HMc b ETWTHIEL-BERAE (BAMU
£) B CZOP B ©87.6% (92/105), CAZ® T
91.2% (93/102) THYH, MEMcEREEZRAShE

CZOP 3HF LW iEHAY 7 - ARVEWE T, &M
B-lactamase K EER TN Y TR, FOREEEN
M H{EV, ¥ 7, B-lactamase BE&EBRICHT L T H &
WHEHNETRL, BEOBSHRHEMH CH~AE
ARZ PV —RBEREN TV 3, BrHE=HA
7 2 ARMEMBEDOTFAE &N S, aureus IZHE W
WEH%2TRL, P acruginosa ¥ 37 7 ABHEC
LU TH CAZ LRAFULOTHEN 2RFEL TV Y,
IYRARRPIEE TN BT HIEEERTIE, in vitro
DHREN%2 X { R L 7 EDs, OB SN, RIFR
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Table 18, Abnormal laboratory findings
Dru Statistical
& czop CAZ
Item test
No. of patients evaluated for laboratory findings 111 117
NS
f pati ith ab 1 laboratory findi (%) % ¥ (29
ngs
No. of patients with abnormal laboratory finding! 1.0 (31.6)
Leukopenia 1 3
Eosinophilia 9 14
Eosinophilia, Total bilirubin *t 1
Eosinophilia, GOT * GPT 1 1
Eosinophilia, GOT - GPT - Amylase 1 1
GOT ? 2
GPT 1t 10 4
y-GTP t 1 1
GOT - GPT 1t 1 6
GOT - GPT - Amylase 1 1
GPT - y-GTP * 1
GPT-AL-p t 1
GOT-GPT-K 1 1
GOT - GPT - AL-p * Amylase 1 1
GOT - GPT + AL-p* »-GTP 1 2
Amylase 1 4
Positive for direct Coombs’ test 1
CZOP: cefozopran, CAZ: ceftazidime
x% x*-test NS: not significant
Table 19. Overall safety
Safety
Dr No. of Safety Statistical test
u .
¢ patients safe almost a slight aproblem rate (%) W) (x?)
completely safe  problem
CZOP 113 76 32 5 0 67.3
NS NS
CAZ 117 78 32 7 0 66.7
CZOP: cefozopran, CAZ: ceftazidime
U: U-test x* x*-test NS: not significant
Table 20. Usefulness
Usefulness
Drug No. of Usefulness Statistical test
patients very useful slightly useless rate (%) ()} (x?)
useful useful
CZOoP 105 7 85 7 6 87.6
NS NS
CAZ 102 14 79 4 5 91.2

CZOP: cefozopran, CAZ: ceftazidime
U: U-test x% x*-test NS: not significant
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R - HBBTLRD ATV, TTERESAL
—MERBRIC BT Y, MEMHAEICDLET S
R SRR R0 2% RHEIS DM WM SE (o 3 L Tl
BAMR L MEENHRETT Z LS HITENT
wd,

4EBR« 12 CZOP DM BG4 10t 3 2 B i,
ZeH B L UHBA% RN ICIRET 5 BT CAZ
EREIEE LAREREERL -,

HRHER, CAZOBERMONKERTH 2 MMM
Mkt 2DOETBERELE TH 2 H influenzae, S.
pneumoniae, K. pneumoniae, S. aureus =it ¥+ 2
HMENKBEINTVIERBL7 c ARTEYRTH
22k, AR P UVIEFEWMBLTVWE
Y, BEARZRICARSh T T r0R B RE
LT3 E2HML TGREL . CAZ D
5%&ix, cefotiam (CTM), cefpirome (CPR), cefe-
pime (CFPM) %X LA HEMEHELIcBII 2
ERBRO ICBWT, TOEARSERIATVLS ]
H2.0g (iffi) £ L7 COPOBRERIZOWT
b, BHSERRELNRE L TEABEONE L EA
1 T U 7z PR AR E SRR D K B & U — MR SRR
B ARRMEMRICN T 2 MFEERECEIEL
T, 1H2.0g (hifi) L7,

SEOHEREROREFZED 2 2438 (CZOP #
12261, CAZ#1216Y) Tdh - /=45, key code Bt
HOEMRNBZRLICE VT, AAROEMRIEED
BEici-> TEFIZRET L, MITHRAIZREL 12,
TOKR, BEMEBITNR E S 7-FIHI2 206 F
(CZOPE£ 10561, CAZ®10180) TH> 7z,

EROERCEEZEBY BASo0 oM,
CZOP iz 70 RLUA L DERI0H {, ¥ LBREELE
DEFIBS Ao, D> RMERIIX, EROH
BARICLLELLTABNBZIETHD, ZOMERA
ENEHSIRCIRMTZ L b E L 5N 5, HED
MEL L THBEERYE > FA—HA 3 LT
AETHY, XEEBOETHB L OYHN»S, UT
ORTBfTbhIzbDTH 5,

BERZRIC DT ik, CZOP £ 90.5% (95/105),
CAZE£96.0% (97/101) OEXEMNBSNFEL b
K0%% LE2EALEMETHD, BHULOES
RIoWTD ' RETCRBEEZRA SN Z Lo I,
CAZHTREMPIBSE { RaNn 0 (BUECH
EZEHL L), Wilcoxon D 2 EARETCERENAS
ni: (p=0.045, L L%k 5, CZOPEIZDA,
EER 5, HLBE3H (20550 1 FlEED

MtRETH - ) a0, CAZEHICRAO AL

Dol EREERBL, IS 2R ETHOW
REMALTHB L, EDHEREIZCZOP £ 90.8%
(89/98), CAZ#£96.0% (97/101) T& v, Wilcox-
ND2MERZBIZBWTHERZERAOh
o

% 7 CZOP 0—MER BRI B 1T 2 RME A 2 &,
EBRETHA RSO LA TOEREH87.9%
(167/190) TH B3 DIt L, AWMU BEGA T
93.3% (83/89) L2BIOMME D Mo 1o SEHD
BRIEBWT L CZOPHREANTHII* 8D 7:2
FITOEREIEX 90.5% (95/105) TH 58, ELHE
YHBAB T2 95.9% (47/49) M <, ®%EFEIXCAZH
D 94.9% (37/39) LEZSDEMTH > 7zo —MICEK
KB AHEBRIIEAEHBACOVLTOARYE
SNTWBEIENHL, hrorsERLsTHIZ, B
BB B 2 BMMED T b ETFME & L E
LT 2BKTEH LS,

EBANEIMEENHR TR, MEEELOTELE
BThD*, »oxBRICBVLTLS MBS h:
S. pneumoniae (CZOP#, CAZBE L & 2 17%k),
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A comparative study has been conducted to determine the clinical efficacy, safety and utility of a
new injectable cephem antibiotic cefozopran (CZOP) versus a control drug, ceftazidime (CAZ),
for bacterial pneumonia. CZOP and CAZ were administered, in principle, by intravenous drip
infusion at a dose of 1.0g (potency), twice daily for 14 days, and the following results were
obtained:

1. The efficacy rates for the total number of cases evaluated were 90.5% (95/105) in the CZOP
group and 96.0% (97/101) in the CAZ group.

2. Bacteriological eradication rates were 94.3% (50/53) in the CZOP group and 97.6% (41/42)
in the CAZ group.

3. Adverse reaction rates were 6.2% (7/113) in the CZOP group and 3.4% (4/117) in the CAZ
group. Abnormal laboratory finding rates were 27.0% (30/111) in the CZOP group and 31.6% (37/
117) in the CAZ group.

4. Usefulness rates were 87.6% (92/105) in the CZOP group and 91.2% (93/102) in the CAZ
group.

These results indicate that CZOP is useful for the treatment of bacterial pneumonia.



