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REREERTREASHTHRESALF L ENAL 7 =
LARVIEPRTH S, EOLERERNR 770 ARY ¥
#¥ O 3 {if iz imidazopyridazinium % %, 7 {if 2 amino-
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Fig.1. Chemical structure of cefozopran.
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FROBBHRBE 21T, A—REFO>WTREKR HBRL, TEOEMIHE > TERTILEL,
WA EC CR—RREYEMBFETsc &L (1) &4\ 184E BWBERIZ1IB2ETHT) &
7ro 28, MEBIURESFEOHREE TR ELERT S,

Bei2, TOMNBELRBECEKETI IS L LR, (2) Dok + (RERESRFSNIBE), +, —D3

1) BfRER, #8 501

WEHE LB N2 SN AERIERE LTER (3) megE

Table 1. Items and schedule of laboratory tests

Time of testing after entry

Item Before (Day of treatment)
entry
3 7 ‘ 14
Chest roentgenography [ ) O @) )
Bacteriological exam. [ ) [ [ J o
Arterial blood gases 0 o o) 0
erythrocytes o O [ [
hemoglobin @ O @ o
Blood studi hematocrit [ ) O o o
ood studies
leukocytes o [ o o
differential WBC count [ ) o o [
platelets o O o o
ESR (1h) o O ® [ J
CRP @ @ [ [ J
Mycoplasma antibody (CF or IHA) @] O
Chlamydia antibody O O
Cold hemagglutination (@) O
GOT o O o [ J
GPT o O o [ ]
y-GTP [ O o [ ]
Blood AL-P @ O o o
oo
hemi bilirubin (total, direct) [ ] @] o o
emi
chemistry LDH ° 0 ° °
amylase o O [ ) [ )
BUN o O @ [ )
serum creatinine o O [ ] [ )
protein o O o
Urinalysi glucose o ©) {
rinalysis urobilinogen @ O o
sedimentation O O O
Se Na [ ] O o o
l“;"‘l . K ° o ° °
electrolytes a ° o ° °
Coombs’ test (direct, indirect) (@) @) @)

@: indispensable O: should be performed where possible
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ml&#/H), + (10mlKM/H), —0 5%

MR P (M), PM (KM, M (Kif) o3

541
&
(5) Ka: +, —o 2 BP%

MR 7 &+, +, —D 3 B

(1) BAER: +, —D 2B

8 F7/—¥:+, —D2HKkK

2) MIMXHMRER

BREMMEH, SIURSMB4BER (FRRE
bRy OREELALL, AHERRYREMBHTH
BOYBELTY, EFEKRBKICA Yy F2ELEATS

(6)

LYz, 74 VAREFMNERSHERELELT
BHL .

3) ERERME

BRHE 8 X U2 ORERIEFFAAIC O V> TidF 2
"Lt (Tablel), HREMDOKSIC X D HEKREN
CHRZBAREMRED Shi- W&k, EXME%7:
RS EMNT 5 THBFMEST 22 L L L.,
REEMOHE X A XL MEEREREE X LR
NERSWMETHIERIC & 5 BRESIC B 5BIERA,
HRMEMRE DY EEEEY | ¥ > LELT,
4) MEEHIRE
KSR, 5K H% 7% 14828
(2738 EFILEF) i, BERBMTEETOME
DN - RE, BROVEELEREL 72, F2EEDS B
BANBIURRBE LTSN IEKICOWT, R
B CIOPB XU CAZ iz ¥ % MICHZE ¥ BX{L

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 t + - - -
severe - - - - -
4 Very useful +: Useful =: Slightly useful —: Useless ?: Unevaluable
Table 3. Criteria for evaluation of clinical symptoms and laboratory findings
Grade
S - + + # i
ymptoms
Body temperature (C) <37 237~<38 =38~<39 239
Cough - + +
Volum of sputum - <10 ml/day (+) 10~<50 ml/day (4) 50~ <100 ml/day (#f) 2100 ml/day (b
Property of sputum - M PM P
Dyspnea - + 4+
Chest pain - - +
Rales - + +
Dehydration - +
Cyanosis . - +
WBC (/mm?) <8,000 28,000~ <12,000 212,000~ <20,000 220,000
ESR (mm/h) <20 220~ <40 240~ <60 260
CRP - +~3+ 4+, 5+ 26+
(mg/d1) (0~0.6) (0.7~5.6) (5.7~12.0) (>12)

M: mucous PM: mucopurulent P: purulent
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PMEZSMMEY 2V, BIBFAPEZHT MR
RESREVETERBL 2,

5 BEMEER
MAERMER L LBSICR, FOME, B, 8
BH, HEH, ARB I CERE i oWTOMEE
ERTRAICERTI L L, &8, BREA
BERAGE CREAEIR CREREMBEERE S h il
&, BREORME, BERE, SHR¥X, 3L ORFMAYBY
Rz £ REIE L THREH & DR R £ & ENNN
KEWTHARNDS R, 1. BBohcBEs YD, 2.
$PMEED, 3. DI L Lk, 4. BIMY
wHLlw, BIUS5 MEZLOS IS THEL,
1,2,3 2BHERRBM e LTHEH L,

1) HMBEYERC X SHE

RS, 514 BB (BB IFHERK)
ROABIZOVT, WA YR IZEEMNROEK
FMRAEEN & & CWHEMIC L D +SRND S 2 ¥
EBYdZkEli,

(1) YamBnpaRy IE &
ABMMERTOMME, M XMMETR, BRERS &
UBIRREMZ E00 6, NREBOMER £ BE, +
S, KIED 3 BMETHEL 1,

(2) ERERZHR
MEXMATR, BEKERS & CREFRROKBER
RLTH, FR, LPHEY, MY 4 ARG 2 13Y
TETHRE L B L T2o

9. Mk & UFHE (3) MAWEEMZHR
Table 4, Case distribution
No. of patients No. of patients Statistical
evaluated excluded test (x?)
» CzoP 111 czop 23
_ Clinical | caz 120 | |caz 10 || *
efficacy (p=0.032)
Total 231 Total 33
Total no. of CZOoP 122 CzZopP 12
! Adverse CAZ 126 CAZ 4
patients — . — — — NS
reactions
CZOP 134 Total 248 Total 16
CAZ 130 ||
Total 264 CzZorP 119 CZOoP 15
| Laboratory | caz 126 | | caz o | *
findings (p=0.021)
Total 245 Total 19
CZoP 122 CzZoP 12
— Safety — CAZ 126 || CAZ 4 ] NS
Total 248 Total 16
CZOP 113 CZop 21
L Usefulness —| CAZ 121 | | CAZ 9 | *
(p=0.041)
Total 234 Total 30

[CZOP: cefozopran
CAZ: ceftazidime
[z’i x-test

NS: not significant
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4ERREE e RTBA LML 1

(5) HAM

HRZIR L BIfER, BRREMBREMOBRS &
VCEOREE  OEASDEIZED (Table2), &b
HTHRM, BH, LYEH, BAMRZLO (BRE:
HIETRE L HE L 0

2) EFRNEARICL ZRN

BER Z L EFAORE, KROME, BiEE, B
FEIR, MEENR, TeMB8 I UERtOHER
Eiz oW UERIEHR AR O LHMIES L U X i
b ETLTRE Lz, ZRAS L EHEROYEDT—

Bz oW T, MARENTER - BML, By
EROM—% X0 o T2,

512, BRER TR, BMAMERRONEE
21Tk, RREYEMAEFICRAKICERL 25
EF OMKER « TR, BERRERRE—EDOXLN
(Table3) bt IHLTESL, EMAKI A%, 7
Bk, 14 BHROKMEEERML 72,

10. fEFIOD &Kv»

EAMNBERESBLUI Y PO—7 —it key code
BRET N I MR X RBU B RE L Teo

11. key code D%, MRAT

BEADT—5 ODEEDOH, 1V bo—F—i2kD
key code Mt & h 7z,

MATIIEIC /8T A MYy JERCHEY, P—50D
MR 25t U T Wilcoxon @ 2 MERE, W% 28
%€, Fisher HEMEHA L Y EAWS, MEIEE
KMS%UOTAME L L, HXEME (pl) 2WMHEL
Too X7z, MADEREDZD 0% EEXMENL

Table 5. Reasons for exclusion from evaluation

Evaluation  (jipjcal efficacy Adverse reactions Laboratory findings Safety Usefulness

Reasons Drug czop CAZ CZOP CAZ CZOP CAZ CZOP CAZ CZOP CAZ
Ineligible disease 6 3 0 0 0 0 0 0 6 3
Serious underlying disease 4 1 4 1 4 1 4 1 4 1
'Uncle'ar symptoms of 1 1 0 0 0 0 0 0 1 1
infection
Diffuse old- pulmonary 1 0 0 0 0 0 0 0 1 0
tuberculosis
Adr.mmstratlon to same 0 1 0 1 0 1 0 1 0 1
patient
Duration of 1 1 0 0 0 0 0 0 1 1
medication too short
Cc.mcomlta.nt thera?y. . 8 2 8 2 8 2 8 2 8 9
with steroid or antibiotics
Discontinued due to adverse
reaction or unsatisfactory 1 0 0 0 1 0 0 0 0 0
laboratory tests
Discofltinued due to adverse 1 1 0 0 0 0 0 0 0 0
reactions
Unsatisfactory laboratory 0 0 0 0 9 0 0 0 0 0
tests

Total 23 10 12 4 15 4 12 4 21 9

CZOP: cefozopran, CAZ: ceftazidime
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ENRNAEERRS Lol Lo RARCERE
(p=0.032, 0.041) A ohlz,

¥, BRMREMRE OB KRABCOVTY
CZOP B ic XK - SHHE DKM & Ut R
REIEMm T s, EORARCERENAS
his (p=0.021),

2. WRRET
ERER N RARAT N S 231 Bl OIREM O W RE 712>
WTHKL T,

1) BN, &5, EEE, XRKRE - SHE B
RIDfbEmE, BRI

Table 6. Background of the patients (1)

Drug CzZop CAZ Statistical
Item No. of patients m 120 test
chronic bronchitis 52 48
infected bronchiectasis 33 42
pulmonary emphysema 13 18
with infection
pulmonary fibrosis 4 1
Diagnosis with infection NS (x%
bronchial asthma 3 5
with infection
old pulmonary tuberculosis 6 3
with infection
others 0 3
male 76 84
Sex NS (x%
female 35 36
mild 24 26
Severity moderate 85 91 NS (U)
severe 2 3
Underlying absent 56 52
disease or NS (x?)
Complications  Present 55 68
absent 83 88
Pretreatment NS (x?
with present 23 27
antibiotics unknown 5 5 -

CZOP: cefozopran, CAZ: ceftazidime
x* x*test U:U-test NS: not significant
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Table 7. Background (Primary symptoms) of the patients (2)

CZOoP CAZ Statistical
Item No. of patients 1 120 test
Bod <37 33 40
0%y 237~<38 4 a NS (U)
tem‘:f:)’t“” 238~ <39 20 29
=39 10 4
- 1 3
Cough + 54 60 NS (U)
+ 56 57
- 3 2
+ 33 26
Volume of + 51 63 NS (U)
sputum # 16 22
# 6 4
unknown 2 3 -
- 3
M 2 3
Property of PM 51 55 NS (1)
sputum P 54 58
unknown 1 2 -
= 47 42
+ 52 58 NS (U)
Dyspnea + 12 19
unknown 0 1 _
- 104 105
NS (z?
Chest pain + 6 15
unknown 1 0 -
- 12 17
Rales + 74 76 NS (U)
+ 25 27
- 98 111
NS (x?
Dehydration + 10 9
unknown 3 0 -
- 98 108
NS (z¥
Cyanosis + 1 12
unknown 2 0 -

CZOP: cefozopran, CAZ: ceftazidime
x% x*test U: U-test NS: not significant
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FROWTFROEB IOV T bHRMIcE R LMY
rashizmo (Table6),

9) #EMOER « AR, BEKMEMN

o, o, RAXE, WEEMER, rRORERME, KW,
S5, BAKER, F7/—+¥, BIXRY, M
IUPCRPIZOWT, TN LHEMIcERLEY X
ashizipole (Tables7, 8),

3) BAES I UEARZY

ERENYEE L A EES X 132 5] (CZOP # 64 B,
CAZ#68%) TH - 7r (Table9), M I MY i3
CZOP#556, CAZB6IHI T, MM ER LRI
CZOP#9fl, CAZBIHITH- Nk, BEEWE LN
7- 148 ¥, ByNNFEHEHIEME (MIC, 10°CFU/ml)
PRET B BT & 8TH (CZOP 8 43 &,
CAZE M%) OmER T2 MICHmERLR
(Table10), WFhOFEEICBWTYH, HWHMICHER
RRY RaShRhol, £72 MIC12.5 ug/ml LA E
DB I CZOP BE T 13, Alcaligenes xylosoxydans.
Pseudomonas cepacia. Prevotella melaninogenica &

18TH0, CAZBTIX P. aeruginosa 2 %), Xanth-

omonas maltophilia 1 I TH - 7z,
3. EBRHR

1) HRBIRKR (Table11)

CZOP R 111 BT, W25, BRI 64, %
B4, WMB6HTHREIZ1.0% (101/111),
CAZEt120ITix, FW2H196, BRBTHI, LH
266, MRF THREIZ88.3% (106/120) T,
HEMCERERAONELS I, AYXDE
(CZOP B£—CAZB¥) D 90% /R % X M 1X—4.8%~
10.1%THH, MHIIEFLHMmENT,

ERAOBYME L, WM ELL Tk CZOP B
92.3% (48/52), CAZ B£85.4% (41/48), M EX#
WA (RYuBFy) TI1XCZOP #90.9% (30/33), CAZ
B£90.5% (38/42), ® DM DM MY BBIE T X
CZOP 3£ 88.5% (23/26), CAZ E£90.0% (27/30)
THhHote WFNOERBRIBLW T HREMICEREZ R
Aonizhot,

2) ERBIEEKRR (Table 12)

EXENREE N 1328 (CZOP B 64 #, CAZ
B8 iconT, BABOHMIIC A -BKHE
2R L 7z, BB R Q116 B (CZOP 3¢ 55 6,
CAZEt618) TOHEHXEIZCZOPB92.7% (51/
55), CAZ#90.2% (55/61) TH o zo HMBEBR
TR I ERIM D 2 x5 fe b, CZOP HOBERE

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

Czop

CAZ

Drug Statistical
Item No. of patients 111 120 test
< 8,000 35 52
= 8,000~ <12,000 49 35
NS (U)
WBC 212,000~ <20,000 25 28
(/mm*) 229,000 2 3
unknown 0 2 -
<20 11 10
220~ <40 16 25 NS (U)
ESR 240~ <60 18 18
(mm/h) 260 44 48
unknown 22 19 -
= 9 5
+~3+ 35 52
NS (U)
CRP 4+, 5+ 30 29
26+ 37 32
unknown 0 2 -

CZOP: cefozopran, CAZ: ceftazidime
U: U-test NS: not significant
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Table 9, Distribution of causative organisms

Causative organisms CZOoP CAZ
Monomicrobial infection
S. aureus 3
S. pneumoniae 14 14
M. (B.) catarrhalis 3 2
H. influenzae 10 13
E. coli 2 2
K. pneumoniae 3 6
K. oxytoca 1 2
P. aeruginosa 8 12
Others 14 7
Subtotal 55 61
Polymicrobial infection
S. aureus +S. pneumoniae 1
S. aureus + E. aerogenes 1
S. aureus +E. coli 1
S. aureus + Citrobacter sp. 1
S. aureus + P. aeruginosa 1
S. pneumoniae + H. influenzae 2
S. pneumoniae + P. aeruginosa 1
S. pneumoniae + A. faecalis 1
E. faecalis + P. aeruginosa 1
H. infls +K. p 1
H. influenzae + K. oxytoca 1
H. influenzae+ P. melaninogenica 1
Haemophilus sp.+ Pseudomonas sp. 1
K. pneumoniae + P. mirabilis 1
K. pneumoniae + S. plymuthica e 1
Subtotal 9 7
Total 64 68
Unknown 47 52

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

CZOP: cefozopran, CAZ: ceftazidime

Tested Treatment

MIC (ug/ml)

Statistical

drug group  <0.0% 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 test ()
Czop 5 7 8 6 3 3 4 2 2 0 0 2

CZop NS
CAZ 3 6 12 5 1 4 6 0 3 0 1 1
CzZop 3 7 6 7 0 7 3 3 5 0 1 1

CAZ NS
CAZ 2 3 10 6 3 5 5 4 3 0 0 0

CZOP: cefozopran, CAZ: ceftazidime
U: U-test NS: not significant
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Table 11. Clinical efficacy by diagnosis
No. of Clinical efficacy 1 isti

Diagnosis o. o Efficacy Statistical test

patients excellent  good fair poor rate (%)  (U) ("
Chronic CZOP 52 10 38 2 2 92.3

. NS NS
bronchitis CAZ 48 4 37 ‘ 3 85.4
CZOop 33 7 23 2 1 90.9

Infef:ted . NS NS
bronchiectasis  cAz 2 9 29 1 3 90.5
Otber chronic  CzOP 26 8 15 0 3 88.5

respiratory NS NS
tract infections CAZ 30 6 21 1 2 90.0
CzZOoP 111 25 76 4 6 91.0

Total NS NS
CAZ 120 19 87 6 8 88.3

CZOP: cefozopran, CAZ: ceftazidime

90% CI: —4.8%~10.1% U: U-test x* x*-test NS: not significant

$100% (9/9) THo7-DicrtlL, CAZEOEHE
i 71.4% (5/7) Thote,

% 7>, RAETEH T CZOP B 87.2% (41/47),
CAZ#88.5% (46/52) TH D, »wh b WEEMIc
HEZiRashizdhotz,

4. MEEHRIR

BRE L 27 130 § 148 #kic D VW THEE OIS
BRIRERE L 2o BERTELBEDOW KX CZOP B
TREE6H T, HKFEIN.3% (56/62), CAZ#
TREESSHIT, HEXK85.3% (58/68), THD,
AEMIcERZ RS ohizd o7z (Table13),

EREIMEENRR AN & T L, /7
AR TI1XCZOP B 92.0% (23/25), CAZ#
85.7% (18/21), 7 5 L& & T i3, CZOP &
91.3% (42/46), CAZ B£85.2% (46/54) TH - 7z,
MEMcEEERA S d 5T,

BECLcHOEREBE TS, oL bHR
& 7S prneumoniae D ¥ % ¥ ix, CZOP ##
100% (17/17), CAZ #81.3% (13/16) TH Y, X
WTRHBI D% b > 72 H. influenzae (CZOP B¥ 14
B, CAZB#13#) T, MBEL b 2BHBHEL 7,
S. aureus Tiz CZOP BT 3 BRI X h 2 Bk L
oo CAZBTIRSHMRBRIEE N EHBHEAL 2, P
aeruginosa T 13, CZOP B£60.0% (6/10), CAZ B
53.8% (7/13) THo7z3, 5L THOES LM
Bl EEZ3aShidr o7 (Table 14),

5. fEfR - FTRE L UBKREBEOREE

BKER - TR & UBKREEOR S 3 H,

7H, 14 BHROWEE » MEABM LR L 7

B IR S BRI e, 1 BRI Eoks L A fER
PREEL, EFMBICBWTHREMGE,» S OER
N [EX-E¥] £ (BB ThohbD
RN rSBOTHERLHHL 12,

ER - TR B & VHBERBEHOKBE DV TFNOE
HoBWITbHAHMHTEEZRAs e » o7 (Fig.
2),

6. [ERIMRAT

HiFEK, ERER - GHHEOBREICOWTERIL
EEERZN R » BRI CHus L /- (Table 15),

HEEETHEHILLHE, BEH TIXCZOPEH
91.7% (22/24), CAZ #£88.5% (23/26), hZEEH
T 13 CZOP £ 90.6% (77/85), CAZ B£87.9% (80/
91) THot:, EEFIZCZOPE 26, CAZE3IH
DHTHoIeh, TOEUNERL HICI0%TH-
Tzo TR bAHHICEERZIS oD o7,

KRS - SHEORTETERNT 5L [ZL) OB
T X CZOP #94.6% (53/56), CAZ #90.4% (47/
52) THY, [HD] OB TIZCZOP B 87.3% (48/
55), CAZ#£86.8% (59/68) THotce BTN b
BMcARZERASLEN T,

7. EMFR, BRREEKREED B L LU

1) BieR

BIfERBATNRE 248 Bl > &, BIfEAH D LHE
ENTFERIZ, CZOPEETIR 12T RBUIF, R
B-RZ 14, @5 -EH 14, KEL1H, THE1H,
DIC1BI D& 84 (6.6%), CAZ B T 13 126 f & 5%



1004 CHEMOTHERAPY SEPT, 1993
Table 12-1, Clinical efficacy by causative organisms
No. of Clinical efficacy Efficacy  Statistical test
Causative organisms Drug %)
patients oycellent good rate )] (2%
s Czop 0 _ _
- auress caz 3 1 2 100
czop 14 4 10 100
. NS NS
S. pneumonias cAZ W 2 1 92.9
. czop 3 1 2 100
M. (B.) catarrhalis CAZ 2 " 100
CzZoP 10 2 8 100
. NS NS
H. influenzae caz 13 3 10 100
CZOoP 1 2 100
: NS NS
K. pneumoniae CAZ ) 3 66.7
E coli CzZoP 2 1 1 100 _ _
. cols CAZ 9 2 100
P CZoP 1 1 100 _ _
- antoc CAZ 2 1 1 100
CZOoP 8 1 4 62.5
P. j NS NS
aerigimosa CAZ 12 2 8 83.3
CZOP 14 4 9 92.9
NS NS
Others caz 7 6 85.7
P 55 15 36 92.7
Subtotal czo NS NS
CAZ 61 10 45 90.2
S. aureus CZOP 1 1 100 _ _
+S. pneumoniae CAZ [1}
S. aureus CZOoP 1 1 100 _ _
+E. aerogenes CAZ 0
S. aureus CZop 0 _ _
+E. coli CAZ 1 1 100
S. aureus CzOoP 0 _
+ Citrobacter sp. CAZ 1 1 100
S. aureus CzZopP 1 1 100 _
+ P. aeruginosa CAZ 0
S. pneumoniae CZoP 2 1 1 100 B _
+ H. influenzae CAZ 0
S. pneumoniae CZOP 0 B
+ P. aeruginosa CAZ 1 0

CZOP: cefozopran, CAZ: ceftazidime

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



VOL. 41 NO. 9

Cefozopran o4 S RBRE LB

1005

Table 12-2, Clinical efficacy by causative organisms

No. of Clinical efficacy Efficacy  Statistical test
Causative organisms .
patients aycellent good fair poor rate % (v (x"
S. pneumoniae CZOP 0
+A. faecalis CAZ 1 1 100
E. faecalis CzorP 1 1 100 _
+ P. aeruginosa CAZ 0
H. influenzae Cczor 1 1 100 _
+ K. pneumoniae CAZ 0
H. influenzae CZOopP 1 1 100 _ _
+K. oxytoca CAZ 0
H. influenzae CZoP 1 1 100 _ _
+ P. melaninogenica CAZ [1}
Haemophilus sp. CZOopP [1} _ _
+ Pseudomonas sp. CAZ 1 1 100
K. pneumoniae Czop 0 _ _
+ P. mirabilis CAZ 1 1 100
K. pneumoniae CzopP 0 _ _
+S. plymuthica CAZ 1 1 0
CZoP 9 7 0 0 100
Subtotal NS NS
CAZ 7 5 2 0 71.4
ZOP 64 17 43 2 2 .8
Total ¢ % NS NS
CAZ 68 10 50 4 4 88.2
CzopP 47 8 33 4 87.2
Unknown NS NS
CAZ 52 9 37 4 88.5

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

BIG, BRI, BERZ - BZ16 036
(2.4%) ThHo712o RBELI-BEFROBERVWTRS
PEELUTTHY, MEMICHEEZRAONLEL O
(Table 16)

2) BFRREMIELH

BTN RE 245 B0 > bEKFREBRELHHD &
HE S h iR 1 CZOP B 119 B 33 6 (27.7%),
CAZB 126 Bich 256 (19.8%) THhH, MEME
BEixashizd»o: (Tablel?), E42EE IFHE
&£b GOT, GPT LR, FEEHEETHWInbL—B
oBEL LD TH- T,

3) TEMFE

[#2ThH 2] LFES LIEF OFE X CZOP B
68.0% (83/122), CAZ B 78.6% (99/126) T & -

7z (Table 18),

BEOBIEHAZ - ERREHBRESREEL, [E
RELTH D] LTS n - ERIRIZ CZOP 2 35 1,
CAZE 4 BITIZIZELTH 5 | U LDERDOEIE X
CZOP B£96.7% (118/122), CAZ #97.6% (123/
126) Thot:o WTFHKBWTH, MHECEEE
A onizhol,

8. BRA%

Table2 IR L 7z H#IC b L TOLTHEL - BEHE
(BERUE) 3CZOPE£87.6% (99/113), CAZ &
86.0% (104/121) CHEHMICEREZR AN, o
7z (Table 19),

L. #* =
CZOP BHF LW EHAL 7 = ARHEYE CRES
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Table 13, Bacteriological effect
Decreased or

No. of Eradicati

Drug o' ° Eradicated Partially Replaced Unchanged racication
patients . rate (%)*

eradicated
Czop 62 56 3 0 3 90.3
CAZ 68 57 4 1 6 85.3

*Eradicated + Replaced/Total case
CZOP: cefozopran, CAZ: ceftazidime

-lactamase ICRERITH D TH L, TORSHEAOM
LBV, ¥ 72, B-lactamase B4 ERICH L T H HYV
HENERL, BEOBSMHARFEMR I FEAR
N7 MY IDEEKREN, S aureus kBB ST LB
HE DS P. aeruginosa 2 L7 5 ARMEIC £ T
WHENEBLTWwEY, S VARBRREETNVICE
B IERERTIE, n vitro ODFEN %2 & { RBRL 72
ED;, M@oY, RIF2EES - HEBBTLHEDON
729 BUKERREENREL/ACZOP 1H0.5g
(Chffi) x2E/H (L#), CZOP1[E1.0g (Jufiffi) X2
B/H (HE), CAZ 1[H1.0g (7)) x2E/B (C
B OIBUBCLIBOHAEZENCEHEL A
BRERRY 217V, BKSER, MEEZNUEB LU
HOBEEEEDOWTHICBVLTH LB, CHRICH~N,
H#HBENLTWB I LBHMI RS,

¥l:, —MERKABRIBLTY, 1H1.0g (h
i) #5490, 1H2.0g (Hll) &REDHFBERE
BEL, BEA - BARREBERY L ARAMBTED
ShipoTeZ bds, BUSEBREAEDRRICEL
CZOP 1H2.0g (hffi) o ETERAM2HFETSE
2bDrFEx, CAZeBEL L THAKAR T EH
L, CZOP 0ERMEAZFBICFET 5 2 L & LT,

S IE, B A7 PVt CZOP L EEEIL T
32k, BUESEBRREDTERALYE H. influenzae,
P. aeruginosa \CX 3 5 BIEBEBINT WS Tk,
BEBHSERPEOERICB VL THERIC AR X
h, TR LBIEhTWwWEIERYOERMS
CAZBb-o L bBYITHE EEZ I,

CAZORSE X, BUHKERPFECNTIEAR
DERTHB1H2.0g (f7fl) &L, CZOP D5
BizowTik, ¥ Trlix7-BHE»51H2.0g8 (I
fii L7,

SEO LKA TIIRER SN #1264 FIHERE X
1, key code DHEHFTDEFNRIERLIZBWLT,
FRBROEMHEZEORE I > TEFA 2B, ¥
IHRROIEREL 2o ZDER, BERDROBITHSR

Blix CZOP BTz RAKB 138, R704 FHtH
36, REARTRIM, 20 iFOH 23 MR
HALIBEL, $7:CAZETRNEAKRS
Bl, A7o4 FetA26, REARTE2H, 20
3PDHI0FEBAL 120 D& 231 L L
720

BB oV Tk, CZOP#91.0% (101/111),
CAZ #£88.3% (106/120) L t b EHVWHHENE
sh, MEMCEREZERAONLD T2,

MEEECT, POEYEREYLHESLIE
iz, BEFMsSEPTH), BEAEREREL TV
BEFIBKEITH D b iEELE L E R Sh35ER
ThH-ol

BABENRESINIEMNICEIT 5 CAZBROEYE
1% 88.2% (60/68) kEEEKZhRMEHTH RELPIDEL
RrFREUCTHo -0, CCOPHOEHER
93.8% (60/64) THotze TN LBEADOARK
EABRCEOML BRI LI, 1 —#
ICERKAC B TREERRR EXEHHBHIC >V T
AREONDZEHBHL, ZOEKDSTILITERE
HIEAGIC B 2 B D AT b ERTHE % & D EEL
TEIEH®RTEE LSS,

EXENEEIZL 4T CIOP #91.5% (65/71),
CAZB£85.3% (64/75) %+ L7z,

75 ABHEOMAE X CZOP B 92.0% (23/25),
CAZ #85.7% (18/21), 75 srBattEi T3 CZOP ¥
91.3% (42/46), CAZ B£85.2% (46/54) TH Y &
bIEHVBEENBOATWS, -BERETHD
CZIOP Bz oW IDHAD E, TOMERIXS T LE
M, 77 LRMEEE b 0% % LE BN EET
HolZ o, FFIORILOHTENEBETEER
EXBIIERCBVTHLI{RBEATWALEER
£,

- EEC A B L, S aureus vt CZOP Bz 35
HoNWTh b EBEBRRFITH o 7ebs, EDI52
Blizgsk U7z, CAZBETIE5 Bl 2 Bl BEBERE
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Table 14. Bacteriological effect by causative organisms
No. of icati i
Causative organisms Drug ° .o Eradicated Persisted Unevaluable® Eradication Statistical
strains rate (%) test (F)
CzoP 3 2 1 66.7
S. aureus CAZ 5 5 100 NS
, czop 7 17 100
S. pneumoniae caz 16 13 3 81.3 NS
) CzoP 2 2 100
E. faecalis caz 0
CZOP 3 2 1 66.7
Others CAZ 0
Subtotal CzoP 25 23 2 92.0 ~
CAZ 21 18 3 85.7
CZOP 3 3 100
' (B)) catarrhali _
M. (B) catarvhalis CAZ 2 2 100
] CzoP 15 14 1 100
H. influenzae CAZ 13 13 100 NS
] CzoP 2 2 100
H. parcinfiuenzae CAZ 1 1 100
czoP 1 1 100
Haemophilus sp. _
1S sp CAZ 1 1 100
CZOP 2 2 100
E. coil -~
ot CAZ 3 3 100
CzoP f 4 100
K. pnewmoni N
monsae CAZ 8 6 2 75.0 S
X orstoca czop 2 2 100 ~
4 CAZ 2 2 100
P. mirabillis czorp ! ! 100 -
CAZ 2 2 100
CzoP 10 6 4 60.0
P. aerugi NS
aeruginosa CAZ 13 7 6 53.8
CZOP 2 2 100
P. melaninogeni -
melaninogenica CAZ 0
CZOoP 6 5 1 100
NS
Others CAZ 9 100
Subtotal CZOP 48 2 4 2 91.3 ~
ubtota CAZ 54 46 8 85.2
Total CZOoP 73 65 6 2 91.5 ~
o CAZ 75 64 1 85.3

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/ .

Symptom | D8Y8 | No. of patients Improvement rate (%) “ f;tl::‘:i;l

after F==osT Az 10 20 30 40 50 60 70 80 100
Bod 3 | 56/ 83| 60/ 88 NS
ody 7 | 65/ 83| 66/ 88 NS
temperature | . | g/ 83 | 70/ 88 NS
3 | 43/110| 43/118 o NS
Cough 7 | 78/108 | 75/118 ..Eaatt\ NS
14 | 90/110 | 87/117 o NS
Vol ] 3 | 407107 | 52/116 - NS
tum 7 | 67107 | 80/116 dh==§§§~ NS
sputum 14 | 83/107 | 86/116 NS
3 | 51/107 | 59/117 NS
ty of
:'zf:;y ° 7 | 88106 | 91/117 -\ NS
P 14 | 977107 | 95,117 b NS
3 | 37/64]39/79 NS
Dyspnea 7 | 45/ 64|59/ 79 NS
14 | 50/ 64 | 59/ 79 NS
3| 3/ 7|12/16 N NS
Chest pain 7| 6/ 7|14/ 16 ﬁ:\, NS
4| 6/ 7|15/ 16 NS
3 | 23/100 | 25/104 O NS
Rales 7 | 60/ 99| 57/104 “u; NS
14 | 68/100 | 68/104 % NS
3 { 8/ 11|11/ 14 NS
Cyanosis 7 |10/ 11} 12/ 15 ﬁ NS
14 {10/ 11|12/ 15 NS
3 8/10| 7/ 9 NS
Dehydration 7 9/10| 9/ 9 NS
14| 910| 9/ 9 NS
3 | 49/ 65| 35/ 52 N NS
WBC 7 | 62/ 75 | 50/ 65 o\\ NS
14 | 65/ 75| 55/ 70 NS
3| 973811/ 40 NS
ESR 7 |28/ 72| 31/ 78 \\O NS
14 | 39/ 77| 47/ 84 NS
3 {37779 46/ 84 —Q) NS
CRP 7 | 82/ 99| 76/106 \-\ NS
14 | 857101 | 92/114 NS
x% x’-test o—=a cefozopran
OO ceftazidime
Fig.2. Improvement rates of clinical symptoms.
mj%gbémjb;?ﬁkbrCD —ﬁ P, aemgmosa 0)%* ‘:[F%’ELX—FOJ%;#-’O %gv Gﬁ'g&v Tﬁo ﬁﬁa

X CZOP #60.0% (6/10), CAZ B 53.8% (7/
13) THotzo CZOP O Z D& CPR 41.7% (5/
12)'7 8 X U CFPM 50.0% (6/12) 2 r[RIZLL ED
BETHY, P aeruginosa #BHEEE T2 @MEKE
REFEICH LT, CZOP BERLERChHr I L8
HgTE S,

BIfEFARBEE I3 CZOP B 84 (6.6%), CAZ &
236 (2.4%) v ohnt:, #DOARIXCIOPET

DIC Th D, CAZETRIEEUTORE, FHZ,
2 « BMERBRTH -7z, DIC ORBEL - 1 FEFTkw
ERERIELTANRNY Y F MY TABLIUENT VT
FerEYoHs B & CBEI/IMTgIN I X D EE
L7z, tOBIER IRV 1 b ABRSER DB S KT
Wk E I IRBRERORE LT Lz Lk, A
ERERERET SR LEDPHIIHEL T,
CZOP DEIfF AR I —RERABR CORAE
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Table 15, Stratified analysis of clinical efficacy

No. of Clinical efficacy Efficacy  Statistical test
Item Drug .
patients eoycellent good fair poor rate (%) () (¥
CzZoP 24 3 19 0 2 91.7
mild NS NS
CAZ 26 0 23 3 0 88.5
CzZop 85 21 56 4 4 90.6
Severity  moderate NS NS
CAZ 91 18 62 3 8 87.9
czop 2 1 1 0 0 100
severe NS NS
CAZ 3 1 2 0 0 100
CzOoP 56 14 39 2 1 94.6
. absent NS NS
Underlying CAZ 52 12 35 3 2 90.4
disease or %7 3
s Czorp 55 11 37 2 5 .
Complication present NS NS
CAZ 68 7 52 3 6 86.8

CZOP: cefozopran, CAZ: ceftazidime
U: U-test 2 x*-test NS:not significant

Table 16, Adverse reactions

e Drog Cczop CAZ
No. of patients evaluated for adverse reactions 122 126
No. of patients with adverse reactions (%) 8 (6.6) 3 (2.4)
Statistical test NS (x?
Severity" Mild Moderate Mild Moderate
Fever 2 1 1

Fever - Eruption
Glow

Itch - Wheal
Nausea *+ Vomiting
Soft stool
Diarrhea

DIC

Adverse
reaction

1

CZOP: cefozopran, CAZ: ceftazidime
x% x*test NS: not significant
» No severe adverse reaction was observed

(2.9%9) LML, RREL -, BEOMHOLE T
« L H D18 M KRR E 10 T B B cefpirome
(CPR) 5.6%'", cefepime (CFPM) 5.8%'? &t~
BeBRLbOTRE» ST,

KR EMER S ORBE X CZOP B 27.7% (33/

119), CAZ#£19.8% (25/126) THh, DX b
DX GPT, GOT O LR, MM ETH - 72,
BARREERELEORERE b 50O &R DO B#
(CPR 35.7%', CFPM 17.6%'?) :t~, BiZ &
WHOTREMPo T, i, T2UFMcOVTI,
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Table 17, Abnormal laboratory findings

Drug CZOP CAZ Statistical
Item test

No. of patients evaluated for laboratory findings 119 126 NS
33 2 )

No. of patients with abnormal laboratory findings (%) @1.7) (19.8)

Leukopenia 1 1

Leukopenia * GOT - GPT 1 1

Leukopenia + GOT * GPT * y-GTP - AL-P 1t 1

Leukopenia - GOT - GPT - 1

y-GTP - AL-P - D-bilirubin - LDH 1

Platelet | 1

Eosinophilia 4 8

Eosinophilia - GOP 1t 1

Eosinophilia - GPT 1 1

Eosinophilia - GOT - GPT 1 1

Eosinophilia * GOT * Amylase - K 1 1

Eosinophilia - Amylase 1 2

GOT 1t 3 1

GPT 1t 4 3

GOT-GPT 1t 5 2

y-GPT 1

AL-P t 1

GOT - GPT - y-GTP 1 1 1

GPT - y-GTP - Amylase 1 1

GPT 1 - Coomb's test 1

AL-P-BUN t 1

BUN t 1

Amylase 1 2 4

Amylase 1 - Coomb's test 1

CZOP: cefozopran, CAZ: ceftazidime
x“ x*test NS: not significant

[£2Ths] LFMSNERNOYERCIOPE KREERESHEDONTOLRET [FREETH
68.0% (83/122), CAZB¥78.6% (99/126) TH Y, 2| L¥EShIERE TEDLELKE 2 CZOPH
THMICEREBA O E o, &1, BIER, B 96.7% (111/122), CAZ B 97.6% (123/126) T &
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Table 18, Overall safety
Safety
Dr No. of Safety Statistical test
" patients safe almst a slight a problem  rate (%) ) (2%
completely safe problem
czop 122 83 35 4 0 68.0
NS NS
CAZ 126 99 24 3 0 78.6
CZOP: cefozopran, CAZ: ceftazidime
U: U-test x* x*-test NS: not significant
Table 19, Usefulness
Usefulness
No. of Usefulness Statistical test
patients very useful slightly useless rate (%) (u) (2%
useful useful
CZOP 113 15 84 6 8 87.6
NS NS
CAZ 121 14 90 8 9 86.0

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

272

ERAMcELTRH#ENcERERA LD >
2o

RBEE E CCHETRRED (Tables) OHT,
HERNER (CZOPE6 8, CAZEE3H) B L UM
FNKBTAT 04 FHERB (CZOP B 6 61), nt
NEBTHEFGHE (CZOP#E24) B X UNRIAK
BTERKBEES (CZOP#3IHF) D 51684
(CZOPB£ 136, CAZE 3B %2Bwil28E5HT
ORI & FICLBH T ORI (intent to treat:
ITT) 447> 7%, #iHOMTHREIMIZ CZOP B 121
B, CAZ# 127 Bl CEERZh R D B %1 % 12 CZOP 3¢
86.0% (104/121), CAZ ##85.8% (109/127) T,
H“ETIZICZOP# 1348, CAZE 130 TCOEIE
XEh£h 80.6% (108/134), 84.6% (110/130) T
Wb EEZRA SR 5T,

UED&ER»S, CZOP BBREL{AHINATHS
CAZ t BiRRIZOEMMY, BEMEET 2 L5
BEh, BESERRECNL TERAREATHS
I anizboLwx k3,

X 3
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The clinical efficacy, safety and utility of cefozopran (CZOP), a new cephem antibiotic, were
evaluated in chronic respiratory infections in a comparative study versus ceftazidime (CAZ), Each
drug was administered by intravenous drip infusion at a dose of 1.0 g (potency), twice daily for 14
days, and the forllowing results were obtained:

1. A total of 264 patients were enrolled in this study . Efficacy rates (“good” or better responses)
were 91.0% (101/111) in the CZOP group and 88.3% (106/120) in the CAZ group, with no signi-
ficant difference between the two groups.

2. Bacteriologically, eradication rates were 91.5% (65/71) in the CZOP group and 85.3% (64/
75) in the CAZ group, with no significant difference between the two groups.

3. Adverse reactions occurred in 8 of the 122 patients in the CZOP group and in 3 of the 126
patients in the CAZ group. There was no significant difference between the two groups. The
incidence of abnormal laboratory findings was 27.7% (33/119) in the CZOP group and 19.8% (25/
126) in the CAZ group with no significant difference between the two groups.

4. The usefulness rates (“useful” or better evaluations) were 87.6% (99/113) in the CZOP
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group and 86.09% (104/121) in the CAZ group, with no significant difference between the two
groups.

No significant differences were observed between the two groups with respect to any of the above
parameters. These results indicate that CZOP is useful for the treatment of chronic respiratory tract
infections.



