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Table 1. laboratory test schedule
Time of testing after entry
Test Before O Day of treatment
entry
5 7
Chest radiography ° O °
Bacterial examination ° ° ° °
Arterial blood gases o o o
erythrocytes ° o °
hemoglobin ° o °
hematocrit ° o °
Hematology
leukocytes ° ° °
differential WBC count ° ° °
platelet ° o °
Mycoplasma antibodyd CF or IHAC ° °
Chlamydia antibody ° °
Cold hemagglutination ° °
ESRO 1hO . .
CRP ° ° °
ASTO GOTO ° o °
ALTO GPTO ° o °
y -GTP ° o °
ALP ° o °
Blood chemistry bilirubinO direct, total(] ° o °
LD ° o °
amylase ° o °
BUN ° o °
serum creatinine ° o °
Na . o) °
Serum electrolytes K ° o °
Cl . o °
protein o o
lucose o o
Urinalysis g o
urobilinogen o o
sedimentation o o
Coombs’ test direct, indirectl o o
e : requiredd O : required for pneumoniae
o : done where possible
10 0oooa oooOo 300
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0001040000 200000000000
000200000000000000000MmMDO
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OM20010mLO OS5 mLO O0/0MO0010mL
00/0M000000s00
00000 OO0OOPMIODOODOOMIOOOO 30
O
00000200000000000000000000

goboobomooobooob 200

O0000200000000000oo0oobDOoDbOobo
0300

gobooboobomboobog 200

O0000000ooOomopoooono 200

ggooooboooooobobbooobooboboon
ugd

20 OO XOODo

gobooboobboorrbmbooboooom
00b0ob0o0o0ooboobooo s3bobooooooooo
gogboo Xboooboooobooboooboobooo

30 ODO0OO

000000000000 Table1lOOOOO



VOL. 53 NO. 9

Cefozopran D 0D OO0 OODO 531

000000000o0oooooooooooooo
00000000o00o0oooooDooooooooo
00000000o00o0oooooDooooooooo
00000000o00o0oooooDooooooooo
0oo0000oooooooooooon
40 0OD0OOOO
000000000o0oooooooooooooo
00000000000o0oo0oDooDooooooooo
00000000000o0oo0oDooDooooooooo
0000000000000 00000000000 48
00000000000o0oo0oDooDooooooooo
0000000000000 00000000
0000000000000 D0D0 300050007
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000 MCOOOOO0OO0OO0OODOO0OOOOOOn
0000000000 mMo0mooooonoooon
oooooooo
50 0000
000000000o0oooooooooooooo
00000000o0o0o0oooooooooooooo
00000000000o000o00o0oooooooon
00000000000o000o00o0oooooooon
gooooog
oUn0000o0Uoooog
10 00000000000
0000000000o0ooooooooo 7000
00000000o00000000000000000
00000000o00000000000000000
00000000o0o0oooooooooooo
(1) DooOoooooo
0000000000000 00000000 300
goooooog
(20 OOOO
00000000000 X00D0000000000
0000000000000000000000000
oooog
(3) DOoOoOoooo
0000000000oooooooooooooo
0oo0ooooooooo
OUO00D00000000000O0O0O0O0ooooo
goooooo
@UO0O000000000000O0O0O0O0onoooo
goooooo
(UO00000000000000O0O0O0ooooo
0070000
@OOO00D00000000000O0O0O0O0ooooon
0o0m

(®UO0D0000000000000o00o00O0ono
0oo0oOoooom
®ooo
(4) OoDDoOoOoOo
0000000000000000000000000
0000000000000000040000000
gooooo
0000000000000 00000000000
0o
(5) 0000000000000 000O0000
0000000000000 00000000000
0000000000000000000000000
0000000000000000000000000
goo
QOUO0ooD0000000000000o0o0ooO0ono
00000000000000000000000
000000ooooooooo
@UOooD0000000000000o0oo0oo0ono
000000o0000ooooooo
(®UOoD0000000000000o0ooo0o0o0ono
0000000000000 000o0oooooo
000o00ooooooon
@OUooD0D00000000O0000DooooOoOon
(GUODD0000000000000o0o0oO0ono
000000o0000ooooooo
®GUODO0D0000000000D00o0o0o0O0ono
00000000000ooooooooon
00ooGUOD00DDO0oDDooo®oooonoonn
000000000000000000D@oOO000
0000000000000 D00oo0oDnoooooo
0o
(6) 00O
0000000000000 0000000oooo
gooooo
@Qoooooo
@OO0O00000000000MD@oOOoO0000O
0000000000000 000000o0o0oo
(®ODO0D000000o00oooOD@oOOooooono
00000000000 D000oooooooo
oo
@OoOoo0OO0o0oOooOo0o@MuU®IODOoOoooo
00000000 000o0o0o0ooooon
®o0
20 000O0O0OO0OO0OO0OOOn
0000000000000 000000o0oooo
00000000000 000000oooooonooo
00000000000000000ooooooooo
00000000000000000ooooooooo
go



532 oooooboooaoand

SEPT. 2005

1000000000000000
000000000000 keycordOOOODOOODO
0000000000000 00000oooooo
0000000000000 00000000oooo
0000000000oooooon
QUooD000D000000000o00oOo0ooon
goooooo
@UoOO0000D000000000o00oOo0onoon
0000000000o0oooooon
(®UoOU00000D000000000o0oOo0oon
0000000000000 000o0ooooon
goooooo
®MUoOO0000D0000000000000onoO
0000000000000 000o0ooooon
goo
110Keycord 0O OODODODOOOOOO
0000000000000 0000000oooo
0000000000000 00000000oooo
0000000000000 00000000oooo
0000000 keycordODOOOOOO
000000oooooooooo
10 000000
@QUoooDOooo0oO0O0ooooooo
@Uoo0O0oo0oooooooooo
20 0000000
@ooooooo
@UoO00000000000000onoooOoon
®UoO000000000o0o0ooooo
@Wooooooo MIc
00000000000000 WilcoxonO 1000
0020000000 y*000Fisher00000000
00000000000000000@MpO0@mMOO00n
0000000000000000000000 2000
000000000050000000050 00000
000000000000000009%0 00000
0000000000000 00000000oooo
0000000000000 00000000oooo
000000000090 000000000000
0000000000000 90 000000000
oo
0000000000000 00000000ooo
0000000000000 00000oooooo
oo
no o g
1000000000000
000000000000000 4120000000
0 CzZOPO 2080 0CAZO 2040 0000000000
0000000000000 0000000o0oooo
0000000000000 000000000onoo

godddoooooooooooobobobobooobooo
00000Fullanalysisset: FASOO O OO OQOOO0OO
00000000 Per protocol set: PPSO0 0O O0O0OOO
godddoooooooooooboboobobooooo
gdddooooooooooo
FASOOODOOO
©/clelInlnlnln
@OO0000000000000000000000
doooooooooo
eGooooo
@O0DO004000000000000000000
doooooooooooobobbobobobooooo
doooooo4000oooooobobooooo
doooooooooooobobbooboooon
GOO0D000000000000000000000
a
®GODO0O000O0O00D0D00O000 CcZOPO OO CAZ
gooooooo
@OO0DO00000000000000000000
®OD0D000000000000000000000
O Drug Lymphocyte Stimulation Test: DLSTO O O O
doddooooooooo
goood
PPSODOOODOOO
@eePO OO0
@O0000000000000000000000
doooooooooo
eGooooo
@MczoPOOOOCAZODDOODODOOOOOOOO
goood
GO0OO00 40000000000
®Oo0DO000000000000000
@Oo0O000000000000000000000
a
®OD0D00000000000DLSTOOODOOO0
gooooooo
GOODO00D000000000000000000
OoDO00O0O000O000000000000
ODOoODO0DD0DD0DD0DO0O0000
@O0DO00D000000000000000000O0
good
@GOOoDO00O0000300006000000000O0
goood
Jooooooooooooobobobooon
O/cloInlnlnln
@O00000000000000000000000
doooooooooo
(0000000000000 DLSTOOODOODOO
gooooooo



VOL.53 NO. 9 Cefozopran D 0D OO0 OODO 533
Tablel 2.0 Disposition of patients
No. of patients No. of patients Statistical
evaluated excluded test[] Fisher[TJ
CzoP 189 CZOP 19
— FAS —— CAZ 187 |_| CAZ 17 || p0 0.862
Total no. of
patients Total 376 Total 36
CzoP 208 CzoP 162 CzZOP 46
CAz 204 | | PPS — CAz 164 | | CAZ 40 | | p0 0.547
Total 412 Total 326 Total 86
CzoP 206 CzoP 2
L safety — CAZ 202 |__| CAz A p0 1.000
Total 408 Total 4
FAS: Full Analysis SetO
PPS: Per Protocol Set
Table 3. Reasons for exclusion from evaluation
Evaluation FAS PPS Safety
Reason Drug CzOoP CAZ CzOoP CAZ CZOP CAZ
Loss of chart 2 0 2 0 2 0
No administration after entry 0 1 0 1 0 1
Enforcement of DLST 0 101 0 101 0 101
Ineligible disease gu2 8 9b2 8 0 0
Violation of severity 1 1 1 1 0 0
Serious underlying disease or complication 2 1 2 1 0 0
Received Fastcin® or Modacin® immediately before the study 1 0 1 0 0 0
Duration of medication too short 4 3 4 3 0 0
Lag in conditions and findings 0 2 0 2 0 0
Unsatisfactory inclusion criteria 0 0 6o 404 0 0
Nonindicated bacterial strains 0 0 20 13 0 0
Concomitant therapy with antibiotics 0 0 1 0 0
Concomitant therapy with adrenocortical steroid 0 0 1 5 0 0
Total 19 17 46 40 2 2

U1 ineligible disease and duration of medication too short

U2 Nonindicated bacterial strains, unsatisfactory inclusion criteria and concomitant therapy with antibiotics

U3 improvement due to prior therapy
Y4 Nonindicated bacterial strains
DLST: Drug-induced lymphocyte stimulation test

good
gobooboobobuoobooooboobobooo
O000O00Table20O00OODOOOOFRASOO 3760
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Table 4.0 Patients profiles
Treatment group CZOP CAZ
No. of patients Statistical test
189 187
Parameter
bacterial pneumonia 132 137
chronic respiratory tract infection 57 50
0 chronic bronchitis[ acute exacerbation] 13 10
. . 0 infected bronchiectasis 12 10 )
Diagnosis 0 old pulmonary tuberculosis with secondary infection 7 6 P 004620 x*0
O pulmonary emphysema with infection 9 8
0 diffuse panbronchiolitisC] DPB[] 4 3
U others 12 13
. moderate 184 180 )
Severity severe 5 7 p O 0.5450 x20
20-29 13 5
30-39 8 11
40-49 10 9
0 0.1220 x?20
Agell years[] 50-59 27 17 P .
0 0.6200 Wil O
60-69 1 18 p O 0.620 ilcoxon
70-79 61 60
80-101 39 37
25.0-39.9 24 21
40.0-49.9 58 55
. 50.0-59.9 55 59 p O 0.9600 x20
Body weight( kgD 60.0-69.9 27 27 p0O 07740 WilcoxonD
70.0-90.0 9 7
unknown 16 18
absent 36 34
Severity of underlying mild 63 78 p 0 0.3880 x 20
disease or complication moderate 86 72 p O 0.3030 WilcoxonO
severe 4 3
Pretreatment with absent 129 129
2
chemotherapy present 48 54 p0O 06150 x 20
unknown 12 4
Indicated present 106 110 2
bacterial strains absent 83 77 P D 05910 Xx°0
monomicrobial infection 90 96
Infectional form polymicrobial infection 16 14 p0 0.7630 x20
unknown 83 7
35.8-36.9 7 7
Body temperature 37.0-37.9 87 93 p O 0.2640 x20
ooo 38.0-38.9 68 63 p O 0.0780 Wilcoxon[
39.0-41.2 27 18
ooo 1 1
0 10mL/dayd O O 76 73
0 10, 0 50mL/dayd] 2 0 O 86 80 p O 0.8220 x 20
Volume of sputum 0 50, 0 100mL/day0 30 0 17 24 p0O 06270 WilcoxonD
0 100mL/dayd 4 O O 7 6
Unknown 2 3
ooo 1 1
Mucousl MO 1 0
2
Property of sputum Mucopurulentl) PMO 68 83 g g giigg V)\iiIononD
PurulentD PO 118 103 '
Unknown 1 0
5,400-7,999 6 7
8,000-11,999 93 87 p O 0.3210 x20
3
WBCH /mm?(] 12,000-19,999 73 84  p O 09360 Wilcoxon[l
20,000-30,800 17 9
0.7-4.9 36 22 p=012800 x 2
CRPO mg/dLO 5.0-9.9 44 52 p=0.3110) Wilcoxon(]
10.0-42.0 109 113
ESRO mm/hrCd iigg gg gg PO 0.1880) x*J
p O 0.0680 Wilcoxon(J
60-199 102 87
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Table 5. Distribution of causative organism

Causative organism CZOP  CAZ
Monomicrobial infection
0 S.aureus 3 5
[ S.aureusl] MRSAL 1
J S.pneumoniae 34 35
0 NI BOcatarrhalis 10 3
0 K.pneumoniae 5 3
0 P.aeruginosa 8 4
O H.influenzae 16 33
0 H.parainfluenzae 3 5
0 Others 11 7
Subtotal 90 96
Polymicrobial infection
0 S.aureus 0 S.pneumoniae 1
0 S.aureus [0 P.aeruginosa 1 1
0 S.aureus O H.influenzae 1
0 S.agalactiae O S.canis 1
0 S.pneumoniae O NI BOcatarrhalis 2 1
J S.pneumoniae [ P.aeruginosa 1
0 S.pneumoniae O H.influenzae 3 2
0 S.pneumoniae [0 Enterobacteriaceae 1
0 S.canis O C.diversus 1
0 NI BOcatarrhalis [0 P.aeruginosa 1
0 NI BUcatarrhalis O H.influenzae 1
0 E.coli O K.pneumoniae 1
0 K.pneumoniae 00 P.aeruginosa
O Klebsiella spp. O H.parainfluenzae
[J E.aerogenes [1 H.influenzae 1
0 P.intermedia O P.oralis 1
0 Pseudomonas spp. O S.maltophilia 1
0 S.aureus O K.pneumoniae O P.mirabilis
[ S.agalactiae [0 S.pyogenes J P.stuartii 1
[ S.agalactiae O P.aeruginosa O H.parainfluenzae 1
0 S.pneumoniae O NI Bcatarrhalis 0 H.influenzae 1
0 K.pneumoniae 0 M.morganii O S.maltophilia
0 P.micros O P.aeruginosa [0 Fusobacterium spp. O E.corrodens [0 P.gingivalis 1
Subtotal 16 14
Total 106 110
Unknown 83 77

gooobbooogczopOb cAzoooooono
godbooobooboobobooboobbon Ccre
0000000 y’0000000000p0020000
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Ubobo0oooobobD 216 (I CZOP U 106 U OCAZ
0110000 Tables M OO OO OO CZOP O 90
UOCAZO %000 OODOODO CZOPUO 1600 CAZ
udooboobobuobdonbonog 2s40dczop
0 12500CAZz0 129000000000 0OMWMIMICO
10°CFU/mLO00DODDOO0ODDDOOO 18500 CZOP
odO0OCAZzO 89OooooooooMmicoond
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ooMICOODODDODODOODOOOOOOO Table7-20
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Joodoboboobooodoogogog czopoog
000 MMpOo0.00l 00000000 Table7-30 00
OczoPO0000OOODDOODOODDOOCAZOOO
000000000000 D0OO00DOOOpOo.0010000
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CAzZzOMICOOOOODODOOODO 41002100000



Table 6-1. Susceptibility distribution of causative organisms(] Inoculum size 10° cells/mL0
00 Gram-positive organisms[]
Organism Test  Treatment MICOp g/mLD Statistical test
drug  group g5 005 010 020 039 078 156 313 625 125 25 50 100 O 100 U two-sample Wilcoxon(l
CZOP 0 0 0 0 0 2 2 0 0 0 0 0 0 0
CzOoP p O 1.000
CAZ 0 0 0 0 0 3 3 0 0 0 0 0 0 0
S.aureus
CZOP 0 0 0 0 0 0 0 0 2 1 1 0 0 0
CAZ p O 0.236
CAZ 0 0 0 0 0 0 0 0 5 1 0 0 0 0
CZOP 8 3 4 11 6 2 0 0 0 0 0 0 0 0
Cczop p O 0.927
CAZ 5 5 2 4 3 2 1 1 0 0 0 0 0 0
S.pneumoniae
CzZOP 0 1 3 5 7 6 7 2 3 0 0 0 0 0
CAZ p O 0.843
CAZ 0 4 3 3 1 0 7 2 2 0 1 0 0 0
CZOP 0 0 1 1 0 0 0 0 0 0 0 0 0 0
Cczop pO 0.221
CAZ 0 1 0 0 0 0 0 0 0 0 0 0 0 0
S.agalactiae
CZOP 0 0 0 0 1 0 1 0 0 0 0 0 0 0
CAZ p O 0.221
CAZ 0 0 0 1 0 0 0 0 0 0 0 0 0 0
CZOP 2 0 0 0 0 0 1 0 0 0 1 0 0 0
CzOoP p O 0.623
CAZ 1 0 0 0 1 0 0 0 0 0 0 0 0 0
Others
CZOP 0 0 0 2 0 0 0 0 1 0 0 0 0 1
CAZ p 0 0.348
CAZ 0 0 1 0 1 0 0 0 0 0 0 0 0 0
CzZOP 10 3 5 12 6 4 3 0 0 0 1 0 0 0
CzopP p O 0572
Subtotal CAZ 6 6 2 4 4 5 4 1 0 0 0 0 0 0
[J Gram-positive organisms[] CczZOP 0 1 3 7 8 6 8 2 6 1 1 0 0 1
CAZ p O 0.907
CAZ 0 4 4 4 2 0 7 2 7 1 1 0 0 0
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Table 6-2. Susceptibility distribution of causative organisms(] Inoculum size 10° cells/mL0
0 Gram-negative organismsC]
Oroani Test  Treatment MICDu g/mLO Statistical test
rganism h
drug group 70025 005 010 020 039 078 156 313 625 125 25 50 100 O 100 U two-sample WilcoxonJ
CZOP 0 0 0 0 3 0 6 1 0 0 0 0 0 0
CzoP p 0 0431
) CAzZ 0 0 0 1 0 1 2 0 0 0 0 0 0 0
Bl MOcatarrhalis
CZOP 2 1 4 3 0 0 0 0 0 0 0 0 0 0
CAZ p O 0.422
CAZ 1 2 0 1 0 0 0 0 0 0 0 0 0 0
CzZOP 0 2 2 0 0 0 0 0 0 0 0 0 0 0
CzOoP p O 0371
i CAZ 0 1 4 0 0 0 0 0 0 0 0 0 0 0
K.pneumoniae
CZOP 0 0 4 0 0 0 0 0 0 0 0 0 0 0
CAZ p O 1.000
CAZ 0 1 3 0 1 0 0 0 0 0 0 0 0 0
CzZOP 0 0 0 0 3 1 3 3 1 0 0 0 0 0
CzOP p O 0.357
. CAZ 0 0 0 2 0 1 1 0 1 0 0 0 0 0
P.aeruginosa
CZOP 0 0 0 1 1 2 4 3 0 0 0 0 0 0
CAZ p O 0.289
CAZ 0 0 0 1 0 2 2 0 0 0 0 0 0 0
CzZOP 0 0 1 2 7 1 3 2 0 1 0 0 0 0
CzopP p O 0.232
) CAZ 0 0 1 8 6 6 2 0 0 1 0 0 0 0
H.influenzae
CZOP 0 0 2 5 5 4 1 0 0 0 0 0 0 0
CAZ p O 0.180
CAzZ 0 0 6 8 6 4 0 0 0 0 0 0 0 0
CZOP 0 0 1 0 0 0 0 0 0 0 0 0 0 0
CzOP p O 0.343
) CAZ 0 0 2 1 0 2 0 0 0 0 0 0 0 0
H.parainfluenzae
CzZOP 0 1 0 0 0 0 0 0 0 0 0 0 0 0
CAZ pO 0.221
CAZ 0 1 2 2 0 0 0 0 0 0 0 0 0 0
CzZOP 0 3 2 2 1 0 0 0 0 0 0 0 0 1
CzoP p 0 0.462
CAZ 1 2 3 2 2 3 0 0 0 0 0 0 0 1
Others
CZOP 0 0 3 3 1 1 0 0 1 0 0 0 0 0
CAZ p O 0.699
CAZ 1 2 2 4 2 2 0 1 0 0 0 0 0 0
CZOP 0 5 6 4 14 2 12 6 1 1 0 0 0 1
CzOoP p O 0.057
Subtotal CAZ 1 3 10 14 8 13 5 0 1 1 0 0 0 1
U Gram negative organismsL] czop 2 2 13 12 7 7 5 3 1 0 0 0 0 0
CAZ p O 0.197
CAZ 2 6 13 16 9 8 2 1 0 0 0 0 0 0
CZOP 10 8 11 16 20 6 15 6 1 1 1 0 0 1
CzOP p O 0.575
CAzZ 7 9 12 18 12 18 9 1 1 1 0 0 0 1
Total”
CZOP 2 3 16 19 15 13 13 5 7 1 1 0 0 1
CAZ p O 0.069
CAZ 2 10 17 20 11 8 9 3 7 1 1 0 0 0

Y Gram-positive + Gram-negative organisms
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Table 7-1. MICs against causative organisms[] Inoculum size 10¢ cells/mL[
0 Totalll

Overall one-sample Wilcoxon: p [1 0.003
Total 17 17 23 34 32 24 24 7 2 2 1 0 0 2 185
0 100 1 1
100 0
50 0
25 1 1 2
125 2 2
6.25 1 6 5 1 1 14
C 3.13 1 2 1 2 1 1 8
2 1.56 1 8 8 2 1 1 1 22
0.78 7 4 4 5 1 21
0.39 3 1 7 7 3 2 1 2 26
0.20 3 7 3 13 5 3 4 1 39
0.10 6 8 9 3 3 1 3 33
0.05 5 3 1 2 2 13
0 0.025 1 1 2 4
MICOp g/mLO | O 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 0 100 Total

e CZOP
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Table 7-2. MICs against causative organismsC Inoculum size 108 cells/mLO
[J Gram-positive organisms[]
Overall one-sample Wilcoxon: p [ 0.001

Total 16 9 7 16 10 9 7 1 0 0 1 0 0 0 76

[J 100 1 1

100 0

50 0

25 1 1 2

12.5 2 2

6.25 1 6 5 1 13

C 3.13 1 2 1 4
A

Z 1.56 1 8 6 15

0.78 6 6

0.39 3 1 5 1 10

0.20 3 6 1 1 11

0.10 5 2 7

0.05 5 5

0 0.025 0

MICOp g/mLO | O 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 0 100 Total
gfj; czop
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Table 7-3. MICs against causative organisms(] Inoculum size 108 cells/mL0
0 Gram-negative organismsQ]

Overall one-sample Wilcoxon: p O 0.001
Total 1 8 16 18 22 15 17 6 2 2 0 0 0 2 109
J 100 0
100 0
50 0
25 0
125 0
6.25 1 1
c 3.13 2 1 1 4
A
z 1.56 2 2 1 1 1 7
0.78 1 4 4 5 1 15
0.39 2 6 3 2 1 2 16
0.20 1 2 12 5 3 4 1 28
0.10 1 6 9 3 3 1 3 26
0.05 3 1 2 2 8
0 0.025 1 1 2 4
MICO pg/mLO | O 0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 0 100 Total
gfj; czoP
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Table 8. Clinical efficacy by diagnosis

Clinical efficacy

Diagnosis Dru No. of Efficacy 90%CI
& & patients  Gooq  poor  Judgment 0 %L 95%CI
not possible
Bacterial CZOP 132 120 12 90.9 0 8.1%-3.1%
pneumoniae CAZ 137 126 9 2 93.3 0 9.3%4.3%
Chronic respiratory CZOP 57 53 3 1 94.6 0 1.0%-19.1%
infection CAZ 50 43 7 86.0 0 3.0%-21.3%
Total CZOoP 189 173 15 1 92.0 0 4.1%-5.5%
otal

CAZ 187 169 16 2 91.4 0 5.1%-6.5%

Y Good/Good [0 Poor
CI: confidence interval

Branhamellad MoraxellalO catarrhalis 0 0 140000
CAZOOOOO CzOPO O OO O O OO Pseudomonas
aeruginosa 16 0 O O O O MICO CZOPOCAzZ500
CZOPO CAZ500CZOPOCAZ6 0 O O OO Klebsiella
pneumoniae 0 0 00O MIC O CZOPO CAZ 4 O (ICZOPO
CAZ400 CZOPOUCAZO 10000O0OO0OODO

W0 oon

10 FAS

FAS376 000000 Table8O OO O M OOOOd
00000 300CzZoPO 100CAZO 200000 373
000000 CZOPO 92.000173/18800 CAZ O 91.40
0169/1850 0000000000090 000000
0410550 00OCZOPUO CAZOUOODOOOOOoOoOoO
go0ooomoboOo A1 0o0oooooooao
godooobodooooooboooooboooooa

0 CzOP O 90.9(1J 120/132[1] CAZ O 93.3(1J 126/135[1]
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86.00043/5000 00000000000 90 0000
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000000000 Table9 OO ODOOODOOODO
0 CzOP O 96.6010 86/8900 CAZ 0 94.5000 86/9100 O
00000000000 Streptococcus pneumoniae 0
000 CZOP O 10001 34/34[11 CAZ O 94.110 32/34[]
H. influenzae 0 O O O CZOP O 1000 O 16/16[11 CAZ
09.80030/3100000000000000000
CzOP O 93.800 15/1600 CAZ O 75.000 9/1200 00 O
00000000000 O000000CZOPO 96.20
0 101/10500 CAZ 0 92.20095/10300 00000000
0000 czoPOOODOOOODOOODOOOOOD
0oooooon

0000000000000 00CZOP O 86.70072/
83MICAZ 0O 9020 74/82[0 0CAZ0 D000 O0DOODO
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0000000 T TableloODOODOOOODOODOOO
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Table 9. Clinical efficacy by causative organism
. : No. of Clinical efficac Efficac Statistical
Causative organism Drug patients Good Poo); 0 %LF y testl] FisherQ
S.aureus czop 8 3 B —
CAZ 5 5 —
. CzOoP 34 34 100
S.pneumoniae CAZ 24 3 2 91 p O 0.493
. CzOoP 10 10 100
NI Bl catarrhalis CAZ 3 3 100 —
. CZOP 5 4 1 —
K.pneumoniae CAZ 3 3 o —
P.aeruginosa CzopP ! ! - —
CAZ 3 2 1 —
. CzOoP 16 16 100
H.influenzae CAZ 31 30 1 %68 p O 1.000
H.parainfluenzae CzopP 8 8 o —
CAZ 5 5 —
CZOP 11 9 2 81.8
Others CAZ 7 6 1 85.7 —
CzZOP 89 86 3 96.6
Subtotal CAZ 01 86 5 94.5 —
S.aureus czop 1 1 — o
00O S.pneumoniae CAZ
S.agalactiae czop .
00 S.canis CAZ 1 1 —
S.aureus CZOP 1 1 — o
0 O P.aeruginosa CAZ 1 1 —
S.aureus CzZOP 1 1 — o
0 0 H.influenzae CAZ
S.pneumoniae CzZOP 2 2 — .
0 O M Blcatarrhalis CAZ 1 1
S.pneumoniae CzZOP 1 1 — .
0 0 P.aeruginosa CAZ
S.pneumoniae CzZOP 3 3 — .
0 0 H.influenzae CAZ 2 2 —
S.pneumoniae CzZOP .
0 O Enterobacteriaceae CAZ 1 1 —
S.canis CZOP 1 1 — .
0 0O C.diversus CAZ
NI Bl catarrhalis CZOP 1 1 — .
0 0 P.aeruginosa CAZ
NI Bl catarrhalis CzZOoP _
0 0 H.influenzae CAZ 1 1 —
E.coli CZOP 1 1 — .
00 K.pneumoniae CAZ
K.pneumoniae czop .
0 O P.aeruginosa CAZ 1 1 —
E.aerogenes CzOP 1 1 — .
0 0 H.influenzae CAZ
P.intermedia CzZOoP _
00 P.oralis CAZ 1 1 —
S.agalactiae O CzZOP 1 1 — .
0 S.pyogenes [ P.stuartii CAZ
S.aureus [ CZOP .
0 K.pneumoniae 0 P.mirabilis CAZ 1 1 —
S.pneumoniae OJ CzOP 1 1 — .
0 NI BOcatarrhalis 0 H.influenzae CAZ
S.agalactiae [J CzZOP 1 1 — _
0 P.aeruginosa O H.parainfluenzae CAZ
Klebsiella sp. O CZOP .
0 H.parainfluenzae 0 H.parainfluenzae CAZ 1 1 —
K.pneumoniae [J czop .
0 M.morganii 0 S.maltophilia CAZ 1 1 —
CzoP 16 15 1 93.8
Subtotal CAZ 1 9 3 750 p O 0.285
CZOP 105 101 4 96.2
Total CcAZ 103 95 8 92.2 p O 0249
CZOP 83 72 11 86.7
Unknown CAZ 82 74 8 90.2 pO 0627

Y Good/Good [0 Poor
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Table 10. Clinical efficacy PPSO
Dru No. of Clinical efficacy Efficacy 90%CI
g patients Good Poor 0 % 95%Cl
CzoP 161 147 14 91.3 [ 5.4%-5.1%
CAZ 164 150 14 915 0 6.5%-6.1%
Y Good/Good [0 Poor
ClI: confidence interval
Table 11. Bacteriological effect
Causative organism Dru No. of Eradicated Dec;gztleld o Replaced Unchanged Eradication Statistical
Y g patients partially P Y 0 %F testd) Fisher[
eradicated
Monomicrobial infection
CzZOP 3 2 1 —
S.aureus —
CAZ 5 4 1 —
. CzoP 34 32 2 100
S.pnumoniae pO 0.114
CAZ 34 29 2 1 2 88.2
Other CzZOP 3 1 1 1 —
0 Gram-positive organismsd  CAZ 2 2 _ -
Subtotal CZOP 40 35 4 1 97.5 O 0.359
CAZ 4 35 2 2 2 90.2 Pt o
ZOP 1 1 10
Bl MOcatarrhalis czo 0 0 0 —
CAZ 3 3 100
. CzoP 5 5 —
K.pneumoniae —
CAZ 3 2 1 —
P.aeruginosa czop ! 4 L 2 -
aerig CAZ 4 1 2 1 _
H.influenzae czop 16 14 L ! 938 0 1.000
' CAZ 32 29 1 2 96.9 P =
. CZOP 3 3 —
H.parainfluenzae —
CAZ 5 4 1 —
Other CzoP 8 6 2 —
[ Gram-negative organismsll CAZ 5 5 — -
Subtotal CZOP 49 42 1 1 5 87.8 O 0518
CAZ 52 44 3 4 1 92.3 P '
@ 0@ O Hotal CZOP 89 77 1 5 6 92.1
CAZ 93 79 5 6 3 91.4
Polymicrobial infection
ZOP 1 1 —
Go0MOEOO cz0 —
CAZ 1 1 —
Q@OmE00 CZOP 12 6 4 2 66.7 0 0.615
CAZ 6 5 1 83.3 peo
G@O0MmEO00 CZOP 3 2 1 —
CAZ 2 1 2 —
CZOP 16 9 4 3 75.0
Subtotal pO 0.673
CAZ 12 8 2 2 83.3
CzoP 105 86 5 8 6 89.5
Total p O 1.000
CAZ 105 87 7 8 3 90.5

Y No. of patients of(] Eradicated (I ReplacedJTotal no. of patients
@ O O Gram-positive organism
@ O O Gram-negative organism
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Table 13. Bacteriological effect by causative organism
- - No. of . - Eradication Statistical
Causative organism Drug strains Eradicated Persisted 0 oD testC] Fisher[
Gram-positive organism
CzZOP 6 6 0 — p O 1.000
O S.aureus
CAz 7 6 1 —
0 S.oneumoniae CzZOP 42 42 0 100 p O 0.047
P CAZ 38 34 4 89.5
. CzOoP 3 3 0 — —
0 S.agalactiae
CAZ 1 1 0 —
ZOP 4 1 — —
O Others cz0 3
CAZ 3 3 0 —
CzZOP 55 54 1 98.2 p O 0.097
Subtotal
CAz 49 44 5 89.8
Gram-negative organism
. CzZOP 14 14 0 100 p O 1.000
O B MOcatarrhalis
CAZ 5 5 0 100
CzOoP 6 6 0 — 0 1.000
O K.pneumoniae P
CAzZ 6 6 0 —
. CzZOP 11 6 5 54.5 p O 1.000
U P.aeruginosa
CAz 6 3 3 50.0
. CzOoP 22 19 3 86.4 p O 0.288
O H.influenzae
CAZ 35 34 1 97.1
. CzZOP 4 4 0 — —
0 H.parainfluenzae
CAZ 6 6 0 —
CZOP 12 10 2 83.3 —
O Others
CAzZ 12 10 2 83.3
CZOP 69 59 10 85.5 p O 0.301
Subtotal
CAzZ 70 64 6 91.4
CzZOP 124 113 11 91.1 p O 1.000
Total
CAzZ 119 108 11 90.8

U Eradicated/Eradicated [ Persisted

0 52.40099/18900 CAZ O 50.30094/18700 000 O
0 O O CZOP O 49.20 0 65/132[10 CAZ O 43.80 0 60/
1370000000000 CZOP O 59.6[11 34/57(LICAZ
0 68.00034/500000000000000O00000ODO
0000000000000 0000onooooon
0000000000000 0000o0O CczZoPOO
39.200 74/18900 CAZ 0 O 36.90069/187000 00 O
000000 CZOP O 42.40 0 56/132(10 CAZ O 46.00
063/137(0 00000000000 CZOP O 31.6001 18/
5700 CAZ O 12.0006/500 000000

70000

000000000 00CZOPO 206 00 CAZDO 202
000408000000

10 000

0000000000oooooooooooooo
000000000000 Tablel8OO OO DO40800
000000000000 CZOPO 80 03.90 0 CAZ
01005000 000000000000000O0O0

gogboooobooboobbooboobooboooobdg
OcCzopO 300CAZO 5000000DDOOOOODOO
czoPO00000ODODODOOODO100CAZOODOO
goog Xgobooboooboobooboboooboo
02000000

20 bOobOoobooooo

goboobbooobuoobooboooboobobooo
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Table 14. Bacteriological effectl] PPSO

Decreased

- . No. of . - Eradication Statistical
Causative organism Drug patients Eradicated z:zﬂﬁgt;ég Replaced  Unchanged 0 oD test] Fisher[]
Monomicrobial infection
CZOP 3 2 1 —
S.aureus —
CAZ 5 4 1 _
. CzoP 33 31 2 100
S.pneumoniae pO 0.114
CAZ 34 29 2 1 2 88.2
Other CzOP 2 1 1 —
O Gram-positive organism(] CAZ 2 — -
Subtotal czoP 38 . 4 100 0 0.117
CAZ 41 35 2 2 2 90.2 P '
K.pneumoniae czoP > 5 o
P CcAZ 3 2 1 —
. CZOP 7 1 2 —
P.aeruginosa —
CAZ 3 1 2 —
CzoP 15 13 1 93.3
H.influenzae p O 1.000
CAZ 31 28 1 2 96.8
Other CZOP 6 4 2 —
0 Gram-negative organismd ~ CAZ 4 4 _ -
Subtotal CzOP 33 26 1 1 5 81.8 0 0.176
cAz a 35 3 3 92.7 P
ZOP 71 60 1 5 5 1.
G 0 [ G O [otal cz0 L5 —
CAZ 82 70 5 5 2 91.5
CzoP 9 3 3 3 —
Polymicrobial infection p O 1.000
CAZ 8 5 2 1 —
Total CzOP 80 63 4 8 5 88.8 0 0.808
CAZ 9 75 7 6 90.0 peo

Y No. of patients of(] Eradicated [J Replaced(I Total no. of patients

@ O O Gram-positive organism
@ 0 O Gram-negative organism
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Table 15. Bacteriological effect by causative organism PPS[]
. - No. of . - Eradication Statistical
Causative organism Drug patients Eradicated Persisted 0% testr] Fisher[]
Gram-positive organism
CZOP 5 5 —
0 S.aureus p O 1.000
CAZ 6 5 1 —
CzZOoP 38 38 100
0 S.pneumoniae p O 0.054
CAZ 37 33 4 89.2
O Others czoP > > o —
CAZ 4 —
Subtotal CzOoP 48 48 100 O
CAZ 47 42 5 89.4 p O 0.026
Gram-negative organism
CzZOP 6 6 —
0 K.pneumoniae p O 1.000
CAZ 6 6 —
. CzoP 9 4 5 —
0 P.aeruginosa p O 1.000
CAZ 4 2 2 —
0 H.influenzae czoP 18 16 2 889 0 0.282
: CcAZ 3 32 1 97.0 pu o
CZOP 9 7 2 77.8
O Others —
CAZ 10 8 2 80.0
CzZOP 42 33 9 78.6
Subtotal p O 0.145
CAZ 53 48 5 90.6
CzoP 90 81 9 90.0
Total p O 1.000
CAZ 100 90 10 90.0

U Eradicated/Eradicated [1 Persisted

00000O00O00ooooooog czZorO 92.00
0 173/18800 CAZ O 91.400 169/18500 0900 0O OO
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0 CzOP [0 90.9011120/132[10 CAZ O 93.3(11 126/135[1]
00000000 DO CZOP DO 94.60 0 53/56[0 CAZ O
86.00043/5000 00000000 %0 0000000
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Table 16. Eradication and persistence of causative organisms over time

Day 1-3 Day 4-5 Day 6-8
Causative organism Drug Eradication Statistical Eradication Statistical Eradication Statistical
0 %P test] Fisher(J 0 %P test] Fisher(J 0 %P test] Fisher(J
czopP — 0150600 — 0 6/600 —06/60
. 01 01 01
S.aureus CAZ — 0670 P 1.000 — 0670 P 1.000 — 0670 P 1.000
S omeumoniae CZOP  78.601 33/420] O ous3 97,600 41/4200 0 10000 42/420] 0
P CAZ 7110 27/3800 pL o 84.201 32/38[1 p O 0.049 89,501 34/38[1 p O 0.047
) czop —02/30 —03/30 —03/30
S.agalactiae — — —
CAZ —0110 01410 0140
czop —02/40 —02/40 —03/40
Others — — —
CAZ — 02730 —02/30 — 03730
CZOP  76.401 42/550] 94,501 52/55] 98.201 54/55]
| 0 0.822 001 0 0.097
Subtota CAZ 73,500 36/490] po 08 83.7001 41/490] PO 0109 89,801 44/490] Pt 009
) CZOP  64.309/1400 92,900 13/140] 10000 14/140]
Bl MOcatarrhalis p O 0.257 p O 1.000 p O 1.000
CAZ —05/50 —05/50 —05/50
) czop —06/60 —06/60 —06/60
K.pneumoniae p O 1.000 p O 1.000 p O 1.000
CAZ — 05060 —06/60 —06/60
CZOP  27.303/110 45,50 5/110 5450 6/1101
P.aeruginosa p O 1.000 p O 0.333 p O 1.000
CAZ — 0160 — 0 1/60 —13/600
Hinfiuena CZOP  68.200 15/220) O 0763 81.800 18/220] 5 012 86.401 19/220] o288
' CAZ 74,300 26/350] Pt o 94,300 33/350] Pt o 97.100 34/350] pE o
L oarainfienza czop — 0 4/40 — 0 4/40 —04/40
P CAZ —06/60 —06/60 —06/60
others CZOP  58.307/1200 66.70 8/1201 83.300 10/1200
CAZ  41605/120 58.300 7/1201 83.300 10/1200
CZOP  63.801 44/690) 78,30 54/690] 85,501 59/690]
Subtotal p O 0.593 p O 0.527 p O 0.301
CAZ 68.601 48/700] 82.901 58/700] 91.400 64/700]
ol CZOP  69.401 86/1240] 080 85,501 106/1240] o7 91,100 113/1240] 5 1000
CAZ 70,601 84/11901 Pt o 83.201 99/11901 Pt o 90,80 108/1190] Pt

U Eradicated/Eradicated [0 Persisted
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Table 17. Achievement of treatment aim
. . No. of Achievement of Statistical
Diagnosis Drug patients @ @ ® ®© ® ® treatment aim “ test[] Fisherd
65 56 5 6 0 0
CZOP 1382 4950 n42.40 0380 0450 492
Pneumonia p O 0.39%4
60 63 2 5 4 3
CAZ 137 04380 04600 D150 03.60 0290 0220 438
34 18 1 2 1 1
Chronic respiratory CZOP 5T 5960 N3160 0180 0350 0180 0180 596
tract infection 34 6 3 2 1 4 pO 0424
CAZ 50 68.0
0 68.00 01200 00600 0400 0200 0800
99 74 6 8 1 1
CZOP 189 n5p4n m3920 0320 D420 0050 0050 524
Total p O 0.757
CcAZ 187 94 69 5 U 5 U 50.3

05030 O36.90 0270 0O3.70

0270 0370

(D The aim of treatment was achieved and no treatment with antibacterial agents was required.
(2 Symptoms and signs were markedly improved, but treatment of antibacterial agents was necessary.
(3 Symptoms and signs were not significantly improved and treatment was switched to other antibacterial agents after the

completion of 7-day study treatment.

(@ Symptoms and signs did not change or were rather exacerbated, and treatment was switched to other antibacterial agents before

the completion of study treatment.

(® Treatment was discontinued because of adverse reactions, etc.[] including switching to other antibacterial agents[]

® Others
3(/Total no. of patients

Table 18. Adverse reactions

Item

Drug CzOoP CAZ

No. of patients evaluated for adverse reactions

206 202

No. of patients with adverse reactions %[

80 3.90 100 5.00

Statistical test[] Fisher(

p O 0.637

Severity”

Mild Moderate Mild Moderate

Diarrhea
Nausea
Vomiting
Anorexia
Blood in stool
Fever

Myalgia
Headache
Haemoptysis

Adverse reaction

1 1 3

Chest X-ray revealed new infiltration shadow 1

Rash

Y No severe adverse reaction observed

0010005000000 CZoPOO CAZOO OO
00000000o0o0o0o0oooDoooooooDoD 10
0 O CZOP O 84.9[11 73/86[1CAZ O 53.5[11 46/86[11 pd
0.00100 O 50 00 CZOP O 91.20 0 93/102(1 CAZ [
74.700 71/9500 p0 0.002000 CzOPO O OO OODOOO
ooooooo
OmMooo00000000o0o0oo0oooooooom
0000000 1400000M000000oooon
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Table 19. Abnormal laboratory findings

Item

Drug

CZOP

CAZ

Statistical
testl] Fisher[J

No. of patients evaluated for laboratory findings

206

202

No. of patients with abnormal laboratory findings %0

65
031.60

65
03220

p O 0916

RBCO Hb[ Ht ¢

HbO Ht |

HbO Ht « O ALTO GPTh

Leukopenia

Basophilia

Eosinophilia

Eosinophilial] Platelet 1

Eosinophiliall ASTO GOTh

Eosinophiliall Amylase 1

Eosinophiliall Coombs[] Direct[]
Eosinophiliall Plateletd] ALTO GPTh
Eosinophilial ASTO GOTLJ ALTO GPTh
Eosinophiliall ALTO GPT y -GTPO ALP 1
Eosinophiliall ASTO GOTL] ALTO GPT y -GTPO ALP 1t
Neutropeniall Microscopic pyuria
Lymphopenia

Monocytosis

Platelet 1

Platelet !

Plateletd ALTO GPTh

Platelet ALTO GPTC y -GTP 1

Plateletl) ALTO GPTI K 1

Plateletd) ASTO GOTJ ALTO GPT y -GTP 1
ASTO GOT[h

ALTO GPTOH

y -GTP 1

LD 1

ASTO GOTI ALTO GPTh

ASTO GOT y -GTP 1t

ASTO GOTOr O Urobilinogen[] highly positivel]
ALTO GPTM y -GTP 1

ALTO GPTJ ALP 1

ALTO GPTC Amylase 1

ASTO GOTI ALTO GPTO y -GTP 1t

ASTO GOTI ALTO GPTLI LD 1t

ASTO GOTI ALTO GPTLI Amylase t

ASTO GOT y -GTPO ALP 1

ALTO GPTOr O Hematuriall Coombs positive[] Direct[]
ASTO GOTI ALTO GPTO y -GTPO LD 1t
ASTO GOTI ALTO GPTO y -GTPO ALP 1t
ASTO GOTI ALTO GPTD y -GTPO LD ALP 1t
Amylase 1

Amylase 1 [ Urobilinogen] highly positivel]
K1t

Hematuria

Proteinuria

Glycosuria

Microscopic pyuria

Casturia

(S S

S = = =

1
1
1

10

11

QY =
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Table 20. Safety
Drug No. of Safety Safety Statistical
patients  gafe  Almostsafe  Slight problem  Problem 0 %Ly testl) Fisher(]
136 60
Cz20P 204 ngs70  D2940 0390 0 %.1
: 5 p 0 0.369
13 5 1
e 202 nes3g 02870 0540 00.50 941

0 No. of patients[] safe [J almost safe[ITotal no. of patients
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Postmarketing clinical study on cefozopran in comparison with ceftazidime
for lower respiratory tract infection
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To demonstrate the rapid therapeutic effect of cefozoprahl CZOP[ an injectable cephalosporin antibacterial
agent, we conducted a postmarketing comparative study in patients with lower respiratory tract infections, us-
ing ceftazidimél CAZ[as a control. Patients were given CZOP and CAZ at a dose of 1¢g] potencytwice daily for
7 days by intravenous drip infusion. Results were as follows:

10 A total of 412 patients were enrolled in the study, and 376 were included in the full analysis setd) FASO
Judgment of clinical efficacy was not possible in 3. Efficacyl] proportion of patients showing good responses(]
was 92.00 O 173/1880 for the CZOP group and 91.40 O 169/1850 for the CAZ group, which supported the non-
inferiority of CZOP to CAZ both at the 900 and 950 confidence intervalsO two-sided( Stratified by disease, ef-
ficacy was 90.900 120/1320in patients with bacterial pneumonia for the CZOP group and 93.300 126,/1350for
the CAZ group. In patients with chronic respiratory infection, it was 94.600 0 53/560 for the CZOP group and
86.000 O 43/500 for the CAZ group, verifying the noninferiority of CZOP to CAZ both at the 900 and 950 confi-
dence intervalsO two-sidedd

20 Bacteriological effects were evaluated in 210 patients in whom causative organisms were identified and
the presence or absence of bacteria followed up. Eradicatiori] proportion of patients in whom the causative or-
ganism was eradicated or replaced with another organismOwas 89.500 94/1050for the CZOP group and 90.50

0 95/1050 for the CAZ group. No significant difference was seen between groups. Eradication for individual
causative organisms was 91.10 0 113/1240 for the CZOP group and 90.80 0 108/1190 for the CAZ group, show-
ing no significant difference between groups. Eradication for S. pneumoniae, the most frequently isolated or-
ganism, was 1000 0 42/420 for the CZOP group and 89.50 [ 34/380 for the CAZ group, indicating a statistically
significant difference p[ 0.0470 Eradication on day 5 of treatment also favored the CZOP group over the CAZ
group statistically significantlyd pOd 0.0490

30 The aim of therapy was achieved in 52.40 0 99,/1890 of the CZOP group and 50.30 O 94,1870 of the CAZ
group at completion of the study, requiring no additional treatment with antibacterial agents. No statistically
significant difference was seen between groups in achieving the aim of therapy.

40 The incidence of adverse symptoms and signs was 3.900 8/2060in the CZOP group and 5.000 10/2020in
the CAZ group. The incidence of abnormal alterations of laboratory variables was 31.60 O 65,/2060 in the CZOP
group and 32.20 O 65/2020 in the CAZ group. No statistically significant differences were seen between groups.
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Results indicate that CZOP is not inferior to CAZ in clinical efficacy. They also verified that CZOP has a rapid
therapeutic effect in patients with lower respiratory tract infections caused by S. pneumoniae.



