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

Time of testing after entry

Before
Item (Day of treatment)

entry
3 7 14
Chest roentgenography [ ] [ ]
Bacteriological exam. [ J [ J [ o
Arterial blood gases O O
ESR (1h) [ o [ ®
CRP [ [ ] [ o
RBC o [ o
hemoglobin ® { [
hematocrit o o (
Blood studies WBC o [ ] ( ([
differential WBC count o [ ] ( o
platelets [ J [ ] o
prothrombin time @) O
GOT [ ] [ o
GPT [ ] [ J [ ]
AL-P o [ J e
Blood chemistry LAP e o o
y -GTP o [ J ([
total bilirubin [ ] o [
BUN [ J [ J [ ]
serum creatinine [ J o [ ]
protein o [ [
' ) glucose [ J e o
Urinalysis urobilinogen [ J o ®
sedimentation* O O O
Cold hemagglutination ® [ J
Coombs’ test O O

@: indispensable, O: should be performed whenever possible

#should be performed when proteinuria is observed
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Table 2. Criteria for evaluation of clinical symptoms and laboratory findings
Grade
Symptom - * * w M
Body temperature (C) <37 =37~<38 =38~<39 =39
Cough - + -+
Volume of sputum (ml/day) - <10 10~<50 50~<100 =100
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +
Dehydration - +
Cyanosis - +
WBC (mm?) <8,000 28,000~<12,000 =12,000~20,000 220,000
ESR (mm/h) <20 220~<40 240~<60 260
CRP - +~3+ 4+,5+ 26+
M: fnucous, PM: mucopurulent, P: purulent
Table 3. Case distribution

No. of patients

No. of patients

— clinical
efficacy
I— adverse
Total no. of reactions
patients
CFSL 83
CAZ 84 laboratory
roel 167 findings
Total 167
— overall
safety
— usefulness

CFSL: cefoselis, CAZ: ceftazidime

XM RAA 140 flomBEROERREFIZOW
THETL 72

1) R, Fke, AE,
-3 S E

REIZBWT Pl 15% RiOREHE AL
A, FRUSNOFEB OV THEBICAYEIZALR
h -7z (Table 5)o

2) H5HTOMER - TR, BKBRAME

Wesk it T EAEBIAS CAZ IS K B2 A BRA WA
Ao, $F7/—EiZBWTH P 15% KON

Wi, BEERE, BHOLF

evaluated excluded
CFSL 72 CFSL 11
— CAZ 68 ] CAZ 16
Total 140 Total 27
CFSL 81 CFSL
— CAZ 76 | CAZ 8
Total 157 Total 10
CFSL 81 CFSL 2
— CAZ 75 [ CAZ 9
Total 156 Total 11
CFSL 81 CFSL 2
—1 CAZ 75 1 CAZ 9
Total 156 Total 11
CFSL 73 CFSL 10
— CAZ 68 1 CAZ 16
Total 141 Total 26

BWAFRKICASNLD, ZhUNOEE TIZTER
CABHEIEA SRR H 572 (Tables 6, 7)o

3) BRWB L UBHRZN

RRWAHE L /-ERIE 74 51 (CFSL # 39 #,
CAZ % 35 #l) Tdh -7 (Table 8), WIS
CFSL & 35 #l, CAZ B 32 §IT, #¥E &Y CFSL
BE4P, CAZE 3HBITHY, HENIZIX S aureus,
S. pneumoniae, Moraxella (Branhamella) cata-
rrhalis, P.aeruginosa, H.influenzae 7% { FHEXh
o W E SN 81 B, B/NEEMILIEE (MIC,
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Table 4. Reasons for exclusion from evaluation

wn Clinical efficacy ~ Adverse reactions  Laboratory findings  Overall safety Usefulness
Reason Drug CFSL CAZ CFSL CAZ CFSL CAZ CFSL CAZ CFSL CAZ

Ineligible disease 5 5 0 0 0 0 0 0 5 5

Unclear symptoms of infection 1 0 0 0 0 0 0 0 1 0

Serious underlying disease or complica- 2 4 2 4 2 4 2 4 2 4
tions

Concomitant therapy with steroid or 0 4 0 4 0 4 0 4 0 4
antibiotics

Duration of administration too short 1 1 0 0 0 0 0 0 1 1
[<3 days (6 times)]

Duration of administration too short to 2 0 0 0 0 0 0 0 1 0
evaluate efficacy*

Unevaluable for clinical efficacy due to 0 1 0 0 0 0 0 0 0 1
adverse reaction

Duration of administration too short 0 1 0 0 0 1 0 1 0 1
and unsatisfactory laboratory tests

Total 11 6 2 8 2 9 2 9 10 16

CFSL: cefoselis, CAZ: ceftazidime

*1 patient with adverse reaction was not excluded from usefulness analysis

Table 5. Patient backgrounds (1)

Drug CFSL CAZ
Statistical
Item No. of patients 72 68 test
male 55 46
Sex P=0.335
female 17 22
26~29 1 2
30~39
40~49 2 2
Age (yr) 50~59 7 5 P=0.949
60~69 22 20
70~179 32 29
80~87 8
28~<40 15
=40~<50 31 25
Body weight (kg) =50~<60 1 2 P-0.114
=260~<70 9 8
270
unknown 2 2
chronic bronchitis 25 24
infected bronchiectasis 25 19
pulmonary emphysema with infection 11 8
Diagnosis old pulmonary tuberculosis with infection 6 7 P=0.736
bronchial asthma with infection 2 2
diffuse panbronchitis 1 3
other chronic respiratory tract infections 2 5
mild 15 12
Severity moderate 57 56 P=0.792
. absent 56 57
Pretreatment with present 14 10 P=0.639
antibiotics unknown 9 1
Concomitant drug :':::t zg iz P=0.189

CFSL: cefoselis, CAZ: ceftazidime
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Table 6. Patient backgrounds — primary symptoms — (2)
Drug CFSL CAZ L
Statistical
No. of patients 72 68 test
Item
<37 14 12
Body t: ture (C) =37~ <38 3 % P=0.799
m =0.
ody temperature >38~<39 17 18
=39 7 3
- 0
Cough + 37 33 P=0.563
+ 34 35
- 0 2
+(< 26 11
Volume of sputum (<10
; +H (10~<50) 33 35 P=0.033
(ml/day)
++ (50~<100) 8 15
+H+ (2100) 5 5
- 0
M 3
Property of sputum P=0.258
PM 32 20
P 37 43
- 30 29
Dyspnea + 35 30 P=0.896
+ 7 9
i - 66 62
Chest pain P=0.843
+ 6 6
- 15 13
Rales + 36 35 P=0.875
+H 21 20
- 65 60
Dehydration P=0.907
+ 7 8
. - 68 57
Cyanosis P=0.056
" 4 11

CFSL: cefoselis, CAZ: ceftazidime

10°CFU/ml) #MET 2T LA TE7- 48 ¥k (CFSL #
22 ¥k, CAZ B 26 kk: CAZ ¥ 2 ki, CAZ 2§ 5%
MIC Xill) oWEH I3 2 MIC SAizRL7E
(Table 9)o WIFNDOHHIZBWTY, MEFERICARESR
RMEA NG D572, $72 MIC A% 125 ug/ ml LLE
DH#RIX CFSL #1C 3 %k D, MRSA, P. aeruginosa,
Xanthomonas maltophilia % 1 BKTH 0, CAZ BiC
S. aureus A 3 ¥kdh - 720

3. ERKZRIR

1) HABHEKRZR (Table 10)

CFSL # 72 #ITix, ¥Fxh 12 B, A% 53 #l, %
%) 4 B, H% 3 FITHIFIX 90.3 % (65/72), CAZ
B 68 BITIIXERY 17 B, A% 44 B, LA 1 #,
#%h 6 BITHREIE 89.7% (61/68) TaHh, MAFMHIZ
HEELEIAONLE P72 AREDE (CFSL & -
CAZ B) ® 90 % EHIXMIX-9.2 %~104 % TH Y,
BEMICFRSNEEAY 10 % L L7 BEORERIZ
BRIETEI, FHRIOARFL, BEREIXRTIE
CFSL B 92.0 % (23/25), CAZ # 95.8 % (23/24),
sy (RY#E) T3 CFSL # 80.0 % (20/25),
CAZ Bt 84.2 % (16/19), MizME (&Hek) Tl

CFSL # 100 % (11/11), CAZ # 75.0 % (6/8), BfIH
PERi&EA%  (&HeRE) Ti3 CFSL # 100 % (6/6), CAZ
B 100 % (7/7) THhHolzo WTHOKEBIZBWTIT
HHICARZEAONED 572,

2) ERERERZE (Tables 11, 12)

EREGHM S -ER 74 B (CFSL # 39 #,
CAZ % 35 Bl) X2V TRRBEDOEMEHICHKRDEE
Bigt L7e. RAEAHHBEAIZB 2E%%: CFSL ¥ T
84.6 % (33/39) Zxf LT CAZ X 97.1 % (34/35)
& Fisher DEHEMRGHETRIERE I kD o725,
UKREIIBWT CAZ BHI¥AEZIZEL TV (P=
0.023)c L2 L, BREAHA TIZ CFSL # 97.0%
(32/33), CAZ %¥ 81.8 % (27/33) LMD TH 72
PEREE D572,

WA TIX S. pneumoniae ¥ & U P. aeruginosa T
DAEMMEIZB VT, Fisher DEEHXEETIIEE
AR o7h, UKET CAZ BASCFSL B0 A
BIZENS (P=0.025, P=0.045) B#TH o720 L
TehoT, BHERRIIBITA2E%EY CFSL ¥
85.7% (30/35), CAZ B 100 % (32/32) & CAZ B#
CFSL #f X YR TWw/: (U B%E: P=0.006), LA L,
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Table 7. Patient backgrounds — laboratory data — (3)

Drug CFSL CAZ
Statistical
Item No. of patients 72 68 test
< 8,000 23 21
2 8,000~<12,000 32 33
WBC (/mm?*) 212,000~ <20,000 16 11
220,000 1 2 P=0829
unknown 0
~<20 11 3
220~<40 13 19
ESR (mm/h) 240~<60 13 9 P=0.534
260 28 27
unknown 7 10
- 4 2
+~3+ 24 23
CRP 4+, 5+ 23 29 P=0.944
=6+ 19 14
unknown 2
=280 4
260~<80 15 13
PaO. (mmHg) 240~<60 10 15 P=0.397
<40 0 0
unknown 43 36
<49 25 27
PaCO: (mmHg) =49 4 5 P=0.842
unknown 43 36

CFSL: cefoselis, CAZ: ceftazidime

Table 8. Distribution of causative organisms

Causative organism

CFSL

CAZ

Monomicrobial infection
S. aureus
S. aureus (MRSA)

S. pneumoniae

M. (B.) catarrhalis
K. pneumoniae

K. oxytoca

P. aeruginosa
Pseudomonas sp.

H. influenzae

H. parainfluenzae
H. parahaemolyticus
NF-GNB

©

O O NN - 0O N W

N O N

O = = O 00N W W

Subtotal

W
(2l

wW
[3v]

Polymicrobial infection
S. aureus + E. aerogenes
S. aureus + H. parainfluenzae
S. aureus + P. mirabilis
S. pneumoniae + H. influenzae
P. aeruginosa + Pseudomonas sp.

P. aeruginosa + X. maltophilia

Subtotal

o B == R i )

W O = = O O =

Total

39

35

Unknown

33

33

CFSL: cefoselis, CAZ: ceftazidime

NF-GNB: glucose non-fermenting gram-negative bacterium

P. aeruginosa {2V TIIHEBHEBREOERNEMZ 5 &
CFSL # 9 Bt A% LA E 6 B, CAZ B 9 Blrh A% E
SHTHY, MEMIIHEEIAONED -7,

4. FHEZEMER

RREOHEBHIHH L7z 71 # 78 HRIZOVTOWHE
DOMBEFZRNRZRET L7z EBHDHKLEIX CFSL
BT 89.2 % (33/37), CAZ BT 94.1 % (32/34) T
D, MBEMCEEEEAON R 572

RRENMEANSH R AHERTRET 2L, 75
LR TIZ CFSL # (15 %), CAZ B (11 #) V¥
hbEHiEEL, 77 42BHERTIX CFSL & 81.5 %
(22/27), CAZ # 92.0 % (23/25) THH, KT
CFSL # 88.1 % (37/42), CAZ # 94.4 % (34/36) T
HY, MEMICHEEZIALNE D572 (Table 13),

5. FER - FTRB L OCBERREMEOLERE

BERAER - FFRB L CBRREEOR S M 3, 7, 14
HEOYWER ZHBM CHBR L, XEZIHRS
BMGRTIC N, 1 BRI EEE LGRS FLL, &
FMHICBOTHRSRBHA S OEH D [IEFE—~IEH ]
F7003 (BBl THob0FE»SBRWT
KHELELEH L7z, RiLD 14 BEOZEFRIZB VT
CFSL B CAZ BEICH BBMTH - 7285, ZhLSHo
FHHICBWTEWEMICAEZZIAON R 2
(Fig. 2)o

6. EIEH, ERRMAMERELE S L OREN i
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Table 9. Susceptibility distribution of causative organisms (Inoculum size 10° cells/ml)
Tested Treatment No. of MIC ( ug/ml) Statistical
drug group strains <0025 0.05 0.10 0.20 0.39 0.78 156 3.13 6.25 125 25 50 100 >100 test
CFSL 22 4 3 1 2 3 2 2 2 1 1
CFSL P=0.819
CAZ 26 3 4 5 1 1 5 4 2 1
CFSL 22 3 7 1 1 3 2 1 2 1
CAZ P=0.229
CAZ 24* 2 6 4 1 2 2 2 2 3

CFSL: cefoselis, CAZ: ceftazidime
*MICs of CAZ were not measured in 2 strains

Table 10. Clinical efficacy according to diagnosis

No. of Clinical efficacy Efficacy
Diagnosis Drug . | Statistical test
patients  eycellent good fair poor rate (%)
CFSL 25 2 21 2 92.0 NS
Chronic bronchitis U: P=0.306
CAZ 24 4 19 1 95.8 ( F: P=1.000 )
CFSL 25 5 15 4 1 80.0 NS
Infected bronchiectasis .U: P=0.868
CAZ 19 3 13 3 84.2 ( F: P=1.000 )
NS
Pulmonary emphysema with CFSL 1 3 8 100
nfecti U: P=0.743
infection
CAZ 8 8 8 1 1 ( F: P=0.164 )
Old pulmonary tuberculosis with CFSL 6 1 5 NS
infection CAZ 7 2 5 (U: P=0.626)
CFSL 2 2
Bronchial asthma with infection _—
CAZ 2 1 1
CFSL 1 1
Diffuse panbronchitis —
CAZ 3 1 2
Other chronic respiratory tract CFSL 2 1 1
infections CAZ 5 3 1 1
CFSL 72 12 53 4 3 90.3 NS
Total (U: P=0.405 )
CAZ 68 17 44 1 6 89.7 x % P=0.866

CFSL: cefoselis, CAZ: ceftazidime
U: U-test, F: Fisher-test, x % x?*-test,
Efficacy rate: excellent + good/no. of patients

NS: not significant

* 90% confidence interval for the difference in efficacy rates: —9.2%~10.4%
95% confidence interval for the difference in efficacy rates: —10.8%~12.0%

1) EBIEH

BEEEFERMBATM R B 157 BICB T A2EMERRBES
YO Z2DWA % Table 14 2R L7z, CFSL # 81 i
6 Bl (7.4 %), CAZ BTix 76 Blvh 2 #1 (2.6%) (2RI
VERAPRBE L. RELZBEHOREITh LY
“EPNTTHY, RABIAREIAONEN ST
EIWEH OPIFRIE CFSL BETIX RS 2 B, FEk, R#k
MR R W, MR KA, THRAzE 1 BITHo 7
CAZ BTUREZA, RELVE 1L BATH-7. WTFHOH
VER b BB D GBI E, FLRRBRREOK

HE2PIETHI LI DHEET 5, A% ONE
FEEIZ L D ER,ITHEL 72

2) BRBREMRELD

FEFT I BB 156 Bl ) LR EH L DR BHEEE
SE LR Lho BRREMRE L% Table 15 IZ/RL
o BRRMRAMER X CFSL# 81 #dh 9 ] (11.1 %),
CAZ #¥ 75 B 10 B (13.3%) TH Y, WMEERORHA
BEICAEERIALON R 5720 ZORNFIE CFSL #
T GOT LA 5L b oL $% <, KT GPT Lk
A4tk HEBRHEZ 31 THo7. CAZ BETIHIFRIR
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Table 11.

Clinical efficacy according to causative organism

Causative No. of

Drug

Clinical efficacy

Efficac
4 Statistical test

organism patients

excellent

good

fair poor rate (%)

CFSL
CAZ

'S

2
1

S. aureus

2
1

CFSL
CAZ

S. aureus (MRSA)

CFSL
CAZ

S. pneumoniae

CFSL<CAZ*
(U: P=0.025)

CFSL
CAZ

M. (B.) catarrhalis

e A

CFSL
CAZ

K. pneumoniae

NN NN

CFSL

K. oxytoca
CAZ

CFSL
CAZ

P. aeruginosa

CFSL<CAZ* (U: P=0.045)
NS (F: P=0.200)

CFSL

Pseudomonas sp. CAZ

= O N

CFSL
CAZ

H. influenzae

NS
: P=0.332)

CFSL
CAZ

H. parainfluenzae

CFSL
CAZ

H. parahaemolyticus

CFSL
CAZ

NF-GNB

O H| = Ol Ol N|O =00 |N Olw N|Ww W3 (o = |N

CFSL
CAZ

w
5]
(5

Subtotal

w
[V

12

25
20

85.7
100

CFSL<CAZ** (U: P=0.006)
CFSL<CAZ* (F: P=0.055)

CFSL: cefoselis, CAZ: ceftazidime
U: U-test, F: Fisher-test, NS: not significant
*: P<0.10, *: P<0.05, **: P<0.01

NF-GNB: glucose non-fermenting gram-negative bacterium

WENS5 Lot b%<, RT GOT, GPT LA
gL 4, 3HTHole TRHOREEHINT
NLBEERERZEI DODHLIVIEEELZLOTIE LN
-7

3) BRERERE

AERBIUBAREMBRELHAREL CHEX
N7 BER MBI R 156 BIICBIT 2% Table
16 IIR~ L7

[RETHAH] LFMShEROE AL CFSL #
85.2 % (69/81), CAZ ¥ 83.8 % (62/74) TdH o7
kB, CAZ B 1 FlIFKBOE(LIC X 5 IFRHEEH
Hol-o (AW tHgshTsh, 20 1 flidoh
M TREREZFHE L. /2, BIEM, BRRE
HRENZDOOSNTOHIRETH 72 [IBIIRETH S
I TEHED-REEIX CFSL # 95.1 % (77/81), CAZ
B959% (7T1/74) THH, WIhbMAHMICARER
AN o7,

7. AH%

AR SR 141 PICB T 2EHE (FHULE)

& CFSL # 84.9 % (62/73), CAZ T 86.8 % (59/68)
Thh, MEMICAEZEIAONLE ) 57 (Table
17),

L. = =

CFSL BFHHEFHAL7 L RAEWETH Y, K
EOWbhWLIE=MR L7 2 RAAEWEICHBH
ANRYZ MIVHYLREINT WA, ¥IZ, S aqureus * i
Lo7 7 2BUHRICHT2HCIENIPRRTHY,
MRSA (23 L COHEEDOHE NI Z/RTY, In vitro 12
B AR, in vivo IZBVWTHHBE D ZRBEL
BERDDLVIETFHHEPB O, BRIk - &R
TUPHER SN TV B9,

BB ESEE R E L7, CFSL1E05g, 10g,
20g D1 H2NEETOF—7 2 REBE OFRTIZ,
WENOFREBETH 90 % ULEOBHENRBESIA TS
D, WEERLMEAEMELZSERE LR ER
B OMBEFELL 1M 1.0g, 1 H 2 BEkS % BEKA
RETHILICHEI RV EHIB SN,

ZZTH5NF A 1E CFSL D858 REHE T 5
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Table 12. Clinical efficacy with two causative organisms

Causative

. Drug N?' of Clinical efficacy Efficacy Statistical test
organisms patients  goxcellent good fair poor rate (%)
S. aureus + CFSL 0
E. aerogenes CAZ 1 1 ——
S. aureus + CFSL 1 1
H. parainfluenzae CAZ 0 o
S. aureus + CFSL 1 1
P. mirabilis CAZ 0 -
S. pneumoniae + CFSL 1 1
H. influenzae CAZ 1 1 o
P. aeruginosa + CFSL 0
Pseudomonas sp. CAZ 1 1 T
P. aeruginosa + CFSL 1 1
X. maltophilia CAZ 0 o
CFSL 4 2 1 1 0
Subtotal J—
CAZ 3 1 1 0 1
Total CFSL 39 7 26 4 2 84.6 CFSL<CAZ* (U: P=0.023)
CAZ 35 13 21 0 1 97.1 NS (F: P=0.111)
CFSL 33 5 27 0 1 97.0 NS (U: P=0.144)
Unknown
CAZ 33 4 23 1 5 81.8 NS (F: P=0.105)

CFSL: cefoselis, CAZ: ceftazidime
U: U-test, F: Fisher-test, NS: not significant
*P<0.05

Ao, REMBIVCEHBLFBRMNICTMT2EHN
T CAZ XL LR E £ L 72,

* R IZ, CAZ P ARRBONRKBTH 5B E
RYISEICESEZAL, TOFERRETDH S S. aureus,
S. pneumoniae, H. influenzae, P. aeruginosa 123
BISARZINTVEEFAY 7 2 ARAEWETH
52k, BURAXRZ PADBEKFLEBLTDB T L,
BEABESHRICAHSINT TIZZOERER ML LT
WBIZEEEERLTEELL, CAZ D5 RIIE
HEBTHY, cefepime (CFPM)', cefclidin
(CFCL)"™, cefozopran (CZOP)™® Zxt#g& L7-@H5
HIRYIE IZ BT B HERBRIIB T, Z0H NI
ZENhTWBH1H20g (i) & L7

SHORBABROBEFEFL L LT 167 #
(CFSL # 83 #l, CAZ B 84 #l) »4Efxh, key
code DHAHFO/NERHZICB VT, ARBROEME
EOBRBIC LA TEFIZRE L, WATNREZ R
E Lo TOMR, BKRHRMBATNREIT 140 F1
(CFSL # 72 #l, CAZ # 68 #l) ThHo7:o BEER
BWT, HEHOKE, BREBIUFT /—EL
Pl 156 % kifidb L AR LRAHHARBD LML, &
NoOBEEREFIINTIMEL LT, EEEEL
EAHOCTERDROEHENZED 90 % FHEXHZH
BLEEZA, FRNFEN-T7.8%~10.5%, —7.6%~
11.0%, -8.5%~10.8% LHIER EnETRL,
WEFROBE S AP RIETETH o720 BEXD
MR LB TR ERTH L EEZ LN,

BRIRZ R Tid, CFSL % 90.3% (65/72),
CAZ # 89.7% (61/68) DAMEIESNMBEL HIC
90% FiEDENL-BRBETHY, AEEZAOhE D
2o HEIEDZ (CFSL ¥ -CAZ #) O 90%EHEXH
3 -9.2%~10.4% THY, BKNICHFBEINDLEA%:
10% & LB AoRSEMRRIETE -, —F, BED
HEREBICBIT S CAZ ORE (HHE) 13 84.5%
(CFPM k#tikER), 80.0% (CFCL LE#RE"™),
88.3% (CZOP HLERER®) Thh, ARED CAZ O
BRI REVETH > 77,

ERED DRI EIZB VT P. aeruginosa BHIES
BT CFSL # ORBEIREIRAS CAZ I HREHHDT
Holzh, BEDMDOL T = AZHFAEWE O LBRER
HIZBT % P. aeruginosa MBI THD CAZ DEHEE
66.7%'" B X V" 83.3%, CFPM TIt 78.6%", CZOP
Tl 62.5%'° TH Y CFSL HOERE 62.5% 1%, =h
LEHBLAGEAHIBEVLDTIE AL, EHERE
BlamrsEMBENICAEREIEDOA G720 —
Ji, 8. pneumoniae \2BWT, WEEE HEBAYUL
X2 bbd CAZ BTEMFINEL U RETHEE
ZROLHEAICOVTIE, BEOERRFICELED
§, 7, HiKJIE CFSL BB EFRVW L, B
JOKRHNBBIWHABEMLTEL LY, AHLE
bELEB/EV. ZROEBTIIWEEL 12 90% Hik
DEVERERFONTHWBI L LY, CFSL X CAZ
ERIBRICIEVEISHEZ AT 2 HATH 2 2 L HRB
ahz,
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Table 13. Bacteriological effect according to causative organism

Causative No. of . Eradication
. Drug . Eradicated Persistent Statistical test
organism strains rate (%)
CFSL 6 6
S. aureus I
CAZ 3 3
) CFSL 9 9
S. pneumoniae S
CAZ 8 8
CFSL !
Subtotal 15 15 0 100 o
CAZ 11 11 0 100
CFSL 3 3
M. (B.) catarrhalis —
CAZ 3 3
. CFSL 2 2
K. pneumoniae S
CAZ 3 3
CFSL 0
K. oxytoca —
CAZ 2 2
CFSL 0
E. aerogenes
CAZ 1 1
CFSL 1
P. mirabilis ! —
CAZ 0
. CFSL 9 4 NS
P. aeruginosa
CAZ 8 (F: P=0.294)
o CFSL 1
seudomonas sp. CAZ 0 —
. CFSL 1 1
X. maltophilia —
CAZ 0
. CFSL 8 8
H. influenzae —
CAZ 6 6
. CFSL 1 1
H. parainfluenzae —
CAZ 1 1
) CFSL 0
H. parahaemolyticus R
CAZ 1 1
NF-GNB CFSL 1 1
) CAZ 0
Subtotal CFSL 27 22 5 81.5 NS
Hbtota CAZ 25 23 2 92.0 (F: P=0.422)
CFSL 42 37 5 88.1 NS
Total
CAZ 36 34 2 94.4 (F: P=0.422)

CFSL: cefoselis, CAZ: ceftazidime
F: Fisher-test, NS: not significant

NF-GNB: glucose non-fermenting gram-negative bacterium

RERW I A FIZ LR T CFSL & 88.1% (37/42),
CAZ B 94.4% (34/36) #mL, WEEICAEEEIADL
hhoiz,

75 A% EOWEEEIL, CFSL # 100% (15/15),
CAZ ® 100 % (11/11), 7 5 »ReMEH TI&, CFSL #F
81.5% (22/27), CAZ ® 92.0% (23/25) THH &I
BOBREEIHEON TV 2,

F-BMICA B L, S. aureus (¥ CFSL #£12 6 #k,
CAZ BIZ 3 kAL NIzH, EWIHEL T, P
aeruginosa & CFSL BT 55.6% (5/9) & CAZ B D
87.5% (7/8) \ZH~RB LW VIHEETIED - 728, b
DEREBETHD CAZ DHEFE L 53.8~55.6%"",
CFPM T 50.0%', CFCL T 73.3%*, CZOP T
60.0% TdH Y, AHEIFZFREOEFTH 7. LI
75T, P. aeruginosa % RRH & 5BV SGE AR

W LTH, CFSLIZARLEATHD LEZ NI,

BIfEM & CFSL B 6 #1 (7.4%), CAZ # 2 (2.6%)
WA LNIA, FORNRERZVTRLPEELTORS,
®¥E, TH%ETH -7, CFSL DBEMEHREBHEE X —#
BRABTORAE (1.2%) L, RREHHOT
HolH, REOMDOET7 « L RZMAEMHEOEMERE
REASE VIR 5 % RERBE B CFPM 5.8%", CFCL 4.5%".
CZOP 6.6%'® L _"EWHDTIEHd -7,

BKMEMEELZHORHAFEIL CFSL ¥ 11.1%
(9/81), CAZ # 13.3% (10/75) TH Y, ZOE%HDH D
UFEEERIY %, GOT, GPT D LR L ETH 7. BRI
MAEMRFEORIED G O Mo MR ER o BT
(CFPM 17.6%", CFCL 23.5%", CZOP 27.7%%) X
DA 5 720

7, BEMFMIIOVWTIE, 4K (RETH 5
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Improved/ Statistical
Days | no.of patients Improvement rate (%)
Symptom after pal °. test
CFSL | cAZ |0 10 20 30 40 5 60 70 8 90 100| (yZorF)
Body 3 | 45/60 | 42/58 oe | NS (P=0.913)
temperatureg 7 47/56 44/52 \‘i\‘ NS (P=0.868)
14 | 336 | 3132 “*o| INS (P=0.203)
Cough 3 | 28m1 | 30/68 L = S NS (P=0.698)
7 | 5269 | 46/63 s NS (P=0914)
14 | 3744 | 2887 o[> NS (P=0.505)
Volume of 3 | 1972 | 24/67 —o:f.. NS (P=0.308)
sputum 7 | 39r0 | 3861 A NSRRE NS (P=0.558)
14 | 29/45 | 29/35 © NS (P=0.115)
Property of 3 | 3772 | 3967 o . NS (P=0524)
sputum 7 | 50M70 | 48/61 SN NS (P=0.451)
14 | 3745 | 3235 e "° NS (P=0.332)
Dyspnea 3 | 2542 | 22/39 ot NS (P=0.953)
7 | 3141 | 3136 Joo NS (P=0.383)
14 | 2304 | 20m2 o | NS (P=0600)
Chest pain 3| 46| 46 NS (P=1.000)
7| 46| 66 “7"-¢ NS (P=0.455)
14 | 5/5| 55 NS (P=1.000)
Rales 3 | 1557 | 1455 O NS (P=0911)
7 | 3155 | 3451 e NS (P=0.888)
14 | 2937 | 26/30 "o NS (P=0.525)
Dehydration 3 5/ 17 78 — 1 o NS (P=0.569)
7 v/ 77 =0 |NS (P=1.000)
14 | /6| &6 NS (P=1.000)
Cyanosis 3 34 811 oty —
7| 44 | w11 o
14 | 33 88 —
WBC 3 | 3747 | 3446 o. a| NS (P=0.763)
7 | 4v49 | 3745 ?’\ NS (P=0.930)
14 | 3236 | 2226 o NS (P=0.710)
ESR 3 | 744 | 1147 oo NS (P=0526)
7 | 1648 | 1846 e NS (P=0.711)
14 | 15/35 | 23/33 I TT-o CFSL<CAZ* (P=0047)
CRP 3 | 25/60 | 30/63 o | NS (P=0.630)
7 | 4766 | 40/60 = 3 NS (P=0.720)
14 | 3144 | 3238 ° NS (P=0.226)
CI;’SL:2 cefoseli‘s, CAZ ceftazidime ©® — @ cefoselis
x % x%test, F: Fisher-test O --- O ceftazidime

*P<0.05, NS: not significant
Fig. 2. Improvement rates of clinical symptoms, and laboratory findings.

Table 14. Adverse reactions

Item Drug CFSL CAZ
No. of patients evaluated for adverse reactions 81 76
No. of patients with adverse reactions 6(7.4%) 2(2.6%)
Statistical test (F) NS (P=0.278)
Severity” mild moderate mild moderate
fever b
eruption 2 1
Adverse nausea 1
reaction vomiting 19
diarrhea 1
peripheral coldness 19
dyspnea 1

CFSL: cefoselis, CAZ: ceftazidime
F: Fisher-test, NS: not significant
"no severe adverse reaction was observed, "~identical patients
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Table 15. Abnormal laboratory findings

Statistical test

Item Drug CFSL CAZ (
XY
No. of patients evaluated for laboratory findings 81 75 NS
No. of patients with abnormal laboratory findings 9(11.1%) 10(13.3%) (P=0.858)
WBC | - Neutro. (Stab) t - ALP t - BUN 1t 1
Urine sedimentation (RBC) t
Eot 3 3
Eot! - Platelet t
Eot - GOT t 1
GOT t
GOT t - GPT t 3 3
GOT t -GPT t - ALP ¢
T-bilirubin 1 1
Urobilinogen positive 1
CFSL: cefoselis, CAZ: ceftazidime
x % x*-test, NS: not significant
Table 16. Overall safety
Overall safety L
No. of - . ,  Safety Statistical
Drug . completely essentially . | |
patients problematic  not safe | unknown® | rate (%) test
safe safe ! !
| 1
CFSL 81 69 8 2 2 } 0 ' 85.2 NS
— ; . U: P=0.842
CAZ 74 62 9 2 1 | 1 [ 83.8 x*% P=0.985
1 ]
CFSL: cefoselis, CAZ: ceftazidime
U: U-test, x* x*-test, NS: not significant
» excluded from the safety rate calculation Safety rate: safe/no. of patients
¥ 95% confidence interval for the difference in safety rates: —11.3%~14.1%
Table 17. Usefulness
Useful
D No. of set nes: o Usefulness Statistical
t
e patients very useful SHEntY not useful  rate (%) test
useful useful
CFSL 73 11 51 7 4 84.9 NS
U: P=0483
CAZ 68 14 45 3 6 86.8 ( 1% P=0.944

CFSL: cefoselis, CAZ: ceftazidime

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

Usefulness rate = very useful + useful/no. of patients

+ 95% confidence interval for the difference in usefulness rates: —14.8%~11.1%

BLE) 13 CFSL # 85.2% (69/81), CAZ # 83.8% EWEATHIEAHEAI N, BYUGEREREICN L
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The clinical efficacy, safety and usefulness of cefoselis (FK 037, CFSL), a new parenteral
cephalosporin, were evaluated in chronic respiratory tract infection in a comparative study with
ceftazidime (CAZ). Each drug was administered by intravenous drip infusion at a dose of 1.0 g
(potency), twice daily for 14 days. The following results were obtained.

1. A total of 167 patients were enrolled in this study. Efficacy rates (“good” and better
responses) were 90.3% (65/72) in the CFSL group and 89.7% (61/68) in the CAZ group.

2. Bacteriological effects (eradication rates) were 89.2% (33/37) in the CFSL group and 94.1%
(32/34) in the CAZ group.

3. Adverse reactions occurred in 6 of the 81 patients in the CFSL group and in 2 of the 76
patients in the CAZ group. The incidence of abnormal laboratory findings was 11.1% (9/81) in the
CFSL group and 13.3% (10/75) in the CAZ group.

4. Usefulness rates (“useful” and better responses) were 84.9% (62/73) in the CFSL group and
86.8% (59/68) in the CAZ group.

No significant difference was observed between the two groups in any of the above items.

The results indicate that cefoselis is a useful drug in the treatment of chronic respiratory tract
infections.

This paper reports clinical results excluding cases violating Good Clinical Practice (GCP) found
after publication of our previous paper in “Jpn. J. Chemother.” (Vol. 43, No. 4, 1995).



