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B2 077 ABMREICH LIBLCHEAXRZ bV, WHLE
H#RL, B-lactamase (IXLTHRETHD, BHAND
Koo, F/,
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28 5% THHILARENT VS, HMETHRERL &

— R RERIC BT BRI 41 B AR REY S
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Wi% % %442, CFSL 0.5 gx2/H, 1.0 gx2/H, 2.0 gx2/
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BB WET 5o

methicillin resistant Staphylococcus
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Fig. 1. Chemical structure of cefoselis.
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STEREE L CTIIMEMMRICESEZATHE7 b
REFHBEMEDH B, KA LHEAXT P UIE
PLTHBY, FHEMBTHRNBED U2 X -7 CAZY
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7 2 ARMAEMEOEHERLZMBT 2B ZENNDH S
DTHH LW L E LT,

8. B W%k

B - BRAEHE, BISXEITROBY L L, BK
ER, BEMEERIFERE LCTEHBESTAZLE L,
ZDOMDOKAIE Table 1 DAY V2 — IV TERL 72,
1) BERAER

(1) fKiE: 1 3 4 BRE (LE) §5, 2725 L#R
FiIZ1H2ETH AWV

(2) Bk + (ERIEEINLZEE), +, -0 3
Bk

(8) Wggk: B--++ (50 mVHLLE), + (10 mV/H
Lk 50 mlI/H ®#), + (10 mVH &), - (%L
L) O 4 Bxps

PRt (P), MMt (PM), R (M) O 3 K
F&

(4) MREE: + (RENFRORE), +, —D3EK
3

(5) M@ +, -0 2B

(6) MEIE: +, +, — O 3IEE

(7) BAARIER: +, - 2 BR

(8) F7/—¥:+, —0 2K

(9) REZOMEBERERSEY D 5HETEAMICE
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EHxIT-720 MIC 2 & HMEATHETELRVWEEIEZTHL
SORMEMERAELIC) RS =MLY - -
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{L2E itk SRR ICREVIlE L 72,

3) BEREAEIR

REREA RS BBHRICE L -BEERICOVWT, £

Table 1. Items and schedule of laboratory tests

Time of testing after entry
Before

Item (Day of treatment)
entry

7 14
Chest roentgenography L ] ( [ ] o
Bacteriological exam. ([ J ( J o  J
Arterial blood gases O O
ESR (1h) [ J ([ J ( J [
CRP o [ [ ([
RBC [ J ® [
hemoglobin [ ] [ ] [ J
hematocrit [ ] [ J [ J
Blood studies WBC ( J ([ o [ J
differential WBC count ([ J ( o [ J
platelets { ] [ ] [ J
prothrombin time O O
GOT o o ]
GPT [ ] [ J [ J
AL-P o ([ J ®
) LAP [ [ [ ]
Blood chemistry , -GTP Ps ° °
total bilirubin [ ) ® o
BUN [ J ([ o
serum creatinine o [ ) [
protein ([ J ® o
_ ) glucose [ J o o
Urinalysis urobilinogen [ J o [ ]
sedimentation* O O O
Mycoplasma antibody (CF or HA) [ ] Y
Chlamydia antibody (CF) [ ®
Cold hemagglutination [ ] ®
Coombs’ test O o

@: indispensable, O: should be performed whenever possible

*should be performed when proteinuria is observed
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1. Y, 2. %5db, 3. TieHdy, 4. 551,
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Table 1 \ZRLZHHBIZDOWTHRIKRA % £ L 72,
B R R A B I A (YL ER QKW TER - BE0H
Exitv, RREARSHBHZICRELHHIA DN,
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ELTCEEMED LIRS FEICHEST 2 F THHH
EThHILEL, £/, BRELEY (Bl 2460
TE, RBEAEORRURE BB ONRE, MERE,
PR, BELREMREREONBMLR L 2H
ZLTROSETHEL, ZOMRE I A MR
AL B, 7HD 1, 2, 3 2BEKREERTELH
LT K720 B, BELHIIOVTIX [HH
BICE BBBRIEFICB T LEIER, BRREBRED
HERE (R)2] 2BZIILCEFELHOFEZHE
L, HYROHEL DESEHIIOVTHRI L,

1. Y, 2. %5dY, 3. Wighkd v, 4. 5% L,
5. %L

5) M X HeA

W5 pMGE, 3 A%, 7 Ak, 14 B, B5HRT -
IR ORISR X MBRAEZERL, EFRKEEIIAT v
FErELLBMEL-BEEZNEHSHERRE L
TR L7,

II. % & & ff

1. HY4ERME (X E)

KRR, MEFRME BELEE, AR
WTEMERBICE W TEHBOERICE ) HELYE
L7

1) ERRIE

BRERAEIR, FMIREL, Kb XU CRP 2L DHEMM
EFROBFELBEL L, [E], TN, [PFH
w1, TEX] o4 BRETHEL
2) MBEFEMEIR

RAHLEESNIRMBOHERZ D & [HK]
TR, TARZ], THRR]) O 4BBETHELZ,

3) BUEREE
BIfEH, -3 EBARREBEORELBZAREL TX
D4 BERETHRE L

1. ®R&THH EMER - BERREMREEHLL),
2. 1B3RETHS BIEA - BRREBRFELEDZ R
DN, MLE TRGEFETESREE), 3. REMkICH

W2H 5 (EEN - BRKRAEM LT 220, A
FHOBED 5V IEERESEELEE L2, &Y
BETRE R ARIE), 4. REeTHR RIEH - BKB AWM
RELG %D, RBEAH ORGP LETH -,
FEHPETRETH 72 D)

4) HHY%

BRRAD R, MEERRE, BMEREELREZHEL
Tl&bbTHAL THHR] [RRFH] TAHTEZ
W] D4 BRBETHEL .

2. INEHZTORKE

ANEHE T YR L D IRB S W ERGHTE S
FUMER X #7 1 VA% S LI MR B SAER
DR, WK, BEEBIUCHEYEHNEOR YL
BEt L, TG UCTHYEM & H#Eo L, _E L7

T, W X B7 1 Vakmgl, BEOLASY &
R OMWIRD S REBRE R Ui 0, BEEHPHAT MM
FEBICbEb0% 10 EHEL, 11 BERETHEL
72

B, 4375 X<IINTAPMAEMIIOVTIE,
CF YA fli T 64 f5LA E, THA HifRMli T 320 5L E %R
L72bo, 3LERTMET 4 U LD LR ZED
bor~xAtars Akl 773IY7 CF
Pitkd 32 0L L, HLABRTMETAHEULEDO LR
FRDLELOE I ITHIRE L, 7272L, <A
75 AR, 75IIVTHELEINRTLRERER
H, AMERMEZH LIE P HEREDBALN DRI,
FFRELEMICHE LHESERRE OGS & L
FRBBRERSIZOWTIE 512 U EZRLZD D
DD HLEEMIK, F1MEREDH %\ id CRP 2o/l
PR & & 2 SN B EF U 2 R RN % (PAP)
Ll 2B, A2 773 AXAXHbAIEI77ITTD
BB X O PAP ZAMNB X OFHEORITN R
oA L7z

BRER - TR, BRRERKICOVWTIE, —&D
e (Table 2) 12d EDWTRESL, HE5H & #%5H
%3 B, 7 B, 14 HEZ LB L /2. WX R
ZoWT S &I H O 8 %E S L CRBRICHRET L 72,

3. JEBFIOHY B X U key code DI E

MEEAB XU Y O —5 —IX key code FAHATIZ
FEBI O Y JDIZOWTIHEL, BT RALIEL
720

BIEFOF— s HMEHR, TP —=F—12L D key
code 23BAE X 7z,

4, MEHENT
AT ET B IZ D W TIE key code BATRIIZ/NER 2 THh
RIELT REICRTF—yORE - HHIIRLTH
# % y? WE, Fisher OB EM FEH4L, Mann-
Whitney @ U BEZ W7z, %&b, BEiImil 5%k
Her L, HEEIZMM 5% B XAz, &, P<
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0.10 DHEIEX, BELLTHEIIOARL, F72,
BB L IO R G A RAET 5 72O IR BRI
BULENEDED Q0%EHX M 2B LIz, T
Qb= —DFYEOTFIZHERERS LEHRRXNETE
PRAE T 1 22 2397 - 72
Im. & % ik #&

1. RBEIER DB & OB HR5

RBEIERIZ 178 BITZDOMRIZ CFSL # 89 #,
CAZ # 89 HITH » 72 EFIRETNERRIIBVTH
e LToBG 2R LR, A0 (BRR

R), BAtEER, HRHRAESE BEREES XA
DN G613 % 4 138 #1 (CFSL # 74 #1, CAZ ¥
64 %), 170 B (CFSL % 86 %I, CAZ & 84 #1), 165
% (CFSL & 86 #I, CAZ B 79 #), 166 % (CFSL#
86 B, CAZ B 80 #1) 3 X1~ 138 fl (CFSL & 74 #,
CAZ B 64 #l) T#H 72 (Table 3). %HB, RARIEK
B2 1 # (CFSL Mitk, CAZ BtE) #EDHhi-2,
ABNUIRERICEFGF SN d o7,

Table 4 \[Z&HHEHEB 2B 1T 2 A RABEHZ —ELT
~L7z (Table4),

Table 2. Criteria for evaluation of clinical symptoms and laboratory findings

Grade
Symptom - * H- - e
Body temperature (TC) <37 =237~<38 238~<39 =39
Cough - + +
Volume of sputum (ml/day) - <10 10~<50 250
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +H
Dehydration - +
Cyanosis - +
WBC (/mm?) <8,000 =8,000~<12,000 =12,000~20,000 =20,000
ESR (mm/h) <20 =220~<40 =240~<60 260
CRP - + + 2+,3+ 4+,5+ 26+
M: mucous, PM: mucopurulent, P: purulent
Table 3. Case distribution

—— clinical
efficacy

| adverse

reactions
Total no. of

patients

laboratory
findings

— overall
safety

L usefulness

CFSL: cefoselis, CAZ: ceftazidime

No. of patients No. of patients

evaluated excluded
CFSL 74 CFSL 15
— CAZ 64 1 CAZ 25
Total 138 Total 40
(_IFSL 86 CFSL 3
— CAZ 84 | CAZ 5
Total 170 Total
CFSL 86 CFSL 3
— CAZ 79 [ CAZ 10
Total 165 Total 13
]
CFSL 86 CFSL 3
— CAZ 80 — 1 CAZ 9
Total 166 Total 12
CFSL 74 CFSL 15
—1 CAZ 64 1 CAZ 25
Total 138 Total 40
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Table 4. Reasons for exclusion from evaluation

x\ﬁvaluation Clinical efficacy ~ Adverse reactions  Laboratory findings ~ Overall safety Usefulness
Reason —__ Drug CFSL CAZ CFSL CAZ CFSL CAZ CFSL CAZ CFSL CAZ
Ineligible disease 11 15 0 0 0 0 0 0 11 14
Serious underlying disease or complica- 2 2 2 2 2 2 2 2 2 2
tions
Unevaluable due to asphyxia by sputum 0 1 0 1 0 1 0 1 0 1
Concomitant therapy with steroid or 1 1 1 1 1 1 1 1 1 1
antibiotics
Not administration due to ineligible dis- 0 1 0 1 0 1 0 1 0 1
ease
Duration of administration too short 1 4 0 0 0 0 0 0 1 3
[<3days (6 times)]
Unevaluable for clinical efficacy due to 0 1 0 0 0 0 0 0 0 1
discontinuation (patient’s refusal)
Unsatisfactory laboratory tests 0 0 0 0 0 5 0 4 0 2
Total 15 25 3 5 3 10 3 9 15 25

CFSL: cefoselis, CAZ: ceftazidime

Table 5. Patient backgrounds (1)
Drug CFSL CAZ

Statistical
Item No. of patients 74 64 test
male 44 38
Sex P=0.870
female 30 26
15~19 1 1
20~29 1 1
30~39 4 5
Age (yr) 4049 > o P=0.354
50~59 9 9
60~69 22 17
70~179 17 19
80~97 15 7
28~<40 9 7
=40~<50 28 24
=50~<60 22 20
Body weight (kg) 260~<70 8 9 P=0.925
=270~<80 5
=280 0 1
unknown 2 2
Bacterial pneumonia 71 59
without mycoplasmal
or chlamydial infection
Mycoplasmal or 3 5
Diagnosis . . P=0.472
chlamydial pneumonia
with bacterial infection
[Mycoplasma 0 4]
Chlamydia 3 1
mild 20 19
Severity moderate 53 44 P=0.753
severe 1 1
Underlying disease or absent 28 20 P=0528
complications present 46 44
absent 54 51
Pretreatment with present 14 1 P0421
antibiotics unknown 6 9
Concomitant drug :)}:::;tt ji zz P=0.312

CFSL: cefoselis, CAZ: ceftazidime
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2. BABRHAT

AERT N RE] 138 FIOBRBEREATIT L DEH
534 % Tables 5~7 (2R LB THEBLL 720

BEEIOER, FTR®H HAMRKS & OCBHIRIML Z X
BESTECBVWTHEZLYEIZDON, /2, B
HIHFIZBNT P A 15 RGO HEHFRD N
2o ZOMOHEEIIBVTIE, WBEMICAHEIZADS
Nehoiz,

3. BREBIUVEAMRTH

AR 138 Bl H HLEKEAHH L 25T
43 #l (CFSL % 18 #l, CAZ B 25 #l) TH o7
(Table 8)., HiME &Y :x CFSL # 15 #l, CAZ # 22
B, BB AESE CFSL ¥ 3 6, CAZ# 3 HITHDY,
WHRERICIX S. aureus, Streptococcus pneumoniae,
Haemophilus influenzae 7% s iz, BEEHE
SNz 49 Bk, B/ARBEMILEBE (MIC: 106 CFU/ml)
ZWET BT EHTEHIL 29 ¥k (CFSL # 16 #: S.
aureus 4 ¥k, S. pneumoniae 4 ¥, Klebsiella oxytoca
1 #, Klebsiella pneumoniae 2 ¥, H. influenzae 3 ¥,
Pasteurella multocida 1 ¥, Acinetobacter calcoaceti-
cus 1 ¥k, CAZ B 13 #: S. aureus 2 ¥, S. pneumoni-
ae 3 ¥k, B # B-Streptococcus 1 ¥k, Moraxella

(Branhamella) catarrhalis 1 #, K. pneumoniae 1#%,
Pseudomonas aeruginosa 1 ¥, H. influenzae 2 ¥,
Haemophilus parainfluenzae 1 #, A.calcoaceticus 1
) OWEH KT S MIC A4 mERTEHBL Ty
7z (Table 9)o ¥ 7= MIC #% 12.5 ug/ml LA EDHEIE
CAZ #IZ 2 #%H Y, S. aureus 1 ¥k, S. pneumoniae 1
BThH -7

4. BRRZFR

1) BRRZIR

CFSL B#OBRMFT 74 BIhER 17 B, % 51
Bl, RRAE% 2 B, BX 4 BITHBHE (FRUL,
68/74) 91.9%, CAZ B OBEKRIRIE 64 HIHER 14
B, £%h45 B, AR 26, B IBTHYE (F
UL, 59/64) 92.2%ThH Y, WMHMICATREIAS
hih otz ERFEDZE (CFSL # - CAZ #) D 90%
ZHEX M X Table 10 IZ/RT &£ H 12 -9.3%~8.8%Tdh
D, BRIICHESNEEZEAR 10%L L7-BEOR%
HIIKRAET & 70

B, BEITIHEMELENOYAL T T X%k
HBVIE7 7 I VTHREH L HE S N AES & EH
L 728k % Table 10 FTEIZ/AR L7,

2) HEFAEEER, E@EKRE - GOHEA BREEKRR

Table 6. Patient backgrounds — primary symptoms — (2)

Drug  CFSL  CAZ

Statistical

No. of patients 74 64 test
Item
<37 15 10
Body temperature (C) iz;: : 22 :i 22 P=0.855
=39 13 8
- 1 3
Cough + 40 33 P=0.757
+H 33 28
- 6 7
Volume of sputum +(<10) 36 31
P=0.778
(ml/day) + (10~<50) 31 23
++ (250) 1 3
- 6
Property of sputum M 6 P=0.187
PM 28 26
P 34 23
- 49 48
Dyspnea + 19 12 P=0.272
+ 6 4
Chest pain - o1 ’1 P=0.707
+ 17 13
- 15 23
Rales + 43 30 P=0.078
+H 16 11
- 61 57
Dehydration . 18 . P=0.272
- 69 60
Cyanosis . 5 4 P=0.905

CFSL: cefoselis, CAZ: ceftazidime
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Table 7. Patient backgrounds — laboratory data - (3)
Drug CFSL CAZ
Statistical
Item No. of patients 74 64 test
< 8,000 14 19
= 8,000~<12,000 23 25
WBC (/mm?*) =12,000~<20,000 32 17
220,000 4 2 p=0.025
unknown 1 1
<20 3
220~<40 8
ESR (mm/h) 240~<60 15 13 P=0.458
260 38 32
unknown 13 8
- 0 0
E 5
CRP 2+, 3+ 16 16 P=0.375
4+, 5+ 28 21
26+ 23 25
unknown
=280 4
260~<80 17 11
PaO: (mmHg) 240~<60 12 3 P=0.013
<40 0 0
unknown 45 46
<49 29 18
PaCO: (mmHg) 249 0 0 —_
unknown 45 46
0 0 0
1~2 11 10
3~4 41 40
Chest X-ray findings 5~6 17 12 P=0.455
7~8 4 2
9~10 0 0
unknown 1 0

CFSL: cefoselis, CAZ: ceftazidime

B5-BmRE O BEAERE, KA - SPHEDH ERRK
ME % Table 11 IR L7z, HAEBENIIZEER T
CFSL # 95.0% (19/20), CAZ #100% (19/19), %
fEBI T CFSL # 90.6% (48/53), CAZ # 88.6%
(39/44) DAEMFEEZRL, WThbAEEIEDOLN
b otz, BEFEFIE CFSL B, CAZ #%& 1 HICED S
h7=25, WIFhLEHULORKETH -7,

—%, EBER AHEOAENICIEDEST
CFSL % 92.9% (26/28), CAZ B 100% (20/20), #
DIEFIT CFSL B 91.3% (42/46), CAZ # 88.6%
(39/44) OEHEEZRL, WTFhIAFEEIRDLN
Aotz

3) REREARIERRI)E

ARSI SN 7-ER 43 #1 (CFSL # 18 #l,
CAZ 8 25 Bl) 2oV TRERNICALERDRZR
AL, BREL LTSRSz S pneumoniae
T 5AERFE L CFSL B 6 #irth 5 BIANERU L,
CAZ B3 7 BIh&RIAEMUETH Y, HBEIERHIS
BT 2E%EIZ CFSL & 86.7% (13/15), CAZ #

95.5% (21/22) LWEMICAEREERIAOh R, 57,

T, REESHBELLEMNCBT2EHERR, £
hZh CFSL B 88.9% (16/18), CAZ ¥ 96.0%
(24/25) LWMBEICEREZIAON o0 51T,
BEAMBRB SN2 5 RERAICOVWTOEHERIZ
CFSL # 92.9% (52/56), CAZ B 89.7% (35/39) T
& -7 (Table 12),

5. MEZHRIR

RERICEZANRB SN, ZoORBIRF SN
43 JEf (CFSL: 18 i, CAZ: 25 #l) [Z2oWTHED
AR R ERET L7-ER, CFSL #TIdiH%k 18 #l
TIHEH 100%, CAZ BETIZH%k 24 BITHEEK 96.0%
ThHoT

REARNOMEFENZI R Table 13 (IR LZED T
b, /I LMW TIZ CFSL # 100% (12/12),
CAZ # 100% (13/13) TH Y, 77 2BEEHTIX
CFSL # 100% (9/9), CAZ # 93.3% (14/15) T®h -
720 BHRICBIT HHEFIZ CFSL B 100% (21/21),
CAZ B 96.4% (27/28) ETHEL b EWVHERNH O,
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Table 8. Distribution of causative organisms

Causative organisms CFSL CAZ
Monomicrobial infection
S. aureus 3 2
S. pneumoniae 6 7
B -Streptococcus 0 1
Group B f -Streptococcus 0 1
M. (B)catarrhalis | o |1
E. coli 0 1
K. oxytoca 1 1
K. pneumoniae 1 0
P. aeruginosa 0 2
Haemophilus sp. 0 1
H. influenzae 2 3
H. parainfluenzae 0 1
P. multocida 1 0
A. calcoaceticus 1 1
Subtotal 15 22
Polymicrobial infection
S. aureus + K. pneumoniae 1 1
S. aureus + H. influenzae 1 0
S. pneumoniae + H. influenzae 1 1
M. (B.) catarrhalis + H. influenzae 0 1
Subtotal 3 3
Total 18 25
Unknown 56 39

CFSL: cefoselis, CAZ: ceftazidime

AREZEIRD LN H 572,

RESLCHONREBETLLE RSN S,
pneumoniae, H. influenzae £ U S. aureus i\ §h
DEIBVTHEHRIEEL 7

6. HER - TR, BREREMS L OWE X B RO
SR

FEIR - TR B X R AERE, W X AR o5
BEE5MG3, 7, 14 BH#®O 3 R THELA (Fig
2), REEIIZE RGN, 1 KRB LRELS
GrdELL, FFEMBICBWTREHEBRI»S>DE
By [EHE—-E®E] £ [BE-BE] THo700
DEFE»SBRCTHERERTH L 2. K - TR,
BRIRMRAMES L CWBXTROVThOEHBIZBWT
LMFEMICARERRD O o7

7. RBIfEH, BRREERELZHS L UOBEREK

1) BIfEH

Bl A IR AT X R B 170 B BT B RIVER RBER S
XU ZDHNE#% Table 14 IR L7z, CFSL & 86 #lH
3% (3.5%), CAZ B Tix 84 b 3 ) (3.6%) IRk
HA»REB L. BELIZEMEHORER VTR HE
EUTTHY, BRRIIATEZIAON L o7, B
YER OMRIZ CFSL B Tid 52k 1 51, SIHE1HI, TH 1
BITHY, CAZ BHTIIRERAER 1 6, HERAIRE1

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 0.20 039 0.78 156 3.13 6.25 125 25 50 100 >100 test
CFSL 16 4 3 1 2 2 3 1
CFSL P=0.723
CAZ 13 3 2 2 1 1 1 2 1
CFSL 15* 3 2 2 1 3 3 1
CAZ P=0.307
CAZ 13 2 1 1 2 1 2 2 2
CFSL: cefoselis, CAZ: ceftazidime
*MIC of CAZ was not measured in 1 strain
Table 10. Clinical efficacy
No. of Clinical efficacy Efficacy
Diagnosis Drug . Statistical test
patients  excellent good fair poor rate (%)"
A . CFSL 74 17 51 2 4 91.9 NS
Bacterial pneumonia
CAZ 64 14 45 2 92.2 U: P=0.926
8 : (x % P=0.802 )
Bacterial pneumonia without CFSL 71 17 49 2 3 93.0 NS
mycoplasmal or chlamydial infec- U: P=0.877
tion CAZ 59 14 40 2 3 91.5 (X 2. P=0.980 )
. 3 0 2 0
Mycoplasmal or chlamydial pneu- CFSL 1
monia with bacterial infection CAZ 5 0 5 0 0

CFSL: cefoselis, CAZ: ceftazidime

U: U-test, x* x*-test, NS: not significant
Efficacy rate: excellent + good/no. of patients
+90% confidence interval for the difference in efficacy rates: —9.3%~8.8%

95% confidence interval for the difference in efficacy rates: —10.8%~ 10.2%
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Table 11. Stratified analysis of clinical efficacy

No. of Clinical efficacy Effi
Item Drug . cacy Statistical test
patients  excellent  good fair poor rate (%)
CFSL 20 5 14 1 0 95.0 NS
mild U: P=1.000
CAZ 19 4 15 0 0 100 (F- P=1.000 )
CFSL 53 11 37 1 4 90.6 NS
Severity moderate _— : S U: P=0.961
cAZ 44 10 29 2 3 88.6 (/ P=0.961 )
CFSL 1 1 0 0 0
severe —
CAZ 1 0 1 0 0
CFSL 28 11 15 0 2 92.9 . NS
. absent U: P=0.342
Underlying CAZ 20 4 16 0 0 100 (F.p_05o4 )
disease or —_— el
complication CFSL 46 6 36 2 2 91.3 NS
present — U: P=0.504
CAZ 44 10 29 2 3 88.6 ( F- P=0737 )

CFSL: cefoselis, CAZ: ceftazidime
U: U-test, x* yx*-test, F: Fisher-test, NS: not significant

B, FTHROLOWE 1 HPITH-7, BIEHICE DIRY
el SN GERNE, FLBE, HEBARE, TRoOLY
hED® 1 FITH -7, T2, MERELLELLE
SEBIE T (HERERT 4 HIEX D THAMBIL,
Clostridium difficile 7%} & 7272% vancomycin %
5y, %8 (#H3I/)77—47C, 7MFT =V
5) @ 2 BITH o7z RERITES, BREDOK G
B, BBEOKS EHIEH D CIEHHERIEICI DH
KL7

2) ERRMAERELT

AT S0 165 Bl D Bk G & O RBKEZ K
E LG d o BIRR AR AT % Table 15 (2R L
720 BERRRAE R %X CFSL & 86 fih 18 ) (20.9%),
CAZ B 79 Bl 15 Bl (19.0%) TH Y, miFEREORH
HECAEEIAON LD 572, TOWNHRIE CFSL &
Tl GPT A28 fHEb-EH% L, KT GOT L
B 6 1, MFEIKNS 4 FTHY, CAZ BETHERBKIC
GPT FAD 8 b oE %<, KT GOT LA 6
T, GFEEERI% 5 hTholzo CNODRELHDH
Y CAZ BEDLFREERINS H3A bz 1 B TR R &
SN UA, BREREZNED bR, BiEE
B h otz

3) BREREK

BIER B L OBRMABRFEDHZRIEL THES
N7 B2 A AT M R B 166 BIIC B 2 Mk E
Table 16 (/R L 72,

[REeTHs] LHESKIEROE AL CFSL #
77.9% (67/86), CAZ B 81.0% (64/79) Thole &
B, CAZ B0 1 FlEEMKIC L 2 FPRKEERIEDH D X
ERESNoREREE [T LHEINZ.
37, BIVEH, BRRAEMBFARZOONTHRET

Hol [BEILETHL] FTEDIREEIE CFSL
7 98.8% (85/86), CAZ B 97.5% (77/79) TH -7

8. HHIME

AR R 138 BIlC B A AHE (HAUL)
1 CFSL & 89.2% (66/74), CAZ BT 87.5% (56/64)
Thh, MBERICAEELZIALNE D > 7 (Table
17)s

CFSL HHIFEFHY 7 2 2RNWAEWHTH Y, B
HOVWHhWLHE =ML 7 2 LR MAWHEIHITE
ANRZ PR ENT VS, §5IZ, S. aureus Z1E L
D7 LERRHICHTI2HRCRANPFRTH Y.
MRSA (ZH L THHEEOHE N ZRT, In vitro 12
B2 REIREE, in vivo ICBLWTHHENZRBLL -
BHEHDLVIETFHRERFON, RIFRESE - HER
TUPHERSNhTVA, TTICERS /a5 5% 14
BIOBHMBSIMREBRIIBVTY, MEMMEZIIL
B & B U 37 KR IE R % B B O M B & SE LS L
TENAMEEZR L. £/, MRAMEMRETRE
L-HEEERBTIE, A#Hl 2g/H (0 2) &FI2B
TH DDA REIFENS T LAVRI NI

4], A3 CFSL oM BN &IZx 5 5 A M,
REMBIUHERE2EBMICHMT2EHNT CAZ &
SR E LB e EML 72

CAZ HARRERDO I RIK BT % M B EM R #IES %
HL, FOEERXRETH S S. aureus, S. pneumoni-
ae, K. pneumoniae, H. influenzae 3\ & @IS A K2
XNTVWAIHEHHE 7 2 LR NAEMETHH L, il
BANRZ PUABAFEFEPBL TR L, BEHED
WA ST TICZFOAHENHELLTVWEI LR
YA EZRLT, CAZ ZMIREICEEL /2o CAZ DI
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Table 12. Clinical efficacy according to causative organism

Causa'tive Drug N(." of Clinical efficacy Efficacy Statistical test
organism patients  excellent good fair poor rate (%)
S. aureus CFSL 3 1 2
CAZ 2 2 T
S. pneumoniae CFSL 6 2 3 1 NS
caz 7 1 6 (2 p=5ed)
B -Streptococcus CFSL 0
cAzZ 1 1 o
Group B CFSL 0 o
B -Streptococcus CAZ 1 1
M. (B.) catarrhalis CFSL 0 -
CAZ 1 1
E. coli CFSL 0 o
CAZ 1 1
K. oxytoca CFSL 1 1
CAZ 1 1 o
K. pneumoniae CFSL 1 1 .
CAZ 0
P. geruginosa CFSL 0 o
CAZ 2 1 1
Haemophilus sp. CFSL 0 -
CAZ 1 1
H. influenzae CFSL 2 2
CAZ 3 3 o
H. parainfluenzae CFSL 0
CAZ 1 1 o
P. multocida CFSL 1 1
CAZ 0 T
A. calcoaceticus CFSL 1 1
CAZ 1 1 -
CFSL 15 4 9 0 2 86.7 -
Subtotal CAZ 929 5 16 0 1 95.5 ( U: P=0.851 )
F: P=0.554
S. aureus CFSL 1 1
+ K. pneumoniae CAZ 1 1 _
S. aureus CFSL 1 1
+H. influenzae CAZ 0 T
S. pneumoniae CFSL 1 1
+H. influenzae CAZ 1 1 T
M. (B.) catarrhalis CFSL 0
+H. influenzae CAZ 1 1 —_-
CFSL 3 3 0 0 0
Subtotal CAZ 3 1 9 0 0 e
CFSL 18 7 9 0 88.9 NS
Total CAZ 25 6 18 0 96.0 ( U: P=0.563 )
F: P=0.562
CFSL 56 10 42 2 2 92.9 NS
Unknown CAZ 39 8 27 2 2 89.7 ( U: P=0.952 )
F: P=0.713

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

Bix, BERTHY, cefpirome (CPR), cefepime
(CFPM), cefclidin (CFCL) ZxtHR& L 7= et tEhb %
B RBREBRICBVT, TOHRAAEMNHERINT
w5 1H20g (Jiffi) &L7%. CFSL O&x5RIZOW
Ti3, MIEMMisEARE LCERLHRREAR
OREB L U —BRERRIRIC BT 5 M EVERG R0

LRBELREMHRLT, CAZRABE1H20g I
fli)y £ L7

G DO HEBRBR OB SFAEF K 178 # (CFSL #
89 #l, CAZ #¥ 89 #l) T -7:4% key code FHEID
EFRFDNEREIIBNT, ARBOLRITEED
BB LMo TERZREF L, BANRBAEZHREL
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Table 13. Bacteriological effect according to causative organism

CausaFive Drug No.-of Eradicated Persistent Eradication Statistical test
organism strains rate (%) (F)
S. aureus CFSL 5 5
CAZ 3 3 -
S. pneumoniae CFSL 7 7
CAZ 8 8 o
B -Streptococcus CFSL 0
CAZ 1 1 -
Group B CFSL 0
p -Streptococcus CAZ 1 1 T
Subtotal CFSL 12 12 0 100 L
CAZ 13 13 0 100
M. (B.) catarrhalis CFSL 0
CAZ 2 2 T
E. coli CFSL 0
CAZ 1 1 o
K. oxytoca CFSL 1 1
CAZ 1 1 T
K. pneumoniae CFSL 2 2
CAZ 1 1 -
P. aeruginosa CFSL 0
CAZ 2 1 1 T
Haemophilus sp. CFSL 0
CAZ 1 1 T
H. influenzae CFSL 4 4
CAZ 5 5 T
H. parainfluenzae CFSL 0
CAZ 1 1 o
P. multocida CFSL 1 1
CAZ 0 T
A. calcoaceticus CFSL 1 1
CAZ 1 1 ‘
CFSL 9 9 0 —_— NS
Subtotal
CAZ 15 14 1 93.3 (P=1.000)
CFSL 21 21 0 100 NS
Total
CAZ 28 27 1 96.4 (P=1.000)

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

2o TOMRE, FHUMITHRE SNERIL 138 #
(CFSL # 74 B, CAZ B 64 Bl) TdH -7z

WHEMOE-2EBERFICAELA B RAORL
Moo, R, HMEREE L OBIRIL A R EFE D
EZBCWTHELRAHED, $/2, BHEIFIIBNT
P %S 15% K@D ARRBD Sz, ThoBEH
RRFICHTA2HMEL L TEHEZERELHCT, &
RNRDOEHEDOED ORBHEXHEHEM LI LIS
Zh#h-6.6~11.1%, —7.8~11.8%, —8.6~8.1%
EHEREDEREZL, T, WTFhoBaesbREFE
PRIETEETH - 770 ML LI D BB £ H
ThorLEZON7,

BRZBRIZDoWTIX, CFSL # 91.9%, CAZ &
92.2%DAHRHAE L NMEE L B I 90.0%% LRI ZEN
ERETHY, AEEIAONED T2, WEOAHR
RD% (CFSL ¥ -CAZ #) ® 905 HIX i —-9.3%

~88%THhhH, BMRMIIHFESNDIEAZ 10%E L7
BHEOFREMHIIRIAETE L, BEORERERIZB TS
CAZ DR (A#®E) X 84.1% (CPR HLERER),
94.0% (CFPM LLERER), 91.4% (CFCL H#RER"),
96.0% (cefozopran (CZOP) Lt##Ex?) TH Y, &
HREO CAZ ODEFIZTTEHNRETH -2 BEFE
TRARBROE/TEFECHE L LN RERLE L
WM (KRR 37.5C U E2D>HMMER 9,000/mm?
YEH»D CRP 2+ LLE) I2BITAEEKESEIZ CFSL ¥
90.2% (37/41), CAZ B 92.9% (26/28) DAL TDH
D, WHED IR LOBEHEE R L,

F7, BB E UCEERR, EEKE - ABED
HERN, BRANOEBKRMRERF L2, wTFho
BIZBWTHWHEMICEEEIAON L) 57,

ERABEIAEANRRTIE, MEMEN 2O FTEREXE
ThHH, »2FRBRICIBVTLELLRINER S,
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Improved/ Statistical
Symptom Ia);g: no. of patients Improvement rate (%) tost
CFSL | cAZ |0 10 20 30 40 50 60 70 80 90 100| (yorPF)
Body 3 | 5062 | 4255 o NS (P=0.735)
temperature 7 | 48/54 | 48551 2| NS (P=0.490)
14 | 3U31 | 3232 NS (P=1.000)
Cough 3 | 3373 | 26061 Ny — NS (P=0.900)
7 | 5367 | 4859 e, | NS (P=0926)
14 | 36/39 | 32/36 ° NS (P=0.704)
Volume of 3 | 25/68 | 18/58 o NS (P=0.626)
sputum 7 | 462 | 3456 ;\‘\Tffj‘???!\s_‘ NS (P=0.327)
14 | 2837 | 30/34 o NS (P=0.225)
Property of 3 | 40/68 | 30/58 - — NS (P=0.536)
sputum 7 | 57/62 | 46/56 Tt ‘0\1 NS (P=0.188)
14 | 3437 | 3234 ° | INS (P=1.000)
Dyspnea 3 | 1425 | 10/16 eJo._ NS (P=0.931)
7 | 1822 | 1014 T, NS P=1000)
14 | 1213 99 "9 NS (P=1.000)
Chest pain 3 | 1017 | 913 oo | NS (P=0.708)
7 1415 | 13/13 ¢ [NS (P=1.000)
4 | 1212 | &8 NS (P=1.000)
Rales 3 | 25/59 | 1841 o | NS (P=0957)
7 | 4U53 | 3540 o NS (P=0.326)
14 | 2132 | 25/6 ™ o| [NS (P=0209)
Dehydration | 3 | 1213 | &7 0. NS (P=1.000)
7 1212 | 55 "™ NS (P=1.000)
“ | UT| Y4 —
Cyanosis 3 45 3 4 o P NS (P=1.000)
7| ¥3 | 44 e —
4 | ¥3 | ¥3 —
WBC 3 | 44558 | 34/42 - NS (P=0.717)
7 | 4756 | 34/44 \-\ NS (P=0558)
14 | 3335 | 3132 o-p---3 o | |NS (P=1.000)
ESR 3 | 1247 | 9u5 . NS (P=0.701)
7 | 1844 | 1546 °0\»\ NS (P=0550)
14 | 2237 | 14/31 o NS (P=0.351)
CRP 3 | 4268 | 38/58 o--._ | NS (P=0.802)
7 | 6267 | 5961 ‘\“““<<;1é NS (P=0.444)
14 | 4v44 | 3839 o| |NS (P=0619)
X-ray film 3 17/69 17/54 -] NS (P=0.523)
7 | 43/68 | 4161 "“l““;;;;;;;~0~\;‘ NS (P=0.773)
14 | 3241 | 33539 RS NS (P=0642)
CFSL: cefoselis, CAZ: ceftazidime
x % x%-test, F: Fisher-test, NS: not significant
@ — @ cefoselis

O--- O ceftazidime

Fig. 2. Improvement rates of clinical symptoms, and laboratory findings.

pneumoniae, H. influenzae B LU S. aureus {23 LT
B L L EMREELTEY, CFSL ik CAZ Mk h
SHEMICHLTAERTHALI ARSI,

BIYERI& CFSL # 3 #1 (3.5%), CAZ B 3 #l
(3.6%) Aohl=%, ZOWNEIZVTIDIPIEELTO
7 LIV ¥—JEIR CFSL 2 2 #l (2.3%), CAZ #1214
(1.2%) 3 X UilML2#iEIR CFSL # 1 61 (1.2%), CAZ
B2 16 (1.2%) BETH o7z, MEHORIEHREBLR
135 %H O — R RBEOME R (CFSL 1.2%%, CAZ
2.2%%) LD ETEN o720, BEOMD L7 = AR
H ) D B PER 920203 B LB ERER O BB Y 1SN
Lt LAKMN ST, CFSL OHE, % 1 HRERY I
B TAHEBERICHEERNZ Y 3 v 7 RIERD RS

L7z7z, ZD% 1 RRAHHECYEZLTE IHA
B, WIS O AHGRERY, R 0 AHRERS L EICKERK
A2 D TEH, YHERORBE 2 ZDT, &R
BB L OB RE R L BGRBR S ICBWwT b REAA
o oo RIERERIZFANE LT 1 BRI E L7222,
BRFEITIE 30 70 ~1 BERRIBG OIS b — 2D & hEK
BB TOEREDL D b=, $CBIERETOR
BB S hih -7,
MAREMAEZHORIKIE CFSL # 20.9%,
CAZ £ 19.0%TH Y, Z0OE%HDiE GOT, GPT #
LA, HWRRWELLTH o7, BRREBEREOR
B D BB DM L BGERER O B2 12 LA - 720
BHEEZEZET [RL2TH 5] LHUESAERHOE
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Table 14. Adverse reactions

Drug
Ttem CFSL CAZ
No. of patients evaluated for adverse reactions 86 84
No. of patients with adverse reactions (%) 3(3.5) 3(3.6)
Statistical test (F) NS (P=1.000)
severity" mild moderate mild moderate
fever 1
erythema 1
Adverse reaction pruritis 1
diarrhea 1
gastrointestinal discomfort 1
numbness of lower extremities 1
CFSL: cefoselis, CAZ: ceftazidime
F: Fisher-test, NS: not significant
* no severe adverse reaction was observed
Table 15. Abnormal laboratory findings
Item Drug CFSL CAZ Statistical test
(x*
No. of patients evaluated for laboratory findings 86 79 NS
No. of patients with abnormal laboratory findings (%) 18(20.9) 15 (19.0) (P=0.907)
WBC | 1 1
Eo. t 3 3
Eo.-GOT-GPT 1t 1 1
Eo.GOT-GPT-AL-P 1 1
Neutro. | 1
Platelet 1 1
Platelet | 1
GOT t 1
GOT-GPT 1t 4 2
GOT-GPT-AL-P- y -GTP ? 1
GPT 1 3 1
GPT-AL-P- y -GTP 1
GPT-AL-P-LAP- y -GTP: T-bilirubin t -urobilinogen
positive !
AL-P- y -GTP ! 1
y-GTP t 1
Urine sedimentation (RBC) 1 1
Positive for Coomb’s test 1
CFSL: cefoselis, CAZ: ceftazidime
x* x*-test, NS: not significant
Table 16. Overall safety
No. of - Overall safety ; ,  Safety Statistical
Drug patients completely  essentially problematic  not safe | unknown® | rate (%)" test
safe safe ' !
1 I
CFSL 86 67 18 0 1 . 0 . 77.9 NS
; l (U: P=0.659
CAZ 79 64 13 2 o 1 1 1 810 X% P=0.764 |
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: = 16.6%~10.4%
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Table 17. Usefulness
Usefulness -
No. of - Usefulness Statistical
Drug . very slightly
patients useful not useful rate (%)” test
useful useful
CFSL 74 13 53 3 5 89.2 NS
U: P=0.895
CAZ 64 13 43 3 5 87.5 (x?: P=04966)

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: —10.5%~13.9%
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A comparative study of cefoselis and ceftazidime in bacterial pneumonia
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The clinical efficacy, safety and usefulness of cefoselis (FK 037, CFSL), a new parenteral
cephalosporin, were evaluated in bacterial pneumonia 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. Of the total 178 patients enrolled, 138 were evaluated for clinical efficacy and the efficacy
rates (“good” and better responses) were 91.9% (68/74) in the CFSL group and 92.2% (59/64) in
the CAZ group.

2. Bacteriological effects (eradication rates) were 100% (18/18) in the CFSL group and 96.0%
(24/25) in the CAZ group.

3. Adverse reactions occurred in 3 of the 86 patients (3.5%) in the CFSL group and
in 38 of the 84 patients (3.6%) in the CAZ group. The incidence of abnormal laboratory findings
was 20.9% (18/86) in the CFSL group and 19.0% (15/79) in the CAZ group. The safety rate
(“safe” in the overall safety rating) was 77.9% (67/86) in the CFSL group and 81.0% (64/79) in
the CAZ group.

4. Usefulness rates (“useful” and better responses) were 89.2% (66/74) in the CFSL group and
87.5% (56/64) in the CAZ group.

No significant difference was observed between the two groups in any of the above ratings. The
results indicate that cefoselis is as useful as ceftazidime for the treatment of bacterial pneumonia.

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).



