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FLOWERAY 7 2 ARTIEME cefoselis (FK 037: LLF FK) OB M4 o0t 2 521, €4
MBI UERA%%, ceftazidime (AT CAZ) :xtHE¥ L U TLHBMY L, FK 8 X U CAZ DS
B b 1E1.0g (Sffi) %, 1H2E, RAL LT 14 BMARBEL, UTORKESR .

1. MRBEES 186 BIFHIKLIRLIEAHESIM 146 HDOBER® L, FK #£92.3%(72/78), CAZ B%

91.2% (62/68) T&H - 7z,

2. MIE¥HZR (EMAE) 1k, FKH100%(21/21), CAZ 7 96.4%(27/28) TH > 7,
3. BIfEFFHEXIIFK B 3.3%(3/90), CAZE3.4%(3/88)ThH Y, MAMEMBRKEMDHEE
i3 FK #£20.0% (18/90), CAZ#18.3% (15/82) Th o1, %72, BIERLE (KL%) B FKEH

78.9%(71/90), CAZ #£81.7%(67/82) TH - 1z,

4. FRM (FAX) 2 FK#89.7%(70/78), CAZ #88.1%(59/67) TH > 7o
LAE, FK#, CAZEOWMMMIcERZIZA SNh T, cefoselis (3B MM R Xt L T ceftazidime

LRIFDOMERNERELEET S I LsmgRE iz,

Key words: cefoselis, FK 037, @M%, IEABITITRR

Cefoselis (FK 037: LAF FK & B89) I3BRIRSER T ¥k
SHTRAN SN EHAY 7 2 AREME T, £ 0D{LEM
ERXRFig. 1T BV TH 2, FFE, 77 LBMHEE»
577 LRMEICH LBLOHEARY My, BORENE
R~ L, B-lactamase X L THYEETH D, BFM b IE
W, % 712, methicillin resistant Staphylococcus aureus
EHLTHREEOTENERT LI BFHERL T3,
EHEIOBKRET I TR 2 £ 6 HicE 1 ERBRSFEKR s, &
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R 5B D B 1 I 4% o I8 A 1349 60 g /ml, I o381
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Br®Ed 5,
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(GCP) | w¥HLL TEHL /2,
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I\L—IL /CONH]‘:-AK || :
¢ HHS

Fig. 1. Chemical structure of cefoselis.
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R, FEAERGFAIE LCHEERE T L, ¥
DOt E X Tablel DAY Y 2 — NV TEML 720

1) EREREER

1) &1 8 4ERE (RAE) T2,

LRLERZZIB2ETHLRN

(2) BBk + (EBELSEELINLEE), +, - D3R
&

(3) megH: &4 (50ml/HEE), # (10ml/HRALE
50 ml/HK#), + (10ml/BK#H), —(FEZL) D4
21303

R (P), X:iMtE (PM), ¥t (M) 03B
&
(4) PEREEE: + (EEFROEE), +, —D 3ERE
(5) Hafs: +, — 2 E&pg
6) Mo F H#, +, —DIERME
(7) BRAEER: +, — D 2 BRE
8 F7/—¥:+, —D2EHE

Table 1. Items and schedule of laboratory tests

Time of testing after entry
Before

Item (Day of treatment)
entry

7 14

Chest roentgenography o o ® [ ]

Bacteriological exam @ o ([ J [ J

Arterial blood gases O O

ESR (1h) o o [ [ J

CRP ([ J  J o o

RBC [ J [ ] [ J

hemoglobin ® o [ J

Blood hematocrit o [ ] [

. WBC o o o [ J
studies . .

differential WBC count ® o o [ J

platelets ® o [

prothrombin time @] O

GOT [ J ([ J o

GPT o [ J o

AL-P o o ®

s S

Y| y-cTP ° e o

total bilirubin o (] o

BUN o o [ ]

serum creatinine o o [ )

protein [ o [ ]

Urinalysis | glucose 5 o o { ]

urobilinogen o o L ]

sedimentation* O O O

Mycoplasma antibody (CF or HA) @ [ ]

Chlamydia antibody (CF) L] o

Cold hemagglutination o { ]

Coombs’ test O @)

@: indispensable, O: should be performed where possible
*should be performed where proteinuria is observed

9) 595 % OHIERRAEIREH H 5 B/ 1 IXRERTICEE
ALtz

2) MEFEHIME
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D LRI > AR =8l ——x
wHM L, RFFC TEOEE & MIC D#IE # BA&{L¥E
PSR IR VLRIE,

3) BEMAAEER
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R RBEORE, BERE, OrAME, BELREL O
RIBBERZ E 2 BIEL T, ROSETHEL, TOHEHM
33X MRCEATAEIELELT, BBABDL, 2,
3EEWER E LTI - 1,

1. 59, 2. 9bv, 3. AJHEHESD, 4. FH%k
L, 5. &L

4) EERRE

Table 1 IR L7zEHBIE DWW TEKRRELXERKL 77,
BRREEIIEL CHELYERAOKRIN CEY - EXOHE
217V, RBREARSHARCRELESL50, Bl
ERICHBBETIE, LEBCEREEZTVERMELT
EEEDH > VIIRSHIECERT 2 CEHFAET S
Ll ¥, REXH (Bfb) 86560188, A
BREA L ORRB%EEBEORE, HERE, StRAELEL,
BE L REERTR L ORFMNBGRZ E2HIEL TROH
BTHEL, 2ORPE I A MRCEALT, &5,
SDEDL, 2, ITHMAREBEREL®H L LT &Ko
feo B, REETHIOVTIR [MIEEC L 3 BBEH
B HEIEH, BAREEREFOHERE ()Y
2EFCLTRELHOAELHEL, HYERDHEL
DBEMIZOVLTHRA L1z,

1. 9, 2. %550, 3. AHEEDD, 4. 0%
L, 5. 7L

5) MR X ARMRE

R5H%ET, 3 8%, 7H%, 14H%, BEKT -H
IR ORI X SARE R ER L, ERRHKZICA 7y F7T
LLLBHELIERR/INEASHEER & LTRE
L7,
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BRER, BMmBR#, KRB LU CRP 2 EYDEM
HRROREELEEL L, [EYW], (B8R, [H
%hl, [#EXh] D 4ERBETHIEL 12,

2) MIEFHR

BRABELEEINIRHEOKB 2 b &1z [HE]
(B4, A&, [ERAR] O 4ERBETHEL 2.

3) BERLE

BIfER, 2L R3BAMEEOREEREMREL TRD
4B THIE L 72,

1. ®2Th2 (BlfEA - AMEEREERIZL),
2. BIRELTH2 (BIfFA - IRMEERNEM 2R
Wb, WALE TRSHETRELER), 3. Kt
b2 BIER - BRREBEBREL® 22D, HBR¥
HOBRD 5 \VIIEREEELEL Uiz, RE5H46K
AHELERE), 4. BTV EER - MEREMERE
EEERD, BREROKSFUENLETH- 2, k72
BRETRETHoHD)

4) HRAM%

BRZIER, MEENHR, BELLELRCRPRLT
(b THEAL TERL R2EH]), [BRATRZV]
D 4 BETHEL I,

2. INEESTOK

NEEETRBEYEML D RBE SN IEFGERES X
VHESSXE 7 4 VoA % b L ICH—BRE A SER O
5, 2%, EEES X CHYSEHEDOZ YN 2 RE
L, PEZGUCTHYEMEGRDO L, BREL T,

F7, BEMXBR7 1 VLA RFEEL, BEDLLD LE
Fottiky» o BRERE R L %0, REEHHANIZIZ
Bbiz2b0% 10 LHEL, 11 BETHEL .

BH, w4377 X2 T s5&McowTIE,
CF §ikffi T 64 504, THA Hii&fli T 320 fELL L &R
L7bdD, bLRBRRTOBETL4EU LD LREZFED
bor~vA4ars X<kl 773V 7CFHfk
BRBULE, bLLBRTMETLIFELU LD EF %R
b0 I IVTRKE LI, I2F2L, 4275

Xelis, 77 V7% ShTOEAERE, HM
BB L L IRPREENASNBER X, FIRERS
B KT UM 4 & DBBBI L L ice % o TEGBER
RS2V TIR512EUEERLIZbOD D bHERMAE
R, BB D2\ IiZCRP 220 SMEMSEMR L H 2
5N BEFIUSN & RAMERBTL (PAP) £ LTz, %38,
RAATIXIHEIVIRI T IV T OMMBMBRE LU
PAP RHE#M B & VBRSO R SR L 72,
ERBRIER « FRR, BERMEBRMCOVLTIEX, —EDE
¥ (Table?2) Icb LTV TRAL, BREAELREMA
3H#%, TH®, 4E%ELEL T, WEHE X MR
DL THERTAEE DA E b LSRRI L 720

3. EFOERVB & U key code DA%
INBREB LU Y hu—F—idkey code BAEHIC
EFOIFVICOVLTIHHEL, BITNREIZREL 72,
BEFDT—SEER, IO —F—IiZ&X D key
code MSpRE s iz,

4. MEEHRMT

FRMTETEIC DWW T it key code BHATIZ/INERESTH
BRELT, RECRT—IORE - HEKGLTHE
% x* M€, Fisher DE M E L, Mann-Whitney
DUREEHOVE, B, RER@EHSKKEL L,
HEIIFER 5% EERMEA VL, 28, P.100
BER, BELLTIRBCOARL, £, KRBREL
NEEORIZM 2RI T 2 DO ICERMRICBI 2B
BOEDNKEEXMEHE L L7, @3> bo—
7 —DEBO T CHRES TERASHEBRKEEE
BT 7z,

IHI. 3% B B &

1. BEFESB L Ut R

REFIER I 186 Bl TZ DWERIZ FK B 93 4, CAZ
BBHTH- I, EFARTTNBRES TV TRITNR
ELTOBER 2RI LR, B (BRHE), B
R, BRREE, BMERT2E B L UEREOM
KO 2146 5 (FKE 786, CAZE£684), 178

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

Grade

- + + * 0 #
Symptom
Body temperature (C) <37 =37~<38 238~<39 239
Cough - + +
Volume of sputum (ml/day) - <10 (+) 10~<50 () =50 (P
Property of sputum - M PM P
Dyspnea - + +
Chest pain - +
Rales - + +
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
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Bl (FK 90 %), CAZ #8841, 172 # (FK & 90 4,
CAZEE828), 1734 (FK# 904, CAZE 83 A &
LU 145 B (FK 2% 78 B, CAZ B 67 #) Td - 72 (Table
. BB, RARGHMEF 16 (FK B4, CAZK
) s, EFIZHRICBRIANLELo T
Table 4 CEFEEE BT 2T RAEBE—FLT

Table 3, Case distribution

No. of patients No. of patients

evaluated excluded
FK 78 FK 15
—Clinical —— CAZ 68 CAZ 25
efficacy Total 146 Total 40
FK 90 FK 3
F—Adverse CAZ 88 CAZ 5
Total no. of reactions Total 178 Total 8
patients
FK 93 FK 90 FK 3
CAZ % Laboratory CAZ 82 CAZ 11
Total 186 findings Total 172 Total 14
FK 90 FK 3
—Overall —— CAZ 83 CAZ 10
safety Total 173 Total 13
FK 78 FK 15
L —Usefulness—— CAZ 67 CAZ 26
Total 145 Total 41

FK: cefoselis, CAZ: ceftazidime

~kL7: (Tabled),

2. BEWRATF

BB N RB 146 B0 BEWREF I L DEFIS
fi% Tables 5~7 (/R LIEIBEM TLLB L T2,

RER DR, FFRO S b AMBRKE & BRI A 2
MEIFCBDTERRTSENBO O, £, W
FHIBWT p il 15%KRBOTEIEHHBWD S iz,
2OMOEHIC BV TIX, WHMICTEEIASNZH
27

3. BRES X UEFIBZMN

BRI 146 BID > b E R EHSHIBE L 7 fEH id
49 %) (FK 8 21 4, CAZB£28 %)) TH > 7z(Table8),
BB RRYE FK 8 18 6, CAZ B 245, HBEBRR
X FK #3651, CAZEE4BITHD, BEFNCIXS. aure
us, Streptococcus pneumoniae, Haemophilus influenzae
NHEL WIS N, BEAEE SNl 56 kP, BIEE
FHiE#E (MIC: 10°CFU/ml) 2$ET 2 L BTE:
BRiz 34 Bk (FK £ 19 B&: S. aureus 5%, Streptococcus
pyogenes 1 ¥, S. pneumoniae 4 ¥, Escherichia coli
18k, Klebsiella oxytoca 1%k, Klebsiella pneumoniae
2 ¥k, H. influenzae 3 ¥, Pasteurella multocida 1%k,
Acinetobacter calcoaceticus 1 ¥k, CAZ# 158k S. au-
reus 2Bk, S. pneumoniae 3 ¥k, B Ef B-Streptococcus
1%k, Moraxella (Branhamella) catarrhalis 18, K.
oxytoca 1%k, K. pneumoniae 1 ¥k, Pseudomonas aeru-
ginosa 1 ¥k, H. influenzae 3 ¥k, Haemophilus parai-
nfluezae 1%k, A. calcoaceticus 1%¥k) OMZFEANIH T
% MIC 24 i3 MBI T L T (Table9), 7
MIC 28 12.5 ug/ml LA L DB R IZCAZBEIC 28k H D,

Table 4, Reasons for exclusion from evaluation

Usefulness

aluation Clinical efficacy Adverse reactions Laboratory findings  Overall safety
Reason Drug FK CAZ FK

CAZ FK CAZ FK CAZ FK CAZ

Ineligible disease 11 15 0 0 0 0 0 0 11 14
Serious underlying disease 2 2 2 2 2 2 2 2 2 2
or complications
Unevaluable due to asphyxia 0 1 0 1 0 1 0 1 0 1
by sputum
Concomitant therapy 1 1 1 1 1 1 1 1 1 1
with steroid or antibiotics
No administration 0 1 0 1 0 1 0 1 0 1
due to ineligible disease
Duration of administration 1 4 0 0 0 0 0 0 1 3
too short [<3 days (6 times)]
Unevaluable for clinical 0 1 0 0 0 0 0 0 0 1
efficacy due to discontinuation
(patient’s refusal)
Unsatisfactory laboratory 0 0 0 0 0 6 0 5 0 3
tests

Total 15 25 3 5 3 11 3 10 15 26

FK: cefoselis, CAZ: ceftazidime
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Table 5. Background of the patients (1)

Table 6, Background (primary symptoms) of the patients (2)

Drug FK Eff Statistical Drug  FK CAZ Statistical
Item No. of patients 8 68 test Item No. of patients 78 68 test
male 47 40 <37 16 11
Sex female 31 28 P=0.9% teml::::,ture 237~<38 22 21 P=0.932
15~19 1 1 () &38~<39 25 26
20~29 1 1 239 15 10
30~39 5 5 - 1 3
40~49 5 5 _ Cough + 43 36 P=0.748
Age (yr) 50~59 0 10 P02 + 34 29
60~69 22 18 — 6 7
70~79 182 Volume of + (<10) 40 34
80~97 % 7 sputum - 0~<50) 31 2 P=0.867
28~ <40 0 7 (ml/day) # (250 1 3
240~ <50 3 25 _ 6 7
=250~ <60 23 21
Body weight _ Property of M 6 8 -
(kg) 260~<70 8 11 P=0.607 sputum PM 32 30 P=0.182
=70~ <80 5 1 P 34 23
280 0 1
unknown 2 2 - 52 50
- Dyspnea + 20 14 P=0.369
Bacterial pneumonia 73 63 + 6 4
without mycoplasmal or
chlamydial infection Chest pain ; (I;g f; P=0.561
3 . Mycoplasmal or chlamydial 5 5 _
Diagnosis pneumonia with bacterial P=0.918 - 19 %
infection Rales + 43 32 P=0.134
4+ 16 11
[ Mycoplasma 0 4 :l .
Chlamydia 5 1 Dehydration > 81 P=0.266
+ 13 7
mild 20 19
Severity moderate 57 48 P=0.776 Cyanosis - 73 64 P=0.895
severe 1 1 * 5 4
Underlying absent 30 20 FK: cefoselis, CAZ: ceftazidime
disease or P=0.330 2) HEEREH, ERER - SOHESEIBRKIER
complications present 48 48 -
BERMFOEERE, EREKR - SOHEOH MK
Pretreatment  absent 58 55 -
with present 14 11 P=0.414 R % Table 11 ic/R LTz, EEEF I IEER T FK
antibiotics unknown 6 2 $£95.09%(19/20), CAZ#100% (19/19), HEFEH T
Concomitant  absent BB L FK #91.2% (52/57), CAZ B 87.5% (42/48) DER=X
drug present 45 33 '

FK: cefoselis, CAZ: ceftazidime

S. aureus 1#¥k, S. pneumoniae 1 5kTH -7z,

4. EKRZHE

1) EERZE

FK B OB RZNE X 78 FIhER 17 B, B%h 55 B,
PrER2H, E4BTHEIE (BRLUL, 72/78)
92.3%, CAZ BEDEERXNFR X 68 BIFES) 1461, HR
485, 2HER2H, EAPITERE (BRLAL 62/
68) 91.2%TCHY, MEMITEEZZAShEr o7,
BHEDE (FKHE—-CAZE) D 90%EHEXMiE Table
10 ERTEI1C-7.8%~10.0%ThH D, BEKNIZHE
ENBEA210%L LIBADOREEIIRIET X /2,

ZB, BEITEHEMERE» S~ 277 X<k
HBWiE7 7 IIVTHREH LHEE S NIEREZBRIL
7= & % Table 10 TERIZRL 7z,

ERL, WIRbERZEED Shiah -7z, EEFIZ
FK, CAZBRE 1PICED N2, WIFhbEY
HUEDRETH > 12,

—75, HBERE - APHEDERIIC ZEOER T FK
£ 93.3% (28/30), CAZ B 100% (20/20), & OHEH T
FK B 91.7% (44/48), CAZ B 87.5% (42/48) D%
ERL, WTROVEBZRED Shad o,

3) EABEFIEERRNR

RAEHRI & 7R 49 B (FK 2221 8, CAZ B
286) WDV TRAEIIC » I EERE LRI LT,
BEBEEELTEHEL BB ENTS. preumoniae 133 3
B3R iz FK 8 6 Bt 5 BIssER £, CAZ B 7§
hefIARLETH Y, BEEERRFICBT 2EMEI
FK 2 88.9% (16/18), CAZ B 91.7% (22/24) + iEERS
CHEBZERASNE S T2,

¥ 7z, BEEHHHAL ERIC BT 2EHRIE, Th
Zh FK B£90.5% (19/21), CAZ B 92.9% (26/28) & i
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HMcEREZERAON Do T, X5, AWM
Ao REFAICODWTOER® T FK #93.0%
(53/57), CAZ#£90.0% (36/40) T&H -1z (Table12),

5. MIEPEHRR

BERcEAENRHEN, FORBEIRN AN
49 fEH (FK: 214, CAZ: 28 ) =2\ TTEE DM
PRBRERNLIER, FKBTIRMEE 2 FITHE
¥ 100%, CAZBETIZME 27T BITHAR 96.4% ThH -
72

EREN OMBEERRR I Table 13 12/RL72ED T

Table 7, Background (laboratory parameters) of the patients (3)

Drug FK CAZ  gatistical
Item No. of patients 78 68 test
< 8,000 14 19
= 8,000~<12,000 26 27
w
(/ml:nC‘) 212,000~ <20,000 33 19 P=0.036
220,000 4 2
unknown 1 1
<20 3 3
=220~ <40 7 8
(xfri?h) 240~ <60 15 15 P=0.571
260 40 34
unknown 13 8
- 0 0
+,+ 5 1
2+, 3+ 17 16 _
CRP 4+, 5+ 29 2 P=0.393
26+ 25 26
unknown 2 1
=80 0 4
260~ <80 17 11
(niz(:{’) 240~ <60 12 P=0.013
g <40 0 0
unknown 49 50
<49 29 18
P
& unknown 49 50
0 0 0
1~2 11 11
Chest 3~4 43 42
X-ray 5~6 19 13 P=0.332
finding 7~8 4 2
9~10 0 0
unknown 1 0

FK: cefoselis, CAZ: ceftazidime

b3, 77 LM T FK B 100% (14/14), CAZEF
100% (13/13) T Y, 75 LMH# T3 FK #100%
(10/10), CAZ2%94.7%(18/19) TH > 1o ZHRIZB I}
% 14 % % |3 FK B¢ 100% (24/24) , CAZ #£96.9% (31/
R)LMBLLBMOHRENBON, AREZRZBDSHN
ot

RS L CHOMREBRRT S LF RSN S
pneumoniae, H. influenzae 8 XU S. aureus 2> ¥h
ORICBLT HLHKHEL T,

6. fER AR, BEAREMES L VRSB XRATROK
BE

R - AR B & VKR EM, MEXRATROKBE
P53, 7, 14 HED 3R THKL 72 (Fig. 2),
B IR SMRETIC A, 1 BRI L L RS %

Table 8, Distribution of causative organisms

Causative organism FK CAZ
Monomicrobial infection
S. aureus 4 2
S. pyogenes 1 0
S. pneumoniae 6 7
B-Streptococcus 0 1
B2¢S -Streptococcus 0 1
M. (B.) catarrhalis 0 1
E. coli 1 1
K. oxytoca 1 1
K. pneumoniae 1 1
P. aeruginosa 0 2
Haemophilus sp. 0 1
H. influenzae 2 4
H. parainfluenzae 0 1
P. multocida 1 0
A. calcoaceticus 1 1
Subtotal 18 24
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
K. oxytoca + K. pneumoniae 0 1
Subtotal 3 4

Total 21 28

Unknown 57 40

FK: cefoselis, CAZ: ceftazidime

Table 9. Susceptibility distribution of causative organisms (Inoculum size 10°cells/ml)

Tested Treatment No. of MIC (ug/ml)

Statistical

drug group strains 0,025 0.5 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 test
FK 19 5 4 1 2 1 2 3 1

FK P=0.860
CAZ 15 4 3 2 1 1 1 2 1
FK 18* 4 3 2 1 1 3 3 1

CAZ P=0.281
CAZ 15 2 1 2 3 1 2 2 2

FK: cefoselis, CAZ: ceftazidime
*MIC of CAZ was not measured in 1 strain
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Table 10, Clinical efficacy
) , No. of Clinical efficacy Efficacy Statistical
Diagnosis Drug A o
patients excellent good fair poor rate (%) test
FK 78 17 55 2 4 92.3 NS
Bacterial pneumonia ( U: P=0.795
CAZ 68 bt 48 2 4 91.2 2 P=1.,000
Bacterial pneumonia FK 73 17 51 2 3 93.2 NS
without mycoplasmal ( : P=0.703
or chlamydial infection CAZ 63 14 43 2 4 90.5 x': P=0.799
Mycoplasmal or chlamydial fk 5 0 4 0 1 NS
pneumonia with bacterial (U: P=0.317
infection CAZ 5 0 5 0 0 F: P=1.000
FK: cefoselis, CAZ: ceftazidime, U: U-test, x*: x' -test, F: Fisher-test, NS: not significant
Efficacy rate: excellent+good/no. of patients
“90% confidence interval for the difference in efficacy rates; —~7.8%~10.0%
95% confidence interval for the difference in efficacy rates; —9.2%~11.5%
Table 11, Stratified analysis of clinical efficacy
No. of Clinical efficacy Efficacy  Statistical
Item Dru R
patients eycellent good fair poor rate (%) test
FK 20 5 14 1 0 95.0 NS
mild U: P=1.000
CAZ 19 4 15 0 0 100 F: P=1.000
FK 57 11 41 1 4 91.2 NS
Severity moderate U: P=0.874
CAZ 48 10 32 2 4 87.5 2:P=0.763
FK 1 1 0 0 0
severe —
CAZ 1 0 1 0 0
b FK 30 11 17 0 2 93.3 U lEISO a6
: absent : P=0.
Underlying CAZ 2 4 16 0 0 100 ( F- P=0.510
disease or FK 48 6 38 2 2 91.7 NS
complication [ ooony : U: P=0.679
CAZ 48 10 32 2 4 87.5 F: P=0.740

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

WEL L, EFME B W THRESEKBETL S OEEH
[E¥-FEE] /23 [RE-RYE] THobDiRS
BHroBROTHERRZEH L, £k - TR, BRRE
B X UBTRXBRTROWThOEBICB W T b lEM
KEBRZRRZDhE o7z,

7. ElfEM, BRREMERELD S X UVBELLE

1) EWeR

BEALFERBRAT N R B 178 Bz B B BIERREBRE B &
U#DANAE % Table 14 iR L 7z, FK# 90 4 3 4
(3.3%), CAZETix 88 Hh 34 (3.4%) wBIfERAH
KRBT, RELLEWEROBERWTh bhEEUT
ThD, RERCEEERASWE D>, BWEADON
RIIFKETRREHLIA, E1H, THIFATHY,
CAZMTREMEER 1M, BHRTHRE1H, TR
LUNR1BITH- 2o BHWERICE VR EGSHIEE T
RN, 3, BEFRFZ, TROLUWEDOE 1HIT
bote, ¥z, IHEREEPLHEL UERIZTH (B
HIRT 4 B L D THIOSHIEL, Clostridium difficile 23
B stz vancomycin #5), ¥ (&Hs /7
7—=4vC, ZVvA Y/ =F8E) o2fThH-7z, Bl

fERiZ2f, BREORSHET, BREORS 2t
H5VIHEREIC L DIHAL 7,

2) BRMEMERELH

TN RBI1T2 D S bREEF E ORRBREEEE
LB KR REMERELE % Table15 2R L
Too BRIRRREMBEIZFKE SIS 184 (20.0%),
CAZE 828 1561 (18.3%) THbH, MEMORR
FHECEEZERAONEL o, TONRIZFKE#T
XGPT EEMN8HELELoLHEL, RVWTGOT L&
614, FBIEHMS4HETHD, CAZBTHRBEIC GPT
EABBHE L HH L, ROTGOT LR 64, &F
BEREESHETHoT. TNOSDERELEDS H CAZ
HOFBRESRA LN 1 BITHEEEERSEAD SN
72D, ERIREER 25 b0z, EEEML 2H-o
120

3) BiEReE

BIfFA B X VERREMEELSH 2 REL CTHESh
Te BB R L BRI KRB 173 B2 817 5 B #& % Table
16 iR L 7z,

(2 Th2] LHESRLERANOES X FK B
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Table 12, Clinical efficacy by causative organism

Causati . D No. of Clinical efficacy Efficacy  Statistical
ausative organism ru
g € patients excellent good fair poor rate (%) test
S. aureus FK ¢ ! 3 -
' CAZ 2 2
FK 1 1 -
S. pyogenes CAZ 0
FK 6 2 3 1 NS
S. 7 U: P=0.860
preumoniae CAZ 7 1 6 (F: P=0.462
FK 0 -
B -Streptococcus CAZ 1 1
Group B FK 0 —_
B-Streptococcus CAZ 1 1
. FK 0 —
M. (B.) catarrhalis CAZ 1 1
. FK 1 1 —
E. coli CAZ 1 1
FK 1 1 _
K. oxytoca CAZ 1 1
K. pneumonia FK ! 1 -
- Preumoniae CAZ 1 1
P. aerugino FK 0 -
- geruginosa CAZ 2 1 1
Haemophilus s FK 0 -
aemopiius sp. caz 1 1
. ' FK 2 2 —
H. influenzae CAZ 4 3 1
. FK 0 —
H. parainfluenzae CAZ 1 1
. FK 1 1 _
P. multocida CAZ 0
i FK 1 1 —
A. calcoaceticus CAZ 1 1
FK 18 4 12 0 2 88.9 S
1 : P=0.950
Subtota CAZ 2 5 17 0 2 91.7 (g S
S. aureus FK 1 1 —
+ K. pneumoniae CAZ 1 1
S. aureus FK 1 1 —
+ H. influenzae CAZ 0
S. pneumoniae FK 1 1 —
+ H. influenzae CAZ 1 1
M. (B) catarrhalis FK 0 —
+ H. influenzae CAZ 1 1
K. oxytoca FK 0 —
+ K. pneumoniae CAZ 1 1
FK 3 3 0 0 0 —
Subtotal CAZ 4 1 3 0 0
FK 21 7 12 0 2 90.5 NS
Total P
ota CAZ 28 6 2 0 2 929 (LB
FK 57 10 43 2 2 93.0 NS
Unknown CAZ 40 8 28 2 2 0.0 (LR

FK: cefoselis, CAZ: ceftazidime, U: U-test, F: Fisher-test, NS: not significant
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Table 13, Bacteriological effect by causative organism

Causative No. Eradication Statistical

organism Drug strains Erndlcated Pereistod rate (%) test (F)
S‘ aureus FK 6 [ _
CAZ 3 3
FK 1 1
S. tyogenes CAZ 0 -
. FK 7 1
. peumaniae CAZ 8 8 -
FK 0
B -Streptococcus CAZ ) i -
Group B FK 0
B-Streptococeus CAZ 1 1
FK u u 0 100
Sbtotal 7 0 1 -
. FK 0
M. (B) catarrhalis CAZ 2 2
. FK 1 1
E el CAZ 1 1 -
FK 1 1
K. axytoca CAZ 2 2 -
. FK 2 2
K. pneumoniae CAZ 3 3 —
P aercingss FK 0 3
: CAZ 2 1 1
. FK 0
Haemophilus sp. CAZ ] )
. FK 4 4
H. influenzae CAZ 6 6
N FK 0
H. parainfluenzae CAZ 1 )
. FK 1 1
P. multocida CAZ 0
. FK 1 1
A. calcoaceticus CAZ 1 1
Subtotal FK 10 10 0 100 NS
o CAZ 19 18 1 9.7 (P=1.00)
Total FK 24 29 0 100 NS
0 cazZ 3 1 %.9 (P=1.000)

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

78.9% (71/90), CAZ#£81.7%(67/82) TH o7z, I
B, CAZEOD 1 MI3BRIC L 2 RREBERESH DK
BERESNIOBEREE [T tHEEInT, %
7, BIfER, BAREBERESEDONTLEETH-
T [RRELTHB| 3 TCEDLLEIZFKE98.9
% (89/90), CAZ#£97.6%(80/82) TH -7,

8. Bk

AR RE) 145 Plic B 2 ERAE (FRUL)
I3 FK #£89.7%(70/78), CAZ B¥T 88.1%(59/67) T4
D, MEMCEEZRAohkh-o7: (Tablel?),

Iv. # 3
Cefoselis (BAF FK L B8) RHFHREHAL7 L%

Statistical
Symptom Dﬁ,‘ Nnd |0|II, Improvement rate (%) o ol
FK [CAZ 1020 % 4 50 60 1 8 % 10| (loP
R NS (P=0.440
Body 53/85[ 4788 A NS 3r=o.m
temperature | | 51/51 gg;gg NS (P=1,000
S4/77(28/68 —] N6 (P=0.742
Co 58/71161/62 [ NS $P=o.m§
- 14 140/43/34/38 oo | | N8 (p=0.100
3 |26/12(18/82 Y. NS (P=0.605
Volume of ey g 2
7 45/88)34/59 = NS (P=0.300
spatum | g (31741 |32/3 V[-o NS (P=0.152
3 [40/72]30/82 o .e NS (P=0.513
Property of | 7 158/66|6/50 T NS (P= ‘2155
tputum 14_{37/41(34/36 NS (P=0.679
3 [15/26]12/19 fa NS (P=0.91
Dyspne 7 |19/23]13/16 NS (P=1.000
| i ione "~ ¢ | N8 (p-1 000
3 |10/18] 9/13 ~—a-. NS (P=0.484
Chestpain | 7 (15/16(13/13 s 4 | NS (P=1.000
141313 8/8 NS (P=1:000
3 |25/59(19/44 - NS (P=0.905
Rales T (41/5337/42 ““eeut-a_ | | NS (P=0.277
14 |21/32]26/27 e ‘o] | NS (P=0.205!
3 [12/13] 67 o [ NS P=1.0
Dehydration| 7 {12/12| 5/5 NS (P=1.000
AR -
3 [ 4/5 [ 355 T ¥ NS (P=1.000)
Cyancals | 7 |33 | 4/ \
u {333
3 [41/62|3%/46 r=o
WBC 7 |51/60/36/47 ol
14_|37/39[33/35 —mu
3 |12/51] 9/49 de_
ESR 7 |20/48)16/49 e -u
14_{25/40]15/34 Fo~te P=0.1
3 [/ o
CRP 7 |65/71|62/64 ‘*to ng m?
14_|45/48)41/42 o | NS (P=0.620)
Xnayfim | 7 (/73|06 i NS (o= ou§
-T2\ im 123
4 4_|36/45)35/42 e NS (P=0.901
FK: cefoselis, CAZ: ceftazidime X' & -test, F: Fisher-test @—@cefoselis
NS: not significant O- -Oceftazidime

Fig. 2. Improvement rates of clinical symptoms.
Table 14, Adverse reactions
Drug FK CAZ
Item
No. of pat:enfs evaluated for 9% 88
adverse reactions
No. of patients with
adverse reactions (%) 363 364
Statistical test (F) NS (P=1.000)

severity mild moderate mild moderate

fever 1

erythema 1
Adverse skin itching 1
reaction diarrhea 1

stomach discomfort 1

numbness of
lower extremities

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

NEMETHY, BFEOVDLY3E=HHRYr 7 x A%
EMBEICHRPAEARZ MABTASA TV 3, BT,
S. aureus 2 XU » 7 7 ABHE I T 2@ OHE L
BRTHY, MRSA L CHHEEFOHEH*FRT,
In vitro \ZB1) 3 REERR, in vivo IBWLTHHEH
ERBRL7:EED 20O FHURBEBS>h, BIFZE
& - BTG SN TV 2, T TIRERmS M|
ABIAES L VRS IHERRICE W T Y, MBS
2L D &7 2 PR ERBIYE LB RIS O B R s 1o
MLUTENIBEER L 7, £, MEMEML 25
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Table 15. Abnormal laboratory findings

Drug Statistical
Item FK CAz test (x*)
No. of patients evaluated for
. 90 82
laboratory findings NS

(P=0.928)

No. of pati i
o. of patients with abnormal 18 (20.0) 15 (18.3)

laboratory findings (%)

WBC | 1 1
Eo.t 3 3
Eo. - GOT ' GPT 1 1
Eo.- GOT : GPT+ AL-P 1 1
Neutro. | 1

Platelet t 1

Platelet | 1
GOT 1t 1 1
GOT - GPT t 4 2
GOT : GPT : AL-P - y-GTP?t 1
GPT? 3 1
GPT - AL-P - y-GTP1? 1
GPT - AL-P: LAP- y-GTP" 1
T-bilirubin t - urobilinogen positive

AL-P- y-GTP? 1

y-GTP1t 1

Urinalysis sedimentation (RBC) t 1

Positive for Coomb'’s test 1

FK: cefoselis, CAZ: ceftazidime, x*: x* -test, NS: not significant

Table 16. Overall safety

Overall safety
No. of r , S::Zy Statistical
. | t ! i
patients gafe almost problem no unknown®! (%)® test
safe safe i '
FK % 71 18 0 1 i 0 789 NS
T + U: P=0.678

CAZ 8 6 13 2 0 1 ;8.7 (,g;p:o,m

FK: cefoselis, CAZ: ceftazidime, U: U-test, x*: x*-test, NS: not

significant

wexcluded from calculation of the safety rate Safety rate:
safe/no. of patients, 95% confidence interval for the
difference in safety rates: —15.9%~10.2%

Table 17. Usefulness

Usefulness
No. of - Usefulness  Statistical
patients V™Y ycefyl SUBRHY MOt e o0 test
useful useful useful
FK 78 13 57 3 5 89.7 NS
U: P=0.891
CAZ 67 13 46 3 5 88.1 - P=0.955

FK: cefoselis, CAZ: ceftazidime, U: U-test, x*: x*-test, NS: not

significant, Usefulness rate: very useful +useful/no. of patients

095% confidence interval for the difference in usefulness rates:
—10.0%~13.3%

L LI-AERFHBRTIR, £F2¢/H (52 #B5cs
WTH 0% DERELSEARFE NS Z LR &N,
4E, L1 FK OMEMIR T 2584, &
2B I UERE2EENCTM T 2 BT CAZ £x¢
Be LIEBBREERL 720

CAZ ABBR DN f% B T b 2 MWL 22 80 %
BL, TOEXELAETH S S. aureus, S. pneumo-
niae, K. pneumoniae, H. influenzae %12 b Mt H3 KT
ANTVHERAL7 x ARVIEMRTHE L, HIE
AT MVOSER LML TwB I L, BEAEERIC
NHENT TREDERAEVHBIZLTWAI L EeH
RLT, CAZ 2RISR EL /2o CAZ DR G5RKIZ,
FHETHY, cefpirome(CPR), cefepime(CFPM),
cefclidin(CFCL) %% & L oMt RIC BT 5L
BRRCBWT, TOHEASEVSHEEINTWVS1H2.0
g (i) £L7. FKORSERIZOWTIX, MEEMR
RENMNRE L TERL 2 ARMNBRORKSL X U—8
MR RRIC BT 5 BRI T 2 RS L BERIIC
BMELT, CAZRR1H2.0g (Hffi) L7,

4 [E O LB OB B RRAE 518X 186 B (FK 8 93
#l, CAZ# 93 %)) THhH- 7535, key code FAHHIDEH
RED/NBRESIBVT, XRBOERHEROBEIC
Po TEFEMRIL, BIANKRFAIEREL Iz, ZOK
B, EYMEANRE SN ERIZ 1465 (FKE78
B, CAZE 6881 TH-oT

AEMOE 2 ¥BREFCEEZTOERAS LD
o748, KSR, EMER#HS X URIARIM Y R BESE
BOWTERLRTGEY, i, WEIHFCBWIPHE
DB 15%KMOTHIWMBED S ic, ZhoBEERAE
FrdT 2MEL L TEHEERLEERVT, BEKHE
DEMEROED N EEXMMEEN L LI 2ZE0T
Nn—5.6~11.6%, —6.3~12.8%, —7.3~9.2% L #1E
RIEDERZL, 1, OThOBE b RIZEHSRIT
HeThote, UL VHBRHRAIELZERATH S L%
Zohil,

BEERZNFICDWT X, FK#92.3%, CAZ#91.2%
DEHENESNEE L 12 90.0% % EE 2 & iz
BTHY, BEER ORI, MBOBEMEDE
(FK#—CAZ#) D 0% EHEXMIZ—7.8%~10.0% T
by, BERNCHESINDZZA*#10% L L-BEOHE
FHEIRIETE 7, BROHKARC BT S CAZ DK
B (BRE) 11 84.1% (CPR L&AR), 94.0% (CFPM
HEBRARR'), 91.4% (CFCL HBRR'"), 96.0% (cefo-
zopran (CZOP) LL&FAER'Y) TH Y, XHBD CAZ
DRI RETH o 7co B TIEARROD
KR EECEE L Lo RERIERE LR TER (K
& 37.5°CLA LA > B imEk#K 9,000/mm® LA E»> CRP 2
+LUE) BT 2EEREE X FK 8£90.9% (40/44),
CAZB£90.0% (27/30) DEXIETH D, MEEL b 90%
U EDBEEERL I,

¥7:, ERIfRNTE U CEERER, EREE - SBHED
BER, BRAAENNOHEKLRERT L2, WIhoE
EBLTHHEMCcERZRAON R o7, BAET
HMEEOHR TR, MEERROEEEXRATHD, »
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D2EXHRBRICBVLT HH M E NS pneumoniae,
H. influenzae 8 X V' S. aureus <X L CXH#FH L b £
BHERELTBY, FKIZCAZAMInSWRIINL T
FYWTHEZ LotiRENR,

BRI FK #8381 (3.3%), CAZEC 381 (3.4%)
Ao, TEORBROUTNLPERUTO7 V¥
—ERFK 28 (2.2%), CAZE1H (1.1%) 8&
UHESER FK B 181 (1.1%), CAZ# 16 (1.1%)
BETHo T, MEORIERARHARIIEER O—MEK

RBROKBR (FK1.2%Y, CAZ2.2%") D EFH»>

7, BEOMD € 7 x ARVIEYIR OREEMEMR & X
TOHBRBROBK VR L L 3 ELo T,
FK 04, B IHEFARDC BV TAERTERICIHESER
By gy ZIRERUREL o, £0% 1 BSMSM
ENECYIBATHE AR, ATASIERRY, REE
IHEARRS & E Rl 2 £ T & 7028, MUBER
ORBEEFH T, FEBRB & U84 KERBREHER
BB TOREFII R I, AFERRIZERIE L
T 1RSI & L7zas, BEITIE 30 9~1 RERIK# D ES
b —EED S NIEKRRBTOREDL S vrhibihlen, ¥
CEWERE COMBERRED shikho T,
BRAREMERELBORA R FK 3£ 20.0%, CAZ
$#18.3%THhHy, TDF2bDIXGOT, GPT 0 k&,
IFERES R Tho T, BFRREBEBREORBELH]
AROALD B RBR DRVt LB - Tz,
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A comparative study of cefocelis for bacterial pneumonia
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The clinical efficacy, safety and usefulness of cefoselis (FK 037:FK), a new parenteral
cephalosporin, were evaluated in bacterial pneumonia in a comparative study versus ceftazidime
(CAZ). Each drug was administered by intravenous drip infusion at a dose of 1.0g (potency),
twice daily for 14 days. The following results were obtained.

1. Of the total 186 cases enrolled, 146 cases were evaluated for clinical efficacy and the
efficacy rates (“good” and better responses) were 92.3% (72/78) in the FK group and 91.2% (62/
68) in the CAZ group.

2. Bacteriological effects (eradication rates) were 100% (21/21) in the FK group and 96.4%
(27/28) in the CAZ group.

3. Adverse reactions occurred in 3 of the 90 patients (3.3%) in the FK group and in 3 of the
88 patients (3.4%) in the CAZ group. The incidence of abnormal laboratory findings was 20.0%
(18/90) in the FK group and 18.3%(15/82) in the CAZ group. The safety rate (“safe” in overall
safety rating)was 78.9% (71/90) in the FK group and 81.7% (67/82) in the CAZ group.

4. Usefulness rates (“useful”’and better responses) were 89.7% (70/78) in the FK group and
88.1% (59/67) in the CAZ group.

No significant difference was observed between the two groups in any of the above ratings. The
results indicate that FK 037 is as useful as ceftazidime for the treatment of bacterial pneumonia.



