104 CHEMOTHERAPY

JAN. 19883

MM SE RS I 3 5 cefclidin & ceftazidime DIERLLBARR

R % P\ B X-aR BE
e ) ]

W "
AL E M K 3 B B S A K 2
X ¥ X F-F W B MW
FLOR M R BE IR A PR
R ® 1 X"
MK PESME=RE
HF H H-fF W O
HF R P RIFBTE R B

® & -k % A%
RALATIMERARATPIRE & U/ Ml

X B ¥ R
Vb ETHILR & B TR PR B
% E #¥-X & 8
3287 WiRBE R

AMEZEE-FE R R K£F-EHF RA
E R R 5 — IR R R
PHE—ES - i W - hE RE

o2 - i S O 3
R/ PRk 3 £t
BH R -BE T-WL EFR-NF XK
WH BE-EF B -BEHF &#-RH RS
RRAFEHEMRBRAENR B & VISR
RHEAR-F B E &
EREEERAFEE MR
(" BB 7 ¥ FERNKERFERTRE > 5 —)
# x B
EREESENKFEONE
N E TR B o E
EHRKRFEFME—AE
Z it =
RRAFHRBEAR

* RIBTTTIRACHT 7-1



VOL. 41 NO. 1 M FOERBIRE 10t 2 cefclidin DB ELBEAAR

105

ANBYTRA - HART IESR - SRR MR
BN OmBE-ER R
) || IR LB RN 2 > & — PR

FN OER-ME X—-)l B K- WEH ER
EF H3 . HE XE- KK EE-RE FHR
FRAFEZHRBE_ARS & KB

M oR O H- K K R
A IRERR B R

" K @A 8
{ERERBE R

2= ®

B LR S R
Bk - BEF EMW-S W T -RE 0
I B EHE OB NRE MRS R
AEIREE - B8 $i% - A KX -l EC
W M- E RZ-EE RE-R OB M

fEH M
KRAFEFME=NE B L IR
= K X %
HiRbe IRt

RE EF-®Kk BUF-=% H—
FRARTEBAFEZAR
BlE HE"- A E-0E BE-AFR A
JIEERI AR B IR B & U HERR
ez KEXK - F TH-BF B
REAZEZME=AR
AR AR - R4 - EAR—ER - BIF IELE
Ak EH-WH EH TR ET-RE F—
LBAFEFMBE_ARG L CRITER
E R K ERRER - KTIRRH
HirSRberiRt
M EF —-2 KB EZ
AN AZE B BITEREKE B R AR R SR
KIRBEARR™ - 7)1 BE—BB - K HE
AHRKFEFERE—NF
A s
AAERKEHE AR



106 CHEMOTHERAPY JAN. 1993

mAE M- % H-BEP ZE-\0 K
KE AR -XkH#H X -EBW £= -8 W7
R AR MM R LITRATRLR & U877 M

& B me& PO R
NEATHIINRA T R R

Wk EU-FREAKR-AF RE-RH #Y
HBRARE R A —AIRHB L KR

NN e
AR PR MRALHE

oo =M
WORRZIRK PHMENPRE

B ok # Xx-&% R M 7
IR A B 2 AR M IR AR BE A 2 AR A B =

o k2]
ZNBRSERA
Bavpro—7—

*: 4B S P B E R MREA AT H

(FHL4F8 A 12BN - ¥4 9 A 16 BRH)

BHFERRECNTI2EHEL 7 7 o ARY U RILEYE cefclidin (CFCL) 0B,
LB IUEBYERNT 2EHMT, ceftazidime (CAZ) #XHHEE L L 7z well-controlled
study #EML /-, 5%k, CFCL1 HR2g (42), CAZ1H#®&2g (2) L, R
LT 14 HEARBERS L, UTORRKREB,

) REBKPR: THENEICL 28%E L, CFCLE89.9% (62 41/69 ), CAZ &%
85.7% (7241/84 %) T, MEAHMcERLZZRED Sk b o, PEETR, URE
W& BEERIIR S L UEEIZBWT CFCL EBEE (P<0.05) iEhTV>72, /NEALSY
Eic Lk 2HEIL, CFCLE83.3% (60 #1/72 81), CAZ B£80.0% (68 #1/85F) TH¥EA
HECEBRRZZRZED AR -T2,

2) HEFOE: BMEREESIC B 5 EHARE, CFCLE91.2% (31 61/34 8,
CAZ#69.2% (2761/394)) T, €4 T 13 CFCL#90.5% (38 #il/42 #1), CAZ B 72.5%
B78/518)) THY, KRB B THMERIEROENAETI: CFCL BERE (P<
0.05) WENRT Iz, D> b Pseudomonas aeruginosa w34 2@k %1z, CFCLET
73.3% (11 #8/158k), CAZ BT 53.8% (14 %/26 ) Th - 12,

3) Ketk:BIEMIE, CFCLE8I B 44 (4.5%) i1z, CAZBE 6 RIh 34 (3.1%)
BHoht, THEHER & 2EFREMBRBE FIE X, CFCL B 21.2% (18 £1/85 &),
CAZE20.9% (1961/918) TdhY, NEASHEC L 2EKREMR Y 12, CFCL#
23.5% 0BU/856), CAZ#£26.4% (4 BI/914) T, “IFhbHEABRMCEERER
BOONLD» oI, RELLOBDThOERBIUREFRCHLERLZLOREDSh R d >
720

4) FRME FHREHEC X 2EHAEIL, CFCLE88.4% (61 51/69#1), CAZE£82.1%
(69 B1/84 B THY, URTBICL 2B BT CFCL BEBERE (P<0.05) w®hTw
2o NEBESHEIW L 2K X, CFCLE80.6% (5881/7281), CAZ B 77.9% (67 B/



VOL. 41 NO .1

Wt SCHRRIE o1t B cefclidin DRI BB 107

86 #l) T, MEFBMcERZERZRDoNLZ o,

LD &, CFCL 2184 SGHMBREE DX L TERMY, RettommEs» >/AR
¥EAXTHD, P. aeruginosa BN REEERELBCREYRETLACEELD, EFIIZP.
aeruginosa BRIZ & > THEEL HEFRCH O HRAESRSG T2 XA THL LYK h

720

Key words: cefclidin, CFCL, ceftazidime, M4&HBRRE, XESNLEHBR

Cefclidin (#%%8 CFCL, %M %5 E1040) i x — ¥4
EXSH TN EhERAE 7 7 0 AR Y RAEYR
T, 3{UB L U TH ORI £h £h 4-carbamoylquinu-
clidine 2% ¥ & tf5-amino-1,2,4- thiadiazolylmethoxyi-
mino X4 AL L RMEEME LORMTH 5, &HIZ,
77 ARMEEB LU 7 AN CH L TERBEZHER
RZMVEEL, RE7FPOMERMR TDH 5 Pseudo-
monas aeruginosa 1 & U Acinetobacter calcoaceticus %,
wb®3HIHRL 7 x ARREYR CHERED Enter-
obacter 18 & U Citrobacter =33 L THENIHEN2AL
TwaY, XM IhE TEBSALERE_HRRC S
WwT, P. aeruginosa, Klebsiella. pneumoniae, Haemophi-
lus influenzae, Branhamella catarrhalis iz ¥ D7 5 LBt
BB & U Streptococcus pneumoniae, Staphylococcus aur-
eusRED7 7 LABBEEC L 2R ERRLECHL,
B.I%DEKRURBAH S, TOHAESTREI N,
¥h, BMEKE_HARTERL -ARRNFABROBR, &
i, S ERRFECHLT, 1H2g (22) B#5T
ceftazidime (CAZ) 2g (£2) tRAZOFRAENR/ET
EHI LRI NI,

DEDRBERE 2T, S0, BERERREBE X
+2CFCL1H2g (2 OFRtk%, CAZ1B2g (2
2) %L LT, well-controlled study i & D th##kat
L7z

I. 82 B /5 &

1. NRERB L UXRES

19904E£1 B2 5 1914 3 B2 CiceEH 27T ik B
IUroRNER 22 L 1 BHKERRERE T,
BRERBAC B - D BNMORBBE O W BEENR L
L7z

RREBIL, BUSERLE (BEREXROBN
WE, &5 IR L RERSE - MikE -
PEsRHMERE - [EXWMERY) DO b, R, T, R
MR oKL, GRS, KLTE CRP# (¥
ERE) 7:131.0mg/dl (EEE) U LOBMELY
SRS DBRE R P EEDERM & L, Uk ARM

AEZHOAKHEISHORVI L EL, B8, §F
16U EDOARRRE T, AR & Licds, 80
BUEOEI®E BRI, TiLoL > RAY - &

M DR i WY R ER IR T B E E LT,

1) LSRR L i D 5\ I3RS b
ERELTHL T AER

2) CFCL £7:12 CAZ it & 2 RARIGHESIZ &
T B-T 78 LRERCTVILE—DREL D 5 E
Bl

3) FPHARIBBIANIEFNB L UERE /- I3
THEORRER - SHHEEXRL, AW - Tt 0H
ENEBLES (28, BRE*E T 5ER 3B
33z2k)

4) FEEPAMAATICHIEESK S & h, BICERD
WELODOHAEMB L UCFCL % 7013 CAZ 03K
BBIAEANICEES SN T IER

5) CFCL 8 & U CAZ X% OREE IS 0> 12 £k
B fER (VA NVR, v 43757 X<, KERY)

6) BEDORDD\IIHREERE DD 5 EH

7 FAFLMEKCKRAER L UEORED HE
&l

8) MEREIIIERL T AAREMHDH 2BAB L
URAHTOM|A

9) INnAvEAVBIUZNVFVESLVF YD
A (REMREZE) OOHtRE2LBL T 5ED
10) #0MEisE S CFCL % 7213 CAZ 05 %1
W LN L IAES

78,9 D7 veAL rEDHRAEIEREREIR,
CFCL OEATORKENKRZ 7 4 7THERICB W
T, 7vAve4 L OHBEERORER, RELER
BIzHBR LI oHREL

2. MNEFEORES L UHRKTE DRIL

XEFEE L TCAZ #REL EBA IR, LEHBE,
ERE, ABBOEMMYE 8 L U CAZ »n18%
SERPECH L THWEREE2RTEAO—DTH
57:HTH5,

¥ 7z, CFCL OSBRI AR TCOBKRR, MEE
¥R E X LM L D, CFCL D&% SlRESE
I 2E#ARE1H2g (542) 5L L1 —A,
BHRERRECNT2CAZOEARIZ1H2g
(22 B#E5THY, CAZOEMNES L URLEDH
»o5b, ThE#y)IZEr LTREL .



108 CHEMOTHERAPY

JAN, 1883

3. HER¥EH

HBFEA 1L,
BWRREK:CFCL 1R2g (L ff)) 58 AT
CFCL#LB8¥)

xHE¥EH: CAZ 1 H 2g (F2ffi) #e58 (AT CAZ
BELBET)

D2 Lic, BRBREAIZ L A 7aduz, HER¥EH
T CFCL 1g (f7ffi) %, MREKTIZICAZ1g %
(7)) *&8FT 5, L2 BBEHKIZ, A—F#*%
FEHLLETCREHOE ==V 7 4 LATHEL, X
SICAELR—EL, Iy bu—F—iCX DM LER
BTRETH B - Lo & fe, CFCL 1g /¢4 7
VB LU, CAZ1g /4 7AESBVTAL 1EFS
ELTE29 /5470 (53K 28 /54 7, REFEA
184 70, BH29,54 7 0) %, A—EERM2HE
BLUTABRLERAZTHE L LA ¥t L 1,
FOEFFEI I3, HERES L UNBEL bEFILLE
1040 « CAZ £ &R L 12,

4. FEF BT
AREFIZAERSE1MELL, 3V bO—-F—K
EDCFCL1gNA7NVBLUCAZLg /N4 7 LKE
BNZ2EMERZ LD 1H S5 UHEIESAITH DT
Bansn, a-rFESMFaL, F—-a-Fid
FRETETav ho—5—MRE L, AP LR
L7 28, HBRBHIAATEHBRKRTHIC, oY to—
7V EEACHE SN LRBREFOSRAR Y
EREERNKREMEVERZE (BETFREHR) TTYV,
WTFNOABREA L bARCEE L bDTHZZ L
BEFEE N,

5. ®BE5HESB L URSHR
AEBROMRE L THAANS L BEHICE VLI
K&S5» 5, CFCL 8 & U CAZ EARIGEBR DRY%
2WEOL, 1E1,%4 7 V%, 100~300ml D 5%
T URBRE L AERERS CCEREL, 1R
TH-J20AKHETII L LI, RBRBRICK
LT, EFOBHR2ENT 2E L THE (FBE)
tiRBIEEL, B Kot - ERAMOFMEE LY
DNERbDELT, BeEHMIFARE LT I4 A
Lichs, EELRERIGDIDBEMEST S \IG
&, ERBBILELIBE, BRLES, SRersk
AT REREVSREMBEHEL 1 BE, BLUZED
fiEBRELPIEDOLBE LD B8 IE, FIBEDY
WCREEFIELTEWI L E LTz,

6. PHREA
AREFLE R, o EH, BIBKERA T4
F, ZVFvEe4 2 B8LU7VFVvEL VY F PV I A

(REIMIER) ALz IEEL, FATOAF
RIMAHE, MAeEHMKE, K WHE, v-707)
KRR E LTHBERILET A EELT, %
fo, BHR, WEF, NEILEN, HRUREF
% VLIE AR, SHHE 8 £ UERIKBICN T 5 M
KliiptREBH L LT, B8, WThoBiic

LHEREFERAL B8R, LTMERCEOHES
EICENR, Bk, AR CEE/RTHIILLL
7o

7. fER - FRROMBK B L CHIKMRE DL

1) ERERER

ERFEES L UBRENRITROLBD EL, KA
ELTHEKRTIZEELY, BEHERTEZL
BWETH, P b5, BR5MK3H%, 78
%, 14 BRZLYERTLIELLT,

(1) i N (15 4E80E), MBERZ1A
2~3ETHTE,

(2) W+ (BESHEIKIBE), +, -0
3 Bt

(3) mHmA&:# (250ml), # (<50~210
ml), + (<10ml), —® 4 E&FE, # OB LT
KYES PO TERT 2, 1721, ml /- 3EK
TEBLT L\,

R P (BYE), PM (R5B8tE), M (%) 0
3 B,

(4) TPREREE: + (ELFROBE), +, —D3
BRP&,

(5) Mam: +, — o 2EpE,

(6) MM #, +, —DIBKE (HEEER
FHEDOHHIC X B),

(7) BiAfER: +, —D 2 BFE,

(8) #7/—¥:+, —D 2EEP4

2) BERRE

Tablel iR L7- & 50, MBRE, £{LERE,
ReE, Be5H1, 7H%, WHABCLTERT S
tel, 35HMK, Kk, CRPIZDOWTH, 3
&b LTIRETLILELT,

B 5L OREHEH B S AT H~<BE & 5 i Bib
LIB& 1k, REBREA L OB W TR E2mME 5
iz, EEEE LRESHECRT 5T, THER
RYEHFFET D EE LI,

3) MELV Y N URRE

BEHBL U 4 BEOBEY > o U BEX LA
L, AMRERMD 3B%, 7THELERL, 74 VA
PRETBILELI,

4) HEFEHORE



VOL. 41 NO. 1 Wi SOHRBIEE 121 3 cefclidin DR BRI 109

Table 1. Items and schedule of laboratory tests

Items Before Day 3 Day 7 Day 14
Chest X-ray @) A A @]
Arterial blood gases A A A A
erythrocytes O @] O
hemoglobin @] (@] (@)
Blood hamatocrit O (@) @]
studies platelets @) (@) @)
leukocytes O @] O O
leukocyte differential (@) @) @] O
Prothrombin time (PT) A A
ESR (1 h value) O O (@) @)
CRP O O O @)
Cold hemagglutination O O
Mycoplasma antibody (CF or IHA) A A
Chlamydia antibody PN A
S-GOT O O O
S-GPT O O O
Liver AP © — ©
function LAP A A A
tests »GTP A N N
LDH A A A
T-bilirubin A A A
Renal s-creatinine @] O @)
function tests BUN o) e} e}
protein @] O O
Urinalysis
sedimentation @] @] (@)
Direct Coombs’ test A A
Sputum culture O O O O

Q: indispensable
A: should be performed as often as possible
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Table 2, Criteria for judgement of usefulness by the committee

Side effects
and

Clinical efficacy

laboratory

abnormal findings Good

Excellent

Fair Poor Unevaluable

No ++ + + - ?
Mild + + + - ?
Yes Moderate + + - - -

Severe - -

+ +: very useful +: useful

+: relatively useful —: useless ?: unevaluable
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Table 3. Case distribution

No. of patients included
in the statistical analysis

—— Clinical efficacy ——

CFCL: 72

1
5 CAZ: 85

No. of patients excluded
from statistical analysis

CFCL: 17

2 CAZ: 11

No. of patients included
in the statistical analysis

—— Side effects —]

CFCL.: 89
CAZ: 96

185

No. of patients excluded
from statistical analysis

Total No. of patients

185

CFCL: 89
CAZ: %6

CFCL: 0
CAZ: 0

No. of patients included
in the statistical analysis

—— Laboratory tests —

CFCL: 85
CAZ: 91

176

No. of patients excluded
from statistical analysis

CFCL: 4
CAZ: 5

No. of patients included
in the statistical analysis

L— Usefulness —

CFCL: 75
CAZ: 88

163

No. of patients excluded

from statistical analysis

CFCL, cefclidin; CAZ, ceftazidime.

CFCL: 14
CAZ: 8

22
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Table 4. Reasons for exclusion from evaluation of clinical efficacy by the committee

Clinical efficacy Usefulness
Reasons
CFCL CAZ CFCL CAZ

Untargeted disease 3 3 3 3
Serious underlying disease 4 2 4 2
Infection unclear 1 1 1 1
Combination with prohibited drug 6 2 6 2
Duration of administration too brief 2 3
Items required for clinical evaluation lacking 1 0

Total 17 11 14 8

Statistical analysis NS NS

CFCL, cefclidin; CAZ, ceftazidime.
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Table 5-1, Patient background (cases accepted by the committee)

Items CFCL CAZ Statistical analysis

38 50

Sex male NS
female 34 35
~29 0 4
30~39 1 4
40~49 1 3

Age (yrs) 50~59 9 9 NS
60~69 25 26
70~179 27 28
80~ 9 11
~39 20 21
40~49 21 32

Body Weight (kg) 50~59 21 16 NS
60~ 4 11
unknown 6 5
severe 5 7

Severity (by attending physician) moderate 54 61 NS
mild 13 17
severe 0 0

Severity (by the committee) moderate 39 41 NS
mild 33 44
. . © e present 55 68

Underlying diseases or complications NS
absent 17 17
. o . present 15 15

Pretreatment with antibiotics NS
absent 57 70
present 44 48

Combined drugs NS
absent 28 37
~6 3 2

Duration of treatment (days) =10 1 ! NS
uration of treatment (days 11~13 6 5
14~ 52 71
<37 19 24

Bod . ) 37~<38 31 42 NS
ody temperature 38~ <39 15 15
9= 7 4
- 0 0

Cough + 28 41 NS
+ 44 44

CFCL, cefclidin; CAZ, ceftazidime.
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Table 5-2, Patient background (cases accepted by the committee)

Items CFCL CAZ Statistical analysis
- 1 1
+ 14 15
Volume of sputum + 37 50 NS
H# 17 17
unknown 3 2
- 1 1
M 2 1
i NS
Properties of sputum PM 20 23
P 49 60
- 30 34
Dyspnea + 30 39 NS
+ 12 12
- 62 78
Chest pain + 9 7 NS
unknown
- 8 8
+ 40 52
Ral NS
ales + 23 2
unknown 1 0
- 60 74
Dehydration + 11 11 NS
unknown 1 0
- 69 75
Cyanosis + 2 10 NS
unknown 0
80=< 0 2
60~ <80 7
Pa0, (mmHg) 40~ <60 18 24 NS
<40 5 2
unknown 42 49
<49 26 30
PaCO, (mmHg) 49 4 6 NS
unknown 42 49
< 8,000 28 38
8,000~ <12,
WBC (/mm?) 2,000 25 28 NS
12,000~ <20,000 18 15
20,000= 1 4

CFCL, cefclidin; CAZ, ceftazidime.
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Table 5-3. Patient background (cases accepted by the committee)

Items CFCL CAZ Statistical analysis

<20 7 9
20~ <40 10 23

ESR 40~ <60 16 14 NS
60s 30 31
unknown 9 8
- 5 6
t~+ 9 11

CRP 2+~3+ 21 28 NS
4+s~ 37 38
unknown 0 2

CFCL, cefclidin; CAZ, ceftazidime.

Table 6. Diagnosis classified by the committee

. . Statistical
Diagnosis CFCL CAZ i
analysis
Chronic bronchitis 29 32
Infected bronchiectasis 27 31
Infected old pulmonary tuberculosis 4 8
Infected pulmonary emphysema 7 8
Infected pulmonary fibrosis 2 2 NS
Infected bronchial asthma 2 1
Infected pulmonary cyst 1 1
Infected middle-lobe syndrome 1
Infected lung cancer 1
Total 72 85
CFCL, cefclidin; CAZ, ceftazidime.
Table 7. Distribution of causative organisms
Causative organisms CFCL CAZ Statistical analysis
S. aureus 2 2
S. pneumoniae 5 4
H. influenzae 8 9
Monomicrobial infections P. aeruginosa 13 20 NS
B. catarrhalis 2
Other GNR 4
Subtotal 34 39
P. aeruginosa present 2 NS
Polymicrobial infections P. aeruginosa absent 6
Subtotal 8 12
Total 42 51

CFCL, cefclidin; CAZ, ceftazidime.
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NBRECTEALBOSHE & N ES X936
(CFCLEt 42, CAZBS516)) THH, MBMEBR
12736 (CFCL#34 %), CAZRE394), MW E
Bui2204) (CFCLE:8 I, CAZR128)) TH -7
(Table7), % 7-AR#&HE & MEE S i 115 ¥k 84 £
(CFCL #: 38 Bk, CAZ B 46 %) > XA T
2 MIC (BE& bk ammsE) OflE (B2
S MTbhhi, HEFHMICERLRED 3B
Shizdtc (Table8), F 7eRICIZRE o 7odd,
348 (CFCLB12#k, CAZPE22KK) ORI E D
MICHETHERLZRAY IBHShik» o T,

3. EHEHEIC K ZHEKSR

1) REBEKHR

PR R 157 BT O FHREHEIC & 2 REMKRIR
% (Table9), CFCLEt iz 28I ch ¥ %2181, B%
418, RREIG, KH3IG, HWEFREIHNT,
EREE SO LBEURIZ8.9%THH AT
B0 o HETRER 28 <), CAZETIZ8S FIPE
sh14 B, BHxh58 B, LOERN8 B, M4 B, HE
TEE1BIT, BRRIZ5.7%TH - Iz, BEBRIC
BWT, MEFBMCERELZEIED oo T,

LERoKBEBMEIEXR, [EILRE, @MY
RBEBO_RBRD IHEBEHICHEL, T OMEEK
BRI KZHER # 3 L - (Table10), BMHEAE X #
TOHERE I, CFCLE 1285.2% (23 61/27 #1),

CAZB#£87.5% (2861/328)) TH, x7-AEXYL
3B fE T+, CFCLE88.5% (2361/268)), CAZ#
83.9% (26 #/314), MiEWRBEBDOZKBRT
&, CFCL#100% (16#/1681), CAZ 8 85.7%
(18 FI/21 ) Td - oo MMYEIFBIREK B D KBS
WBWTCFCLBIRCAZHICHLARCEBATLY:
2t (UMSE, p<0.05), £ DMOKRETIETEFH
McEBRZ2RBO OIS I,

2)  HAESE BB 2R

KX SO EHEHEIC L 2 BEEFORE
BRI R % Table 11 277 L 7co AUXEIL, WETI}
CFCLEt4h 3%, CAZEBETHID T8, PEET
i3 CFCL B¢ 88.5% (46 B11/52 1), CAZ ¥ 83.6%
(51 /61 B), ¥ fiE T 12 CFCL 8 100% (13 #%/13
), CAZB87.5% (1461/1680) T, T h bR
EXBEMcERZZERBOON K> o, PEET
i3, URBR LI 2MEPRBLUEBELCBWLT
CFCL EXNA®E (p<0.05) icENI Tz,

3) EEKAER - FTR, ERKMREMOBEE

MEFBEMOEK - TR, REMONEE %, &5
Bltatk 3 HEe, 7 H#, 14 H O IFATHERS
LR %2Fig. 1l RL, EMDI4BET,
CFCLEMSCAZHCHLABCEN - HEELTL
ToH (x?RE, p<0.05), £DfhDIFEE TIIHFEH
HEcAEBRZRBED SR b T,

Table 8. Susceptibility of causative organisms to cefclidin and ceftazidime assessed by the committe

Inoculum size 10* cells/ml

Treatment MICs MIC (ug/ml) Total Statistical
— To :
group of  <0.025 0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100< analysis
CFCL 1 5 10 5 6 2 1 1
CFCL 38 NS
CAZ 1 1 10 7 4 3 3 1 1 2
CAZ CFCL 2 2 14 6 5 7 3 2 16 NS
CAZ 2 5 11 4 2 4 2 1 3 2 1
CFCL, cefclidin; CAZ, ceftazidime.
Table 9. Overall clinical efficacy judged by the attending physicians
X istical
Drug Excellent Good Fair Poor Unevaluable Total Efficacy Statistica
rate (%) analysis
CFCL 21 41 4 3 3 7 8.9
(62/69)
NS
CAZ 14 58 8 4 1 8.7
(72/84)

CFCL, cefclidin; CAZ, ceftazidime.
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Table 10, Overall clinical efficacy judged by attending physicians, according to diagnosis
. . . Efficacy  Statistical
Diagnosis Drug Excellent Good Fair  Poor Unevaluable Total ,
rate (%) analysis
CFCL 7 16 2 2 2 29 8.2
Chroni (23/27)
e NS
bronchitis 87.5
CAZ 4 24 4 0 0 32
(28/32)
88.5
CFCL 9 14 2 1 1 27
(23/26)
Bronchiectasis NS
CAZ 9 17 3 2 0 31 8.9
(26/31)
2Excellent
N
CFCL 5 11 0 0 0 16 100 °
(16/16) 2Excellent
Secondary
infecti +Good
infections 8.7 NS
CAZ 1 17 1 2 1 22 (18/21)
Z=2.493°
p=0.013
CFCL, cefclidin; CAZ, ceftazidime.
Table 11. Overall clinical efficacy judged by attending physicians, according to the infection
Effi Statistical
Severity Drug  Excellent Good Fair Poor  Unevaluable Total feacy ans K?a
rate (%) analysis
CFCL 1 2 0 1 1 5
Severe NS
CAZ 2 5 0 0 0 7
2Excellent
x'=4.026*
88.5 -
CFCL 19 27 4 2 2 54 p=0.045
(46/52) =Excellent
Moderate
83.6 +Good
CAZ 11 40 7 3 0 61
(51/61) NS
Z=2.016*
p=0.044
100
CFCL 1 12 0 0 0 13
(13/13)
Mild NS
87.5
CAZ 1 13 1 1 1 17
(14/16)

CFCL, cefclidin; CAZ, ceftazidime.
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CAZ O====0
No. of patients Improvement rate (9) Statistical
Symptoms Da
yme Y TTCFCL  CAZ |0 10 20 30 40 50 60 70 80 90 100 test
3 56 66 o
:3°dy . 7| s 64 Q\% NS
emperature 14 44 60 b
3 7 84 Ot 0] NS
Cough 7 68 83 AT NS
14 54 73 e \o £=4.267° p=0.039
3 68 82 OR3~
Vf°l"mt° 66 81 ‘*?‘% NS
of sputum 14 53 72 e
Properti 3 71 84 oQ
| | ®w B! NS
puty 14 55 74
3 42 51 odo-. ]
s
Dyspnea 7 38 51 \EYQ NS
14 30 47 .ol
3 9 7 N3N
) R
Chest pain 7 8 7 NS
14 7 7
3 62 77 PO,
Rales 7 | 60 75 Bappe’t NS
14 49 68 S0
3 1 11 a Q
Dehydration 7 11 11 Q NS
14 9 8 &
3 3 10 Qs
Cyanosis 7 2 10 1= NS
14 2 10 o
3 42 45 Q.
WBC 7 41 44 NS
14 36 44
3 44 60 o0
ESR 7 50 63 ‘*hp\ NS
14 42 58 ToTo
3 59 65 OO
CRP 7 59 7 T~ NS
14 51 69 ‘§5

CFCL, cefclidin; CAZ, ceftazidime.

Fig. 1. Improvement profile of symptoms, signs, and laboratory findings.

4) BIfEAB X UBKREBERYE AR - BEAREE, THI&216), CAZET
BIfER X, CFCLET8IBI 464 (4.5%), CAZ IIRE, RS- -HE, UK BETESELIHTH-

BT ph3f (3.1%) wHRHEL (Tablel2), 1o WTFNOBWERA bEEDH L { 35kl
BIfEFHOWERIX, CFCL BETI3#RE, RBS-R#, %L1,
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Table 12. Side effects judged by attending physicians

Table 13, Abnormal changes in laboratory findings
judged by attending physicians

Side effect CFCL CAz
Rash ) Items CFCL CAZ
Urticaria 1 RBC | and Hb 1
rash and fever 1 1 RBC!, Hb!, Htl, GOTt .
Limbed pruritus and gastric discomfort 1 and GPT 1
Nausea and anorexia 1 Hb | and Eosinophils 1 1
Diarrhea ! Platelets | and Monocytes t 1
Total 4 3 Eosinophils 1 6 6
Statistical analysis NS Eosinophils t and LDH 1 1
CFCL, cefclidin; CAZ, ceftazidime. Eosinophils 1, Basophils 1 1
and Platelets |
Neutrophilis | , Lymphocytes t and GOT t 11
MAREMO RN 13CFCL B T 856 & 18§ Meta-lymphocytes t, S-Creatinine
(21.2%), CAZETFF 198 (20.9%) THDY, and Sediment casts !
XA HMCERLZIED 5B » > (Table GOT t 3
13). GPT? 1
5 KDL UHAL GOT tand GPT 1 2
2fEG 185 BPhic 3 52 &2 ik, CFCL #Tix, 89 GOT 1 and AL-P 1 )
P> XBELT0M, BEAECXEERLIS
oI, MDD 3B, HETHLHIT, o7 XMk GOTT, GPT1and AP !
LIR2&KDT79.6%TH H (Table1d), CAZE i3, GOT?1, GPTT, AI-P1 1
96 Bt % o 72 < XWX L 738, 1A CKERL 21 and y GTPT
Bl, XBHD 20T, o EBELILKD AP !
76.0% CH otz MREABRCERLZRED S Al'P1, LAP 1 and Urine protein 1
o Tz Al-P tand BUN t 1
FRKK VTR, MiTxK1636) (CFCL # 75 LDH 1
B, CAZE88H) D55, CFCLETIRZb»TH Direct Coombs’ test positive 3 1
R216, ER4OG, PLER4B, AHMEZLY Total B 19
B, ¥IETEE6 BT (Tablel5), ERAE (2b®HT
ERA+ERA) 1188.4%T, CAZBR TR by TER Statistical analysis NS
1360, BRS6H, LLHERAI0H, BRAM%ELZL 56, CFCL, cefclidin; CAZ, ceftazidime.
HEREE4PIT, BERARIRS.1%TH- 1. BAK
ZBWT, CFCLERCAZBIHLAERIENTY
Table 14. Safety judged by attending physicians
Drug Very Relatively Unsafe Unevaluable Total Safety Statistic.al
safe safe rate (%) analysis
79.6
CFCL 70 15 3 89 (70/88)
NS
CAZ 73 21 2 96 76.0
(73/96)

CFCL, cefclidin; CAZ, ceftazidime.
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Table 15, Usefulness judged by attending physicians
Highly Slightly . . Satisfactory Statistical
tisfactor; Unsatisfactory Undecided Total .
satisfactory Satisfactory satisfactory y rate analysis
2Markedly
satisfactory
6 - 88.4 2r=4.077*
CFCL 2 40 4 (61/69) p=0.043
& Satisfactory
NS
‘ %8 82.1 2=2.128*
CAZ 1 5% 10 (69/84) p=0.033
CFCL, cefclidin; CAZ, ceftazidime.
Table 16. Overall clinical efficacy judged by the committee
Efficacy Statistical
Drug Excellent Good Fair Poor Total )
rate (%) analysis
CFCL 4 56 8 4 72 83.3 NS
CAZ 5 63 10 7 85 80.0
CFCL, cefclidin; CAZ, ceftazidime.
Table 17. Overall clinical efficacy judged by the committee, according to diagnosis
Effi Statistical
Diagnosis Drug Excellent Good Fair Poor Total rcacy ! ca
rate (%) analysis
Chronic CFCL 1 22 3 3 29 79.3 NS
bronchitis CAZ 3 25 32 87.5
. . CFCL 3 19 4 1 27 81.5
Bronchiectasis NS
CAZ 2 21 4 4 31 74.2
Secondary CFCL 0 15 1 0 16 93.8 NS
infections CAZ 0 17 3 2 22 77.3

CFCL, cefclidin; CAZ, ceftazidime.

7z (UMRSE, p<0.05),

4. INBESHEI X ZERHE

1) RAEEKIR

CFCLE T, T20IhE% 485, ELS6H,
%86, M4BT HREIX83.3% T (Table
16), CAZB T, 85HFERSH, ERH63H, ®
ERI0F, B THTENEILL0.0%THY, B
ERBECEREREZRZZED SR o1,

tROEBREZ3IKBEIATTRELIZEZ S
(Table 17), @MSREX LT3, CFCL BOEFEIL
79.3% (23 81/29 ), CAZEE D % h 13 87.5% (28

B1/328), [EXHRETIRENL TN, 81.5% (22
/27 B) & 74.2% (2361/3161), M@ErERBES
DZRBEETIRENATNIZ.8% (A5H/166) &
77.3% (1781/228)) THY, »Ih b HEEFARMIC
HFERERED SN LRSI,

2) EEERIEKEHE

INEESHETREEMIIR L, TRTE - PFE
Thot:h, BEBIERBREBITLILLI S,
Table18 iZ R L 72 &k 512, BER, hEFEROWVT
nIzBVTH, HEABMCERRZRED Shid

27,
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Table 18, Overall clinical efficacy judged by the committee according to severity of infection

Efficacy Statistical

Severity Drug Excellent Good Fair Poor Total
rate (%) analysis

CFCL .

Moderate 3 3 4 1 39 87.2 NS
CAZ 5 29 4 3 41 82.9
CFCL 1 .

Mild 25 4 3 33 78.8 NS

CAZ 0 34 6 4 44 77.3

CFCL, cefclidin; CAZ, ceftazidime.

Table 19. Bacteriological efficacy judged by the committee, according to causative organism

Eradication

Statistical
Causative organisms Drug  Eradicated Decreased Persisted Replaced Total rate test
(%)
CFCL 1 1 2
S. aureus
CAZ 1 1 2
. CFCL 5 5
S. pneumoniae
CAZ 4 4
CFCL 8 8
H. influenzae
CAZ 8 1 9
X CFCL 7 2 1 3 13 76.9
P. aeruginosa NS
CAZ 7 2 9 2 20 45.0
i CFCL 2 2
B. catarrhalis
CAZ 2 2
ther GNR CFCL 2 2 4
other cAZ 1 1 2
CFCL 25 2 1 6 34 91.2 xr’=4.099°
subtotal
CAZ 23 3 9 4 39 69.2 p=0.043
p . ‘ CFCL 1 1 2
. deruginosa presen CAZ 5 1 6
p . beent CFCL 6 6
. aeruginosa absen CAZ 5 ]
Subtotal CFCL 7 0 1 0 8
ubtota CAZ 10 2 0 0 12
. CFCL 32 2 2 6 42 90.5 NS
Tota CAZ 33 5 9 4 51 72.5
CFCL, cefclidin; CAZ, ceftazidime.
3) HMEERRIER ), CAZB£T69.2% (2781/39 ), & DHEEM

INEBL I CRAEVREESN- 936 (CFCL#  fh*E i, CFCLE90.5% (38%1/4241), CAZ B
424, CAZEES51#) T (Table19), HMERERF  72.5% QG7HI/518)) Thor, BIHBERBRLAERN B
w817 2 ERM{ERIz, CFCLETI91.2% (3141/34 1} 2@@M/R T CFCL B3 CAZ Bt L BRI
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BT (2*RE, p<0.05)o ST ik MKH ¥
MicERZZREDONRM o,

I, EOELEWROWHAEIL, S pneumoniae
TIXCFCLE S P 88k, CAZBE 108k 9Ikk, H.
influenzae T3 CFCL B¢, CAZBEL &2 100% (11/
11, 12/12), P. aeruginosa T ¥, CFCL 8¥73.3%
(11/15), CAZ B¢ 53.8% (14/26) TH o To Wih
CEBOWTOMEFBEMcER BRI
A

4) BWERSB X UBIEMEMARN

*t &R fE #1185 %) (CFCL B¥ 89 £, CAZ ¥ 96 )
DI3H, TRESBIERLHELA 76 (CFCL#4
Fl, CAZBE3H) 12, NEREBX LD ITRTHRAS
hic, CFCLETIRBELN, $%FE3M, CAZE
TIIEE 1 B, PEE2HTH -, MEFRBFMCE
KixZRBdonhoie,

BERREEORY 1T, MRERF 176 5 (CFCL &
8581, CAZE£91#)) @ 5 &, CFCL & T ix 20 )
(23.5%), CAZETIZ24% (26.4%) THhH, ¥D

KBEME B TERABM AR EIBD S
o7z (Table20), WIFHORBELHERDE T = A
KlicE»ohsb0T, TOBELEMZLDOIREY
shgipo e,

5) HRM

HRMIINREL163HIT, SbOTHEBALER
¥ »b¥ -t B %z, CFCL¥B80.6% (5884/72
#), CAZ#77.9% (6761/8684) T H D (Table
21), MENABEMCERZEIBY SNLZD 5T,

III. % %

CFCL i}, 3fIi8 L U7 LIcHHAMMTH 5 4-car-
bamoylquinuclidine % 8 & Uf 5-amino 1,2, 4-thiadi-
azolylmethoxyimino X% #A L f-EHAtL 7 rox
R U RAEHYR TH 5, Carbamoyl quinuclidine
X3, TOHTROUEMEOHRIZLD £ MWK
HB & U B-lactamase LB LICS WL EHISNT
8 Y, thiadiazol XDOYR L 3tiZ P. aeruginosa % &
77 LARMERBCEWHRIEREEAL T3,

AZF2LE 110 B BV TEB S h - BKE—H

Table 20. Abnormal changes in laboratory findings judged by the committee

Items

CFCL CAZ

RBC{, Hb!land Ht !

WBC|!

Eosinophils t

Eosinophils 1 and GPT t
Eosinophils t and LDH t
Eosinophils f and LAP 1
Eosinophils t, GOT t and GPT t

Eosinophils 1, GOT t, GPT t, Al-P t and »GTP t

Platelets |

GOTt

GPT1?

Al-Pt

vGTP1?

LAP 1t

GOT t and GPT t

GOT tand Al-P t

GOT 1, GPT tand Al-P 1
GOTt, LDH tand S-Crt
GOT1t,GPT1, Al-P t and
»GTP1?

1

— - OO

w
N = O e

Total

20 24

Statistical analysis

NS

CFCL, cefclidin; CAZ, ceftazidime.
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Table 21, Usefulness judged by the committee
A i ful Statistical
Drug ey Useful Relatively Useless Unevaluable Total Usefulness tatl u.:a
useful useful (%) analysis
80.6
FCL 4 54 5
¢ 10 3 ! (58/72)
NS
77.9
z 4
CA 63 11 2 88 (67/86)

CFCL, cefclidin; CAZ, ceftazidime.

RRTENAKOZMMBERY 1,356 Blicxt L Tl
ToRREAR E R LY, i SOHRRE 155 B xt
THRKIRI278.7%, WRAMLEIIT2.9%, %5
&2 P. aeruginosa % K E & 3 184 T8 R EE 64
Plents 223 EnFNT18.1% L 58.1% L, EFh

ERBBBONT VS,

4E, CFCL oMK ERMECH T 28RN EE
BRI+ 2 HY T, CAZ 2 x@E L LT, well-
controlled study ¥ E/iL 7z, 3 T2, MMESERBR
fEicxt3 3 CFCL o ARt AR vfThbh, CFCL
B2glt 1H2g42) Ti3, 82.1%, CFCL 4g
(1H4g52) TIi387.5%, CAZE (1B2g42)
TR AUV ERTH 2 L OREMBBSNLT WS
Eps, FOEFAKIZ1IH2g (52 BRYTH
Zrfirang, ZOZEns, KRARICBWTI,
CFCL 1[ml1g 1H2E&K% 5L, CAZ1[E1g1H2
EfEicL D HERN T L EL,

SEIDOHABRTIZ, RAEGIHK 185 FlDOBHTEREEE
BECHEINEY, 055 202/ NERECE
VT ESFHE_ LB fER & LTERAL, 15781%
BYHHOTFENRE Uiz, T CBRIL I, BK
% #7 %t S ) 157 B (CFCL 2 72 8, CAZ %85 )
OERRF2HEL R, MEABMCERLRY
BEDShizh o,

FREHEC L KR, CFCLET89.9%,
CAZBTS.T%DEMEER L. TD5H, KB
BTiiBUTEREEBD2REERT, UREICE S
BERYRICBNT, FLEEEFHNTCRIPEET, U
BEWC L 2EESEL & UESEICB VT CFCL #
BEE (p<0.05) ENR TV,

—%, NEBESHFEIC L BEERMRICIOWTIX, W
EHFBMcEROEZRED ST oz, FIREHE
ENERESHE X AERIREMCERBED SN
Tedt, THRFEBRESEHLHEL EH (358
2, NEELTRERE - IPPER L HESNIE

PR Pbott, BLIUBKMWROMENEN
ETREBREROK M L EABOMRCELNBON
Tk ThdLfEEINT,

INEREC LV ERELEE LBIERIZ, 1576
G193 81 (59.2%) THo 248, I oEALEHEAR
TOMERESYE W & 2B ¥ 12 CFCL # 81.0%,
CAZE£76.5%TH > 7z, s3MEH 115 4% (CFCL % 50
¥k, CAZB£65%) DARIL, P. aeruginosa 41 B,
H. influenzae 23 B, S. pneumoniae 18 ¥, B. catar-
rhalis 11172 ¥, (ER» 5WUETERPECB LT
SHAEIBEKLEEFBINTOLIEBS LS
M, ¥ P. aeruginosa DEE X £ B HBHF
44.1%EH-o L bEL, BEOBEETOLEIARKICLL
RTEOMHFEL S - & bE» o Tz, B EHHEARA
KB > HEEE®RIZ, CFCLET90.5%, CAZ B
TT12.5%THhol, 7, BEEBROBERMILE
i3, CFCL#91.2%, CAZ®69.2%T& b, CFCL
HBCAZBCHELEEBECEA T (x*RE, p<
0.05), Zhix, ZREEKTOLEKD KK D MIC,,
(10° CFU/ml) #CFCL ©3.13 ug/ml, CAZ T
6.25ug/ml TH- 1L bRASHEEEDH>-D
hbEnR, 8, P aeruginosa ¥ < & CFCL,
CAZBEOHEMAREIZIT.1%B LU 94.9% L BHETIF
REb SR o1, P aeruginosa D1k E it
CFCL#773.3%, CAZ#T53.8% T, HETRET
Hote P. aeruginosa ~D MICy, (10° CFU/ml) i
CFCL ©3.13 ug/ml, CAZT12.5ug/ml T &% >
720

ZEMOHEICBWT, FHBECIVERENIE
ERR TR TNBESK I VA RN, BWEBORER
RTMEAFHNCEROZRED LB Lo T2, R
2, E#, HEBERE VTR HEROEHBE 7
zLFTERDONIbDOTHD, ZOBRELHESHE
CEDEPHLIHKRT 2D THo I, BRREMBED
REZXBHORBERCHLEROERZDONT, bF v
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A7+ —EDLR, FEROMNSNELLOT, W
FThOBETHY, £OHOER%EM L BIERIC
BOTIE, BEREERRTICE > THPLHICERE
e i3 SRIEC L 2,
FMEHEC L 2ERAYE, BAETCFCLET
i 88.4%, CAZ Bt T 1382.1% T, CFCL # 13 CAZ
BRoLLERCEATWE (UMRSE, p<0.05), —
B, MBREHEIC X BRI DVTIE, IR
MicEROZRBED O R - T, HRAKICKTZE
BEHE L NBASHERSROMERIZ, TENOLE
MSTUE L IFIREIUTH- el b, KR
R IMHEORSEDE T HBUEDOB LY
>ThHobhlzborHront,
ULDERE2RET 2 &, CFCL i34 RUERBRRGE
DRMN L TERZERTHD, P aeruginosa i
BOUREMRETRT L LD, BiC P. aeruginosa &
Bz & o THEBE L e SR RYES I WA Al
BERFETE L O LI,

X [ /3
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We carried out a well-controlled study to evaluate the efficacy, safety, and usefulness of cefclidin
(CFCL) in respiratory tract infections, using ceftazidime (CAZ) as the reference drug. Either
CFCL or CAZ was given intravenously in a dose of 2 g daily (1gb.i.d.) for 14 days as a rule. The
following results were obtained:

1) The overall clinical efficacy rate assessed by attending physicians was 89.9% (62/69) for
CFCL and 85.7% (72/84) for CAZ, and there was no statistically significant difference between the
two agents. For moderate infections the efficacy rate and “excellent” response rate was significantly
higher for CFCL than for CAZ (U-test, p<0.05). In the judgment by the Efficacy Assessment
Committee (Study Committee), the rates were 83.3% (60/70) for CFCL and 80.0% (68/85) for
CAZ, with no statistically significant difference between the two agents.

2) With regard to bacteriological response, the eradication rate in monomicrobial infections was
91.2% (31/34) for CFCL and 69.2% (27/39) for CAZ (x*-test, p<0.05). The overall eradication
rate was higher for CFCL than for CAZ, 90.5% (38/42) vs 72.5% (37/51). In particular, the
eradication rate for Pseudomonas aeruginosa was 73.3% (11/15) for CFCL and 53.8% (14/26) for
CAZ.

3) Adverse drug reactions were observed in 4.5% (4/89) in the CFCL group and 3.1% (3/96) in
the CAZ group. The incidence of abnormal laboratory findings was judged by attending physicians
to be 21.2% (18/85) in the CFCL group and 20.9% (19/91) in the CAZ group. The Study Commit-
tee rates were 23.5% (20/85) for CFCL and 26.4% (24/91) for CAZ. No severe symptoms or
abnormal findings were observed, and there was no significant difference between the two drugs.

4) The usefulness rates judged by attending physicians were 88.4% (61/69) for CFCL and 82.1%
(69/84) for CAZ (U-test, p<0.05). The usefulness rates according to the Study Committee were
80.6% (58/72) for CFCL and 77.9% (67/86) for CAZ, with no significant difference.

Based on the above results, it was concluded that CFCL is useful from the viewpoint of efficacy and
safety in the treatment of respiratory tract infections. Since CFCL exhibits a potent in vitro activity
and a high eradication rate against P. aeruginosa, it appears that this drug is likely to be useful in the
treatment of refractory Pseudomonas respiratory infections.



