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XL TR 2 AEARY MV REL, Bic 7 K M
BEEW T H 5 Poeudomonas seruginosa B t U Acine-
tobacter calcoaceticus ©F 3 R+ 7 = AR i BERED
Enterobacter £ X U Citrobacter iz LT b & 1-HEhH
ERL . KAOYIMBKB_MRABRICB VT, P aer
uginosa, Klebsiella pneumoniae, Haemophilus influenzae,
Branhamella  catarrhalis 1z ¥ 0 7 5 LBt B X U Sta-
phylococcus aureus, Streptococcus pneumoniae 1z ¥ D 7 5
LABMRIC & 2IPRBRIE MBS B L B8 SE
BRE) TORME - KLU SN, & 5124,
WU TERRERT CNT 2 ERL SR EXTENICRNT
3 HWT, ceftazidime (CAZ) %% & + 2 3 B
DHFECE D FAREBSABR Y ERL 72,
I N&Rk&LURBREZ
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RAERDHAREZ b DL L, 16 L LE 80 KD A
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# - ZeM O I R Y REFIBRATE L L
T2

1) XHIx 721X CAZ i & 3 RARICEMEF % & U
KE7 2 ARELRBR=V Y U RERZICTLVLF—
DEED B 5 BE
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¥ e RETHOERE R -SHHE (B, (T2,
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2RER
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HELOODHBAE, BLUKHNE 21k CAZ ER
BEmAIcARRBIcREEN TV BE

4) FH B XU CAZ % OFEEEICHH S 0 I R
BER (VANWVR, ¥4 75 X<, AERY)

5) REOEBD VI REREDH 2 BE

6) EAENLRRELB/AEE LUEOHREDODH S
BE

7 EREIZERL T AARENOH 2BAE &
VAP ORA

8) 7ot FRYOFRADHAZLELTZE
#

9) ZOMEBEN»EHF E 2i3 CAZ DR 5 FH
Ll RE

2. NEBEORES L UVHERRE DR

ML LCid, 1bEld, NESES X CERNE
B OBOIL i o, BUSERPECHYL TE
WHRKERTRT CAZOBBROZYUTHS LML 7,
% 7z, CFCL ¥R E _HAR TOBM AR
RIEWCK T 2ERE, BEDBESB L U P aer
uginosa WXt 3 5 MEFR%R LY, CFCL1H2g
BE2BEEhIHEAREL, CFCL 1B 4g5%
HEAEHAREL L, —/, RBERPEL I8
MRERREICNT 2 CAZO¥ARII1H 285
ThHY, CAZOBEMEB L ULLEOE LS b, &

Table 1, Collaborating clinics

The Second Department of Internal Medicine, Nagasaki University School of Medicine and Related Hospitals
Department of Internal Medicine, The Research Institute for Chest Diseases and Cancer, Tohoku University

I. M. S,, Tokyo University

Department of Internal Medicine, Kasumigaura National Hospital

The First Department of Internal Medicine, Kyorin University School of Medicine

The Second Department of Internal Medicine, The Jikei-kai University School of Medicine
The Fourth Department of Internal Medicine, The Jikei-kai University School of Medicine

Department of Chest Disease, Toranomon Hospital

Department of Chest Medicine, National Medical Center Hospital
Department of Respiratory Disease, Kanagawa Prefectual Cardiovascular and Respiratory Disease Center

Hospital
Department of Internal Medicine, Shinrakuen Hospital

Department of Respiratory Diseases of Internal Medicine, Kawasaki Medical School
Department of Internal Medicine, Institute of Tropical Medicine, Nagasaki University
The Second Department of Internal Medicine, Oita Medical School

The First Department of Internal Medicine, Ryukyu University School of Medicine
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ELTHBHERT AL ELY, BEERTERL
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Table 2. Items and schedule of laboratory tests

Item Before Day 3 Day 7 Day 14
Chest roentgenography (@) A o
ESR (1 h value) @) @) @] @]
CRP O O O O
leukocytes O O O O
leukogram @) A O (@)
Blood erythrocytes 0] @) O
analysis hemoglobin o) O O
hematocrit o) @] O
platelets @) (@] O
Arterial blood gas PaN PN AN A
Prothrombin time (PT) A A
Mycoplasma antibody (CF or IHA) A A
Cold hemagglutination A AN
Direct Coombs’ test A A
S-GOT O O O
Hepatic S-GPT o) o O
function
test Al-P O @] O
T-bilirubin A A PN
Renal s-creatinine ©) ©) O
function
test BUN O O O
protein @) O O
Urinalysis
sedimentation O O O
Sputum culture O @] @] O

QO: indispensable

A: should be performed as often as possible

L7-388id, RBREX L OBRIc DL TRETEINZ 5
R BEERCTHEL, FHEHEZBRSIMECET
3% T, AJRERRDESHFE TSI L E LTS

3) Ky v URE
BEHBLIU 4 HEORSEY Y My BREEZ LA
rL, ATEERMRD THHEOERL, 71 VAERET
3Ztklt.

4) MEERRE

B5H, B5MEK3IEE, THEBIUV AR
BRBOHE L D EEDOME DB - FE - Hik

HERITV, FORKBOEECHED I, HELKEA
BIUHERREICOWVWT, BREE Lz CFCL &
5 Uiz CAZ iwxtd 2 MIC I (AA{LEREES
XS 12 & D 10°CFU/ml THIE) *RIBGAEESR
T BRI ESHEE CTEFRICERL /2,

8. FKEIC & AF@ S FIcHE
BRIFBEOHERCLY, BEEL LTOEEELE
fiE - ESE - BED 3 BRI, MEFNRIREHEL -
By % 13—k - BRR - TED 4 BEEB L UFR
Bz, BEKSEEES - B - PPE - BHO
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RS L UMETRBIC, R eME Lo (HM
BL - IEEALKMEZL - XMD YO 3 BMICHITE L
Tro RORAHKYR RSN EXRL, HAMNE
BOTHRE -HH - PPHER - HRAMLLO M
& UHISERRE I HTE L T2,

9. /INBREW & SIREL S CICHE
LEFMOMERICOVT, I~ ho—T7—%KHK#*
B, MM, HYUEMES L CEREC L 2 HERS
#7354V RiCL, &oEEACHERARS LML
TEEFNOMEREERL, ZhEeMLy >y v¥ 7
ANVLERENC L T/INBRIC L BHIERITH> oo 2
FliconT, 7o ba—ricEI0T, EFORE,
BNz, EEFE (BE-DSE-BEO 3 KRR, E%
FRRR (WK - WY - —BRIHK - BRR - FEDS
R L UTEE), BEHEKHR (¥ B2 - PLH
2 - SRHD 4 AR R X CHIERHE) DWW TOHER
To7z. BIFAE & UIKMEERKE IOV T, #
BRER, BEL L URBRENC L 5@ARMROHE
EHELI, BER, BE BE5RHKTEHE),
hEEF BEPICESbD, BRELEE LIS
B) BIUBE (H@Eed, BEOFRCEET S &
3 REE) DIBRREL L, 7, RBEEALORR
BROERIE, THECLVERE N - WHKE
fHERCOWVWT, REH, EROME, BE, LHE,
R (MKE) 205 HEL T, BERREMEREC
BL T, EMELBRMROERMEELL, KT
TEEIK-T, RBREFICLI2RAEEHOFREY
E L1,

(BEFRMREERE DX EHLRE)

(1) ERE-RHEE

HIED 0% LOE#* AREER L T 5,
(2 REE-REME
BIED 2 fEU EOEB * REE# LT 5,
(3) KOBREEHIE DO TRTEORBELXRE LT

%,
A MR 3,000/mm? KM
IF MR 109 LA B, S8 L U T 500/mm
HUE
/MR 10 75/mm?® K i
BL, EHEUETEN L OBRSS, “MKk:
L” H5viz “BRZVLS LWL ORSIIR%
Elﬂi’) 4 L«"‘t’?fto

4) BEP—BETRARKEREESLLDOIRE
E¥ 5,

HAMIR, KR ENER - EEMEARROR
BOEASH¥ICLD Table3 IKRTXBICE->TH
EL .

10. FEFOMYBVLBLIU*— - 23— FOMY

arvro—5-=IAeVuDbL, H6LUBIERE
K TERORD KN s h, PMBREBESTD
Nk, HHEWRIENEMSIMRED, NBREHTFE
(W4, KEE, @EFZFONR, BERKDR #
R, MEKRERBREBLUAEAN) KOLTRE-
HMRL, NEASHTZCRRAB LWL EXEELL
%, 2EMOT—2 R2EEL, 3 bO—TF-H%
— e a—F 2L,

11. F— 2% oW

REHER, BEWRCOVTRHREBIVY
BET, $-FEHEABC DLW TOHREBIU 'R
ETITv, p<0.10 DS 32 & 5 i Bonferroni k&
ZHEEBETTO I

IL & # R &

1. XREH)

Table 4iRLI L S iz, BEMBIR 1368 CF
CL 2g® 4584, CFCL 4gRf 4484, CAZEAA
T, T0>5KHN 126 (CFCL 2g# 68, CFCL4
gH3%, CAZBE3f) %B\>7-124 4 (CFCL 2
B39%, CFCL 4gB¥416l, CAZB 4480 %RBE

Table 3. Criteria for evaluation of usefulness

Side effects and
abnormal

Clinical efficacy

laboratory values excellent good fair poor unevaluable
None + + + - 9
mild + + + - ?
Yes moderate + + - — _
severe - - - - -
4 : very useful +: useful +: slightly useful —: useless 7 : unevaluable
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Total No. of patients

136

L: 45
H: 44
C: 47

Table 4, Case distribution

— Clinical efficacy

— Side effects

L: cefclidin 2 g/day
H: cefclidin 4 g/day

C: ceftazidime 2 g/day

— Laboratory tests

\—— Usefulness

No. of patients included
in statistical analysis

L:39
124 H: 41
C: 44

No. of patients excluded
from statistical analysis

L: 6
12 H: 3
C: 3

No. of patients included
in statistical analysis

L: 41
129 H: 43
C: 45

No. of patients excluded
from statistical analysis

L: 4
7 H: 1
C: 2

No. of patients included
in statistical analysis

L: 41
128 H: 42
C:45

No. of patients excluded
from statistical analysis

L: 4
8 H: 2
C: 2

No. of patients included
in statistical analysis

|

L:39
125 H: 42
C: 44

No. of patients excluded
from statistical analysis

L: 6
11 H: 2
C: 3
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HIRBROMIT R L L1 (F272L, CFCL 2g#
9D B D1 FHIEHKERZ &5 FICH REROT
B thUERELENL), MITMAOREB %
Table 5 iIZR LT,

Bive AT &z, 70 EMRA L LT, 129
# (CFCL 2g# 414, CFCL 4g#43%l, CAZ®
458)) kL, EERMIEMRBMTNREIZ, 851EM
ks L LT, 1284 (CFCL 2g 8¢ 414, CFCL 4
ghE 428, CAZRE4SH) & L. HRMOREI,
RABKZROREES i 1 8 (RIfEA D72tk
NERTFRE) £ 71250 2 MR E LT,

2. WRAT

B R RN X R B 124 Bl O WA T % Table 6,
TR,

1) %350, £, SE 47, EH8LUEKICS
WTIHMICEELRY B oo T,

2) EfERE, XBKR - StHE, SRERSHATD
bk, HRAX, R5HM, B5uLES: NEBR
SHE & 2 EERE, BRKR - AHHE, FBRERS
go{eEiER, HRAEOHEMK, K5PEMB LIRS
futBRIZBWT IHBCEERLRY 3ED S Hh
272,

3) EEEKER, BAREM: RSHMHRICIEVLT,
IR 24 251k, CFCL 2g# T CFCL 4g B¢
IoBuEANASN, MEEET 563, CFCL 4
gHICHLCFCL 2gBicARICE- T, 72,
BB OV WHid CFCL 4g BT CFCL 2g Bt &
DLEBEICHEL o, FRUATIRIEMcEEL
R B S5 Tz,

4) HEBORR KBOARIE (Table 8), @BHS

W 600, UeAMAMUREK 105, AWLL
RIE 41 BB L CREFREEBO KBS 13HTH
Sttt WITRORBIZBVLTL IMMICHEZED
BB Lo,

5) KB LURNBRE MEREICTELN
VMBS NERZBAMTH -7 (CFCL 2gM25
P, CFCL4gkt 328, CAZH 31 M), EDOARL,
MEMAR R 7264 (CFCL 2g B¥20 84, CFCL 4g
B2 26, CAZBE26 %), MMM 16H (CFCL 2
g5t CFCL 4gB6t4, CAZHSH) Thy,
CFCL 2g i s TEANYBAAB LI L
fro R1-MBBMEREAD > 5, H. influenzae BB
MCFCL 4gT 1088, CAZBRTTIATH- 10K
$tL, CFCL 2g TR 2L Y adro 1, —5, &
RMMNE 2B/, EEL TRESL
reEAEONNE L EMARICBVLT IRMCEEZR)
BREDHhED o1,

F-EABLEEESNI07HSP, BHKicO4
MIC (BX{E¥MEFZFLWMME, EMNERI
cells/ml) OPWEMRITbhI-H, BRESHBLT
IHMcAERLZRBH Szt o 7 (Table9),

3. IBREHTEK L 2BEEXYR

1) REMWEHR

MK R R 124 ATONBRASHEC LR
BMK2R % Table 10 K/RL 7z, CFCL 2g 8RR Y
FihEZ 3G, A2, PLEYHSH, XHIM
HEFRELIFIT, EHLEMEADELEDER
78.9%THD TN SHEREMAERS,
CFCL 4g B3 41 FIhER 26, BB M, PPH
3G, WANIPAT, AYHEIIBS AN THH T &

Table 5. Reasons for exclusion from the evaluation of clinical efficacy assessed

by the committee

Reasons

Administration of ceftazidime immediately before treatment 1

Skin test (+)

Concurrent use of corticosteroids
Duration of administration inadequate
Severe underlying disease
Overlapping

Discontinuation within 72 hours due to side effects 1

Diagnosis not included in the protocol
Unclear symptoms of infections

Total

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
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Table 6. Background factors of the patients adopted by the committee

Items L H Cc Statistical analysis
Sex male 27 18 26 x'(2)=5.333
p=0.069
female 12 23 18 (2g:4g, p=0.071)
~29 1 0 1
30~39 0 1 1
40~49 2 3 2 H=0.887
Age (yr) 50~59 5 9 8 _Né
60~69 13 11 12
70~79 15 16 15
80~ 3 1 5
~39 4 13 13
Body weight 40~49 17 12 17 H=5.021
50~59 10 14 12 P=0.081
(kg)
60~ 7 2 2 NS
Unknown 1 0 0
Severe 0 0 0 H=2 345
Severity Moderate 10 9 16 _Né
Mild 29 32 28
Causal disease & None 6 10 7 x2(2)=1.387
complications Yes 33 31 37 NS
Pretreatment no 31 29 35 (4) =5.694
with yes 8 12 7 © N_S ’
chemotherapy Unkown 0 0 2
Concurrent no 21 20 17 2(2)=2.020
drugs yes 18 21 27 NS
~5 1 2 2
Duration 6 0 1 1
of 7 6 3 7 H=1.416
treatment 8 3 0 2 NS
(days) 9~13 7 8 8
14~ 22 27 24
cured or improved 13 10 14
R failure or aggravation 3 2 5
e? o side effect 4 2 0 x*(10) =10.550
. hdor | patient refusal 0 0 0 NS
t
withdrawa severe underlying disease 0 0 1
others 1 0 1

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

(): Bonferroni
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Table 7-1. Pretreatment symptoms, signs and laboratory findings (Patients adopted by the committee)

Items L H C Statistical analysis
~ <37 11 13 15
Body 37~<38 22 20 14 H=0,780
temperature (C) 38~<39 ] 7 10 NS
39s ~ 2 1 )
- 0 0 0
+ 13 19 23 H=3.099
Cough + 25 21 20 NS
unknown 1 1 1
- 1 0
7
* ! i H=2.33
Sputum volume + 23 20 22 NS
# 13 12 9
unknown 1 2 6
- 1 0
4
M ! 2 H=0.518
Sputum properties PM 12 16 12 NS
P 24 22 28
unknown 1 1 0
- 13 23 15 H=5.463
Dyspnea + 16 13 22 p=0.043
+ 10 5 7 (2 g: 4 g, p=0.0095)
Chest - 31 40 38 x'(2) =6.292
. p=0.043
pain + 8 1 6 (2g: 4 g p=0.034)
- 0 8 5
H=1.569
Rales + 25 19 24
NS
+ 14 14 15
- 36 40 38 2) =3.600
Dehydration @
+ 3 1 6 NS
. - 35 39 42 2 (2)=1.369
Cyanosis
+ 4 2 2 NS
~ <8,000 9 20 16 Hes 402
WBC 8,000~ <12,000 16 16 14 e
p=0.015
(/mm?) 12,000~ <20,000 11 5 11 @ g4 —0.011)
20,000 ~ 3 0 3 gfep=o
~<20 6 5 6
20~ <40 7 5 7 H=0.084
ESR 40~ <60 4 12 5 T
NS
60s ~ 19 17 21
unknown 3 2 5
( ): Bonferroni

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
property of sputum: M (mucous), PM (purulent and mucous) and P (purulent)
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Table 7-2. Pretreatment symptoms, signs and laboratory findings (Patients adopted by the committee)
Items L H C Statistical analysis
= 2 2 2
*~+ 6 11 6
CRP 2+ ~3+ 9 8 15 H=0.825
NS
4+=~ 22 20 20
unknown 0 0 1
~280 3 0 1
<80~60 3 3 4
Pa0. <60~40 3 2 4 H=1.50
N ~
NS
<40~ 0 0 1
unknown 30 36 34
~ <49 ! > H=1.335
PaCO, 495~ 1 1 2 T
NS
unknown 31 39 37
( ): Bonferroni
L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
property of sputum: M (mucous), PM (purulent and mucous) and P (purulent)
Table 8. Diagnosis in patients adopted by the committee
Diagnosis L H C Statistical analysis
Chronic bronchitis 22 19 19
Diffuse panbronchiolitis 3 5 2
Bronchiectasis 10 13 18
Old pulmonary tuberculosis with infection 0 1 1
Pulmonary emphysema with infection 2 1 2 x*(12) =7.080
Pulmonary fibrosis with infection 1 0 1 NS
Pneumoconiosis with infection 1 1 0
Bronchial asthma with infection 0 1 1
Total 39 41 44
L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
Table 9. Background susceptibility of the causative pathogen
MIC (zg/ml) Statistical
Substrate | Drug Total .
<0.025( 0.05] 0.1 [ 0.2 |0.39]0.78|1.5 |3.13]6.25]12.5] 25 50 | 100 [100< analysis
L (A 1 1 4 1 1 1 3 12 A:B:C
H=0.814
Cefclidin | H (B) 1 6 1 3 1 12
NS
c () 1 2 2 3 1 1 1 2 1 14
L (D) 1 5 2 1 1 2 12 D:E:F
H=2.055
Ceftazidime | H (E) 1 3 3 1 1 1 1 1 12 NS
C(F) 1 3 5 1 1 1 1 1 14
(10°cells/ml)

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
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Table 10, Overall clinical efficacy assessed by the committee
Efficacy
Drug No. of Excellent Good Fair Poor Unevaluable rate Sta .
Cases analysis
(%)
L 39 3 27 5 3 1 78.9°
H=0.152
H 41 2 33 3 3 0 85.4
NS
C 4 5 31 1 7 0 81.8
* excluding the unevaluable patient
L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
Table 11, Clinical efficacy classified by disease assessed by the committee
. . No. of ) Efficacy | Statistical
Diagnosis Drug Cases Excellent Good Fair Poor rate (%) K
L 22 2 15 3 1 81.0
Chroni H=1.009
romic H 19 1 16 0 2 89.5
bronchitis NS
C 19 2 16 0 1 94.7
L 10 1 7 1 1 80.0
H=0.034
Bronchiectasis H 13 1 9 2 1 76.9 NS
Cc 18 2 12 1 3 77.8
L 3 0 3 0 0 100.0
Diffuse H 5 0 ‘ ) o 0.0 H=1.000
Pan-bronchiolitis . NS
C 2 0 2 0 0 100.0
L 4 0 2 1 1 50.0
Secondary H=1.902
H 4 0 4 .
infection 0 0 100.0 NS
C 5 1 1 0 3 40.0
L 39 3 27 5 3 78.9
H=0.152
Total H 41 2 33 3 3 85.4
NS
C 44 5 31 1 7 81.8

* including the unevaluable patient

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

7o, CAZBE44BIT it, ER5H, HHIH, o2
B160, B 7HIT, BHELL.8%TH-o 1, IBE
P AR A2 B 5 Wzt Iz

2) MREBR, EEES, ERECHEIIL LA
AR

i) MR BRI R
WILSHBRE B R R, SEXLEE, U
£ AMERMREX K, BITFRBERBO ZKBRO 4

KRBCHBL, TOMBREBIIEKDREHELL
(Table 11),

BHEAEXLTOEYER, CFCL 2g381.0%
(17 84/21 B), CFCL 4 g #89.5% (17 $4/1980),
CAZ#94.7% (18BU/1981) THot, £ RE
XJ/ETOEFNIZ, CFCL 2 #80.0% (BH/10
#), CFCL 4g®76.9% (10 #1/13 #1), CAZ#
77.8% (4 BI/1881) THD, wFhOKBTH ¥
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FMICARRZRED st o 7, 78, VAR
X B kB & UMB IR0 385 H 0D — (R AR v 2 FE 4K
VLR BT ERho o, By TICE DA%
Table 11 5/ L 72,

i) EEETIEKER

RERE % FEAI 5 BRAIS o B RERI TR L 1RE
ERERRIR % Table 12 R L 72, hEfERLE 105 T
2H%MEI}, CFCL 2g880.0% (8#1/10 &),
CFCL 4 g 7+ 88.9% (8 #/9 &), CAZ B 81.3% (13
BI/I6B) THY, BERRECHT 25X,
CFCL 2g#78.6% (22 %1/28 #l), CFCL 4gB
84.4% (27 81/326), CAZ #82.1% (23 #1/28 #1)
T, WFNOEFERICEWTH IBMIcEEREZRD
oot

i) RRERIEEKSHR

Table 13iCRL 7K, NEALSHECLIVE
REOWEE L LERTOEREIZCFCL 2g2£88.0
% (2281/258)), CFCL 4g#90.6% (29 /32
B, CAZ#£83.9% (26B1/318)) ThH > 2o =D
56, BHMEREEFATOREHEIZCFCL 2g 7%
90.0% (18 BU/2081), CFCL 4g#96.2% (25 %/
26 B), CAZE£80.8% (2181/26 B) TH - 12,

EREFOEEKME %A 3 &, P aeruginosa Bih
BRAEPICH T 2HEEZ, CFCL 2g875.0% (6
#I/8 1), CFCL 4g8¥87.5% (741/8%), CAZ B
63.6% (7THI/1161) THol:H, IHMIcEERLRE
REDoONRLo I, e, FOMOEMEBRLH T

i3, H. influenzae =Xt T CAZBD 1 PIMBHKUTH
S U BLEFEYTH - oo MEERRFITOHR
%% x, CFCL 2g #80.0% (481/561), CFCL 4g
B£66.7% (4%1/640), CAZE£100.0% (581/5#l)
ThHo7z,

BMME B L UEBERS 2 &b ¥z P. aeruginosa
RBPFE T 2HREIE, CFCL 2g870.0% (7
#l/1041), CFCL 4g#81.8% (981/116) T,
CAZBTi269.2% (961/13%)) TH-oTz

4. INBRASHEIC & 2 HEFHRE

NERRCTERBESEE SN/ 88 FH, ZDH
BB LB 1fERIX 85 51T, 2 DMBEENHIR %
Table 14 iR L 72,

BHAEIE, CFCL 2gB£84.8% (28 ¥k/33 #),
CFCL 4g#8#91.9% (34#k/37#) T, CAZETIk
78.4% (29 KK/3THk) Thorets, AERZEZRED S
e otz, FRB|BIGEDRENZERBL XN D
S. pneumoniae, H. influenzae, P. aeruginosa i~ 2> T
HMEZNREEL A3 L, S pneumoniae B X U H.
influenzae WXL TIZEEE L b LBREEL T 7228,
P. aeruginosa ¥t + B AKX i3, CFCL 4g B8
81.8% (9BK/11%k) L HBHE <, WWTCFCL 2g
BEDT77.8% (TH/9#) T, CAZE 1238.5% (5
BR/138K) B o1,

5. EKERK - FrRB X UBKREBONERE

FBRREEWR - FRR B & VEERREBECET 20 ER %
RE5H%K 3 A%, 5H%, 7% UBEEBIUVRS

Table 12. Overall clinical efficacy classified by severity of infection assessed by the committee

No. of . Efficacy Statistical
Drug Excellent Good Fair Poor .
Cases rate (%) analysis
L 0
Severe H 0
C 0
L 10 3 5 2 0 80.0
7 0 1 88.9 H=0.378
Moderate H 9 1 . NS
C 16 3 10 0 3 81.3
L *29 0 22 3 3 78.6
3 2 844 H=0.761
Mild H 32 1 26 . NS
C 28 2 21 1 4 82.1

* Mild L: including the unevaluable patient

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
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Table 13, Clinical efficacy classified by causative organism assessed by the committee
c 1 Drag | No-of Clinical efficacy Efficacy |Statistical
ative organisms ru, ,
e ore % | Cases excellent good fair poor | Tate (%) | analysis
L 2 0 2 0 0 100.0
.................................................................... H=3.000
0 0 100.0
S. aureus SR L A LT IR IR Wt NS
C 1 1 0 0 0 100.0
P
L 4 0 4 0 0 100.0
S. pneumoniae H 4 } 0 4 0 0 100.0
C 2 0 2 0 0 100.0
g L 2 0 2 0 0 100.0
=2 N U SR DRSSV NUSUUUIUUTY RN SERRRORet SOPPRRIO H=0.266
% H. influenzae H 10 1 9 1 0 0 100.0 w
=2 Y SORRMRR SRR BERIRIITPRS TERTTRITOPRE W ...................................... 4 NS
= C 7 1 5 0 1 85.7
2
e L 8 0 6 2 0 75.0
- D T S At o H=2.784
o P. aeruginosa H 8 1 6 1 0 87.5
£ P T I e e s S e e NS
= C 11 0 7 1 3 63.6
N
L 1 0 1 0 0 100.0
R | e e
B. catarrhalis H 1 0 1 0 0 100.0
C 2 0 2 0 0 100.0
L 3 1 2 0 0 100.0
"""""""""""""""""""""""""""""""""" =0.778
Other GNR H 2 1} 2 0 0 100.0 H NS
C 3 1 2 0 0 100.0
L 20 1 17 2 £ 90.0
------------------ s ILCIS LI - “t-- =1.108
Sub total H 26 2 23 1 0 96.2 H=1
................... S RSN IS SUNUR SRS NS
C 26 3 18 1 4 80.8
L 2 0 1 0 1 50.0
PR A A A I I H=1.100
5 |Doerginosa (t) | M | 8 | 0 | 2 1. L V1.%7 | «s
€5 c 2 0 2 0 0 100.0
2 §
E.'E L 3 2 1 0 100.0
& P. aeruginosa (—) H 3 0 2 1 0 66.7 Hj:;“
C 3 1 2 0 0 100.0
L 5 2 2 0 1 80.0
Sub total H 6 0 4 1 1 667 | B2
______________________________________________ . NS
C 5 1 4 0 0 100.0
L 25 3 19 2 1 88.0
H=0.112 -
Total H 32 2
oal | H ] ¥ |z | % ?_ 2 1 90.6 NS
C 31 4 22 1 4 83.9

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
GPC: gram-positive cocci, GNR: gram-negative rods
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Table 14, Bacteriological effect classified by causative organisms assessed by the committee

Causative Drug No. of Bacteriological response Eradication Statistical
organism Pathogens eradicated persisted rate (%) analysis
L 6 4 2 66.7
(2)=1.286
S. aureus H 1 1 0 100.0 z
NS
C 2 2 0 100.0
L 7 7 0 100.0
S. pneumoniae H 7 7 1} 100.0
C 3 3 0 100.0
L 4 4 [1} 100.0
H. influenzae H 13 13 0 100.0
C 10 10 0 100.0
L 9 7 2 77.8 2'(2)=5.910
_ p=0.052
P. aeruginosa H 11 9 2 81.
8 H>C
C 13 5 8 38.5 p=0.095
L 3 2 1 66.7
=2.
B. catarrhalis H 2 2 0 100.0 2@ >93
NS
C 5 5 0 100.0
L 4 4 0 100.0
(2) =2.933
Other GNR H 3 2 1 66.7 2
NS
C 4 4 0 100.0
L 33 28 5 84.8
Total H 37 34 3 91.9 x(2) =2.658
ota .
NS
C 37 29 8 78.4

(): Bonferroni

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

BTHIZBWLTHERSTL725, WIFhoBEEB LU
BBV T Y SREHBICEEREZERZD oy
572

6. FHEHTEW L 2REEHESHE

FHREHE X 2REBKRME S Table 151Z7RL
720

CFCL 2g BT, 39 E% 76, BZI25H,
PRE AR, EYIFTHEMEIL82.1%THH 7,
CFCL 4g# iz, 41BhERSF, HZI306, ©
RHEYMIG, EX2H, HWETEIGTEHRRI
87.5%Th otz —FH, CAZEETIZ, 44HFER3

B, BEx32H, LHEXIG, EXS5H, HEREE
1BITCEWEIZ8L.4%THY, IHMCERLERR
dongpol,

7. INEESHE & 2L

1) ElfeR

BV AT RIER 129 Blic 817 2 SEBSEE B X Uf
ZDAAE% Table 16 2R L 72, BIWEAIE, CFCL 2g
BT 4, CFCL 4gBTS5HICRBL, FOREX
BEThETho8% B & U11.6%THh ot —H,
CAZ Bz BEIER IRED s hk v - 72,

BlIfEFDMERIL, CFCL 2g BT 4 BIT RTHH
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Table 15, Overall clinical efficacy assessed by the physician in charge
. “‘CIC!V .
Drug No. of Excellent Good Falr Poor Unevaluable E Statletical
Cases rate (%) analysis
L 39 7 25 4 3 0 82.1
H=1.430
H 41 5 30 3 2 1 87.5°
NS
C 44 3 32 3 5 1 81.4°
* excluding the unevaluable patient
L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
Table 16, Side effects asscssed by the committee
Drug L H C Statistical analysis
No. of batients 2 (2)=5.29
wi:’}; :,d"“ ;:" : 4/41 (9.8%) 5/43 (11.6%) 0/45 (0.0%) p=0.070
ide effee (H>C, P=0.059)
Side effects mild moderate mild moderate mild moderate
Diarrhea 1
Rash 4 4
Total (1} 4 1 4 0 0
( ): Bonferroni

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

ETZOREROWTIhLIEETHD, EHKSDIE
WDk LI, —F, CFCL 4gBETIIRBL4H)
BLUTHX1GIHD, RBZVThbhEE TER
BEdubick DHERL, THO 1 GLIZEE CEFIRS
DT THRL 12

2) EBARREMERYE

FE PRI OO S FHAE G RIER 128 Flic BT, ¥
AR ERIZOREMBOEE 2T L /2 (Table 17),
RELE 2 FD I-FERIZ CFCL 2g BTi3 41 Hi% 10
B (24.4%), CFCL 4gB T iz 428124 (28.6
%) BEXUCAZBETIR4 B 118 (24.4%) TH
D, TORBEBCBOTHEELRERIZD SN LD
720

RELSED o I-RERE R, FEERES, Omik
Bz romBEEMRY, GOT, GPT, ALP tH%
DFFEERYE, BUN, S-Cr LRZOBMERYE M
TH5HDOBKEBAT, WTFNORETLHERDE 7 x A
AicZDohnsbDTHY, TOREBELEELLODIZ
oL oI, BB, THODREMHIZ, BEK
THERBELS-ERAICBLTIE, EPricHkE:
FREBBEIZEL TV,

8. Bk

MNERESHEICL 5HAR % Table 18R LT,
T RERIZ 125 1T, sbOTHEBLERLHD
¥7-HRA%¥IX, CFCL 2gB73.7% (28 f1/38H),
CFCL 4g®71.4% (30 $4/42 #4), CAZ 281.8%
(B641/44 ) THD, IRMcHEEZZIRBHHN
ot

FHEKER X 5 A% Table 19 RL%:, #
it RAEF 124 Sk T, HAXE, CFCL 2g #7789
% (304/384), CFCL 4gB79.5% (318/%
#), CAZ#81.4% (3581/4364) THY, IHML
BERRERBYv oo T,

1. ”

I-FABREHTHR I EHAL 7 2 %0
4ME CFCL 0t SERRE o1+ 5 THARY
BRI+ 2EMT, CAZ R xif¥E L L TARLERAR
BEMEL 7o FRGR SR RRRAE O b TR SUB BRI 1)
BEOZKELER AL, P aeruginosa i2 & 5%
FRRA e Uit H. influenzae % S. pneumoniae i &
ZRMHBE LR ETHENELEORBHTHL
A#ix, P aeruginosa \Z3 1 HiEH 2 LBET
BITOVRIFRZ LD, AROKHE S RITE KR
L L TRMSERLE ¥ £ 0 AR EEARONRIE
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Table 17. Abnormal laboratory findings assessed by the committee
L H C
Item No. of patients No. of patients No. of patients
with abnormal with abnormal with abnormal
findings findings findings
RBC-Hb!l 1
Hbl 1
WBC | 1 2
Eosino. 1 1 2 3
Eosino. - GOT t 1 1
Eosino. - GOT - GPT 1 1 1
Eosino. - LDH 1 1
Eosino. - LAP t 1
Pit.| GOT -GPT? 1
PT-Activity | 1
GOT - GPTt 1 3
GOT - GPT - ALP? 1 1
GOT - GPT - LAP* 1
GOT - GPT 1 Coombs’ (+) 1
ALP1? 1
LDH t 1
y-GTP - LAP? 1
BUN - S-Crt 1
BUN - S-Cr 1 Coombs’ (+) 1
U-protein (+) 1
Incidence 10/41 (24.4%) 12/42 (28.6%) 11/45 (24.4%)
Statistical analysis x2(2)=0.254 NS
L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day
Table 18, Usefulness assessed by the committee
No. of Very Relatively Usefulness | Statistical
Drug Useful Useless |Unevaluable .
cases useful useful rate (%) analysis
L 39 2 26 5 5 1 73.7*
2 2 28 8 " 0 1.4 H=0.525
H 4 i NS
C 44 2 34 1 7 0 81.8

* excluding the unevaluable patient

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

EL1,

CFCL #5813, ¥IHEKE_MHARTZDOLIH
2 g BE OB FEBIAE ~ DEERZIR b 62.5% 1
BIARZYE, BIU1E1gRETCOMFPREDY
— 7{li1X 61.3 ug/ml T, % DEEEFEEHIMPE—

JED4.2% (2.6 ug/ml) THoZE, BLUP
aeruginosa =t 3 %5 MICqo #33.13 ug/ml TH - 7z
Ztpo, CFCL1H2gKE2*BESINIERREL
L, CFCL1H4g&5%20BNEARBE L %
72, CAZ i3, P. aeruginosa ~DHE 15 8K
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Table 19, Usefulness assessed by the physician in charge
No. of Very Relatively Usefulness | Statistical
ful Useless |Unevaluabl
Drug cases useful Usefu useful uable rate (%) analysis
L 39 8 22 6 2 1 78.9°
H=0.820
5 3 2 79.5°
H 41 8 23 NS
C 44 4 31 3 5 10 81.4°

* excluding the unevaluable patient

L: cefclidin 2 g/day, H: cefclidin 4 g/day, C: ceftazidime 2 g/day

HRREDRRICBLTITRHWERAKERL, TORA
Ry1B2gE5ETHB L LY, CAZORI R I
B2g5EL1,

BAEGIM % 136 | (CFCL 2gB¥45%), CFCL 4g
B44pl, CAZE4TH) THD, ZD5 LIRS
D 12 G 2RI 124 FlE BRSO R E LT,
SHMOWREAFOIHOH—E RN LR, &
KA E 2T 2EMHM CFCL 2g T CFCL 4g
BRIDVEECEH, REMCHMNREDD 2 WEES
DCFCL 4gBTCFCL 2g XD b EBICS o e
9, FOHMOEREFOIMIBLTHELRY 358
Honhot,

EER 2N RARAT REED 124 FlO/NBRSHIEIC & 3
BAMKYRIZ, CFCL 2gB£78.9%, CFCL 4g Bt
85.4%, CAZBB1.8%DEUETH D, IRMIcH
BRERBHOAR» ST,

BIERFEM DN REESIZ 129 51T, CFCL 2gHT
9.8%, CFCL 4 g BT 11.6%CBIfEFOSRBIL 7253,
CAZETREWERRED Sk ol BERKREME
DRYEERE, CFCL 2g#724.4%, CFCL 4g B8
T28.6%, CAZHT 24. 4% AL 12, BIfEAR S
VICERREREERICB VT, TOREBLURE
BREXRDE7  LRCEDONZbDLEZET, EE
ZHDREHSNRLS T2,

NERSHEK L 2HERA%XIZ, CFCL 2g 8 73.7
%, CFCL 4g#71.4%, CAZBE£81.8%TH D, 3
HECERZZREDO N LS I,

PAE, BHKERRECKHT 5 CFCLOE#AR

EEBAICRN LR, 1B4g5RMN1IH2g
BERLD LPPROUBRESHEEYDRERL o8, KA
REBMCHERZEIZ 2 SR X 28 BEKDRD
HB/RIBOSN Lo, ¥1:, ERAM/LE L THEY
B IR ICIED & v H. influenzae Rt 58 CFCL
2g¥2picxtL, CFCL 4gBTI210AL S o1
ZLEMEKTIE, MARKCET IREHEENRIE
BN THLS LEEEN:, XMIZ, TORKY
REBWERARBROME S S XX T, BBETHBRRES
x93 CFCLOZEMARE L TIX, 18 2g BRYT
brrLymanr,
X n
1) Watanabe N, Katsu K, Moriyama M, Kitoh K:
In vitro evaluation of E 1040, a new cephalospor-
in with potent antipscudomonal activity. Antimi-
crob Agent Chemother 32, 693~701, 1988
2) Neu H C, Chin N, Novelli A: In vitro activity of
E 1040 a novel cephalosporin with potent activity
against Pseudomonas aeruginosa. Antimicrob
Agent Chemother 32: 1666~1675, 1988
3) Nakashima M, Uematsu T, Kanamaru M, Ueno
K, Setoyama T, Tomono Y, Ohno T, OkanoK,
Morishita N:Phase I study of E 1040, a new
parenteral cephem antibiotic. J. Clin. pharmacol
28: 144~150, 1989
4) K BE, i rEmk 38 R fE it T 5 Ceftazidime
k Cefotiam & DEYHEARERK, BREFEDL
58: 663~702, 1984
5) BE{EMEPES MIC BN ITEAS: BIRT
FRIE#E (MIC) BE B ITIC D> T, Chemo
therapy 29: 76~79, 1981
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Atsushi Saito, Yoshiteru Shigeno and Yuei Irabu
The First Department of Internal Medicine, Ryukyu University School of
Medicine, and Related Hospitals

Nobuya Ogawa
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We carried out a dose -finding comparative study using ceftazidime (CAZ) as a reference drug to
determine the optimal dose of cefclidin (CFCL), a newer parenteral cephalosporin, in the treatment
of chronic respiratory tract infections. As a rule CFCL was injected in a total dose of 2g a day (1
g twice a day) or 4g a day (2 g twice a day), and CAZ was injected in a total dose of 2g a day (1
g twice a day) for 14 days. A total of 136 patients (CFCL 2 g group: 45 patients; CFCL 4 g group: 4
patients; CAZ group: 47 patients) were enrolled. Clinical efficacy and safety assessments were made
in 124 patients (CFCL 2 g group: 39 patients; CFCL 4 g group: 41 patients; CAZ group: 44 patients)
and 129 patients (CFCL 2 g group: 41 patients, CFCL 4 g group: 43 patients; CAZ group: 45 cases).

1) The overall clinical efficacy rates determined by the efficacy assessment committee were 78.9
% (30/38) for the CFCL 2 g group, 85.4% (35/41) for the CFCL 4 g group and 81.8% (36/44) for
the CAZ group. Overall clinical efficacy rates determined by the physician in charge were 82.1%
(32/39) for the CFCL 2 g group, 87.5% (35/40) for the CFCL 4 g group and 81.4% (35/44) for the
CAZ group.

2) Bacteriological response in terms of eradication rate was 84.8% (28/33) for the CFCL 2¢g
group, 91.9% (34/37) for the CFCL 4 g group and 78.4% (29/37) for the CAZ group. Eradication
rates toward Pseudomonas aeruginosa were 77.8% (7/9) for the CFCL 2 g group, 81.8% (9/11) for
the CFCL 4 g group and 38.5% (5/13) for the CAZ group, showing a higher eradication rate in both
the CFCL 2 g group and the CFCL 4 g group than that of the CAZ group.

3) Side effects were observed in 9.8% (4/41) in the CFCL 2 g group, 11.6% (5/43) in the CFCL
4 g group, and in no patients in the CAZ group. Abnormal laboratory findings were observed in 24.4
% (10/41) of the CFCL 2 g group, 28.6% (12/42) of the CFCL 4 g group, and 24.4% (11/45) of
the CAZ group. None of the signs or symptoms observed were serious of specific.

4) Usefulness rates in the judgment of the efficacy assessment committee were 73.7% (28/38) for
the CFCL 2 g group, 71.4% (30/42) for the CFCL 4 g group, and 81.8% (36/44) for the CAZ
group. Usefulness rates in the judgement of the physician in charge were 78.9% (30/38) for the
CFCL 2 g group, 79.5% (31/39) for the CFCL 4 g group, and 81.4 (35/43) for the CAZ group.

These findings indicate that CFCL 2 g a day (1 g twice a day) and CFCL 4 g a day (2 g twicea
day) are almost the same from the standpoint of overall clinical efficacy and safety. Based on these
results, we concluded that CFCL 2g a day was the optimal dosage in the treatment of chronic
respiratory tract infections, including a P. aeruginosa infection, from the point of view of efficacy
and safety.



