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Ceftazidime %K 8

aCH JEepe R kBB R K
MM — AR A Mool TR
FHKTEREREAMHKE

FLVEQA cephalosporin R4 HITH S Ceftazidime (CAZ, SN401) (2IERCRILY HK
ARZ Pk D, M 73 A REEIC T A B 3B, Pseudomonas aeruginosa % Do
7 F OIS 7 5 APaUEIRE, Serratia fo ¥ MVG-HAMERERT,

CAZ MMRPIBEL X o A B 8 Sk, I P M2 90~100 43 v ThH Do %12,
HBARTRBYZFTIC KRR HhlE Eh, #5-t% 6 B ¥ TORPERELL 85% Thb,

&P R B MYIE 17 61, 20 4, RmfE 4 O 4B 5 4 K 25 B 29 foMEE
BRIERC T O OB HIENC CAZ 5L, X% 3 % 20, LXHL 3 B2 1. HERE
2HEEVSIEMIC NI BRI RE (F e, ¥, HALBLhZMAE XS ELI 10, 11 o
WERHR, MR8 B 1L BER 1L TELEPCROBRER)BOIh, BIfFALLT
R 1 G, BML LD FFRERE 1 A BHORT, BOD 23 AICix7 L A¥— RELEDR
ER%® CAZ (X3 LBbhi2REBORKXEL BDIh o1,

SMEED MIC (2 6 Bt (Haemophilus influenzae, Klebsiella pneumoniae, Aeromonas hy-
drophila, Pseudomonas aeruginosa, Proteus morganii, Enterobacter aerogenes) T HEiZ2o\»
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THIEL, E.aerogenes ¥Bp\~T, 10%/ml #£MT 0.1~1.56ug/ml L{EBYRLTH0

MmeRE 46, BREBTIZ2ACKTRES A,

ﬂﬁ:ﬁ bhico

Ceftazidime (CAZ, SN401) (32 [E Glaxo #CHR
S htcH LM cephalosporin Ri4EH T, £01t
FMELEOBMRIERERE O 7L 0 fil Bz aminothia-
zolyl carboxypropyl oxyimino % § 2= £ TH 2,
In vitro COWEAR I + 21277 ABHENSEYE
B3 TIBIEWA, 75 ABtEE, % Staphylococci
TIXBERD cephem RFLER X D bHEHIRH D, E1:
fl.> cephem R4 #) & A&z Enterococci izf L T
BEAERBERXHE IRV L Lkds, 77 2KBH
BT 508AN7 + 5 42k BILL, E. coli,
K. pneumoniae, H.influenzae, Proleus, Serratia,
Enterobacter, P.aeruginosa i ¥ D% < DEMBICK L
T, XD cephem RFER X D b ER-ABEHEHT
%o

TOERBEY LD L, BREERKECKIT 5P
H Az 90~100 4 T, RFPEURKRHS% 6 BMET
T 8% fLThHBY,

BEbix CAZ ¥*BERcERL, —BoEFcowT
SHEEO MIC LRI BELRET 58L&+ B
DT, TOREERET %,

WFRLED R EBEDREMBFTE LR

I. ZERAGSLIUFHE

RfIS6 E8 AN HSTHE2 AT TO 7HAMCETS
FERFEETH RARBLE = AF & X CBAERBED Ak
REORIT, MEBRELZHINY, Thikb
hi- 25 6, 29 o wgic CAZ ##HE5L, TOPHEL
BIfEA XU MEDO—ZD MIC 2—FoEEITET
% CAZ oMispXEEIREXREL 0

ERIL 16 A5 88 T TOHM 19 AL 20 &b
6 RETORM 6 AT, EBOARIML 124, 134
UBAASER R 20, 4 # BRVHE-LEEXH
RE1G, QEKTEALIH, SERMkx 16, BOE
461, FEAESMCIREE 1 Bl AmAR, BARREAM K
BEEOTAMIF, 4 THo7H

CAZ #5342 3 fIA% one shot BET, BHiXTA
TAEETT b, 1| BRERTIE, 22 #RY
BT IT#, KT 4g M54k, 1g 2334, 280b
4g ~DHEM 2, 4g Mo 6g ~DOHEI 14 1~2
~0.5g M 14T, HEMENL7~69 B TH-T0

BHROUER, EREO W Hh iEATMEORE
DE B 2 EFOPHE L BEFT RO HBEL AL
BEIRAOZ RO —Fid HE R L, RERERHOEA TR



voL. 31 S—3

CHEMOTHERAPY 348

BEFROBEED 2 AT > 10 BRMRRICS
WTREREOERYIRAL, %, A% LLHL,
w0 4 BT THE L, BIfEBIC 2 W T,
CAZ D5 BEA7 VA -RIGL EOFELREL,
BEERMRITE DRER TR EC, CEIRTEMMCKR
R Wi, SCEOREL LT, CAZ i X5E
Bbhs RFEOR RICEDI,

AREO MIC ORIE I HALEREFLSFRYE:D <
o TRE LI, MrhREED RTEIL, P. mirabilis ATCC
21100 B MEFH L L, ¥gite DST agar ¥ Ao
M7 4 A7ETITIE o0 BRFRE © JE (X Bz
20% N-acetyl cysteine ¥ % BRD 1/5 ¥z T
homogenize L T, MPEE s ARCREL I, Mk
L OB R B TE RS O B HRRTI O ER 0. 1M
) vBEREK (PH7.0) AV,

) § B 2 i

LI OV TOREE L Table 1 1L5R L1, 4 DEE
oW TR EIET S0, KBINCERDRY ¥
twpk, Table2 DX H5tinsd, RRBERRPETIE,
figo 12 61, 1340 5BHEH 11 f, 12 4, PRHEY

1RIeH oo 12 Fldh 10 FlH BB BB L T B
TERDbhIERLERERLEL, LrbizlALE
BERETH o it i b b T o MizEBCEBRICR
HThotco CEBEAMREILD 26 4 fixvTh
YEHTH oI R 13 RAKRBC AR BE S h
Tifedh, BMIERPCEREDL L2 EEIzE
Hbhirhotkd, CAZ oL X b K EN 300 ml
<HWXbh 50ml K SVWEERLK, LML, CAZ ©
BEwhIEL: 10 BRI DEHHF BB L, BWHRED
200ml & HVEHIM LT, BKEX T H influenzae
BEESMEEN, CAZ O ERG X hm#L, BEE
i2100ml { BVWERA L, BEho H influenzae i3
HR Lo FEGI14 & ReBor TBod, Bk X b K. preumo-
nige B X =0t CAZ D 5IC X b @ L, Wkt
DELMHE, BMRELWP Lo —EHD==E Y —FT
1%, BKHb Xy H influenzae - K. pneumoniae %4y
WL, zhd CAZ oL X kLI, Thb
b, CBEREAKETRD 261, 4 Hixv-Th L EEY
KREHTH -,

5 18~21 DR MERFZ IV THOEBEEY LB,
ARIRAZRIEL DD TH D, Mk S>ONEEIL
A. hydrophila, P. aeruginosa - P. morganii, E. aero-
genes 35 XU S. aureus T Enterobacter B\ ~T3~
TCAZ OH5Ic L W IRBTR -, BT, SEG 18 L 21
RECHCEML, BEROBDRIERE L Lo EH 19
12 TOB 0ftfix HEEL LD TReELE Lo

Table 8 (XMW@ D —#o MIC ORMTH S, ERAT
~NEEEF| 18-2 DKL h 3RS hie H. influenzae
¢, CAZ 7t ¥ cephem Rt #Fiz 1k MIC 0. 2ug/ml
LIFOFR#EELYRLI-OTCHBA, ABPC iz MIC
200ug/ml Bl EE MEMETH ez & Th Do ME
T CAZ Dyl X h iR & h X iR C R oh o el
%l 20 ORERWTH S E. aerogenes © MIC |3 25~100
ug/ml L BEERL o

ER 13 & 14 OTBENATARIZROBEICIWT,
CAZ D firh REHR L IBRPAD BT L LD Fig. 1
2T, BERZVTHY 1g T, ME 1M,
BE 1M 17 S CAMBES e, UL ms
BEHBY LY, BROPBREISHERTRO 60.2 &
61. 3ug/ml T, KB TH SHMOMEIL, 2.3 &£ 3.5
ugiml Tk -tco BRPADBTIIMET 4.2~4.3,
HET 25~3. 9ug/ml Thot, ThhH2 ADEBED

Fig.1 Concentration in serum and sputum of
CAZ administered for a patient with
DPB (Case No.13-1)

CAZ
lg.d.i.

Concentration of CAZ (ug/ml)

Time(hr.)

Fig.2 Concentration in serum and sputum of
CAZ administered for a patient with
DPB (Case No.14-1)
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Table 2 Clinical effects of CAZ in 29 episodes of respiratory tract infections or others in 25 patients

Dingnosi; Episodes | Excellent | Good | Fair | ‘Poor | Unksows !~
Pneumonia 13 0 12 1 0 0
Diffuse panbronchiolitis 4 0 4 0 0 0
RTI Bronchiectasis with infection 1 0 1 0 0 0
Acute bronchitis 1 0 0 0 0 1
Acute tonsillitis 1 0 1 0 0 0
Total 20 0 18 1 0 1
Sepsis 4 2 0 1 1 0
Others Suppuration of the cheek 1 0 1 0 0 0
FUO 4 1 1 1 0 1
Total 9 3 2 2 1 1
Grand total 29 3 20 3 1 2
Table 3 MICs of clinical isolates
MICs of CAZ and other antibiotics (ug/ml)
Case No. Organism CFU/ml
CAZ CTX CzZX CMX | LMOX | CFS GM | AMK | ABPC
. 10 0.2 0.025 0.025 0.025 0.2 >200.0
13- 2 H 4
influenzae | 0.2 | 0.025] 0.025] 0.025| 0.2 >200.0
. 10* 0.2 0.1 0.1 0.1 0.2
K.pneumoniae .
-2 10 0.2 0.1 0.1 0.1 0.2
H. influenzae 10* 0.2 0.025| 0.025] 0.025 0.2 1 e
’ 10* 0.2 0.025| 0.025]| 0.025 0.2 | “ &
]
18 A.hydrophila 10 0.1 0.39 0.2 0.2 0.1
10* 0.39| 3.13 3.13 3.13 0.1
. 10° 1.56 | 12.5 25.0 12.5 12.5 1.56 [ 6.25
P.ageruginosa .
19 10 25.0 |100.0 200.0 200.0 200.0 |100.0 |12.5
I S 0.1 | 0.1 0.1 0.1 0.1
P.morganii
' 10* 6.25 3.13 3.13 6.25 1.56 ~
10¢ 25.0 12.5 12.5 6.25 6.25 3.13 7
20 E.gerogenes .
. 10 100.0 50.0 100.0 25.0 6.25 6.25

BRB L O EEShIME O CAZ w3 5 MIC i
Table 3D X 51, 3XT0.2ug/ml ThHot=DT, 4
7 &b AWK TH SR % i, mrhd g MIC
O 10 B EOMEL#ELI-C Licich, BRNLH
Zhikh MAHT T2,

wie, GEREEo 2 A\oBmERE (EM 18 &
19) T, MPWMEDOHEBY I, A 18 IXERAREK
BLER X 5 % 7 v — YERMOEE T, BUN 80mg/
dl, M7 v7+F=v 1.7mgldl, 2v7F=v2)7
F v A 32ml/min T Hotc, BELV D -IioDIC,
CAZ 1g % 50ml © 5% 7 FoBEK-EEL, 10 2K
TREBEL. TOoMPREOKEBILIFig8DLEh
€, e iRm L icmFhiciy, 12 B AT R A
HEE X hiz CAZ »% 18.6ug/ml ORWETHEREL T
foo MIERTRHT 92ug/ml EHEFEMELE LD, TORE

WUTcHS, 8 B TH 20ug/ml OR|EXRRLTY
120 M X DM I A. hydrophila © MIC i 0.1
~0.39ug/ml -0, Hic MIC © 47 fEHLED
mFRESREHE IR T LY, BRECEDY
BLIcz L ORHTEix ot M 19 3REHmORD
ERBRAB CER Y 28, AEBERCKER
LT&7-B%T, BUN 92mg/d], fi 2 v7%=v 11
mgldl, 7 v7F=v 2975 A 5ml/min, RE1H
300 ml LAIFCdh-to A mMBEFTHIC CEZ 1g ¥ 8
LT d 2 0b bR L, CAZ O &5
ICIEE L7 B#), CAZ i3 5 B MuPOEHTIR TR 1g
YBELR, £0E X0 M RERBIZ Fig40Ls)
< 30 H4B1c 92 Sug/ml RRL, 4B 57.50g/ml
THO BB (19 B 40.4ug/ml Thoko

MR T2, P.aeruginosa k. P.morganii B vl 3
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Fig.3 Serum concentration of CAZ administe-
red for a patient with sepsis due to A.
hydrophila and nephrotic syndrome (Case
No. 18)

nCAZ
1 g d.i.

w0
=]

o & 3 o»®
ooo?

=N W
o O

<

" Concentration of CAZ(ug/ml)

Serum concentration of CAZ in intra-
venous administration for a patient with
sepsis, postoperative cerebral hemorrhage
and acute renal failure (Case No. 19)

CAZ

Fig. 4

(xg/ml)

Hemodialysis

- o
S O

w T

Concentration of CAZ

[
=]

01234 12 19 24
Time(hr.)

h, &40 MIC % 1.56~25ug/ml & 0.1~6.25ug/
ml Thoteo Mo hMEILERHICHE LI b
PboTHME3, CAZD 1 BREEY 2gHEL,
TOB 30~60mg/H #HBLTX 5L B¥r i, £+
DRAL LTix, P. aeruginosa 10%/ml Lo MIC »
Bug/ml & HEHRZHIMED o foicdddy, HB Wik
Rber oA UHESA LB IhTE Y, BARmEDR
RETH-TERLD ), BEFREREOLDCH
~D CAZ DBITNEL, EOhITRP A MG T X 7eh
S2RDTIRE VL EL BRI,

BiffAeit, 1 sieRs GEM 13-2) % & », CAZ
DFLrhbtk 2 H Bci§%k Uiz, i 1 41 GEG 16) T
(X5EM L FFMEERE®E (GOT, GPT, Al-P © LR) » &
¥, CAZ o $ybjbic X b 2 I REBL, FFHAERE
FLRARHBE Lo EOMOEATIZ, 7 VAF—K

lg,i.v. ;
lﬁ lg,i.v.

Bl EOBIfERR Table 4 123t L 57 CAZ Ik % &
Bbh 2 MEMOBMILL Abhih st
IIL. * L

Blige 12 6, 18 #F, V@AM EZL 20, 4 4
Bed £ 5 MAESTINRIE 1§, SEAETA 1M At
Fibkse 1 B, FRIndE 4 61, ZEAUMMEIRE 1 61, TREIM3
Bl, 4403 25 B, 29 #kic CAZ 5L, MOEH0Y-
BWARNRR HMtEo—o MIC, —f o EHAD P
X UTRR PR, BlIfEACREMD REDH RO
T&ﬁ&ﬁf.ﬁ %

MU REOVWTRNTE O EERO W Hh
108, 11 #FC, £D 5 bHKRTH, 84 WA 161,
B 16, FELFAUTH oo BRARD 1 UMM
B8 % BEB UT-SEQ C, Serratia » & Acinetobacter
EERLI RED1MIZLERE=YFT < b —F A
(SLE) &) v =B Y XWERC & b E. gero-
genes 1T X 5 fRiEY Hi- LIIER T, £D MIC i1 25
(108/m1) ~100(10%/ml) ug/ml & Bt o tco BDOELN
KRB 72.7% T, ABEIROLELKE 2% &, ALY
LORME—FKL I,

FHREDHEIC X HEERZF, %3 HxH20 ®
H% 3, &% 1, HBTRE24T, BHULOEST
27 4 (HERE 24%ER<) 23 4, 85% Th-Too
AREIRD £EROFLIERIL 80% T, B EDOER
DHEYRNETFEH » Vo

MIC % JTE T i BERO—I (H. influenzae 2 ¥,
K. pneumoniae 1 gk, P.morganii 1§k, A. hydrophila
18D Tk, —cislRoETE S5 MIC Th -
fobd, —E D cephem RIAEH (CTX, CZX, CMX)
X bhd MIC {HizE <, LMOX BEALTH -0
D¢, H. influenzae © 1 # (3 ABPC i EEm &
(MIC 200ug/ml LAE) Chortcd, BBD cephem %
FERNCH L TiX 0.2ug/ml YUTTHo7o %7, P
aeruginosa 1 FRITEMBER 10%/ml kT3 CAZ
MIC 22 CFS ERUT, GM X bH{EL, 108/ml Cix
CFS X b4 {Ehotce %7z, fid cephem Rz
EXTEBR T, ThbDORMIERORE LELL
Tz 1879,

MihEEY 2% &, 2 A D BEEERE T CAZ 1g
% 60~77 HRITAEEIELCRE T, FECEUL
TeHEBEY LD, T, EROBELIBZEF—FKL Y,
02 NV EBEAMKELROBET, FARFCEES
BT LKA, 2.5~4.3ug/ml O B E T, fbD ce-
phem RHEH L BUL BB TH -0

FHEEEEOMGBRBIII V7 F=v 2 ) T35V R
32ml/min. © & 7 v - CERBOBE L 2B RLCHE
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CLINICAL STUDIES ON CEFTAZIDIME

Hanmu Takepa, Masatosur Niwavama, Morito IwaNaGa
Yo Tanaka, Kouicat Wapa, Takao Morimoto
Tsucto KoBayasHr and MASAAKI ARAKAWA
Second Department of Internal Medicine, Niigata University School of Medicine

Ceftazidime (CAZ, SN401) is a new parenteral aminothiazolyl cephalosporin with high broad specrtum
antibacterial activity. CAZ was administered for the treatment of 20 episodes in 17 patients with
respiratory tract infections, 4 episodes of sepsis and 5 episodes in 4 patients with other bacterial or
suspected infections. These patients received the antibiotic for the period ranging from 7 to 69 days
at the daily doses of 0.5to 6 g. Twenty-three of the 29 episodes responded well to the therapy with
CAZ.

The isolated causative organisms were 4 strains of H.influenzae, 2 strains of P.aeruginosa and K.
pneumoniae, and each 1 strain of Serratia, A.hydrophila, P.morganii, E.aerogenes and S.aureus.
In all strains except for E.aerogenes and 1 of the 2 strains of P.aeruginosa, causative organisms
were eradicated by CAZ. MICs were determined for 7 of those strains, and the MICs for E.aerogenes
ranged from 25 gg/ml (10°CFU/ml) to 100 gg/ml (108 CFU/ml). The MICs for the other 6 strains
were 1.56 p#g/ml or lower with inoculum of 108 CFU/ml.

The pharmacokinetic behaviour of CAZ was evaluated in 4 patients. In 2 patients with normal
renal functions, the peak serum concentrations following 1 g CAZ intravenous infusion (60 and 77
minutes) were about 60 #g/ml, which was achieved at the completion of injection. The serum levels
ranged from 2.3 to 3.5 ug/ml at 8 hours after the administration. In 2 patients with serious renal
disfunction (32 and 5ml/min. of creatinine clearance), the peak serum concentrations were about
‘90 pg/ml after an intravenous injection, followed by the serum levels above 20 and 40 pg/ml wluch were
sustained for 8 hours and 19 hours, respectively.



