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LR IHTREEACERBAEAR 7 + 52k b o
KT I72FT7/ A %DE7 = ARFEHETH 50

RKANLEERD 7 = 2 %P 4EH X b  B-lactamase iz
o LREELEL, B 77 sBEBCRBVWHEDY
=~ L, Pseudomonas, Serratia %5 X v° indole (+) Pro-
teus is COEBI N L THCHEN 2 DL EhTW
57, Lo LEoRE, KO+ 7 = sRPERLERA
Bz S. faecalis ¥ 77 sEHER L THE M
TULEhTwad,

SE, EBESXEMERBERIECS L CAZ 24
LTERY - BRMNRN YT HEYB0T, X0k
Re@ET 5,

I. & 4 -5k it

1. WEk LOREFE

MNBIWRBHARBETCHEEZ vT7F=v 7)Y
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EEBBAEREER 3 fls L O Cor 37mi/min. DhSER
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(2) m+gE

AMOJERTH, 1/4, 1/2, 1, 2, 4 SLU8HH
CERMRL VBRML, EbcmEoEL, HECHL
o

(3) RPBE

AHOBERTHE, 2 BHZLIZERL, REYNE
LizDd, CAZ ORMENTECHL 120

(4) =& B

M XU RFBE D RE (X P. mirabilis ATCC
21100 ¥ RRE L T5WE» » 7KK X 5 Bioassay ¥
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BORMIMPRECIZE=F v — A, FRPBECR
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2. R &
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Fig.1 Serum levels of CAZ after d.i. admini-
stration of 1g in patients with impaired
renal function
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Fig.2 Serum levels of CAZ after i.v. admini-
stration of 1g in patients with impaired
renal function
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Table 1 Serum levels of CAZ after d.i.or i.v.administration in patients with impaired
renal function

Age Body Dosage Cer Serum levels pg/ml(hr.) T2 8B
Case weight | .

(-0) | “(kg) |(Route)| (mV/min)| 1/4 |12 | 1 | 2 | 4 | 8 |(hro
K.F.| 65 67.5 lg 60 21.0|14.2|14.2|10.0| 6.6 1.8 | 2.4
MK.| 64 445 | (dio 76 76.5|57.5|45.5|17.5|12.0| 6.3 | 2.8
T.H 72 50 1g 60 NT 88.0(53.0(35.5{17.3| 3.5 | 1.8
T.S.| 86 39 (iv.) 37 31.0(31.0|19.2|16.5(11.0| 5.2 | 3.7

NT :Not tested

E Table 2 Urinary levels of CAZ after d.i.or i.v.administration

with impaired renal function

of 1g in patients

Urinary levels, ug/ml* (Recovery, mg) Recovery rate
Case
‘ (hr.) | 0 ~10hr. (%)
i 0~2 | 2~4 | 4~6 | 6~8 | 8~10 | 10~12
KF | 570 1530 1350 730 280 83.5 84 3
(188.1) | (275.4) | (243.0) | (94.9) | (42.0) (11.7)
1930 1970 740 156 145 —
MK | 4g2.5) | (200.9) | (155.4) | (39.9) | (40.6) - 9.9
5100 2650 3450 990 345
T.H. - 97.0
(535.5) (159) | (172.5) | (79.2) (24.2)
428 490 291 183 30 32
T.S. 12.5
s (27.8) (46.6) (26.2) (14.6) (9.6) (15.0)

* Parenthesized value indicates excreted mg of CAZ

ml EERERRL7AS, 8 BRI L 3. 5ug/ml LIE
P FLTR D ¥R 18RRI TH o 1o 1S, HEETE
| BEMEGD Case T.S. (Cer 37ml/min.) i, #EH
(18 ABLT 30 ATk hd 31 0pg/ml & RiERD
 Case T.H. 1 p LERETH 725, 8 BRI 5.2
dglml &Y BT 5T Fiob D KR 3.7
(RMT, BEOHNERERL D bhto

(2) Rebilife & Rebshiiesr (Table 2)
: CAZ1g % D.1. #L 17 Case K.F. ¥ X0 Case

M. K. O R EOR&EHEIL 2~4 BMRCH - T, *
Dz EhFh 1,530ug/ml 3 X 1,970 ug/ml %55
L, 0~10 Rl R D Rep e R 1% 84. 3% # X 1V 91.9%
Thoteo CAZ1g % 1 V. EL-BEFHERED
Case T. H. i1 0~2 BfjD RIC BB ED 5,100ug/ml
*RL, 0~10 BERIERIC X 5 Repsbt®Riz 97.0% T
Hotco CHICH L THEEBBREREENHS Case T.
S. DHE 2~4 KEO R BB 490ug/ml %R,

0~10 FFMIERIC X 2 RPBEtERIZ 12.5% L ZLLE
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Table 3 Clinical Summary of complicated UTI cases trested with CAZ
Casel A D ) Tndwel ]UTI Treatment l Bacteriuria® o
ase| Age | iagnosis ndwelling Pyuria® Evaluation| Side
No. {(y.0.){ >™| Underlying condition | Catheter |group| Dose Durstion ; MIC(g/ml) -
ying conditi group (eX /day) Route| day) Species Count |, 55" 06 (UTI-C)|effets
Chr, cystitis + | P.aeruginosa 10° [1.56 3.13
—_— - X i.v. _ (—
18 |M BPH. + 1G-1] 1X2 | iv 5 — ) Excelleat | (~)
Chr. cystitis : + E .cloacae 10° | 100 200
2|1 M B.P.H. t |G 12 e | S o e 0 Good | (-)
Chr, cystitis _ . + E. coli 10* (0.78 0.78
3|72 M BPH G-4| 172 | iv 5 T =) Good |{-)
Chr._cystitis + | P.geruginosa 10* 16.25 6.25
B - G- x -_ -
o B 412 i | 5 Candida =10° Good | (-)
— — .
5 |74 | M Chr. fystms _ G-4| 1x2 | iv 5 - C.freundii 10* {0.78 1.56 Excellen| ()
Prostatic cancer — (—)
Chr. eystitis ) + P. cepacia 210*(3.13 3.13
677 (M Bladder tumor G-4| 1-2 | iv 5 s P. cepacia  [5x10° Poor | (-}
L S.marcescens 0.39 0.39
7 | g0 | M| Sheostitis | 16l yx2 | v, | 5 |—=|P.alcalifociens | 10° |50.1 $0.1| Good | (~)
Prostatic cancer x (—)
] N . Streptococcus «f 200 >200
g |65 |m| Sheowstitis | ool o Lai | s |2 | Staphglococeus | 110125 25 | Poor | ()
B.P.H. + Y - 3
east 10
Chr. cystitis _ - X _# | Streptococcus |2x10°( 200 > .
9| M B.P.H. G-2| 1x2 | d.i. 5 # | Streptococcus | <10°| 100 >200 Good | (-)
Chr. cystitis _ ) . * GPR 10° .
10|76 | M BPH G-2( 1-2 | d.i. 5 T =) Good | (-)
Chr. cystitis _ _ . X _+ | P.aeruginosa {3 x10‘( 50 100 _
njm M B.P.H. G-2) 12 | di. | 5 | == | B ophitia |5x10°] 100 | T |
) . . | Streptococcus s {200 >200
121 721M M + 1G-50 1-2 | i 5 | — | Staphylococcus 10 3.13 6.25] Excellent | (—)
Prostatic cancer - (—)
- . P.morganii s 10.39 6.25
13|82 | M _Chr. cystitis - G-6{ 1x2 | i.v. 5 -i Streptococcus 10 >200 20| Poor |(-)
Bladder tumor + 13 10*
treplococcus
. P.maltophilia s | 200 2200
14]65 M %”;"“5 — |6/ 1<2 | g | 5 || P.ceruginosa ig, 1.56 1.56| Poor | (-)
o ™ | P.aeruginosa 1.56 1.56
S.marcescens |1.56 12.5
K. pneumoniae 4%10 <0.1 0.2
Chr. cystitis _ _ . _# | S.marcescens 1.56 6.25| p _
15171 M B.P.H. G-6) 1x2 | d.i. 5 # | P.putrefaciens 6%10° 0.39 0.78 oor | ()
Flavobacterium 25 >200
A. anitratus 12.5 12.5
S. marcescens 6.25 12.5
Chr. cystitis ~ X # | P.retlgeri 5x%10%=0.1 0.39 _
16 (81 | M __'ﬂ—— — G-6f 1x2 | d.i. 5 o P. ceruginosa 1.56 3.13 Good | (-)
# (=) -
" S. marcescens 108 3.13 6.25
Chr. cystitis L . P. aeruginosa 3.13 3.13
17|78 | M| S EE LS G| 1x2 | di | 5 P. maltophilia 25 200 | Good | (=)
T A + | Achromobacter {2X10°|>200 >200
Flavobacterium 25 >0 |
. P. aeruginosa 1.56 3.13
1876 |m| Shrostitis o6l 1xa | i | 5 | * | S marcescens [2X1%73.13 6.25| Good |(-)
B.P.I. —
L (—) |
S. marcescens 3.13 12.5
Chr. cystitis X # | P. aeruginosa 10* '{1.56 6.25 =)
916 M == |~ |O8 X2 | 4| 5 | | P maltophilia >0 a0 For | ¥
# Yeast 10° [

Before treatment

After treatment
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Table 4 Overall clinical efficacy of CAZ in complicated UTI
(1gx 2/day, 5day treatment)
T Pyuria Cleared Decreased Unchanged Efficacy on
Bacteriuria bacteriuria
Eliminated III 1 5 9 (47%)
Decreased 1 1 (5%)
Replaced 2 3 5 (26%)
Unchanged 4 4 (21%)
. . Case
Efficacy on pyuria 3 (16%) 3 (16%) 13 (68%) total 19
@ Excellent 3 (16%)
Overall effectiveness rate
[ ] Goo 9 (47%)
12/19 (63%)
[ ] Poorlor Faitea) 7 (31%)
Tl D 5L P.oaeruginosa b 8 kL A E L MEXI N, K\
II. B K B & T S. marcescens 6 ¥k, Streptococcus 4 ¥, P.malto-
1. WL HE bhilia 3s L U° Staphylococcus X Fh 2 k9 MEX h

1981 48 AM b 1982 £ 3 A ¥ T8 [KEKEESEH
i BRI R 8R4 X OB ME MR AR R BHHC
ABRLIBE 19 fleowTRE Lic, B3Iz 2RABF
T, T 64~86 W (CFEER 747 ) TH o710
WTh REKEBERYH T2 B SRR T,
¥05%% 7 -7 L ABHNL 3 TH -7 (Table 3),

(1) #5HE

*x#1E1gnD. 1 BBz LV. <, 1A 2H, 5H
MO®SE*Tieotco D.L it 1g % 5% 7 F o $Eg 250
mlC BB TH L BRIS T TRER T\, 74 LV.
2 1lg ¥EEAEW 20 mlIC B L T 2 HRIH T TH
ST ot, ik CAZ ORBFERIL 10g TH oo

(2) BRBHROHE

UTL RYAERAESS 1 fev, B2, A X UES
D 3BRBITKBIL 1=

2 BRRER

(1) BRext+z52

FRBSHTBRAERE L2402 3/19 (16%),
Wb 3/19 (16%) ¥} LORE 13/19 (68%) THERZxt
THIHRT 32% DEMIC A SR7- (Table 4),

(2) Rebfgons

BHELIX 9119 (47%) K Zbh, B 1/19 5%), F
BAN19 1Y) Thoteo FHBRRELL 5/19 (26%)
KA bhiz (Table 4),

ARSI S W EEHRA BEE BRI 31 T, %

#- (Table 5),

BERZIMEE 31 BRD 5 b CAZ B EIC X HHALEE
Rz 26 Bk (BREEEK 84%) T, WEBHIOKRELZR P.
aeruginosa 88%, S.marcescens 83%, {Ebrot-Dix
P. cepacia 0%, ¥&\~T Streptococcus © 50% T -
oo LML EDMMDBERSMERO REZH R IZT T
100% T# -7= (Table 5),

FRBEECH OB I hc Bk 11 kT, P
maltophilia, Flavobacterium, Candida 3s ¢ Yea-
st ThFEh 28T OB LD Th -1 (Table 6),

3. KRAEBRKRHREHE

IR EMERZIEEE L, FO#HBIC S\ T UTI
LM R U CTRA IR R HET S &, 2%
3/19 (16%). H%h 9/19 (47%) ¥ X OER) 7/19 (37%)
THELHRL 12/19 (63%) TH -1 (Table 4),

BRYE Y URARPTh EhO BRI 78% (9/
19) X 50% (10/19) T, BIRBED FAHE LM
B\ EZIR AR L7 (Table 7),

4. HEHTOWT

FHIR G AIOERKSBEREK 30 BRiC OV THEAB 5%
DHEHER BREDE) 1 EBEHEE 10%cells/m] T,
MIC 3.13ug/ml LIFOHEIT 16/19 (84%) 2 EMLE
L, %7 6.25~100ug/ml DEEK T i 5/5 (100%) 1
BEHA&LicH, MIC 53 200ug/ml Ll ECi3 Streptococ-
cus 2[4 (50%) 2kt L7z (Table 8),
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5 BRI R

TUN¥E—FE EORFERYRRTS L L bk
CAZ Hrbatitk o MBMEL LTRIRE, mAXE
~TR7 Yy b, AIERE o/MEER Y, TR
& LT GOT, GPT 3 & U Al-P /5, WistlERE L
LT BUN, M 7 v7%=vig Y OREKRELF -
o FACERETS L Bbh s RKER S X OBRRE
fAD BB I2ED Sl -7 (Table 3, 9),

III. % »

REBRRPECH L TR ) yRELIL L7 = ARK
FHRL A IR TR, KD MR O MM FE B
FOHEKTIIMIRD Serratia, indole (+) Proteus,
P. aeruginosa I Lic k5 MPEL ML Teo ZHhBOD
BRIEC R L 2h5 7 ¢ 7 ERERORS 2O MA
Thtc ) WMt EBMEL COBIERCOWTERE
EETLLENDD DT, BENPIL L BB L K
FAOMRNRBEINTEL, COX S HBHETHLTHY
HEFLLTER Y5 7 yHTHR L CAZ 3A%E
TeHFBWAR2 + A% H L, T Pseudomonas, Serrvatia
BED 75 ARESET R L THV-HBDYRTE SN
TL‘% 1,4,1~ll)°

1. RN & B

CAZ nHiftEi I X REET T, bk 24 BRITEAR

TOREMTROM 1~2 Rl SHABCBEL,
Bo WRMOEMM Tush RRMEDET L L g
THMAEED, HERERREMWN T2 7M.

Table 5 Bacteriological response t6 CAZ in complicated

UTI

Isolates ::::: E"‘d:/:). ted Persisted
P. aeruginosa 8 7 (88%) 1
P. maltophilia 2 2 (100%) 0
P. cepacia 1 0 ( 0%) 1
S. marcescens 6 5 (83%) 1
E. coli 1 1 (100%) 0
E. cloacae 1 1 (100%) 0
C. freundii 1 1 (100%) 0
K. pneumoniae 1 1 (100%) 0
P. morganii 1 1 (100%) 0
P. rettgeri 1 1 (100%) 0
P. alcalifaciens 1 1 (100%) 0
Streptococcus 4 2 (50%) 2
S taphylococcus 2 2 (100%) 0
GPR 1 1 (100%) 0

Total 31 26 ( 84%) 5

Table 6 Strains appearing after CAZ treatment in

complicated UTI

Isol No.of strai (%)
ARWE R 83% LSRG IHES R, FME o il -
EMDOBEAL 1g one shot * 7= VAT S48 D P. malloplu'ha 2 ( lﬁoﬁ)
P. putrefaciens 1 ( 9%)
CAZ meEee 70~120pg/ml, MebEMAAIx 1.8 BF Flavobacterium 2 { 18%)
HTH5nm, A. anitratus 1 ( 9%)
bhbhREATEBEREYH TS AHYHREL Achromobacter 1 ( 9%)
. 0,
T, CAZ 1g % AWML ¥ 7 12 one shot MIEL i Candida 2 S
{ 2
this X OIRAPMBEY BRI T L 7o ZOMB, CAZ Yeast (00;)
1
D MM RED PFI 2 HETH D, ThOBEHSR Total 1 -
Table 7 Overall clinical efficacy of CAZ classified by type of infection
(1gX 2 /day, 5day treatment)
Overall
Group No. of (Percent Excellent Good Poor | effectiveness
Cases | of total rate
1 st group (Catheter indwelt) 2 (11%) 1 1 100:”

_ 2 nd group (Post prostatectomy) 3 (16%) 0 2 67%
'Smg]ef 3 rd group {Upper UTI)
infection 4 th group (Lower UTI) 4 (21%) 1 2 1 5%

Subtotal 9 ( 47%) 2 5 2 8%

] 5th group (Catheter indwelt) 1 ( 5%) 1 0 0 100:/'
Mixed 6 th group (No catheter indwelt) 9 (47%) 0 4 5 4%
infection 50%

Subtotal 10 ( 53%) 1 4 5 o
Total 19 (100%) 3 9 7 %
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Table 8 Relation between MIC and bacteriological response to CAZ treatment
MIC (ug/m!) Inoculum size 10° cells/ml
Isolates Total
0.390.781.56 | 3.13|6.25|12.5| 25 50 | 100 | 200 | >200
P. aeruginosa 4/5 | 1/1 | 11 1/1 7/8
P. maltophilja 1/1 1/1 2/2
P. cepacia 0/1 0/1
S. marcescens 1/1 0/1 | 3/3 | 111 5/6
E.coli 1/1 1/1
E. cloacae 1/1 1/1
C. freundii 1/1 1/1
K. pneumoniae 1/1 1/1
P. morganii 1/1 1/1
P. rettgeni 1/1 1/1
P. alcalifaciens 1/1 1/1
Streptococcus 1/2 1/2 2/4
S taphylococcus 1/1 1/1 2/2
Total 5/5 | 2/2 | 4/6 | 5/6 | 2/2 | 1/1 1/1 | 1/1 | 2/3 2/3 25/30
No. of strains eradicated/No. of strains isolated
HREEY AT 2 REAC B L THEE 2 S8 x it
ET5EARED bRz, ¥R RPHERIREHE 0~ 1) HARPER,P.B.; S. M. KIRBY & C. H. O’CAL-

W0RRERT125% L ELSBELY, L L 6~8 B
Mo CAZ BEEIL 183ug/ml #7RL, ZhizEERS
BERoRT s MIC X b ¥Mi¥ 5 & FEnic Ko s
TEHRETH D, SECEEFBREREMACOVTIX
B L otcdl, S8 5R, EHEA *OfEl
R LDV TRHDLEN BB LE X D,

2 BRIRBUS

RABKESIC X5 FHR 63% 12, BEO €7 =4
REFLAEE LR FNL EORBEEL 5, MBEEN
R T P.aeruginosa, Serratia, Proteus, E.coli,
Kiebsiella Jx ¥ e B THYT 84% DBREMEND
b, Thbo MIC O k¥ 6.25ug/ml LFTH5,
Streptococcus @ X 51z MIC %% 200ug/ml L) F b B8
ERTSOOREHRIL 50% ETRBRTH 7T

¥ P.cepacia d 1 BrZER O BA X R LD A THM
HEHRREHONTH > oo hiZECRFE TN
MIC 1.56ug/ml O RED & AR EL- MIC & (3.13
Hglml) Ry prbbIRES ik > B2, Bb
EEHOFA L DOETFHBIRL TV B b L HERX
hiz,

3 Elfem

ARBSC X B EIEA L Bbh s BRER HERT

R XOBRBREED REZTD BRI - 7o
HEo®a» e CAZ iR LEn By %A,

- UMBRBRREOMBCEETHD L Ex bRl

2)

3

D)

5)

6)

(p)

LAGHAN : In vitro properties of GR 20263—
a highly active broad-spectrum cephalosporin
with antipseudomonal activity. Current Che-
motherapy and Infectious Disease. Proce-
edings of the 11 th ICC and the 19th ICAAC
1:269~271, 1980

ACRED, P.; D.M. RYAN, S.M. HARDING & P.
W.MUGGLETON : In vivo properties of GR
20263. Current Chemotherapy and Infec-
tious Disease. Proceedings of the 11 th ICC
and the 19th ICAAC 1 : 271~273, 1980
VERBIST, L. & J. VERHAEGEN : GR20263: a new
aminothiazolyl cephalosporin with high acti-
vity against Pseudomonas and Enterobac-
teriaceae. Antimicrob. Agents Chemother.
17 : 807~812, 1980

VERBIST, L. & J. VERHAEGEN : GR20263: a
new cephalosporin, highly active against
Pseudomonas and Enterobacteriaceae. Drugs
Exptl. Clin. Res. 7:201~207, 1981
KBIEHK, MAfExk (UTIHRELARKR) : UTIE
TEEMA X (8= %), Chemotherapy 28 : 324~
341, 1980

KBIEK, MHEXR (UTIHELRKR) : UTI X
BEFMERE (BF_IK) Mo Chemotherapy 28:
1352~1358, 1980

% 30 BAKLLEREFLES, FE v Hov
& I, SN401 (Ceftazidime), Hj, 1982
O’CALLAGHAN, C. H.; P. ACRED, P.B.HARPER,
D. M. RYAN, S.M. KIRBY & S.M. HARDING :
GR20263, a new broad-spectrum cephalos-
porin with antipseudomonal activity. Anti-
microb. Agents Chemother. 17 : 876~883,
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FUNDAMENTAL AND CLINICAL STUDIES ON
CEFTAZIDIME IN THE UROLOGY

Taxasur Kume, Hirosur Naxano and Hiromr Nixira

Department of Urology, Hiroshima University School of Medicine
(Head : Prof. Hirour NIHIRA)

MuTtsuo Havasr:, YosHio Ounisii and Hiroyuxt Moriyama

Department of Urology, Koseiren Onomichi General Hospital
(Head : Dr. Mursuo HavasHI)

Fundamental and clinical studies were performed on ceftazidime (CAZ, SN401), a new semi-synthetic
cephem antibiotic, and the following results were obtained.

1. Absorption and exceretion : The serum half-life of CAZ increased in the patients with impaired
renal functions and urinary recovery rate decreased as the degree of impairment advanced.

2. Clinical results : 19 patients with complicated urinary tract infections received CAZ at the dose
of 1g b.d. for 5 days either by intravenous drip infusion or intravenous bolus infection. Clinical
effects were excellent in 3, good in 9 and poor in 7, with the efficacy rate 63%.

3. Side effects : No subjective or objective symptoms were noted. Nor was any abnormality noted
in the laboratory findings.



