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R BB D EHIE 1T 3T 5 Ceftizoxime )Rl & HF R HI MR A

oAM=
FRTERBEBR B F

FLe7yoxEY o RHLEHRE Ceftizoxime DRMERFAM HE, 7 2 »RHE1008KIZD
WTRET L 720 SRRIERI L L T Cefamandole ¥ v fe, & {ITHROWHIBIG 2 /R L - ML, E.coli,
K. pneumoniae, P.vulgaris, P.rettgeri T, %DM i3 Cefamandole L D3 L % 5~ 6 HRER
VAR BRIC X o TIRIVEU LD L DONBHL NI ZD S Hhe ITHREL K2 RN RN H-
f;mi, K. pneumoniae, P.vulgaris, P.rettgeri T, 100 cells/ml B TA¥M <0.054g/mlL &b
HTENMIC #RU72, P.morganii Ti3 LEEEM L D22 MIC [3EW A, ThThKR¥EHN 0.1
pg/ml T 120 S.marcescens T, Cefamandole (Z i L THOMTHE 3 E- T 503, £OW
AL D MIC 2R <, 3.13~50 pg/ml T 720 E.cloacae Ti3, $PHBHOES kb LLNIH,

gL R U7z, P.aeruginosa (Ti3, 12.5~100 pg/ml OMIC Th 72,

CORER, PEMHTOWT 2 BOBERAL 6 B0 ABRBE TRELI, MEREAIT Ceftizoxime 500
mg % one shot ¥4 2 L, MEBEFIZISAHK C — 7 H43.4 ug/mlITEL, EEHIIRHLTE
BESITIZITEAEERLI, 6T CHORBERKIZN.0OH Th-72e AREFANSH, HHFE
BERE 2 212250 mg ¥ BE LR, HAO0HbEEABH LN, BBEENE2T-> T3
BEOEEER T, 250mg {5 Tl PMREH K300 4g/ml (TELT,

FISIIRBERA~DOBITY 948, MRIKIZOWTRIZEL:. 18 Bk 1 BRI IRBERRBENFH

" 131.68 ug/ml T, MimEHREELIZ, 0.054 Tho 7o 2gMER 1M TS, 5.58 4g/ml T dose
response 3L b7z

BERRANEFIIAE308I ThH 5. BIUFHMERBEIIE 186017 18%T 1 B 0.5~2.08, 5~
8 HE CfT7c\>, UTI SERhFMEHUE T70.6%, FIBEDHETIL78.8% L ENIZBETH- . BE
BR 4P Z D2 EMEREEEE 5 iz, TN TEHERLI. RER6HNS L, MEED
44iZi3, 1B 0.5~1g 7 one shot BT TTNTENIRISE Hizh’, FEWMEED 2 lITRHR%E
Rl otze BHBIEHIRD 1AIREY TH- 7

RIfERCR, 2EACERMBREZ LIPS Nr- 72 BKREMETE, e BREDEIC L
RERDILDOR2HTOH 720t WTHLBET, FLERERCH L.

Ceftizoxime |, HHEND €7 » 0 ZAHK Y /}ﬁ:"fi&%ﬁk&%hf&b’ﬁﬁ%:ﬁ?éﬁhh&ﬁﬂﬁﬂ’(
HY, REELHVEHTHHLELLN

F L ® Fig.1 Chemical structure of

Ceftizoxime (CZX, FK 749) 12, RIS TRHREH T Ceftizoxime (CZX)

FUCHMBIhREMNA 7 7> e 2ARY ¥ RAEHRTH 5, N—OCHa S

XO{t¥MaRI, Fig.1l LRTLBH TH B, AFOBAD -HN C CONH

BRIIX OHMVHETELEILD Y, BEOL7 7 v 2HY Y D )
HNJ\S A

EHRO Y 7 ABEREICH T 2 HB A0 EE VbR T

WELD S B REERD €7y B AKY Y RALHREE S. OONa
marcescens % P.aeruginosa itxf LT, —D7 I / fikEE

FRMCHRMEE LR ~=> ) ¥ L T B HEH e RT . RN DBIT 2 RETU 1o, RKRANITIE, 3060 WRBBFEIRD
ttmbhTwnay, BREC a2 T DT, ZOBRMKEEWEADRE 25D Y

4 CZX % WRERD b BHEDT, EBIRFHTLLT, THET 5,
77 AR T 3 in vitro S, TR EHHE, Bz



CHEMOTHERAPY

SEPT. .1980

[. SN

1. In vitro AM{ER

1) N@ERBRGE

BREE, AFKUIDOBIRMMGE M s & UBMSIEFEN L
S4EFITNITT, YR TRIEBIENENSIRL Y
> LRERET, A 100K THD, WML HKIZLUT
NEFRY THB. E.coli 238k, K. pneumoniae 10%%,
E.cloacae 18k, P.vulgaris T8k, P.retigeri 88, P.
morgansii TR, S. marcescens 158k L P.aeruginosa 12
WThHH, BIMRZ LKL, BRICEKELRDMH
BT L o7, SN, 108 cells/ml £ 100 cells/ml
& L7z M@EK)L Cefamandole (CMD) # B/,

2) B &

(i) BEIMEOBTHERA (Fig. 2~9)

E.coli Ci3108 HMiZis\~T, CZX N MIC 12<0.05
~3.13 ug/ml IZHAHL, TNE~2120.1 4g/ml Th
7253, CMD Ti30.39~>>100 x#g/ml &g ) DiLs
D&NHY, €~ 213 0.78 ug/ml T~ 12, 108 EMT
i3, CZX D~ 27i3<0.054g/ml £ EHHTEVET
HHNITHL, CMD Ti20.78 ug/ml Th- 72 (Fig.
2),

K. pneumoniae Tid, MAEKIMITHLITK X7 BRZ
HDENBHLNIZ, CZX Tid, 108, 1005:MIF TV
h b =<0.05~0.2 sg/ml 7 MIC iZx4 LT, CMD i3
10852/ T 6.25 ug/ml & 50 ug/ml DBFEXRL7D

DRENTN2H/E LT, 507 iz T<T>100 45
/ml DRtEE R 72 (Fig. 3),

E.cloacas |TI3TRIL bICBRIEAL D, 108 Bgc
CZX Ti314#% (77.8%), CMD Tid168 (88.9%) 1>
100 £g/ml DBHETH 720 1005MTit, 4 A C2X
1C0.1~86.25 ug/ml DBRIELRT LD bAbNT,
7535118k (61.1%) $3>100 #g/ml DR@HETHY, CMD
D MIC BHEHE Y KREIBRELN o1 (Fig,
4,

P.vulgaris T3, FEMMIC K7 HMDNRYY
Hhbihrz, CZX Tid, 108, 1094/ T>12.5 4g/ml 0
RUEL IR 2okt et o 720 V125 CMD T2, 108
BRTT7 TN TH>100 sg/ml DMETHD, 100 &
MELTH, <50 wug/ml DBEHY RUIKIZLLD
T, 4EkAI>100 g/ml DEEE R L. CZX iTow
THEDBIZLHBEMSY 25 L 10380 Tiz<0.05~
12.5 ug/ml L XDRHITHE LD AR ALNT:, 10088
T2 7 HRTXTH3=0.78 ug/ml L EVWMIC TREHS
& ZND5H 5K =0.054g/ml L FVESEY T
L7z (Fig.5),

P.rettgersi TLERIZLAENEHTHH/, 1088
M T3, CZX (Ti3=0.05~50 ug/ml DiTLH OB
EARLIH, 100 8L T5HL 8T NTH <0.1 48/
ml NV MIC T, Z0D 5 H 7 #kd3<0.05 pg/ml Th
»720 CMD 2, 1088 TC 1 #kA31.56 ug/ml DEZH

Fig.2 Sensitivity distribution of clinical isolates

E. coli (23 strains)
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Fig.3 Sensitivity distribution of clinical isolates
% K. pneumoniae (10 strains)
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Fig.4 Sensitivity distribution of clinical isolates
% E. cloacae (18 strains)
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311>100 ag/ml D MIC Tao 720 LA L108 56
ETBE, CZX D108 BRBDBZHD 2 — > L1
RCTH-7 (Fig.6), Ac

BRISBEMD <5~ R UM, CZX 03 5M 3~
4 EREENERYBHI: (Fig.T),
S.marcescens Tit, CMD i3iiBirsia R hvo
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Fig.5 Sensitivity distribution of clinical isolates
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Fig.6 Sensitivity distribution of clinical isolates
P.rettgeri (8 strains) Lo A T
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CMD ,
10° O I O 2| 1 1
720 CZX 31088MNIRA, 88kAS 1.56~100 #g/ml o) (Fig. 8), !
P.aeruginosa Ti3, CMD R+ XCIZEHETH -7

BXEZRLUIZLOND, 783 >100 xg/ml OftHET
Holze 100 BT, 270D BZHHNED, 0.1~50
#g/ml DWEWRAHL, €~ 2i23.134g/ml T 7>

CZX 13, 108 BERCHEHNE L b0/ 100§l T
b, 12.5~100 ug/ml ORI MIC ApHEFRL, %



CHEMOTHERAPY

VoL 28°S-5

633

Fig.7 Sensitivity distribution of clinical isolates

P.morganii (7 strains)
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Fig.8 Sensitivity distribution of clinical isolates
% S.marcescens (15 strains)
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10° 15
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DE~ 71325 ug/ml Tdro7: (Fig.9),
(i) BRAER (Fig. 10~17)

E. c'ol_il'c_g;,i 1085:f8, A 108 gflie § CZX 12 CMD
RERL TITH LB Do BN TV 7o, 108 BRIC

2~11%LAE, 108 M T2~88THDHH, WL%3
~TERENELLZTIVEMETH- 72 (Fig. 10),

K. pneumonsae TiZ, CZX &£ CMD DITH7c DD
TEDDERLLN, 1088/ T7~12% Mk, 1008
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Fig.® Sensitivity distribution of clinical isolates
P. aeruginosa (12 strains)
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Fig.10 Correlogram between MICs of CZX and CMD
(E. coli 23 strains)
g/l Inoculum size: 10* cells/ml g/ Inoculum size: 10° cells/ml
>100 >100 1
1004 1004 1
50 4 50 1
254 \' | 25 2
125 1 12.5 4 1 11
6.254 3 1 6.25 1 2 1
. 3.3 2 1 3.13 1 1
CMD
1.564 1 12 1.56 1 2
0.781 6 1 . . 0.78 4 « 2
0394 3 1 0.39 1 z
0.2 ' 0.24
0.1 0.14
50.05+ 50.054

005 0.2 078 313 125 50 >0 X .
0.1 0.3 1.5 6.25 25 10 sg/ml 01 039 15 625 35

T4~11%F CZX DHEHHE- 72 (Fig.11),
E.cloacae Tiz, —MN#H CZX K UBSHY R
L7ehs, BIURmAICELE T, X2 EH: (Fig.
12), P.vulgaris Ti3, RB3ZiEE MtEH & HodCHEE
T, CZX [Ti3£BrHi=<12.5 ug/ml DEZERRLUI2D
1T, CMD iTid =50 xg/ml DT, FDIZLA
E$3>100 pg/ml DOEERHEEZ R L7 (Fig. 13),
P.retigeri T}, 1088 TIIHRICNT 2 B2

%505 1098ME 15 L ovs D @hic B R
100 ERORNHBHNZL, CIX A%~ IERE
CMD (287 (Fig.14),

P.morganii Ti2, P.rettgeri iZiM| TABIK
BRETRIL b ICHBDIRE B bOD, 100 HMTASL
CZX 13 7 #sf 6 #030.39 pg/ml 0) MIC €, 5711
LD CMD K EHHBAERUE (Fig 190

S.marcescens Ti3, 108 HMOBLRERNRRE
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Fig.11 Correlogram between MICs of CZX and CMD
(K. pneumonsae 10 strains)
/el Inoculum size: 10° cellu/ml s/l Inoculum slae: 10* colls/ml
>100 [ >1009 2 2 3
0] 2 1 100 4
s04 1 50 4 1
51 1 1 25 1
s 2 12.81
6.251 6251 1 1
] o’
078 1 0.784
0.394 0.39-
0.24 024
0.1 0.1
50.051 50,051
S005 | 02 | 048 313 125 50 | >100 50,05 0.2 @ o978 313 125 | S0 | >l0
0.1 0.39 1.5 6.25 25 100 pg/ml 0.1 0.39 1.56  6.25 25 100 pg/ml
czx czx
Fig.12 Correlogram between MICs of CZX and CMD
(E. cloacae 18 strains)
g/l Inoculum size: 10® cells/ml / wg/ml Inoculum size: 10° cells/ml
>100 1 1 22 >100 4 T
100+ 1 100 4 1
50 50 4
254 254
12.5 12.54 1
6.25 2 6.25 4
3.13 1 3.13
oMo | cMp |
0.78- 0.784
Mﬁ 0.39-
0.2+ - 0.24
0.1 0.1
50,05+ 50.05-
S(|..05l }J’Z j .0.'78 ' 3.’13 ! 1215 ' SIO ! >‘100 50'.05 ! otz ! 0.‘18 ! 3.'13'I 12'.5 ! .';0 i >'lDO
01 039 1.5 625 25 100 sg/ml 01 039 1.5 62 25 100 pg/ml

czx

BERUIA, MOk 2~7% CZX DHEHHE-
Ro W EEMTIX, 1HREBRNT2~6%ULE CZX 0
BWHLEN, KB CZX I 3.13 #g/ml @ MIC
ERUGEUEDEY R LI, Z0BE, RXFHEY &
R&DI e 72 (Fig. 16),

P.asruginoss C i3, 108 B THPERAKXEHEY
RUfats, 1098M TR tEY A9 2~ 448 CZX
DHEM St E - 72 (Fig. 17),

2. BRUX & Pt

Dx &

(i) MERA 2420 volunteer 1z CZX 500 mg * 4
R0 ml THML, 3240 T one shot HiEL 72BN

(oA 4

M, ROMEXRIZL 6 Bl ¥ CHORHTEIREKEZ K
HU7zo

(ii) ABE## 6 ZToWT, CZX # 1[@250mg, 1g
HHWNT 2 g BELThEP, RPBEORELT-
oo MBBENSH 250 mg 5D 4 Hlid BRERE
HIZRBERDRLNTH P, 12 BED1HIL, RE
BRI X277 -7 vEBRTHY, 2885 D 14
i3, REBAWRKHAT, ZThHRIBRERTECRRY
Rdigh o1z BREFEKIZ, BEXADHAE L EKT,
4T one shot ¥t CF- 7,

(iii) CZX DBIRBANDOBITE, BIMBRRBE9
% k8, ABR1) IXOoWTRHEZT-7. 84IZD
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Fig.13 Correlogram between MICs of CZX and CMD
(P.vulgaris 7 strains)
s/l Inoculum sixe: 10° colla/m! Jig/ml Inoculum size; 10° eells/ml
>100q 2 11 >1009 1 1 1 2 1 1
1004 2 100 1
504 1 80+
254 i 281
12.5 ; 12.84
6.25 i Loye 6.28
3.131 f .13
cup 1.56 4 o 1.564
0.78- 0.78
0.39 0.39
0.24 0.24
0.14 0.1
%0.05 4 %0.05+
0 0z om a1l 15 s >0 %005 03 07 313 125 50 >l
o0 0.39 1.5 625 25 100 sg/ml 0.1 0.9 1.6 6.3 % 100 y/ml
czx €zx
Fig.14 Correlogram between MICs of CZX and CMD
(P.rettgers 8 strains)
a/ml Inoculum size: 10° cells/ml g/l Inoculum size: 10° cells/ml
>100 >1009 1 1 1
100 4 100 1
50 50 2 1
254 25 4
12.54 12.5
6.25 6.25 -
3.13 3.13 4 !
MD ) 56 P 1.56 1
0.78- 0.78 4
0.39 0.39 4
0.2 0.2
0.1 0.1
<0.054 £0.05 -
S005 02 078 313 125 50 . >100 0w oz om  am s % o
01 039 1.5 625 25 100 pg/ml 04 0.3 1.5 625 25 100 M/ml
czx czx
Wit 1 g, oneshot L, 1RMIKICATSIBRE BT 3K &

SIBR= y =PIk THRRL, MBHREL & HIZH
ELT2e ZNH5H 3K, 17T~2UBBOBRELILWT,
BUHEICL D ®#E Totco 1 BRIARENT, 2
5% 100, 6L 48ROI KN DOBREH
BT,

2) JEHE

BEE L LT, B.subtilis ATCC 6633% F\>, #ih &
LTiR2 2B+ Y o oS T, HEB74« 2 28KITE
DRIEL, BRI, mMEPRENETR, 2> €~
s# W, R, BINREFBRERE TiL, pH 7.0, M/
159 ~ BRREGHEE B, '

(i) f#EE Avolunteer (Fig.18 19, Table 1,2)

500 mg MERD MMHRMEN L — 713 1538 T, F
¥ 43.4 ug/ml, PIEEFITHKA L TIDHET19.5 48/
ml, 1% 10.24g/ml &€ —2DYIERPLI 6
RBRITIZZ L A E MRREEL BTt ko RAR
BEid, 15~307%4 TK96,000~10,000 #g/ml kﬁl,.
R £ CORFEINEIZ.0% ThH - 120

(ii) ABzE# (Table 3, Fig.20)

a) 250 mg HERY

WTh b BUN nig 2 R UARITH B, EMLR

B REAE N7 HEHREN 2 B, ROFVT
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Fig.15 Correlogram between MICs of CZX and CMD
(P.morganss 7 strains)
gl Inoculum si;e; 10° cells/ml o Tnoculum wige; 10* colls/ml
>100 x 1 S 1004 2 1 .
wo} 100 4 1
50 1 50 1
2 - 1 25
12,51 1 12.5 4
6.25 6.25
s 2 1 3.13
o || oMn |
0.784 0.78
0.39 0.39 4
0.2 0.2
0.1 0.14
£0.05 70.057
2005 | 02 | 078 '« 313 ' 125 | 50 | >100 005 02 | 08 | 313 125 ' 50 | >100
0.1 039 15 625 25 100 pg/ml 0.1 039 1.5 6.2 25 100 Au/ml
czx czx
Fig.16 Correlogram between MICs of CZX and CMD
(S. marcescens 15 strains)
/ol Inoculum size: 10° cells/ml s/ml Tnoculum size: 10* cells/ml
>1001 7 22 2 1 2100 1 i1 3 7
100 { 100
50 50 1
5] 1 25
12.54 12.5 4
625 6.25
3.13 . 3.134
M0 561 CMD | g6
0.784 0.781
0:39 0.39
0.2 0.2
0.1 0.1
£0.05 £0.05
2005 02 078 313 ' 125 ' 80 | ~l00 <005 02 | 078 '« 313 | 125 ' s0 100
0.1 039 1.5 625 25 100 pg/ml 0.1 039 156 625 25 100 m/ml
czx czZx

IR R THORET, S-Cr 43 1.7 mg/dl & iF
BET, Cer $,96.0 ml/min & F# Th- 720 ERERNL
RS B L, RS IC EARTLBHLERT,
BUN 22.1 mg/dl, S-Cr 2.0 mg/dl, Cer % 25.2 ml/
min DREFBRMEMEN THH, FHAGI, BEA
REBAIC L 2RWERET, Cor 3 21.1 ml/min ¢
ER2) ABEDREEN Th 5. FERANIHRHNERS
HBEMEY AL, 20REHBREELD, BK YE
B2 fFo 1eEH T hBHo ZOWTIE, CIX HEHD
BUN 141 mg/dl, S-Cr i26.3mg/dl, 1 AR E182ml
LRENBRL LRI, BHOL LT, CZX 250 mg
¥1820E, 0AMBERTET- 120

FERDD MEHRED € — 7 121573 T14.0 pg/ml,
ISR LR ITIE trace Th - 72, B-phase
TOMBEFFERAER (TL4) 131.098E ThH- 7o R
[ERS, 6RFHF T65.2%TdhH -7,

FER2) L BN MEFBRENE — 712, 153K TETNE
Nn17.4 ug/ml, 36.0 ug/ml C, ZDHEOWIMIERH
T, 6T/ ThENnd.8ug/ml, 10.0 xg/ml D
MmEFBRELBDIz. TIid, ThTXh4.573L0°3.89
R R U 720 RAFEICRI, 6 BF % T32.8%3 &
U 25.3% BB TH 70

FERAGDSERR LA TiE, Fig. 20 (R E 360250
mg 5 [EE#ER 4 RO M EFBREL 298 pg/ml NDE
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Fig.17 Correlogram between MICs of CZX and CMD
(P.aerugsnosa 12 strains)

e/l Inocilum size: 10° colls/ml
>100 1 2 5 1 4

100 A

50

251

12,54
6.254
3,134
CMD .86
0.78 1
0.39 1
0.24

0.14
=0.05

Fig.18 Serum concentration of CZX

g/ m)
404

Héalthy volunteer, n=2
500 mg, onc shot L.V,

204

1 2 A 6 e
iz RU72A% 5 AE»LEMGYE, BUN, S-Cr »
THET1E 2EDREG TLEMEEZRL.

b) 1g L2 g #HERS
12 BREDHITI, 15DHDMEPBBED & — 7 fHH
63.9 ug/ml, 2 g Ti3111.0 #g/ml T, LAKEEIZTHKI
L, 6BM®IZThEN3.34g/ml £7.34g/ml Tho
720 RAPEMCRIT, 6K T TTE9.9%L63.1%LI3L
A EZx BT 12, Cross over (T X AR Tid/ew>
2%, BERA 2 BITXT 5 500 mg DL, TN 24
(1g & 28) DEPKELEE AdL MEFRE IZOWT
dose response NBDLNAHKERTH- o
(iil) FIARENADBST (Table 3, 4)
1g BE5HND 88, LIREKIZONWTAS L 1HIHBRIE

SEPT. 1980
B — e
Inoculum size; 10* cells/ml
Hg/m)
>100 1 ¢ ¥
100
50
254
12,51
6.25 1
3.134
1.56
0.78
0.39 4
0.24
0.1
£0.05
T —— T y
0.05 0.2 078 313 125 50  >100
0.1 039 1.5  6.25 25 100 pg/mi
C7X
Fig.19 Urinary concentration and recovery
of CZX
y/ml M
10,000 100
%004 | peeemeT -
- 'J.-“
8,000 /-/_,— 0
5 ™ ~ &
H - >
g 6.000 4 Healthy volunteer, n=2 e g
£ 5.00 y 500 mg, one shot LV. Lo ¢
‘u " b
i f 0 g
S 3000 / 0 °
{
20004 ¢ 2
I
’
1-0“0“,' 10
0 by T T 2 1o
1 2 ‘4 1%

RRLUTTho 1283, {01084k Ti20.86~6.12 xg/ml
DBERMEEL BodTze 3 BIT D W T o722 ENRE
b, 1HIZA—DERBETREDKKWZ LSRRI NLS
TIVRERTH - 72, FHTi21.68 pg/ml T, MM+
BEEI30.054 Thotze 28 HELLIHATE, 1R
H#125.58 ug/ml, 6 B5E#2.62 pg/ml & dose res-
ponse #7RL, 48RMHRITIcds 1.07 ug/ml NJEER
Hize

1. BS EReY#gEt
1. ®REHE
D X #
FRBEL, BRSE 8 BbbHBmsaEI2A ¥ TOM
I, FHRHRREDRBFHCAR (EA 1, 5 6. 14)
ERRAREFL UL RE - ERRICBMERRDHR
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Fig.20 Concentrations of CZX in serum and urine in the patient with acute renal failure

—

Case No.4 S.I. 66 yrs. I

CZX* 250mg"X 2 times/day

639

}lg/ml 10:00M
- 10:00°M b W
g/ml 300 (4,3704g/ml) y (29874¢/ml)
4,000+
Serun
concentration
5 3,000 § 2001 .
S - Urinary
{__J 5 " concentration 5.30PM
E’=, § (1604g/ml)
S 2,004 § (1,75044/m!)
» £ 2:001°M
2
§ & 100 4 1094g/ml 4:00PM
5 ] (68.54g/ml)
1,000 10:00PM 5:000M
(1,0904g/ml) (8. 2pg/ml)
5:00°M
(378ug/ml)
0" 0 T T T T T ¥ T T T T T T T T T T T
June 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16
BUN (mg/dl) 216 157 147 141 108 103 106 120 84 74 83 68
Creatinine 7.3 6.7 6.5 6.3 6.0 5.2 5.1 4.7 3.7 3.6 3.6 3.5
. (mg/dl)
“'““{" volume g, 294 340 182 65 642 946 96 74 21 10 10
ml/day)
*CZX was injected intravenously in doses of 250mg at 11:00AM and 6:00PM every day
Table 1 Serum concentration of CZX
500 mg, one shot i.v.
Body Concentration(#g/ml) at indicated time after dosing
Case (Sex) | weight | Age (11‘1?)
(kg) o | u 3% 1 2 4 6 hr
1 M 63 43 0 48.6 22.3 10.1 5.47 1.59 0.46 1.12
2 (F) 50 37 0 38.1 16.7 10.3 4.50 1.52 0.69 1.31
Average 56.5 40 0 1 43.4 19.5 10.2 4.99 1.56 0.58 1.22

500 mg, one shot i.v.

Table 2 Urinary concentration and recovery of CZX

Urinary excretion at indicated time interval

o~3 | H~i6 | s~ | 1~z | 24 | 46 | o~ehr
- Concentration 9,490 9,800 5,080 2,130 1,300 375 —
(ug/ml)
Case 1
Re(cgé";’y 26.6 17.6 15.2 14.9 11.7 4.9 90.9
Concentration 7,030 6,110 3,050 1,800 714 397 —
(ug/ml)
Case 2
Recovery 14.1 18.3 2.5 9.0 15.0 7.2 91.1
(%
Concentration _
(ug/mD) 8,260 7,955 4,065 1,965 1,007 386
Average
Re(c%efy 20.4 18.0 21.4 12.0 13.4 6.1 91.0
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Table 3 Concentrations of CZX in patients’ serum,

One shot i.v.

o C&ﬂée;;;tic;n at iﬁc;i;;ed time after dosin
Case Age, Renal : g
Dose(g) No. Name Sex | function Materials

1 u 1 2 4 6
- BUN 42.3 Serum 14.0 10.6 5.6 3.7 | trace | trace

1 S.M. M g—Cr 1.7
et 9.0\ yrine 1,007 | 1,420| 908 | 610| 403 205
75 BUN 22.1 Serum 17.4 9.7 7.0 6.1 4.8

0.25 2 |v.o. | T3 |sCr 20 :

Cer 2521 rine 831 621 | 456 299
i | BUN 408 Serum 36.0| 28.5| 25.0| 25.0| 20.5| 10.0

3 |s.0.| 4 [SCr 50
e 211\ yrige 82.0 | 115.0| 88.7| 82.5| 112.0| 9.7
BUN Serum 63.9 36.8| 158 6.3| 3.3

60 11.0

Lo | 5 | Y- XY! M |ScCr 08
Urine 6,060 | 2,040 | 2,100 | 1,360
Serum | 111.0 64.1| 33.5| 149 7.3
20 | 6 |N.v.| 37 |BON 841 yrine 9,250 | 4,130 | 2,930 | 2,040
P.F. 5.58 2.62

BUN and S-Cr: mg/dl

Ccr: ml/min

*; Values 48 hours after dosing
**¥P_F.:Prostatic fluid

A (16FLUE) T, AF30HTHS,

RRONRIL, 188 IR BB SIE 1861 (Bt R14,
BEBR4), SEBMMERBERYIE S A (BER1,
BEBR4), SMBMERER6HA KB4, FEHK
Hit2) LSHRIBAR 1M THS.

YL ESRRIT, BiEood), Lotk 8 MITHMEA LD
H3ETHD, EH4316~81F LB LA TS, ZNDH
H 65 TLULNEAEZL B8R ThH -7, 7ods, FEH 20T
ST AR L BREBELIZTEND DN, HOFITT
TER7 v v x—FEEY R - 72,0

2) #®E5HK- & HE

CZX N 513 RRNORAF 2 + LR LS £
vy, $XTC one shot #iF (4420 ml [THMEL, 3
~5DTHEIE) ILXot. 1AIREGRIZ0.255~18 TH
HH, 0.25gHEN1IH, 05208746, 1g H228T
Hb, 1 ANREEKIT 1 ERG 226, 2RENR8HT

Hb. 1HDEERIL, 0.5g44, 1g 231, 2234
ThbH. BRI, BHe R &R Tid 5~ 8 HA,
ZDMDBEIE T 2~5 B/ TH 5. 2 CZX UL
HOBRERRNTNE, CZX B 581, bofith
BR5Mz3MH 0, IPABPC 1g/8 (E#8), CMD
2g/B (EM10), ABPC 1.5g/8 (EH 16) rVTh
L TH 120 ‘

3) #HRUE

B RBBRLE S, UTI Eapapmeiney L3
R, FeMis £ DBRRERE ok L 7 EREEEOTS
X D WHREFER T 120 FOMOERER, TATE
BEROHIEITL » 12,

2. SR (Table 5~9)

D BB IR RS o

1BERANRE—% L UTI gREEEMIT L LOVR
A, EREJLEIE Table 5 bbb 8 ¥ TILRLE.
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urine and prostatic fluid

(sg/mD) Ty
= Urinary
8 18 hr recovery
1.09 hr

65.2% (0~6hr)

3.2| 0.67| 4.57hr

32.8% (0~6hr)
190 5541 37.79 (0~8hr)

3.89hr

25.3% (0~6hr)

2.84 hr

69.9% (0~6hr)

0.28% | 2.10hr

0.92* | 63.1% (0~6hr)

1.07*

Table 6 i3, 1HINBHEH B IC17H] TOMER & M
RIEMTHHRE LI bDTH D, MEDKMAL (elim-
inated) 3 13{; (70.6%), B Xf% (replaced) 3{;
(5.9%), A& (unchanged) %4{; (23.5%) Tdh-12,
RAROWEE VI BRNLLT, EOMKEEBRRE
AbR¥BL13{7 (76.5%) Th- 120 WRICHNT HHR
13, IEHAL (cleared)1l{; (64.7%), A (unchanged)
M1 (35.3%) T MIBERICH T A HRITIIE L TRRmK
#13% 572,

Table 7 {3, UTI BBIEHERLRLILNDTHb,
BIRRIC BB SRRE (1,3,48) ICHBVEDE (Y2,
9L.7%) 2B/ h%, BABRRBUIIAHE (4, 20%)
BEartz, BMEOEEER (%) excellent, %) good
AL LD) 1312{7, 70.6% L EhIREY Lo

UTT SEshaf s X 5418 TR HE T 18HRND%)
Redhne, %o, A2, LOEY1, KWHPH5T
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Table 4 Concentration of CZX in human prostatic
fluid 1 hour after 1 g one shot i.v.

— -

| Concentration (4g/ml)
Case No. 1 hr after dosing P.F./Serum
P.F.* Serum

v 1.21 28.8 0.042

2 1.23 23.3 0.053

3 1.29 18.8 0.069
¢-(DY 1.11 24.5 0.045
-t 1.38 20.5 0.067
5-(Dt 2.24 46.8 0.048
5-(2)t 1.93 57.0 0.034
6'-(Lt 1.14 38.9 0.029
6-(2)1 0.86 59.4 0.014

7 trace** 46.0 0.000

8 6.12 31.0 0.197
Average 1.68 35.9 0.054

*P. F.: Prostatic fluid

**Trace: <0.6 #g/ml

t CZX was administered to the same patient at
an interval of 17~24 days.

HEEK (E4h A RRVEHEALILD) 13s,
72.2%Th-1

Table 8 13, FHEEIIDEYREZRLIZLNDTHS,
E.coli, K. pneumoniae |\Zi%, ThZh 9k, 5NDTX
TICHUHRGRE B2, Serratia 315 TH D%,
W% U71zo ZHIZx L Enterobacter P.aeruginosa |2
RERNE Y, BTHITI224, 50%, HFITITLE, 33.3%D
HERETH- 2. 2ROBHEEL LTiL, 248D MEBED
5 H19KkAI Yk (eradicated), 5 FkASFEAE (persisted)
T, HEHKIL79.2% Th- 72,

AMED MIC L HEHRY LB E (Table 5), 4
R1ehi MIC EDOEWERIZ T XTHEL THHNDIT
ML, BUObOREHTAEMYBDI.

2) StBsIEREEYSE (Table 9)

gt s R & BT E.coli (T X HRYETH D,
WMERATIZ1IR0.58 #2ERS L 14, 18
1 g% 1EMNRIHT REMUI3I~5BETHS. &
#l 2 BEIZRENEELL, BX BFEHSOHEKER
DMy RH, RPAMERLIEBILLEEHRB L,
ThHIEERYERLT, UARREIIEELL2A
BB TERE LTSV, SRR 1AL, 50
FOLEHT, LIELITBEREZBRIET HNDTHSH, 1
H1 g% 2 BERS LEHE K

3) REARLBIRHR (Table 9)
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Table 5 Clinical efficacy of CZX on
17 Aee| T Diagnosis .| Therapy with cZX
Case Sex, 21agnosis UTI l erapy wi Bacte-
No. | Name | ‘g Underlying groupl Route ] Daily dose | Period Species Cont |
| (k)| condition (g x'times) | (days) pe ount
81 C.C.C.* Enterobacter >107
1# | K. K. % Prostatic tumor I Lv. 0.5x2 5 —
68 | :
2 |[T.K. | M A [ | LV. | 1.0x1 5 | —Ecoi | 104
456 . . . -
R 60 C.C.P, ** K. pneumoniae 108
3 | M.K. 5175 1-Hydronephrosis | Ly. 1.0x1 6 —
o . | 57 C.C.P T E. cols 7
. A V. 0% 210
4 | YK fz r-Contracted kidney I I 1.0x1 6 —
19 C.C.P E. coli 5
C. P V. . CObS 10
5 Y.1 gﬁ Ureterolithiasis I I 1.0x2 5 —
20 C.C.C. K. pneumoniae 109
6% | H-Y. SNé Neurogenic bladder v Lv. 0.5%2 5 —
1775 .
7 ly.o0. M C.C.C. v LV. 1.0x1 5 E. coli >107
58 B.P.H. -
36 C.C.C. Enterobacter >107
8 TS g; Bladder tumor v LV. 1.0x1 5 “Enterobacter >107
81 .
9 | J.K. | M C'(,:'C' N LV. 1.0x1 5 E. cols >107
47 Prostatic cancer —
72 .
10 |s.s. M ggg v LV. 1.0x2 8 K. pneumoniae 105
58 . . . -
C.C.C.
11 H.A. 4Mo Prostatolithiasis N I.V. 1.0x1 6 E.coli >101
49 Sclerosis of : —
bladder neck
19 .
C.C.C. P. aeruginosa 108
12 | T- I g{ Prostatitis v LV. 1.0x1 5 “P.aeruginosa 10%
64 C.C.C. . s
13 |T-K. | M Urethral stricture Vv | LV. 0.5x1 6 E . cols 10
65 Prostatolithiasis -
68 P.aeruginosa
144 | T.K. | M B C.C.C. Al IV. 0.5x2 5 Serratia 107
45 ladder tumor “P.aeruginosa 100
64 P. aeruginosa
15 | H. I M R C.C.C. Al ILV. 1.0x2 5 Enterobacter >107
45 ectal cancer GNB - |
17 K. pneumoniae
6 |HI1.| M| =GP vV | LV. | 0.25x2 5 | Enterobacter | >107
50 Neurogenic bladder Enterobacter ~ | S107
K. pneumoniae
7 vk | M ¢.c.c Ly S o ermidis | S0
- K. P .V, 1.0x1 6 . epidermidis
50 Bladder tumor Enterobacter | 100
S. epidermidss
77 C.C.C E. coli
18 |T.Y.| M | - N M |LV. 1.0x1 6 S. epidermidis | >107
50 - et T

*C.C.C.:Chronic complicated cystitis
*¥*MIC of CZX:Inoculum size (108 cells/ml)

**C,C. P.:Chronic complicated pyelonephritis

#: In-patient
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complicated UTI

Side reac-

riuria Evaluation
Pyuria tion or
m— UTI Doctor |others

50 _-1— Good Good None
0.05 % Excellent | Excellent| None
0.05 _ﬁ‘t_ Excellent | Excellent| None
0.05 _‘%L Excellent | Excellent| None
0.05 _‘_"— Excellent | Excellent| None
0.05 —j_'— Excellent | Excellent None
0.10 _I:_ Good Good None
%‘IOOD ~$_ Poor Poor None
0.05 # Excellent | Excellent None
0.10 -i_L Excellent | Excellent None
0.05 —H_i Excellent | Excellent None
30 ~ |p t| P N
ND 5 | rop ou oor one
0.05 -i'— Excellent | Excellent None
100 i

3;‘. };} e Poor Poor None
100 W

1)?% gy Poor Poor None
0.05 H 7
ko% — Poor Fair None
0.05
0.05 m

gg w Poor Poor None
ND
0.05 m

ND - Excellent | Excellent None

CHEMOTHERAPY 643

WRIR ek IR & 4 P42, 1 F 1[310.58~1 g one shot
ET, D3 L UMM AU D MY Sk 38D, ER L 5E
AITHEUBELI LD ER A L EYEHE L

FEMBEER M A D 2 Hli3, GNB Al iciHix b
72bNT, 1118 #2~5 WG L KIE
BARLITRIEHE LT,

BRI BRARAD 1M, 18 ¥ 5 BT L, WKIE
ROBREYBOELEHE L1,

3. RI#%M (Table 10, 11)

26IEHNITIVNT, RANT & B HEREBHAENI & O KM
e, B2 R L7,

FFRETIE, 6 BITRBEABHLNI, ZNIH3
ZIIERE>REE~DEKHZRL, 3BIRARER
BEANDOEEE A2 DT, Z0 3 /UEEHILL, 15, 16)
BOWThLBUEFANEE T RAHELETAMATH
%, ERE-RBE~DOEEZ L1234 (FEH 1, 18,
30) DWW ThBE, fEHLTi3 GOT A334.771.4
unit (B5% 18 27.4) NB&ZRL, EHISTIE
GOT $328.0—54.0 unit (354 2 AM35) TAMNDE
BhrE LNz, ERB0TIE, GOT A338—40.5 unit &
BE#RDELADOTHMIEREY B TABH, EEBMNLW
LDLEXLTEIV, ARE-RHEZRLI 38T,
TRTEBEINEL, BEALRANZLAEBYER
L TIWEBbhic, - TEERAD 5 HLEF#EAN
EBErILIILILEZLLNARIZI 28 THo7T2e TN
2BNDBBBERIBEELLNT, WTFhiRsH®1~28
B CERICEL T\ 5,

BB TIE, 24 (EM 1, 17) i BUN 0 LHAE
Hhhtz, 2%8E 180T, S1F L HAET, WEMTHM
HBETHRHDEBONAEATHS, EM1LTZ, BUN
$317.4—22.1 mg/dl (H54 1AM 20.8 mg/dl) T,
E#17i2, BUN 22.6-40.5 mg/dl (5% 1:#8M33.7
mg/dl) LHRERERL, FIEETRERLTNANT
KRDEBHRE L GNhlce LOLID2HEEDTEH
IT S-Cr DRBMEHI: LD, KELEBEEL
TERIRISWE BN,

KB TiE, £ABETEREELRBDIH 720

ARMEIER L SIS NTRDA D5 120

i. % ®
1. In vitro HiEER
CZX i3, 7 7 bhIBHEED 5 b, E. coli, K. pneumo-
niae, P.vulgaris, P.rettgeriDBMIZIL Tid, &<
ICBRWHEEEEZ R L7z, 0 MIC B108EMET, 13
L AEDBEN <0.05 pg/ml T, BEN L7 7 v 24
Y RFEANTRALNILNE DD TEVETH - 120 TN
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Table 6 Overall clinical efficacy on complicated UTI
ST TPyuria [ R ] -
"\-\ Cleared Decreased | Unchanged Efficacy on bacteriuria
_ Bacteriuria -~
Eliminated 10 2 12/17 (70.6%) "
Suppressed
Replaced 1 1/17 ( 5.9%)
Unchanged } 1 3 4/17 (23.5%)
. : 11/17 B 6/17 Overall clinical efficacy
Efficacy on PY“”"[ (64.7%) l (35.3%) { 12/17 (70.6%)
Table 7 Overall clinical efficacy of CZX in each group
No. of cases Overall effec-
Group (percentage shared) Excellent| Good Poor tiveness rate
1st group(Indwelling catheter) 2 (11.8%) 1 100.0%
2nd group(Post prostatectomy)
Single
. . 3rd group(Upper UTI) 3 (17.6%) 3 I 100.0%
infection
4th group(Lower UTI) 7 (41.2%) 5 1 85.7%
Sub total 12 (70.6%) 9 1 91.7%
5th group(Indwelling catheter) 3 (17.6%) ’ \ 3 0.0%
Mixed No indwelling |
o6t group(pmmevelling) | 2 (11.8%) 1| | 1 50.0%
Sub total 5 (29.4%) 1 4 20.0%
Total 17(100.0%) 10 5 70.6%
Table 8 Bacteriological response of CZX
No. of . No. of strains
Isolates str;':ins Eradicated(%) | Persisted(%) | appeared after
treatment
E. coli 9 9 (100.0)
Enterobacter 4 2 (. 50.0) 2 (50.0) 1
K. pneumoniae 5 5 (100.0)
P. aeruginosa 3 1 ( 33.3) 2 (66.7) i i
S. epidermidis 2 1 (50.0) 1 (50.0) "
Serratia 1 1 (100.0)
GNB 1
Total 24 19 ( 79.2) 5 (20.8) 2
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shr (CEETRE K13, K pneumoniae & indole
positive Proteus sp. (P.morganis #B<{) 1TxNL,

fFNL7 72 AKY v RER D E. coli (2T D MIC‘

PENREIEZ R L Z & T3 %o Indole positive

Profeus sp. M 5% P.morgamii Zi3, LRI
LTRRHENNE D, T Th MIC 120.1 4g/ml

100 M) BETHILL, FHERV-TH, K6
BENt7 7 v 2K Y ¥ RERD E.coli itxT %5 MIC
¥ LH> TV%, S.marcescens Tid, LROEWANTL
RHERBRRHER DI B3, 1098/ T MIC D —2
B, 3.13 pg/ml T B HRERANT I s 0 RRORIFF
&% MIC TH5, XMRD CMD o2 S. marcescens |T
HUBENRHEY RULIcZ L2 XL AL, 2OHTHK
#ZLThbD, P.aeruginosa T, X LITHEAE
BHBH, 2D MIC 1225 pg/ml I =2 3% ZD
#b, BED L7 7 v 2K Y > RERH T THEER
ThHIENLRB L, BBDESETH D715 LEKS
R, BERENDERFRLH D, ARORAREL T
XELNThH, Enterobacter TIILBITHHELZRL
RbOnEL, B TH- 72 bDIRK0ERHAT, 18
FLHEVHETEONBERATIIALVEEXLNI

CMD ¢ CZX DBEZMNOHBIZOWTALE, b
ELKEIEXRLI:EMIL K. pneumoniae T, R\ T
P.vulgaris, P.retigeri Tih’, K.pneumoniae |T
20 ThbE, CMD (22100 ug/ml DREZRLIZ7
Hk(1085:/8) #3, CZX (T42=0.2 pg/ml DRFZMHZ AL
TNERIELLETH 720 VoI I RXMHENE A
bhi: @3, E.cloacae, P.aeruginosa Th-12, &
BT CMD A% CZX (EAHREEHEZRLIL DI
1§b AL - 12,

SRERRRICL 2EBLLN, & LIT S mar-
cescens, indole positive Protfeus sp. 2% DEHH
totee S.marcescens \TONTAHhBE, 108 BERETIT
15Bk108k (66.7%) A3=100 #g/ml DftEx KL 7253
10%5:M Tid 4T <50 ug/ml HMIC T108k(66.7%)
3 <6.25 pug/ml DRFHA R LT20

CZX 0 7 5 MBI 3T A% HEHDOERE
Ko TWADIL, "=y Y F— RIS E7 > 02K
V3~ ¥BDRE D B-lactamase (L HEBEEIZLEA
ERNZ L%, 5 FA#F #91T penicillin binding
protein Ib (2 & < IZBR KA L, BVWBEERAERTT
EBERBITLhTWAY,

2. RURE PEM

D mi#hREEs & ORPIRE

MWL A volunteer = CZX 500 mg #ixL72H4,
UL e EF (2 B 50 15 £34%43.4 pg/ml T, 6 BEEBIT

CHEMOTHERAPY 845

RITE A EATLBEE % oD Ts v 720 I HIREED € ~
2 EABME WD 7> 02Ky v RITEHRE I
BT 5L MmE CEZ mM34, Emmie CEZ 0 1.85%
9 XL CZX 1.2 ML R R o 120 RTINS
ahte CTM LT 5L, MikkEDDE -2 T3,
CZX pik2fag<, FMMH CTM 0.78K:Mizsd L T
&ﬂ‘a AR

Lot HH TENTISY, 615 % TN%
DEURE Itz ZDZ LT CZX RN TARBMINDZ
ETe ORI, MR ICHM IO ARREE L LN,

ABRERADRA Tid, TPHEIEEEOREIT, RHE
IRRABI~T0% T 7oht, BLEATIS, WENBEIC
IS U THL MBI TS N, iR
MDERNBDHL NI, - THEEHE T, TOHEH
DREIKS LIRS E, REBMBOREN L E Th
Ho ZDHBA, WK 5 £ —x~L LTiL, Cer pid
S L LERT, ZoMfeRPEIERLE 0 D BEICHE
BLTWA XS IZBbh,

2) BLRBERA~DOBIT

CZX # 1 g #nEL7ctkt, 1 BMDINLRBE~NDRE
BITIZ, 11MKNDFEEGH: 1.68 pug/ml ThH-12, 28 &
SLBAD 1 KHEI25.58 ug/ml T, CEZ &322
CvRvDBITERLTHBH, Z 0 BE&E1H 2547
HOTHER L Z £ 13Vl 1g DY dose
response ) LMBEL CEZ 2g% L kT AHL, K34
BENHEIMERTHY, IRELIHEBETAIZEN
EXBLND N o 12 ABILIRER NI BT U 7o KA, i
PIRERIC AR D LI ANICERE BV L LN, 6
BT, MBS HEL 7248 H% Tl DK
WERENBSHLNIZ. CZIX D77 st FEIINT S
BREMEBEL Y NI TELDE, 18 BERESL
7244 1.68 pg/ml DRENRBLNDZ &b, E.coli,
Proteus sp., K. pneumoniae %577 2 MIBEHERT IR
RITI3, TDEREDEFDROAEHED LD TH D,

3. BRI

PR e R BRIt L, UTL 3Egh3F AR AT
Y BRETT0.6%, LIBEHETI2.2% L ZOENDKE
IZRL T, D DEWESERE R, TORMKIR
in vitro DHEHE MBEREERIG L DRRALBEL NS
L5z, CZX DBRVWHEADE R L 72 b D EATE
Vo & LT E.coli, K.pneumoniae \Z®RET AHKEBIT
2, EbHTENIREERL, in vitro DL X<
—BL T,

BORBERIE 25171 OWTAS L I LITEREI EED,
N.7TBNEHEE Ktz LU, XL LT P.aeruginosa
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Table 9 Clinical efficacy of CZX on uncomplicated

Age, | ‘ Th ith CZX iuri
Case Sex ) . erapy with Bacteriuria
Name ’ Diagnosis . . Pyuri
No. Wt. Daily dose | Period . yuria
(kg) Route (g x times) | (days) Species Count ¥
50 )
19 sy | E A.S.C.* LV. | 1.0x1 3 | Eecoli >10" | #
6 — -
32 E. coli >107
20 |S.K.| F A.S.P.w* LV. 1.0x1 5 . 1 M
45 - —
Z B o
21 |Y.W. 51; A.S.P. LV. 1.0x1 4 & %
2| Ecoi >107
22 [s.o0.| F A.S.P. LV. | 1.0x1 3 : 107 | #
46 | - - | -
% E. coli >107
23 |M.F.| F A.S.P, D.IL 0.5%2 5 : 107 | #t
45 — -— P
41 X
2% |H.N.| M Gonorrheal LV. | 1.0x1 3 | Diplococcus goro. | # |y p
16 ;
5 |T.s.| M Gororrheal LV. | 0.5x1 3 | Diplococus gono. | | H#
- —
25 ;
% |M.N.| M Gonorrheal LV. | 0.5x1 3 | Diplococcus gomo. | | #
24 .
7 || M Gonorrheal LV. | 1ox1 | 4 | Diplococcusgomo. | H | #
41
Non-gonorrheal GNB # H#
28 | M.O. g’(’) urethritis LV. 1.0x1 5 eNe | W | W
29
Non-gonorrheal GNB H +
29 | T.K. 26 uretheitis ILV. 1.0x1 2 eNE—— | o | &
46
30 |H.S.| M | Acute epididymitis | L. V. 1.0x1 5 e . —
50 - - -

*A.S.C.: Acute simple cystitis
**A. S, P.: Acute simple pyelonephritis

PRUANBABREICIE, AHRIEVYK 205 TH
5120 T LIBRENTEERBEFITIAL ) EMtlcd
NHHAHDT, MERIZTTRNLLBALNZ EEZRL
Tb, P.aeruginosa |Zi¢3 % CZX DOREMRBORIEI
DT, MIC hHANTBRENTRBEE <=
D ERTHHNDTHHMNY, SERFLILREGE (1
g~2g/B) ¥ LAISZEANEL Bbh, SEOREL
TRETHbD, S.marcescens 3 HTH1IFATHH
2%, MIREDMKE HIze MIC LOMELLLATHESE
YR AFHRS L E L B, Enterobacter (Tid 33.3
BIBEDREY Ltet, HEHROCEEIAHFETE 2,

RAMEICTAHRIBENI LD TH 72DITHL
BRITT ARRIT64.7% &L > 2B TH - 720
Z i3 EHE IR B B HME DA BB BRI 35\ THIBTTERIT
HARTHERYHRNBNABREATLL, TORKIIZ
WLEZTIV, 4EIND L S ITEL UTHEYFEZ BN

LD TR, EBRDOBHETE, IHLIKELNH
BEOUNELBbhb, 5& L BR T3, AKEMTI
A0.5~1g ¥ 2~3[@, 7~14B8E HXEH (b
BORREELGEENHBE) TE, 1g ##EA5BEK
(RE MRS NS BE) A EpasmBis %1
%o '
SHBMMERBBREN Y b & { KEEBRITHL
T, & b HTENREE R, BREVTNT
E.coli o teZtMbHRTYREV B, RIRIKA
LW SI TN R R L, Bt THD. TRT2H
BTTFHRL, HHE LEBLENERNEME N
%Utzo 4HIF 14013 ABPC (Ciittt% R LB THIK
HIZ LB TH 12 bDThHbDH, BT XR=vYY
ittt E.coli OMMAEREINTHBH, ZIULRHE
R HEE Y R CZX NERIIEEHTHD. &
1, AHBIEAOH CREREENSVOT 101
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UTI and epididymitis

1 B LR LRI T - 720 MILIRBAN
DBITHBHONI L 51T, KRUTZ ) LictB~nE
findpsbnLBbhs,

4. HI#EM

AR L730ER T, AR L DL BN HHRKR
BRI, MM T24, HRET2H (BRI
¥, Th®N6.7%) Tholce N5 HIFREIZINT
hiBEDORMMT, H5MTHRIEMMBIZEL TN,
BN RN, HAHINT D REMTHDA, S-Cr
RRIEMGENE & T, BUN pATEELAEZRLIC, K
RIZD LRERI, MEGRBEETRHLNT, &K
D& YR, PN KM TH- Th, RELHE
BTRETHD, ZORMML, REMTICL Y TOME
KB L. Kt SUCEXMRIERL, 2ACKET

. Side reaction
Symptom |  Evaluation e n?;rks

&+ Excellent None
e Excellent None
il Excellent None
.—+t— Excellent None
_ﬂ'_ Excellent None
- Excellent None
M Excellent None
i_t Excellent None
—J‘i"— Excellent None
A Poor None

+
+ Poor None

+
% Good None

gE1E4~5 HHMARS L, MEAHKEKNREIEE
LR BRI BME L,

BHRELD S H, HEHIZIREIOD TENIPHIRE
B, 4HIDTTH0.5 %7213 1g 7D one shot #ix
% FRIZRBEEOMKREFERNDKBELYRBDIZ. ZHiT
HUFMEHICRBRISHNAED, 2R E LRBHTH- 720
BRENOHEZT-> TV THENSZ ERE AT
W, ZORDRRE AR D T 0 HEHKLV X
SThs.

RERBFRERDISh 120
IR, EHBAIE L TRE2EOBVW-ENTHL L
%i%nx:o

1)

2)

3

4)

5)

6)

X L4

$M26[E H A{L ¥ HIEF QN HAXBREF IR ¥ HS Y
u F K749 (Ceftizoxime), 1979 (H)

Kaummvura, T.; Y.Matsumoto, N.Okapa, Y.MiNE,
M. Nisuipa, S.Goro & S.KuwaHARA: Ceftizoxime
(FK 749), a new parenteral cephalosporin: In vitro
and in vivo antibacterial activities. Antimicr. Agents
& Chemoth. 16 (5): 540~548, 1979

AL RS BN HHE ERE (MIC) JER:.
Chemotherapy 23 (8): 1~2, 1975

KREH, fis: UTI 3E2)PMiz. (5% 2/%), Chemot-
herapy 28: 324~341, 1980

Uepa, Y.: Cefazolin pp.26, Shinryo Shinsya Ltd.,
Osaka, Japan, 1977

Suzuki, K.; I. Nagakuso, K.Numura & Y.Naipe:
Diffusion of antibacterial drug into human prostatic
fluids. Current Chemotherapy, Proceeding of the
10th International Society of Chemotherapy, p.412
~415, 1978
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Table 10 Laboratory findings. before

RBC(x 104/mm3) Hb(g/dl) Ht(%) WBC (/mm3) Pt(x 104/mm3)
T BT UMD | W | e | wa
C;}ze B* A¥| B A B A B A | B A

1 | 350 452 | 10.8 13.9 31.9 41.4 | 7,800 4,400 7.0 7.1
2 | 429 417 | 13.8 13.4 39.2 38.0 | 10,100 8,300 18.2 185
3 | 408 391 | 12.5 11.9 36.3 39.7 | 8,200 5,300 19,1 2.3
4 | 456 44 | 14.0 12.7 41.9 38.1 | 9,200 4,500 19.9 2.5
5 | 457 471 13.5 14.0 39.6 42.2 | 3,90 5,800
6 | 4n 549 | 12.8  14.6 40.3 4.5 | 6,100 7,300 23.6 17.3
7 | 38 357 | 12.0 11.2 35.6 32.9 | 9,300 7,900 30.3  10.3
8 | 44 454 | 13.8 13.9 39.5 40.7 | 6,400 6,200 133 1.1
9 | 400 404 | 13.1 13.1 37.8 38.8 | 5,400 5,800 19.1 2.0
10 | 420 39 | 13.1 12.1 36.4 3.5 | 7,300 4,900
1 | 328 | 14.4 12.6 4.1 38.3 | 8,000 4,200 9.3 127
12 | 511 489 | 15.3 14.7 4.9 42.8 | 5,900 4,800 2.0 184
13 | 454 484 | 13.7 14.2 41.0 43.1 | 5,800 6,000 155 127
14 | 611 554 | 19.7 18.5 57.4 51.6 | 11,400 9,400
15 | 283 296 | 10.9 11.4 33.0 34.7 | 4,800 4,800 8.9 17.6
16 | 435 441 13.2 13.4 39.4 39.7 11,900 11,900 3.3 3.5
17 | 487 469 | 14.7 14.1 4.9 43.4 | 8,200 10,000 4.3 155
18 | 39% 391 | 12.4 12.1 37.2 3.3 | 3,200 3,600 35.3  15.6
20 | 428 409 | 12.8 12.2 38.1 3.5 | 11,200 5,200 16.6  24.0
"21 | 480 462 | 13.7 13.0 39.5 38.7 | 5,900 4,200 227 4.8
22 | 426 409 | 12.8 12.2 38.1 36.5 | 11,200 5,200 16.6  24.0
23 | 392 365 | 11.9 10.8 34.2 31.5 | 11,400 4,600 2.7 2.2
24 | 39 498 | 12.6 16.4 35.8 48.7 | 8,500 6,100 279 16.0
2 | 460 475 | 14.2 14.4 41.1 41.3 | 6,700 3,900 2.4 19.8
28 | 508 514 | 14.5 15.1 46.2 45.2 | 5,800 6,400 2.2 210
30 | 506 490 | 15.6 15.0 46.1 43.5 | 7,700 4,500 16.2 209

*B.: Before the therapy
**A,: After the therapy

Table 11 Clinical abnormal values

Gase!  s-GoT ) S-GPT () | AI-P(KAw) | BUN(mg/dl) | gelations fo the . | Complication
1 | 34.7-71.4-27.4* 17.4-22.1--20.8* Yes
11 60.3—71.6 35.2—+35.9 None Chr. hepatitis
15 10.4—11.2 None Chr. hepatitis
16 | 43.6—45.3 None Chr. hepatitis
17 22.6—40.5->33.7* Yes
18 | 28.0—54.0—>35.0* Yes
30 38.0—40.5 None

*Values in the follow-up test
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and after the therapy with CZX

§-GOT(w) S-GPT(u) " 'AI-P(KAu) BUN(mg/d1) S-Cr(mg/dl)
5~40 0~35 2.5~10.0 7~20 0.6~1.7

B A B A B A B A B A
4.7 71.4 14.6 26.8 22.6 20.4 17.4 22.1 1.2 1.3
27.8 26.2 15.9 14.3 5.3 5.3 16.5 15.5 1.3 1.3
2.1 . 18.6 1.4 8.1 7.1 6.3 | 4.2 10.9 1.3 1.1
20.0 25.0 15.0 25.0 5.2 5.7 8.0 14.0 1.2 1.3,
25.3 27.7 6.5 8.4 9.0 7.8 8.1 7.4 1.1 1.1
2.7 26.4 9.0 7.4 7.4 6.9 15.4 12.1 1.4 1.4
2.0 35.3 13.6 22.4 4.1 3.4 6.6 8.7 1.2 1.2
5.7 22.8 10.7 10.6 10.7 10.6 13.2 10.8 1.4 1.4
32.0 16.0 27.0 25.0 17.5 15.6 19.0 10.0 1.2 1.0
60.3 ' 71.6 35.2 35.9 17.4 10.6 8.9 12.5 1.2 1.4
18.7 24.8 7.9 10.6 8.7 8.9 16.7 15.9 1.4 1.4
2.7 25.0 16.9 5.9 16.3 18.0 1.8 1.8
19.0 13.0 18.0 13.0 21.8 20.2 17.0 15.0 1.4 1.6
48.2 44.0 12.2 10.5 10.4 11.2 18.7 15.3 1.5 1.4
436  45.3 53.1 41.2 17.2 15.2 7.9 8.0 1.1 1.1
168 281 6.8 7.3 6.8 6.5 22.6 40.5 1.5 1.6
28.0 54.0 18.0 27.0 15.3 8.6 15.0 14.0 1.5 1.3
21.5 20.6 7.9 10.1 6.0 5.7 10.3 10.3 1.2 1.1
19.3 22.9 9.7 8.0 5.5 4.8 16.0 8.7 1.3 1.1
21.5 20.6 7.9 10.1 6.0 5.7 10.3 10.3 1.1 1.2
16.4 15.2 5.5 8.3 4.1 4.3 7.9 6.6 1.2 1.0
2.4 33.1 15.0 15.2 6.0 7.3 15.6 10.7 1.2 1.1
15.8 16.0 6.3 4.7 5.2 5.3 6.9 8.3 1.2 1.2
20.1 22.8 7.7 9.4 7.6 7.6 21.3 15.3 1.3 1.5
38.0 40.5 20.5 22.1 10.1 10.0 10.2 9.1 1.1 1.1
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EXPERIMENTAL AND CLINICAL STUDIES ON CEFTIZOXIME (CZX)
IN THE FIELD OF UROLOGY

KE1zo Suzuki
Department of Urology, Hiratsuka Municipal Hospital

The in vitro antibacterial activity of ceftizoxime (CZX), a new cephalosporin antibiotic, was determined
against 100 strains of gram-negative bacilli, using cefamandole (CMD) as a reference drug. Remarkably
susceptible to CZX were E. coli, K.pneumoniae, P.vulgaris and P.rettgeri: The activity against the strains
of these species was greater by approximately 5~6 tubes and, against some strains, by more than 10 tubes
as compared to CMD.

Absorption and excretion of CZX were investigated. In 2 normal adults, a mean peak serum concentration
of 43.4 xg/ml was achieved at 15 minutes after one shot i.v. of 500 mg, followed by a rapid decline to almost
complete disappearance by 6 hours. The urinary recovery rate was 91.0% in 6 hours. Patients with moderate
renal dysfunction showed a significantly slower elimination of the antibiotic. Particularly in a patient with
severe renal damage undergoing peritoneal dialysis, the serum level of CZX reached as high as 300 ug/ml
following an i.v. of 250 mg. An intravenous administration of 1g of CZX yielded a mean concentration in
prostatic fluids of 1.68 ug/ml at 1 hour after injection, its ratio to the serum level being 0.054.

A total of 30 patients with infection was subjected to the treatment with CZX in daily dose of 0.5to 2g. Of
the 18 cases of chronic complicated urinary tract infection, the treatment produced a significant clinical
improvement in 70.6%, as evaluated by the criteria of UTI committee. In all cases of simple urinary tract
infection, CZX therapy was markedly effective. Of 6 cases of urethritis treated, 4 cases due to gonococcal
infection all responded remarkably well, whereas 2 cases of nongonococcal infection failed to respond. The
treatment was effective in 1 case of acute epididymitis. '

As for side effect, no subjective abnormalities were observed in any of the 30 cases studied. Liver and
renal function parameters showed slight adverse changes in 2 cases each; the values returned to normal
levels after discontinuation of the treatment in all these 4 cases.

It is thought reasonable to conclude that CZX is a safe injectable antibiotic preparation reliable and unique
from the previously introduced cephalosporins.



