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FREGSSE 12 BT B Cefodizime( THR-221) D XAERY « [0 B AR}

ERIF— - IFITA] - &AL
BE B -REBH - KHLFE
BB L A2 B S R B 27 0
(EE: KR0F L)

FLLMRENIEHA L7 L A RINEWHK Cefodizime( THR-221) (LAT &K & B§ )12 D0 TR

), BREOBRHETZ7

& H| & Cefoperazone(CPZ) IR i M i 57 M 4 42 24 3 2 B/)VSE 17 BH UL iRE (MIC) % LUt L 72,
MICso 226 A 7R TIE, K E. coli 2+ LT 1 BB, K. pneumoniae T 7 W%, S. marcescens T2
BEB%, P. mirabilis, E. cloacae TENFN 3R, CPZ X BN N %ER LT,

BRM6IES ANGI2ATTHS » AMICHER L I0PINVMMRBEMBEERE L HRELT, 1HR
2g, 4g %72 TS5 HMAUERHERS L-RABKRIE, UTI DI MEEE(BEIMICLD, &
HEI% TH o720 1 FULFEEIRIE S A A L N/oHS, BIZBMENEIER RO L h 57,

19604E 1€ 1= Cephalothin (CET), Cephaloridine(CER),
Cefazolin(CEZ), Cephacetrile(CEC), Ceftezole(CTZ) 7%
ENRAREN, FD#, Cephamycin RILER .o &
L, whwaEZHADOH L V> Cephem FILAEHF
(CEPS)MHAR S, MBANRY FLDILKEREND
WHHE LN TE/AY, B-lactamase i2x T HREMEL
EOHEDPLRL TR LR L SOEF TR LN o7
LAL, ED0®RBARESNI:, WbWAE={ CEPs I
&+ % Cefotaxime(CTX)?, Cefoperazone(CPZ)¥, Cefti-
zoxime (CZX)" & & U Oxacephem ZRIMAEMWHE TH %
Latamoxef(LMOX)® Tix, il H, MEANRZ ML ED
CEMEICEN - EERT L ) 128 57 Cefodizime
(THR-221)it, COHE=WAFER LT BN L
REARY PV ERT 2, ZOL¥EEERIZL7 702
K L BHED 7 (LIZ Cefotaxime & [FHED aminothiazolyl
-methoxyimino-acetamide £ % ¥ %, 3 £ (2 thiomethyl
ELH T BHiE4HH CEPs RITEMA TH H(Fig. 1 )o

FRBE R ALAE S ME B MR 12253 B &K & CPZ O MIC %Lt
R L, fF-8 CREERSIE (233 2 &) 00 Ba bR B B
85T 5,

1. BEEHE

1. %8Rst

PR BRI e £E 2B 2 A & 53 M & 7= Staphylococeus spp. 35
B, E. faecalis, E.coli %25%k, C.freundii 208, LU
K. pneumoniae, E. cloacae, P. mirabilis, P. vulgaris, S.
marcescens, P. aeruginosa H25¥KIZxt T &K & CPZ D
MIC 2 bémeamkic L n, FRAERELAV
THEL7: BEERIZI0/m & L, BEMRERLE

#1 & L Tix Maeller Hinton agar (Difco), pH 7.0 % BV2 72,
2. BRERAES
R ODODEBRER L AT 5 MHMERBBRRES
ZloFExtRe L, 1ARELTER2gF /i34 %
ERAKIOm (ZERL, #1F 2EIZDITTS B MK
BHEL 7z $RHEIX UTI EXFMEEEIMIZLD
K& L7

I. R’ |

1. AR

Staphylococcus spp. 358k D A K| 123 5 B 131.56
~200 pg/ml LEIZAA L, EDE—21312.5 4g/ml T
Hh, CPZH3BMEEN/MEN %/RL7/(Fig. 2 ), E.
faecalis 258k 12X+ 3 % AHK) ) MIC {1380 % DA 200 ng/
m L HhKEVEERL, CPZ L1 MICw i T 3 BXRK
WIE N TdH 5 72(Fig. 3 )o E. coli 258k (2334 2 F K| D
MIC (30.1 pg/ml BLFIZ14Bk(56% ), 0.78 ug/ml AT 42
258k(100% ) A5 4 L, MICso fETIZ CPZ £ 1) 1 EXRsi%
N-HEH %R L7 (Fig.4)o C. freundii 208k 123 L T
FHi2 CPZ L IZIIFMBEOHE N %R L7:(Fig. 5 )
K. pneumoniae 258k T3 £¥kH1.56 pg/ml AT IZ53H L,
CPZ IHBLEBHTENLIREN LR L. (Fig. 6)o

Fig. 1 Chemical structure of Cefodizime (THR-221)
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Fig. 2 Sensitivity distribution of clinical isolates of Staphylococcus spp. (35 strains, 10° cells/ml)
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Fig. 3 Sensitivity distribution of clinical isolates of E. faecalis (25 strains, 10° cells/ml)
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Fig. 4 Sensitivity distribution of clinical isolates of E. coli (25 strains, 10° cells/ml)
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Fig. 5 Sensitivity distribution of clinical isolates of C. freundii (20 strains, 10® cells/ml)
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Fig. 6 Sensitivity distribution of clinical isolates of K. pneumoniae (25 strains, 10° cells/ml)
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Fig. 7 Sensitivity distribution of clinical isolates of E. cloacae (25 strains, 10° cells/ml)
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Fig. 8 Sensitivity distribution of clinical isolates of P. mirabilis (25 strains, 10° cells/ml)
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Fig. 9 Sensitivity distribution of clinical isolates of P. vulgaris (25 strains, 10° cells/ml)
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Fig. 10 Sensitivity distribution of clinical isolates of S. marcescens (25 strains, 10° cells/ml)
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EH|D E. cloacae 25¥kIZX 35 MIC 136.25 pg/ml AT (2
2¥NHT L7z, KD MICso 120.39 4g/ml, CPZ D
£hi36.25 ug/ml ThH Y, 4 BBOEHA LN (Fig.
7)o P. mirabilis 258k {2 XF 3 % & K| D MIC 12 £80.1
pg/m UTFTHY, CPZ & 1) MICs T 3 BB N T
w7:(Fig. 8)o P. vulganis 258k T i3 8 #:(32% ) 0.1
pg/ml LTI L7225, 100 pg/mi A EORMERK G 8
(32%)icA b, MICso fliT CPZ L M8 L 2 BrRFLL
E% 5T 7z(Fig. 9 )o S. marcescens 25¥ M MIC i3 X
#ioxt L T0.78 ~ 100 pg/ml IZHRIL < 546 L 72 2F,
MCso i3 CPZ iZJt L 2 B PSR -IREH 2R L 72
(Fig.10)o P. aeruginosa 258k T2 MICeo T CPZ D HAK
#ED 3 EPEEN BN ER L7 (Fig.11),

2. EEPRALs

%% 1 Am2~4g G5 L7-fEFD—K % Table 1iZ
R L7o 10813~ T HU B IR B T 2D H M IR B R

EFTHD, SNHIFIMS T ENZIRDHMIMIES.
marcescens 5 R, S. aureus 2 ¥k, Enterobacter, P.aerugin-
osa, GNF-GNR & 1 BT o7,

AR R DOYEIX Table 20 & H 12, WRIZHT
LRRIZERIL 2 B1(20%), KW261(20%), 1K 66
(60%)THbh, MMRIZHTHRRIGIHK8HI(80%),
WA 1H(10%), RE16I(10%)THhorze LT,
RO RIIED 2H(20%), A T7HI(70%), &%
161(10%) &2, REBKRELHEIN%TH -7,

BRI FIERR 2R 12 Table 300 & 9 (2 2B ATk
HMRGIT, EMIB(HTF—TVARED) 4 6 3 6
(75%), 5 2 BF (BT SLIRAT T R AEB1) 2 50 P 2 6l
(100% ), #5 3 ¥ ( ESREEMRASES]) 1 I 1 51(100% ),
B4 B (2O T ERR B SHE B ) 3 Bl 3 51(100% )
DREBUELHE SN,

Table 4IZAKDMBEFHIE R X R o S. marcescens

Table 1 Clinical summary of complicated UTI patients treated with THR-221

Diagnosis .
Case £n 41 UTI ) e Count*® Evaluation
N Age | Sex Underlying Pyuria* Organism (cells/ml)
0. rou cells/m
condition group UTI Dr
Pyelonephriti
yeloneparis t S. marcescens 10°
1 27 M PNL G-1 — Excellent Excellent
Nephrostomy (=)
Pyelonephritis + S. marcescens 108
2178 F G-1 Moderate Moderate
) Ureterocutaneostomy + (—)
Cystitis + S. marcescens 108
3 (70 M TUR-Bt G-4 n ) Moderate Moderate
Cystitis + S. marcescens 10°
4 81 M TUR-P G-2 5 ) Moderate Excellent
Pyelonephriti H S. marcescens 107
5|49 | M evniplins G-1 Poor Fair
Nephrostomy + S. marcescens 10°
Cystitis + GNF-GNR 10°
6 [ 70 M T)I,JRI lP G-2 : = Moderate Moderate
Pyel hriti + §. aureus 10°
71 65 M yelonephritis G-1 4 Moderate Moderate
Ureterocutaneostomy + (=)
Pyel hriti + Enterobacter sp. 108
8 | 70 F ;e ox:eptn s G-3 E.faccals L 102 Excellent Moderate
enal stone - . faecalis
Cystitis + S. aureus 10*
9 | 64 M Bt G-4 - - Moderate Moderate
Cystiti +# P. aeruginosa 10°
10 | 79 M ystitls G-4 acrg Moderate Moderate
Bt + P. aeruginosa 107
PNL . Percutaneous nephrolithotomy «. Before treatment
TUR-Bt : Transurethral resection of bladder tumor " After treatment
TUR-P : Transurethral resection of prostatic tumor **UTI : Criteria proposed by the UTI Committee

Bt : Bladder tumor

Dr

: Doctor’ s evaluation
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Table 2 Overall clinical efficacy of THR-221 treatment in complicated UTI
Pyuri Efficacy on
yara Cleared Decreased Unchanged -
Bacteriuria bacteriuria
Eliminated 2 2 4 8 (80%)
Decreased 1 1 (10%)
Replased 0 (0%)
Unchanged 1 1 (10%)
Patient total
Efficacy on pyuria 2 (20%) 2 (20%) 6 (60%) 10
lz‘ Excellent 2 (20%)
Overall efficacy rate
[ ] Moderate 7 (70%) 9/10 (90%)
[: Poor (including Failure) 1 (10%)
Table 3 Overall clinical efficacy of THR-221 treatment classified by type of infection
. Overall
No. of patients .
Group Excellent Moderate Poor efficacy
(Percent of total)
rate( %)
1st group (Catheter indwelling) 4 ( 40) 1 2 1 75
) ) 2nd group (Post prostatectomy) 2 ( 20) 2 100
Monomicrobial
infection 3rd group (Upper UTI) 1 ( 10) 1 100
4th group (Lower UTI) 3 ( 30) 100
Sub total 00) 2 1 90
5th group (Catheter indwelling)
Polymicrobial , ,
) . 6th group (Catheter not indwelling)
infection
Sub total 0 0 0 0
Total 10 (100) 2 1 90
Table 4 Bacteriological response to THR-221 treatment in complicated UTI
Isolate No. of strains Eradicated (%) Persisted
S. marcescens 5 4 ( 80) 1
S. aureus 2 2 (100)
Enterobacter sp. 1 1 (100)
P. aeruginosa 1 0( 0) 1
GNF-GNR 1 1 (100)
Total 10 8 ( 80) 2
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Table 5 Strains* appearing after THR-221 treatment in complicated UTI

Isolate No. of strains (%)
E. faecalis 1 (100)
Total 1 (100)

* Regardless of bacterial count

5B 1 Bk & P. aeruginosa 1 BRODET 2 BRASEERE L 7225,
o 8 BIZTNTRE SN, 80%DMH LKA/ LN,
37, BRRRAORLE 7oA, B 8IZBVTEA
5%\ E. faecalis 1 BRANHBL L 72 (Table 5),

HENEERRESCED N Lo, BKKRERE
ORETI 1 FI(No. 7 ) IZAFBEIRIN B AR & N7 A8,
BE5#T 1REICIZEFELL,

m * "

Cefodizime @ E. coli t23t$ A MIC 12105/ ml #4ET0.1
pg/ml BLTI256%, 0.78 pg/ml AT (2 2¥RAI L 720
BEIBVWTRIF LA EHIRERIOE. coli 1233 B
FHEFRROER L BT 5L, LMOX®. CTM® Il
L2BBEEN T V7o K. pneumoniae 12343 % &K D
MIC 12105/ m] $EHT2#K1.56 ng/ml LT TH H, CMX?
ERAETCPZ LN b RLENIENZMENEALTY
720 S. marcescens t23F 3 B MIC 12105/ m! HEH T50 pg/
ml AT I280% A3 L, 100 pg/mi LA EORHERRIZ 5 #&
(20%)THh, CPZ D128(48% )ICH L 2 ExfsEN T
Wizo P.mirabilis 123t LT b &K 12 CMX” ER% T2
$0.1 pg/ml LT O MIC %77 L, CPZ & H b3 b iz
BB LT L. ARIIERERIZ BT HIEHER
DER, MICHHLHEINUEDOER-GRDRE
AL REAFHTOREZBVWTHENHRYH S,
FATUR S BT, EARICL 2REHRIM
HizHLEWI EABDONT VA8, 20 &) LA
DEME B LT, SEOEKGIZBITHRETHHEG IR
HEB0%, RAHHEI% & B TENEBRDRIE
biht:, MRESR, FHEE RE5REL EOEENVE—
ThWOMFIDEHRE LS ICHBITTE LA, 3
RIEGIN PR RBEREF ThHo - L2 ERT
LERAFMTEAZRLEDbNI,

S BEE BRIE S. marcescens 5 Bk, S. aureus 2 ¥, P.
aeruginosa, E. cloacae, GNF-GNR & 1%k Tdh o 7275, S.
marcescens 13 4 ¥k (80% ) ATRRE S hlzo RE SN/ S
marcescens O KHF (233 A MIC 133.13~6.25 pg/ml T
o795, TEH L7 S. marcescens 1 BRD F N1225 pg/mi
Thotlo BEDERNTHAEDEETIE, S. mar

cescens (31981 EE % ¥ — 7 (IZAMIZi1xdH B2, Bl
b 7 3 opportunistic pathogen & L Til:B &h, JHK|®%
SMORIEE? HATH, EHIVHYBHHEZIA
+7 2 AL FEOBRDEAMETELER L EDN L,
Bt EAEIER IR BD 5T, BERAMTH)
IZHFREERINE % b oo /o2t 5T 1 AMBKICIZIEYRL
L7z L7255 T, EFIZY T LEIEEKE % B < IRESE
PIEEMICHCT, FRAMOBVEA EFMmI N,

V. 2 & &
HERFORBIEYEAE L ) 578 SN 7-2608R 12T 5
MIC ¥ #lE L, CPZ LAH D MIC % LB L7 £
72, 1060 DN PR B B SAE 1224 3 B ERIK LK IS D\ T
®E L7

X [ 13
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CEFODIZIME(THR-221) IN URINARY TRACT INFECTION

Koichr QtosHi, MoTosHi KawaHARA, TOSHIHIRO GOTO, TAKESHI SHIMADA, NicHiRO SAKAMOTO and YosHITADA Owui
Department of Urology(Director : Prof. Y. OH1), Faculty of Medicine, Kagoshima University, Kagoshima

We measured the antimicrobial activity of cefodizime(THR-221), a new injectable cephem, and compared it with that of
cefoperazone (CPZ) against 260 bacterial strains isolated from patients with urinary tract infection. Cefodizime was not
active against Staphylococcus spp. and E. faecalis. Especially E. faecalis was highly resistant to the drug. The activity of
cefodizime was superior to that of CPZ against K. pneumoniae, E. cloacae, P. mirabilis and S. marcescens. Cefodizime was
equally effective against E. coli and C. freundii, but less active against P. vulgaris and P. aeruginosa in comparison with
CPZ.

Cefodizime, 2 or 4 g daily for 5 days, was administered to 10 patients with chronic complicated urinary tract infection.
Overall clinical efficacy judged according to the criteria proposed by the UTI Committee, was 90%. No side-effects were

observed in any of the patients. In laboratory findinds, transient eosinophilia was observed in one case, but recovered af-

ter the treatment.



