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Cefodizime( THR-221) D XMERY - EREABR T

KEFRE - MEENE - ZREF) - PHEMY
R B MERA - KREK - WHEEES
RAEH KL RBHFHE
BB KFEF MY RBHFHE

Cefodizime( THR-221) DIRBSMBRIE 12 513 D H A L AW 8 & EER D 210 & B L 72,

REHRD S. epidermidis, E. faecalis, E. coli, K. pneumoniae, S.marcescens, P.aeruginosa {2313
% THR-221 D 4B /) % Cefotaxime, Cefoperazone & H# L 7= M T, E. coli, K. pneumoniae, S.
marcescens ¢2xF L CIdhAI & (2IZEETH Y, P. aeruginosa (233 L Tid Cefoperazone (2<% - T

AN

BRI ICBWTIE, MMM RBEEAEIOFN AT LT THR-221, 1@ 1ghffi, 1H2ME, 58
M5 Lizo UTI ERFMHBRIZEHT L 9T 2EFOREHEILS.6%ThHo7. KE
MM H 128|178k, E. faecium, P.aeruginosa, P.cepacia D% 1 ¥k, BF 3BT RV 7= 14BkA%H K
L, HEEII82.4%Tho/:o BRREMBORKE L 2HICEDIMNEOREIIERLC, F7-, BHEMN
BER OB %d ol ShOEDERLY, THR-2Z2VIRBBIEIIBVWTHERATHLEEZI LN,

Cefodizime(THR-221)i3~NF X P E NV ELVH TEE,
HRENFH LV 7 2 ARMEWKTH D, Cefotax-
ime(CTX) L RAMEICE7 7 O 2K »BRED 7 HLIC ami-
no-thiazolyl-methoxyimino-acetamide % & L, 3 fIiZ
thiazolylthiomethyl &% & L T\» % (Fig. 1)o 3 fiLiZK
L 7z thiazolylthiomethyl 2D 78 CTX IZHBE L E V¥
BHE b b, disulfiram BIERA AR {, MBEER~D
VEEES R, 37, FAOHFED IO E=HAHR
EMEELIZZEETHD, in vivo DRFEBHWERDE
R MCAhroiss i tnEN/GEDREAL
TWaY £oT, FAIRBEERAEDEBRENE LT
EOBHRIWETE B0, FHOREN % O VB
HRERIAE 2 BT A HEAEERIT L,

Fig. 1 Chemical structure of THR-221
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I. X@eRd (@A)
1. H8BLUHE
BN IR BEIBRAE 12 35\ THBESEEATRE > S. epiderm-
is, E.faecalis, E. coli, K. pneumoniae, S.marcescens,
P aeruginosa (4 BIEHEFMET AL L LT, B
KIX19864F IS IR > & 53 M & IL7: S. epidermidis 27Hk,
E. faecalis 27#, E. coli 27k, K. pneumoniae 27#k, S.

marcescens 2T¥E, P. aeruginosa 2T¥k % AV 7, HiEIX B
KL EREFEIWMEEIIE -7, WEBRAEBE LT
Mueller-Hinton Broth(Difco), #ilSHH# & L T Muel-
ler-Hinton Agar (Difco) ¥ B V>, B M #1210° cfu/ml
A% L7z, FHOXEBIE L L Tid CTX, Cefoperazone
(CPZ) % A7z,

2. #%

S. epidermidis 2TBRIZ XT3 % K| D MICso 1212.5 pg/ml
Thh, CTX LD 1%, CPZ L h 2¥% 5T (Fig.
2)

E. faecalis 2T#R 231§ % & K| D MICso 12 2100 g/ ml
Thh, CTX & W48, CPZ L h1%EH->TWwW(Fig.
3)o

E. coli 2TBRIZ*$ 3 % &K ) MICso 130.2 pg/ml TH h,
CTX, CPZ &£ ) 1 EENTW7:(Fig. 4 ),

K. pneumoniae 27THR I3 3 5 K D MICso 120.2 pg/ml
T, CTX ERLUTHYH, CPZ &L h 1 EFENTV7(Fig.
5)o

S. marcescens 2TH#RIZXF 3 % A K| D MICso 1212.5 pg/ml
T, CTX LD 1 ELH TV, CPZLh 1 5ENT
V7= (Fig. 6 )o

P. aeruginosa \Zxf L Tid CPZ M MICso #£12.5 pg/ml
Thh, EF%L VI CTX 22100 ug/ml T 7
(Fig. 7)o

SRR L7-EHEICBWT, MRS LRMEEET
13 CTX L IZIZRIFDHE N 2 A LTV 555, MIC2100
g/ ml O &R AT S. marcescens T 9 #(33.3%), P.
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Fig. 2 Sensitivity distribution of clinical isolates of S. epidermidia (27 strains, 10° cfu/ml)
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THR-221 3 5 5 3 3 3 5 27
CTX 1 3 7 1 2 2 1 27
CcPZ 1 3 6 15 2 27
Fig.3 Sensitivity distribution of clinical isolates of E. faecalis (27 strains, 10° cfu/ml)
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Fig.4 Sensitivity distribution of clinical isolates of E. coli (27 strains, 10° cfu/ml)
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Fig.5 Sensitivity distribution of clinical isolates of K. pneumoniae (27 strains, 10° cfu/ml)
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Fig.6 Sensitivity distribution of clinical isolates of S. marcescens (27 strains, 10° cfu/ml)
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Fig.7 Sensitivity distribution of clinical isolates of P.aeruginosa (27 strains, 10° cfu/ml)
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aeruginosa T158K(55.6% VHFTE L 720

I. BREReYiRN

1. ¥RBLUKE

BRI L OBMMRBEBAAE108 T, BEEA
DEEL B0, BRORERKIGE HITLEETH S
CERHEEL

FEEEAH 1 g Hifi % £ FRMRIEAK20 ml (ZIEREL
16 1gAhffi, 1 B2, 5BMEBIRKIZHKSE L7
TGN, BRERICRRE, REELHITL, BERR
EENOZR), BRUEMNEEROFEICOVWTORITL,
2. &R

R EHRG LA10BI0OJER —JE K % Table 1& LT
Wz fEBI 4 BRI SAIRPAMBEMHE TR S, UTI

KM ZESBLEFLIRNTH o700 REHIK
MBRTIER 2H1(22.2%), FR3H1(33.3%), =4
B1(44.4%)THH, HYEIL55.6% TH o 7:(Table 2),
MRICKTT HERTIRIERILAS $1(55.6% ), HEA1
BI(11.1%), TEA3IH(33.3%)THot, 72, M
RIS T 52 RIid K23 81(33.3%), TEA3H
(33.3%), ERZAAIM(33.3%)THH, KPIBEHS
n&?)‘oflo

UTI EBRENS TR 4 0, ANE
RFAS T, HT—TFAEARANS B, FRHH
4BITHoT. WIH, WABIIYULTHEMIL,
o BBIIBUILADEIIE I, B2 K5,
50%, %56 B¥A%66.7% Td - 7:(Table 3),
MR TIRIZEHMITRARSHIZTREN TS

Table 2 Overall clinical efﬁc@cy of THR-221 in complicated UTI

1gX 2/day, 5-day treatment

Pyuria Efficacy on
Cleared Decreased Unchanged -
Bacteriuria bacteriuria
Eliminated [ 2 B 1 3 (33.3 %)
Decreased
Replaced 2 1 3 (33.3 %)
Unchanged 1 1 1 3 (33.3 %)
Effi n pyuria 5 1 3 Patient total
icacy o
(55.6 %) (11.1 %) (33.3 %) 9
@ Excellent 2 (22.2 %)
Overall efficacy rate
[ ] Moderate 3
(55.6 %)
E: Poor (including Failure) 4
Tabel 3 Overall clinical efficacy of THR-221 classified by type of infection
Overall
No. of patients .
Group Excellent Moderate Poor efficacy
(% of total)
rate (%)
1st group (Catheter indwelling) 2 (22.2) 1 1 50
.. | 2nd group (Post prostatectomy) 2 (22.2) 1 1 50
Monomicrobial
infecti 3rd group (Upper UTI)
infection 4th group (Lower UTI)
Sub total 4 (44.4) 0 2 2 50
pelymicrobi 5th group (Catheter indwelling) 2 (22.2) 1 1 50
olymicrobial 6th group (Catheter not indwelling) 3 (33.3) 1 1 1 66.7
infection
Sub total 5 (55.6) 2 1 2 60
Total 9 (100 ) 2 3 4 55.6
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n, AFOBEITL N 14BDHEL, HEAXII8Z.4%T
bolto ChHDHI BT T LARBYERE L 3 Il 3 KRTHE
XNTHY, E. foecium 1 BRHFEML, MEXII66.7%
Thotto 7T ARMRMHIL I BMIKIMEINT
B0, P cepacia D°1 B&h 1 Bk, P. aeruginosa A 3 ¥k
1BERL, MEEIIS.7%ThHole %5, S mare-
scens 12 1 BROSBRGRTICOM S R 5 H% I3 R L
7=(Table 4)o

BERMAME LTI S. epidermidis, E. faecalis, En-
terococcus sp., Candida H5& 4 1 Bk$" D53 M & L7z (Table
5)o

BERREMOHE I 8 FUCHAT L7220, SFRRERICAIL
TRELBLDIMPATH 72 FREOMENDD L
Ezbh7-RHEIL, Fig. 8 THM TR L/ BRNE 1
#l, AI-FPELR 1FTH o7 AI-PEERIZOWVTIR
BERTHRICERMEICEL, BRAEORER RIS

FlizBVWTEOONTY, REPIICB - LEHIZ LD 2
AR

o = *

THR-221ZILMDIAMARY bS5 LEHTEN, 0
ENIIZIZCTX LA TH LY, SEDHLDHES
T 2MEICBVT G E coli, K. preumoniae (=5t L
THENZHENERALTEBY, KBREL/A-CTX Lid
IZES T, CPZ & h R REN TV /2, S. marcescens |23
L Ti21/3D M MIC 2100 pg/ml DRMEHTH D,
CTX, CPZ &i3IZM&ETH 7, P.aeruginosa IZBT
ML DB ERAS MIC 2100 ug/ml ThH ), CPZ i
KB LIENIRE > Tl ShHDRBIZER DM
NI 2 SEREY DR LIZZEMTH 72, T2,
77 LRRMEREICHTAHEN b FIRIL IR Lk
F Y (B3 IPAN

Table 4 Bacteriological response to THR-221 in complicated UTI

Isolate No. of strains Eradicated (%) Persisted*
§. epidermidis 1 1 (100 )
E. faecium 1 o (0) 1
E. faecalis 1 1 (100)
K. pneumoniae 3 3 (100 )
E. aerogenes 1 1 (100 )
S. marcescens 1 1 (100 )
M. morganii 1 1 (100 )
P. aeruginosa 3 2 (66.7) 1
P. cepacia 1 0 (0) 1
A. calcoaceticus 1 1 (100 )
NF-GNR 2 2 (100 )
Corynebacterium sp. 1 1 (100 )

Total 17 14 (82.4) 3

* . Regardless of bacterial count

Table 5 Strains® appearing after THR-221 in complicated UTI

1gX2/day, 5-day treatment

Isolate No. of strains (%)
S. epidermidis 1 (25.0)
E. faecalis 1 (25.0)
Enterococcus sp. 1 (25.0)
Candida sp. 1 (25.0)

Total 4 (100 )

* : Regardless of bacterial count
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DEniiz, ZROAMHDICoVTiztbnB= 1AM
EHR LB LIIZRROMRTH - 720, BRI
MM A2~2 . SBEM & AR C, T LRk AH24
BEMIT70~80% & i ¢, BARMITHMENA TV A2 £
72, in vivo TOREHHERT O ENRIAKAB LN
TWaAY I Lk, REBRIEDERIZI L TEORR
BOZNEHETELLDLRbN, £ CTHERIMBEKIC
BUTEORBEOBREFTLLON LB L7,

MBI REEBIIELEFD ) &b, UTI ERF MR
BELAIFACOVTORBSHEYG R THEEIL55.6%
THote DORBEILARR O MUER ISR L3255
DEE MY TORAREHHECE. 2% 12 LB L £ L{EV,
S UTI RERESF THYEDOR B IK, K4
BOEFINR L, IFPARBEBREANSH, HF-FN
GEMABIFELICEIZEbLEL LN, KFDE
E A TCOREHLE6.2% &, CTX D65%Y, Cef-

Fig. 8 Changes in laboratory test results
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menoxime M65%, Ceftizoxime 969.2%® & ZEST

%1, Latamoxef(LMOX)MD73.1%7, Ceftazidime(CAZ)

N74.0%Y IZHRE 5 TWwi=df, CPZ M59%% (ZtEL

ERTW, L L EROMA & DI PR T2

B¢, BRCBAFIRELTVAURMENSLI L LR

£, BRZHGHEOLBOATHRERT LAV,
Lo, A% LMOX, CAZ kLB T 5 & LR HME

HEHENRE DT A, BET LIRS HAREMK L2

RRSOYRIMFEIND,

B MMRITIL, E. faecium, P.aeruginosa, P.cepa-
e DEA LEENERL, HSHUBBELTY 7 LK
MEENEMP I IBAIKBROLNL, INH
RAFOHBARY T LERC(HBRLTNAEbDEE
2 5T S marcescens ZBAL TIX, HX5WIC 1 HKAS
B 5 1UMIC 13100 pg/ml Th o 7o G5 HICHE L TV
b, £EIEFHI BV TEHR D Serratia, Pseudomonas D
HERIZZL76.6%, 59.1% Th ha CTX 1356.0%,
39.0%%, CPZ i1350%, 52.4%° THHDT, g3 1N
Sematia I LTIhOERML OV BViHEEREIRL,
Pseudomonas 2%t LT CPZ L RISEDHEERE/RL T,
Serratia 120t B AF D in vitro (2B HIEN 1L CTX,
CPZLA%THEDIL, FNODEMIIHNTHE
K RT O RAF DM EFPH CTX ISRV L,
X OR PP EAT CPZ ICHREW I LD EDRET
HHLEZLNDNA, invivo DEREWERTEHRIZ
MIC B oHIEXNAULENRVERERT Z &b,
ERORERADREICOVT ORI T HLENHD E
Bbhis,

BMER O T AR %5 L2108l sWTH
AR L 20T, $-ERREEOREIZ2HICE
Bhhid, FNLERFBESTRIPEICOELLED
Sl b, REWIIBVWTH ITRIEIREVLDL
e F % (FAR

PAE X, THR-221i3 MUMEM: IR BRARSeAE (22t L IL ety
ENAHREREMERLTED, HFRAKOHOERT
hrrEILOLNI,

X [ 13

1) ARBEF, AWTER . M350 A R{LFERESR
BE&, WEL KUY LV, THR-221(Cefodizi-
me)(JU77), %M, 1987

2) M W30 BERCEREFEIRE, FERD
v H® Y% AV, THR-221(Cefodizime) (BRUX + 7
A AU - BEit), gERH, 1987

3)  KEiEIR-- . WISE H RLEREF RS, KD
vy BRI LV, THR-221(Cefodizime) (FRIK - i
IRBFFHARIR), @R, 1987

4) KRR, M(16HEI%)  MATERERGRIE IS S
% Cefotaxime(CTX) & Sulbenicillin DR D LB,
Chemotherapy 29 : 107~131, 1981

5) AMEEKR, M(33MAL)  WIEBHENEIRBEERAE (1
% % Cefmenoxime (SCE-1365) & Cefotiam & @
_HEERL BT S, Chemotherapy 30 : 724~
747, 1982

6) SFRYEIR, M(115E3%) : MEMERBEBEAE 1231 T
% Ceftizoxime & Cefazolin D _HEREIZL D1
#38%, Chemotherapy 29 : 759~779, 1981

7) /& #FA, (16 M%) : Oxacephem % 1 & #
6059-S ¥ 4 14 PR BE MR RAE (2t 3 B R AR AF A
Chemotherapy 29 : 533~564, 1981

8) AIFfEX #30E B X LEREFIRR, FES
VAR LT, SN 401(Ceftazidime) (BRIR, HFK
SRRMEIR), W, 1982

9) | HA, MO4KEER) : MAMIEREERRAE ST
% Cefoperazone(CPZ) D KK 3Ffic Chemotherapy
28(S-6) : 947~974, 1980
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BASIC AND CLINICAL STUDIES ON CEFODIZIME(THR-221)

HironoBU AKINO, ToMmoHIRO FujiTA, YosHi MiwA, NAOHIRO NAKAMURA, MASARU GOBARA,
Yusuke KANIMOTO, YASUO SHIMIZU and Y UKIMICHI KAWADA
Department of Urology, Fukui Medical School, Fukui

We studied the usefulness of cefodizime( THR-221) in urinary tract infection(UTI) in bacteriological and clinical stu-
dies. The antimicrobial activity of THR-221 against S. epidemidis, E. faecalis, E. coli, K. pneumoniae, S. marcescens and P,
aeruginosa, all of which were isolated from the urinary tract, was compared with that of cefotaxime(CTX) and cefopera-
zone(CPZ). Although the antimicrobial activity of THR-221 against E. coli, K. pneumoniae and S. marcescens was equal to
that of CTX and CPZ, against P. aeruginosa it was inferior to CPZ.

THR-221, 2 g b.i.d. was given to 10 patients with complicated UTI for 5 days. The overall efficacy rate was 55.6% for
9 cases, fulfilling the criteria of the UTI Committee for evaluation of clinical efficacy of antimicrobial agents on UTI.
Fourteen strains (except 1 each of E. faecium, P. aeruginosa and P. cepacia) of bacteria isolated before treatment were
eradicated, the eradication rate being 82.4% . Although aggravations in laboratory tests were observed in two cases,
these episodes were mild and THR-221 therapy was not stopped. No subjective or objective side-effects were observed.
Our results suggest that THR-221 is effective and safe in the treatment of UTI.



