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BN PR B IR AE 12 B 1T A Cefodizime(THR-221) D MY « WK MR AT

BNEW - ILEKRS - BEARK - 7 B
KEFEH - AWML - KFLZ
R L)k S o7 B L PR B b S R
(EF: RBSLZBUR)

BB ST —
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pus: 3722
i LU AR+ F AR BT PR 83 B

TRECHE B
UL P RIRBE R 25 F

mE 1
S B T R B il PR 2

RN R B RS 123 B Cefodizime( THR-221) DA HE & BHEGI %2 & NZERRIZKRET L 72,

1. BN REERBEHROBERFHRIZEE, 1898121 ¥ 5 FH O B/MEH ML iR EE(MIC)
2HEL, FRERTHS Cefotaxime(CTX), Latamoxef(LMOX), Cefoperazone(CPZ)& H.BHRES L
720 P. aeruginosa Ti3 MIC #7100 pg/ml LA EOREBRNE L DTV 272, E. coli, K. pneumoniae,
P. mirabilis Ti280% MIC ¥ & £40.20, 0.20, <0.025pg/ml & BEF i ER L7, $72, S
marcescens T $90% MIC #%6.25 ug/ml & BUF LB ThH o7, bH & DB TIX, E. faecalis, E. coli
T CTX 2R 2% 55DD, CPZ, LMOX & WML T\ 7, S. marcescens TIZCTX L N RR%5B D
DD, CPZ, LMOX X ) BEENT /=, P.aeruginosa TIIMBD3H L Y - T/,

2. BRHE MM REBREEIGNIG L TCERA RS Lo G ATV a—NVidRAIE LTI
Blg, 182, 5BMOSEBEE Lz, UTI EDFMEE(EZMICETV/-HETIIEL6
B, A%h1360, ®EHB BT, HLFIL70.4%(19/27)TH o7 BMEMBEHL LTIZ1BICTH
MEDLN, BRREMBRETII2HICGOT, GPTOLR, 1AM EZDH/, WIFhb#
RTHESERTHRECHICABL, BKEMBELZLLLD 570

Cefodizime i ~¥ 2 M (FEH) & VLV H (L) THEK, DHEONT, EBIREARY VR THLEKTH A,

PR EN7E4H cephem RIEME TH B, FHlizt 4, 4 I IFH TR REE RS (I L THERT

77ORKY) FERRDTHLIZ CTX & R D aminoth-

iazolyl-methoxyiminoacetamide 3 % &F L, 3 fiLtZ(5-ca- Fig. 1 Chemical structure of THR-221

rboxymethyl-4-methyl-2-thiazolyl) thiomethyl 3£ % & L OCHs3 COONa

Twa(Fig. 1), N Oﬁ/\/[CstYﬂTcmcoom
3 LI thiazolylthiomethyl £ %A L7-7-8, K# %% NLW—C—CONH"H + S N—(Hy,

BIFRVERIZHE L, —5DE =4 cephem R4 H:N"S

BRIZA LIS disulfiram #EH, NHEERNOEE
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SRBEBLOT, HETOEBRI & K€ TEORBIK
RAREHET 5,

I. nlAh

1. ¥RBLUVHE

FR B T S AE FH 3R DB ARIEH S. epidermidis 108k, E.
faecalis 128§, E. coli 308k, K. pneumoniae 208k, E. aero-
genes 6 ¥, E. cloacae 138k, C. freundii 198k, P. mirabilis
208, P.vulgaris 108k, M. morganii 108k, S. marcescens
198k, P. aeruginosa 168k 5 & Uik £. coli KP, E. coli
ATCC 27166, E. coli NIH] JC-2, P. mirabilis TH-412
K, 189MkIZATT B AKIB L UFCTX, CPZ, LMOX ®
B/ SEH L iMAE (MIC) g L, HeWoEt L7s, MIC
DRE (LMITAIE? (ZHEV, BEHIC modified Mueller -
Hinton agar(= v 2 1 ) ¥ AV /- XK PHARETIrv,
MR I210%fu/ml & L7,

2. BR

BRI 5 AR D MIC 454 & Table 11K L7,
P. aeruginosa T & MIC %2100 pg/ml LA E ORI ERRAE 2K
YO 60N, REBREORRNERETHSE.
coli, K. pneumoniae, P.mirabilis Ti380% MIC »*F &
10.20, 0.20, =0.025 ug/ml & BAF oK% R L7,
¥ 72, S. marcescens Tid MIC 3.13~6.25 pg/ml 1213 &
AEDERD KSR L, 90% MIC i36.25 ug/ml & BIFRK
HThHo7

BEET LA L B LR % Fig.2~1313R L

VA

S. epidermidis Tix CTX, CPZ IZIZ 92455600,
LMOX & h 1 BB EEN TV 72(Fig. 2 ),

E. faecalis TIZ CTX IZI35 5 6 DD, CPZ, LMOX &
NiENTV/:(Fig. 3 )

E.coli TiZ CTX, LMOX L (2IXMBET, CPZ LY
1 HHEE BN T 72 (Fig. 4 )o

C. freundis TIIMED I H & 12024 5> TV 7:(Fig.
5)0

K. pneumoniae TIIMEA & 12IZEEDHEHERLT
V72 (Fig. 6 )o

E. cloacae, E. aerogenes T L HL# & (2 IZEMEDIES
¥RLTW/:(Fig. 7, 8),

S. marcescens TIE CTX L h £ 0LEBH 4 NDD, CPZ &
N 1HHRE, LMOX & hEEEIA TV /:(Fig.9),

P. mirabilis Ti3 CTX & I2IZEEET, LMOX L h2
~3%, CPZ & h HEEN TV 7:(Fig.10),

P. vulganis, M. morganii Tid CTX, LMOX & (1iZ[5)
#2ET, CPZ L h 3EFREENTV7/:(Fig.11, 12),

P. aeruginosa TIIED 3 &L H 455> TV 7:(Fig.13),

I. BENERN
1. ¥8BLUHE
19864 4 A X W 19864128 £ TOMMIZ, BILK%E,
BT RAR, EBHRMAK, @BIUK+EHRR, #ld
Rk, TRTRBEDOARBE L RICEFLEAL

Table 1 MICs of THR-221 : 10° cfu/ml
Strain MIC (/g/ml) Total
£0.06{0.05| 0.1 0.2]0.39|0.78|1.56 |3.13|6.25|12.5] 25 50 {100 |100<

S. epidermidis 2 2 3 2 1 10
E. faecalis 1 2 1 3 4 1 12
E. coli 8|16 | 5 ‘ 1| %
C. freundii 1 1 6 1 1 3 2 4 19
K. pneumoniae 2 4 10 2 1 1 20
E. cloacae 4 1 1 2 2 3 13
E. aerogenes 1 1 2 1 1 6
S. marcescens 1 7 10 1 19
P. mirabilis 17 1 1 1 20
P. vulgaris 2 3 1 2 2 10
M. morganii 1 1 1 1 3 1 2 10
P. aeruginosa 1 3 3 9 16
E. coli NIH] ]JC-2 1
E. coli ATCC 27166 1
E. coli KP 1
P. mirabilis TH-4 1
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Fig. 2 Sensitivity distribution of clinical isolates of S. epidermidis (10%cfu/ml, 10 strains)
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Fig. 3 Sensitivity distribution of clinical isolates of E. faecalis (10%cfu/ml, 12 strains)
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Fig. 4 Sensitivity distribution of clinical isolates of E. coli (10°cfu/ml, 30 strains)
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Fig. 5 Sensitivity distribution of clinical isolates of C. freundii (10°cfu/ml, 19 strains)
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Fig. 6 Sensitivity distribution of clinical isolates of K. pneumoniae (10%cfu/ml, 20 strains)
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Fig. 7 Sensitivity distribution of clinical isolates of E. cloacae (10%cfu/ml, 13 strains)
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Fig. 8 Sensitivity distribution of clinical isolates of ‘E. aerogenes (10%cfu/ml, 6 strains)
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Fig. 9 Sensitivity distribution of clinical isolates of S. marcescens (105cfu/ml, 19 strains)
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Fig. 10 Sensitivity distribution of clinical isolates of P. mirabilia (10%fu/ml, 20 strains)
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Fig. 11 Sensitivity distribution of clinical isolates of P. vulgaris (10°cfu/ml, 10 strains)
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Fig. 12 Sensitivity distribution of clinical isolates of M. morganii (10%cfu/ml, 10 strains)
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Fig. 13 Sensitivity distribution of clinical isolates of P. aeruginosa (10%cfu/ml, 16 strains)
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P2o E72, HBRITRTRBICERER AT 2088
REEBLSE T, REFIBIISFITH -7 (Table 2)o A
RiiEEEb 22960, MUBERL 26 TH -7 B
HEikAFE1E 1g({BL, EH No. 31D A& 1 [10.5
g, 1H2H, 5HMAREME BiEL, BHRUTIR
UTI B F MR (B> ISR LT o 720

UF, COXROBERMGLRB L2V TIR
ER LI

2. . BBRXR

RABKRHFRIER 65, HEh136, BHEMTHY,

&, WM, MMM THYMSIIENREN
69.6%, 715.0% Thotc, 7, ChEHIT—FILEM
B, FHERICHTTABE, HURIZENFN55.6%,
7T.8%ThY, MMM MEN TV 2/2(Table 4),

3. KRR

BB LIS, 32KTDHY, £0H 527K
(84% )ANHE& L, SPR(16%)MPEL T/, RIEND
PIRRIZ P. aeruginosa 3 ¥k, S. marcescens 2 ¥ T&H - 72,
FOMOEHTIZIHLEL00% & REFTH - 7:(Table 5)o
G HHBBMEL T2 Table 6ICRT &, S

H%1%70.4% Tdh - 7= (Table 3), EBHERNI-AL epidermidis 2 Bk, Flavobacterium 2 ¥E% 13U HE L 9 %ifd

Table 3 Overall clinical efficacy of THR-221 in complicated UTI

Pyuria Efficacy on
o Cleared Decreased Unchanged oo
Bacteriuria bacteriuria
Eliminated 6 1 8 15 (55.6%)
Decreased 1 1(3.7%)
Replaced 3 4 7 (25.9%)
Unchanged 4 4 (14.8%)
Patient total
Efficacy on pyuria 9 (33.3%) 1 (3.7 %) 17 (63.0%) azl;an ot
@ Excellent 6 (22.2%)
I:] 13 Overall efficacy rate
Moderat
oderate 19/27 (70.4%)
I::I Poor (including Failure) 8

Table 4 Overall clinical efficacy of THR-221 classified by type of infection

. Overall
No. of patients :
Group Excellent Moderate Poor efficacy
(Percent of total)
rate (%)
1st group (Catheter indwelling) 7 (25.9) 1 3 3 57.1
o 2nd group (Post prostatectomy) 5 (18.5) 4 1 80.0
Monomicrobial
o 3rd group (Upper UTI) 0
infection
4th group (Lower UTI) 11 (40.8) 3 5 3 72.7
Sub total 23 (85.2) 4 12 7 69. 6
o 5th group (Catheter indwelling) 2(7.4) 1 1 50.0
Polymicrobial - -
o 6th group (Catheter not indwelling) 2(7.4) 1 1 100
infection
Sub total 4 (14.8) 2 1 1 75.0
Total 27 (100 ) 6 13 8 70.4




688 CHEMOTHERAPY OCT. 1888

12*1")97’:0

4. MER

W SEFISIBIC 81 5 BHEMWEITERE ORI Tt ]
BI(3 %) ICTH LB, fEF No. 2413 %K 5 2 A H
L0 THAMBE, PSRV S L h o AR E#
THROFRL0, H5RTHIBE LD ILRR 2R
5L, BRICITHIRIERLZA, £HLORFIE R
BbHorhbLhnw ¥z 607,
BEAREMORKER L 3FIICTED S NI, FEHI No.
9 T 581 GOT 281U/L, GPT 291U/L T »7:7¢,

5 M TH#% GOT 38IU/L, GPT 491U/L & LRLT
B, XK LORFRIZ "EFREBD" LEL LN,
LAL, #E5#T208 BiZit GOT 201U/L, GPT I7
IU/L L ERWHEAMICEML TV, fEB) No. 20Tidsy
541 GOT 32IU/L TH o 724, A5 # T % GOT 48
IW/LELERLTHEN, ZFMEOKEIE “MEDLH
Lhizw” tE2LNI, LEL, B5RTE6HBICI
GOT 331U/L ¢ EXEHAAICEAAL T, $7:, &
#l No. 24 T124%5-# RBC 463X 10*/mm®, Hb 13.7 g/dI,
Ht41.4% Tdh o 7245, 5% T HH RBC 396 X 10¢/mm’,

Table 5 Bacteriological response to THR-221 in complicated UTI

Isolate No. of strains Eradicated (%) Persisted®
S. aureus 1 1 (100)
Streptococcus sp. 1 1 (100)
E. faecalis 1 1 (100)
E. coli 6 6 (100)
P. mirabilis 1 1 (100)
P. vulgaris 1 1 (100)
E. cloacae 1 1 (100)
C. freundii 1 1 (100)
S. marcescens 7 5 (171) 2
S. liquefaciens 1 1 (100)
P. aeruginosa 5 2 ( 40) 3
Pseudomonas sp. 2 2 (100)
X. maltophilia 2 2 (100)
Other GNR 2 2 (100)
Total 32 27 ( 84) 5

* : Regardless of bacterial count

Table 6 Strains® appearing after THR-221 treatment in complicated UTI

Isolate No. of strains (%)
S. epidermidis 2 (16.7)
E. faecalis 2 (16.7)
E. aerogenes 1 (8.3)
P. cepacia 1 (8.3)
X. maltophilia 1 (8.3)
P. putida 1 ( 8.3)
P. fluorescens 1 (8.3)
Flavobacterium 2 (16.7)
YLO 1 (83)

Total 12 (100)

* : Regardless of bacterial count
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Hb11.9g/dl, Ht35.2% EBERM LB, XKL oW
Rt “MESEN LW EEX LN, LL,
$58T 6 HEIZIX RBC 435X 10Y/mm?, Hb13.3g/dl,
Ht39.4% & ERHBWEMNICEIM L TV 72 (Table 7).

I * x

4E, cephem RLEWMROMRBIZIIE*RRL LD
H A, Cefodizime 127 7 T AR Y BRED 7 (LI
CTX & F#® aminothiazolyl-methoxyiminoacetamide %
# 4L, 3{riZ(5-carboxymethyl-4-methyl-2-thiazolyl)
thiomethyl % & L T& 0, 3 {iL iZthiazolylthiomethyl
ErRLEZD, RBEZTTROERMERL, —K
D=1 cephem FAEHK A H NS disulfiram
M, NPREZL~NOEENALEONTY, LIRITEANRY

MVvRAHL, ¥ICE. coli, K. pneumoniae, P. mirabilis,
P. vulgaris, N. gonorrhoeae {ZxF L TV BN X" T &
EbhTwaY,

SET - BN OB Tix, EH X P. aeruginosa
TREMHEIFHELD L DD, REBERENRKY
BRETH D E. coli, K. pneumoniae, P. mirabilis, S.
marcescens TIX REF L BMETR LT/, /oMKl &D
KBIZBWT, E coli Tit CTX, LMOX & I3iZERE

T, CPZ L hEN TV /2o K. peumonice TI3iA & (3
IZES DM ERL T/, S marcescens Tt CTX
LNRREBLDD, CPZ, LMOX & WIENTW:, P.
mirabilis T CTX & I2(ZE#EE T, LMOX, CPZ & ¥
ENTV /2, P. aeruginosa TN 3K E D bH-Tw
7oAt 0 3 HT b eHEBRAS HBEH SN,

PR BRI RAE 12 81T HBRRR R RO T iz 2%
70.4%(19/27)TH h, YB TR L7 CTX 063.3%
(19/30)%, LMOX ?75.0% (15/20)% & |3 (28] #2 M O K
MTHo 7,

M FRZRTIRER OWIHAHI384.4%(27/32)T
&b, CTX M80.0% (28/35)%, LMOX 0 84.0% (21/25)"
LD LNORF LR TH o7 SN LK, FH
Ain vitro (BT AME NS FRHMENDULEDORRE
invivo IZBVWTURTY, V) EBRBMREESTITHHR
LOMRLIBDA, ERMI DLW L, B4 DEFIK
ERIIBIPERAFORL - TEWHEEN LI LIZE
A, {HL, MEHEIZEALERE %\ P aeruginosa
BEFESHUIBNTHLED LB, ARH2HIT, AHE
60% & LB BIF LM TH 722 A, ZOXEFD
in vivo R L RTEFAN L HN LV,

BUMERIICBILTIZ 1 BI( 3 %) TH 2B, BKRE

Table 7 Changes in laboratory test results

ltem Total No. Deteriorated (Relation to the drug)

of cases Definite Probable Possible Total (%)

RBC 31 1 1 (3)

Hb 31 1 1 (3)

Ht 31 1 1 (3)
WBC 31
Baso 20
Eosino 20
Neutro 20
Lymph 20
Mono 20
Thrombocytes 24

GOT 31 1 1 2 (7)

GPT 31 1 1 (3)
Al-P 29
Bilirubin 5
BUN 30
Creatinine 30

No. of cases with deteriorated 3

laboratory test results
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CEFODIZIME IN COMPLICATED URINARY TRACT INFECTIONS
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We studied the antibacterial activity and clinical efficacy of cefodizime, a new cephem antibiotic.

1. The antibacterial activity of cefodizime was weak against P. aeruginosa, but excellent against E. coli, K. pneumoniae,
P. mirabilis and S. marcescens. Against E. faecalis and S. marcescens the drug was superior to CPZ and LMOX, but against
P. aeruginosa it was inferior to CTX, CPZ and LMOX.

2. Thirty- one patients with complicated urinary tract infection were treated with cefodizime. According to the
criteria of the UTI Committee, the overall clinical efficacy rate was 70.4% (19/27).

3. As for side-effects, diarrhea was observed in 1 patient(3% ), and abnormal laboratory findings were observed in
3 patients, showing transient elevation of GOT/GPT or anemia.



