382 CHEMOTHERAPY

OCT. 1988

Cefodizime( THR-221) {213 % Z:B¢89 - ERARA9RFSE

LHME—ER - PR

¥ Mk - BERRAIR

Ml - HREM - BHLE  BTEX
TRREELHE _AHFEBE

FLLMBRENET 2 LRTFEMR TH D Cefodizime( THR-221) 122\ T, %0 - KGR

17070

1. i BERSMEN E. coli 208k, Klebsiella 20%, E. faecalis 19%k % BV T, BA{LEMEXSZ
PRI U - R AREIC L ) R/ MEMIC) L #lE L, LMOX, CPZ, CTX LK

L7

2. BEIREI: PRIR A ISRAE 2 6, RESBRAEIFNSFILRELT, ¥ 1g1 B 2E%7~138

MRS L, EORKIR LRI L7

SERHMLLE 4P, LA 1IMAT, EUWIIB% ThoT, T/, ENIZLHLEZOGhLW

ERCBRRREMREIIROON LD 57

Cefodizime (THR-221)43, Fig. 1 ISR TILFMER %
FOot 71 0RMEMRTHY, 770K ) B
DT T + ¥ F 2 L LEMROD aminothiazolyl-metho-
xyimino-acetamide 2% & L, 3 fiLiZ(5-carboxymethyl-
4-methyl-2-thiazoly!)thiomethyl X% &H L T\ 5, 3fi
{2 thiazolylthiomethyl £ %R L 7: /-0, R#ERITTH
BHEVERBEAL, —BoE=t{+t 7+ LFRHE
WEIZH 5N 5 disulfiam BIEA, MBRERNOER
AL EVWYRTH A%

F7:, FENILBRHLAANRZ PV AL, Enterobacte-
riaceae DAL, S. pyogemes, H. influenzae, N. gomorrhoeae
X LTHRVEN ER L.

4E, HLIEFONENB L UBRORET LTV,
ZOHRAKERH L7,

Fig. 1 Chemical structure of THR-221
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disodium(—)-(6 R7 R)-7-{(Z)-2-(2-amino-4-thiazolyl)-
2-methoxyiminoacetamido]-3-[[[5-(carboxylatomethyl)
-4-methyl-2-thiazolyl]thioJmethyl]-8- oxo-5-thia-1-
azabicyclo[4.2.0]oct-2-ene-2-carboxylate

1. H®BIVUHE
1. @D
Fapk s> MEDE 3 HSOBRICOWVT, FH o MICERXH

FEMELSMRE IR U EXPRERETHEL,
LMOX, CPZ, CTX &Ht#® L 7=,

2. HEKA

1t 1% Table HISFRT & 5 ICHH614E 6 A X h AE12
AITURARLTW/ - BESHT, TOARIIBNT
EWE2H, BIEEKE L1, MEREXLIA AF
THEIATHE, Shbix LTEN % 1ME1.0g1
B 2 RBKAES L7z, 5 M7~ 13BMTH -7,

PRYE REERERS L UL EREREERROEE
FicRABEERDHERIZLY, E%- A% - 0PF
% D ABREE LTz, & 6ICEMBSREOKML
iR, FF - BREOTILIZDVT bR L7=(Table 2),

I. &
1. BRI T 258N
1) E. coli 200k X ¥ Ll N
Fig. 2 i- & M¥EH O MIC D&% /R L7, THR-221
{XLMOX, CPZ-&h 1%, CTX X h 28 %> THVA
LOD, FDY—2130.4 4g/ml THY E. coli iZH LE
NIHENER L $7:, AFICHTLRIEEI 2K
BN,
2) Klebsiella 20¥kiZ X3 25087
Fig. 3 I B HEH D MIC DM %R L7, THR-221
{2 LMOX, CPZ L i3 iZRIZDHMENERL, £DOMC
FA0.20051.6 pg/ml IZb72 ), ¥—2i30.4 pe/ml
THERHENERL,
3) E. faecalis 19¥k\X 3 D HIE
Fig. 4 \C & HER O MIC DX M% R L7, THR-22
RV MIC 2R L, (3 & A EDBENS0 ug/ml HLEOR
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HHETH o1, tLOEH G IZITFED MIC 2RLTH
D, E.faecalis i23T 2NN IZED 5 720

2. BEAREK

SEEFEFERALLESADI L, WERED 2HIH
%, BBk L ABIMED 2HIZAR, BEAEX
£D 1R LHYTH - 12,

AFE S ERTICSMES NI E. coli 3 ¥ X U P. aeru-
ginoss 1 IRIZZTHELTWAEY, MOBRAET 12

YSEAMTS - 7:(Table 1),
TARRILBLEXONDNER, BEREMRY
RS 5 72 (Table 2),
U178, it MMM

BHMGIE 6 A & LB EAOFEBNAR H 81 TEM
LTEZBE, MMM TV—hF—FLEMAS
TV, BRFICERPEINVORTERIIBED O H
SIeHf, M2 AMMBE Y E coli #3.9X107/ml 3 M L7

Table 1 Clinical cases treated with THR-221

o | o | sen Disease D:;:""""" d Clinical | Bacteriological | Side- | Adverse
No. (Underlying) disease) (/day) Days organism effect effect effects effect
Chroni " E. coli -
1 || F """‘( I; I:.t.gl:m 2.0 7 ( ! | Good Eradicated (-) (-)
2 % | F Acute pyelonephritis 2.0 12 E lwh . Eradicated (=) (=)
(=)
(=)
E. coli
Acute pyelonephritis 2.0 13 P. aeruginosa . . N .
3 60 | M (SAH, Gastric cancer) ) E Er =) =)
(=)
S. pneumoniae
Chronic bronchitis Lo 3 P. ;ear:;::a
4 54 [ M ( HSE., Gout, ) 2.0 5 . Fair Persisted (=) (-)
Chronic cystitis i
P. aeruginosa
S. aureus
K. pneumoniae
5 65 | M | Bronchopneumonia 2.0 9 } Good Unknown (=) (=)
Not detected
HS.E. : Herpes simplex encephalitis
Table 2 Laboratory findings before and after treatment with THR-221
Case | Age RBC Hb Ht WBC GOT GPT LDH BUN S-Cr CRP ESR
No. [ Sex | (X10*/mm? ®/dl) | (%) | ¢/mmd) [ (7~2)* | (4~11)* | (140~360)® | (mg/dl) | (mg/dl) (mg/dl) (mm/h)
78 267 8.0 24.4 7400 - - - 7.6 0.6 3.22 69
1 F ) ) ) ) ] ] )
328 9.7 30.8 9000 13 8 293 - 0.7 1.76 58
28 400 10.7 32.3 | 10900 9 4 223 10.1 0.7 16.29 69
2 F ) ) i ] ) ) i ) ) ) )
390 10.4 31.1 4400 25 28 232 9.8 0.5 0.25> 42
60 470 13.0 38.7 | 13100 13 16 199 12.2 0.8 12. 86 61
3 M ) ) i ] ) ) ) | ) ) ]
415 11.4 34.1 9000 16 25 196 13.3 0.6 1.22 30
54 496 11.1 33.3 8600 - - - 19.5 0.6 7.78 75
4 M ) i ) ) ) ¢ ) )
444 - 9.6 31.3 6400 16 5 419 13.9 0.6 2.36 45
.65 435 14.9 43.2 | 11500 33 25 283 20.5 0.9 37.2 11
5 M ! ] ) ) i ) ] i ) ] )
492 15.8 46.5 4300 18 16 414 25.1 1.1 2.34 1

* . Normal range
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Fig. 2 Sensitivity distribution of E.|coli (20 strains) against THR-221, LMOX, CPZ and CTX
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MIC (ug/ml) | <0.10.1 0.2 0.390.78 1.56 3.13 6.25 12.5 25 50 100 >100 | Total
THR-221 6 8 1 1 1 1 1 1 2
LMOX 7 8 5 1 P 2
CPZ 2 10 2 1 2 1 2 2
CTX 5 1 1 2 1 20

Fig. 3 Sensitivity distribution of K/ebsiella (20 strains) against THR-221, LMOX, CPZ and CTX
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THR-221 7 10 2 1 20
LMOX 6 0 2 1 1 20
CPZ 2 7 6 1 12 1 20
CTX 7 1 ] 1 20
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oK EEH, ERETHSE. coli DIk & CRP
mtNEERELRBONTOAYE L

5 2 288, Kit, EMWEWL

BAFI614E 6 A25H39.8C ORM, WM, MMLIdiL
LTRSS, MEEBNDODAKRER S, FHBRS
FIDOREEIZL D E. coli 6.6X107/ml 57, fEIRS X
NaUBEFLLBN LA LRSS L, R5MH3A
BE DM, EROWUBERY, HFRICIHOME,
Mt - CRP DX BLRBOLOERE LI,

£ 3608, B, [MHWIWR

EMESFREORE, HA6IEIAI6H L HIBTEH
ORK, RiLEL:AmR EXN/ 1AL RO 5, FH)
BERORERIZEN E. coli 22.3X10"/ml ML 727
HEMBERREDNL, FNOZS5LMME LI, A
B57THBHTCHEEROBREL LICERBEOHE,
CRP - Mt DK BX RO/ HER L HIFL 7

fEP 4 :545%, B, BHEAEIR

AVRABRIZE D EBLSNVOERTLTWLBE,
SEYRETELTEY, BEORERRELAL TV 5,
EF G A OBEIERIZL D S. preumonice(+), P. ger-
uginosa(#), S. aureus(#)% ML TV 505, S. aureus
& P.aeruginosa LRI L W EEL T A0, 4EIR

S. preumoniae 23t LER DG 21T 070 5H O
FERDYMIZ A SN2 H o 2D, S preumoniae DK%
RO/ Y E L,

fEH 5. 658, Bk, MEIHL

BRFIC1IEE 4 A & 0B PAMIEITAR E OB T LURE
BYRROBE, FEI1ZANDL Y ILREEEBHIMNH L
TALTOMEENICTARL 25, ABRBOWE X
MR EETHEF IS AMBARIREE RS, KRIZSHO
HRREMTORVWREFRRMALN, RERIIRE
X« X AR1Q S oM LIRR RIS & IR L 72,

BEIBENEBEEL D K. preumonice ¥ 7ML T
VaH, EDROREVUTHOITE S THELZIRIE
TETH-7:, LELBRANGEEDHRAEE LTIRA
e Ll

m * =
THR-2213# L { B, MR ENZEHAL7 2 2%
HEWRTHA, TOLEMERN L7y 2R VB
¥ 7 LI aminothiazolyl-methoxyimino-acetamide % %
AL, 3fLiZ(5-carboxymethyl-4-methyl-2-thiazolyl)
thiomethyl %% & L TV2 %, 3 fiL{l thiazolylthiomethyl
BERLATYD, RBERITTHBROREVERMEAL

Fig. 4 Sensitivity distribution of E. faecalis (19 strains) against THR-221, LMOX, CPZ and CTX

)
100 7
80
|5
S 601
4
2
=
g 40
=
O
20
T T T T T T T ]/’ Al 1 T T T
MIC (ug/ml) | <0.10.1 0.2 0.390.78 1.56 3.13 6.25 12.5 25 50 100 >100 | Total
THR-221 1 2 1 15 19
LMOX 19 19
CPZ 1 6 5 4 3 19
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Twd, 7, “MOE7 2 2RMEWRICALND
disulfiram B/EF, MARER~OEELALNLVEY
ﬁ’ctb”o

AF LMW ARY MV EH L, Enterobacteriaceac
D, S. pyogenes, S. pneumonice, H. influenzae, N. go-
norvhoeae |25 L THVAMA ¥R T

RADERPOERORMNEA DL, Kiebsiella &
E. coli \=3t L CIZMWEN AN &R LA, E. foscalis T
RIZEAEDEAN00 ug/ml L LEORERTH 570
Klebsiella & E. coli 1281 A4 R(LMOX, CPZ,
CTX)E DHBTIZ, 1H»5 2HAMNIILE > T
A, FNE—2130.2~0.4 ug/ml TH Y, THR-221i3
MAMENERLI

BRRMTIRS I ADLU LA 4B, LA LB

Thotle HYHEIIBOKT, FRILHLEEILNLE
EH, BRREMREIBOOR 2D o7,

R LRI ANRY PAVERT A1, BN/ MEa
HWBITOBDHLNTV A, In vive DBREIM KB
R, MICHOMEESNULENERIEMORERL,
RIEHM T ORBIC BT ORI RERT L SIT
WwWal, TNEHE, FRRChETOR=tER L7
LRMEMR L IR H5MERRHEER-TEDY, 4
HOEWY - HEHTFRELENR, MELTHF{ILIE
ETHs,

X n
1) W3SEBE{EMEFLIRE, KRS VKTV T4
V.o THR-221(Cefodizime), ZM, 1987

BASIC AND CLINICAL STUDIES ON CEFODIZIME(THR-221)

Yuictiro Uepa, HAIIME NisHiYA, YAsuo ONo, NOrio NOzUE, AKIRA MURAOKA,
TosHiakl HAGA , OToHikO KuNit and HIDEO MIYASHITA
Second Department of Internal Medicine, School of Medicine, Teikyo University, Tokyo

We performed laboratory and clinical studies on cefodizime( THR-221), a new cephalosporin antibiotic.

1. Antimicrobial activity

The MICs of THR-221, latamoxef (LMOX), cefoperazone (CPZ), and cefotaxime (CTX) for 20 strains of E. coli, 20 of
Klebsiella and 19 of E. faecalis, were determined according to the methods of the Japanese Society of Chemotherapy, and

their antibacterial activities were compared.
2. Clinical effect

The clinical effect of THR-221 was studied in 5 patients, 1 with chronic bronchitis, 1 with bronchopneumonia, 2 with

acute pyelonephritis and 1 with chronic cystitis. This antibiotic was administered to all patients at 1 g twice a day for 7

~13 days.

Clinical results were excellent in 2 cases, good in 2 and fair in 1 case. The clinical efficacy rate was 80%. No side-

effects or abnormal laboratory findings were observed in any cases.



