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Cefodizime( THR-221) D888y - BERAIMAT

LR - NEUER - AAKZ - BRALE - CREZ
AMKFEZ I —AHFHE, KRNI K

FLAMRESNAERBE7 028 Y RIEWR T 5 Cefodizime( THR-221)I22W\WT, X

8, BRI 21T o7

BEER > MEPEICA 3 5 THR-221 DM/ % MICso TA B &, S. aureus 12.5, E. faecalis>100, E. coli,
K. pneumoniae 0.39, Enterobacter spp. 100, S. marcescens 6.25, Proteus spp., M. morganii 20.05, Citro-
bacter spp., P. aeruginosa >100 ug/ml T o 72, [EIZHMI%E L7 CTX, CPZ, CBPZ, LMOX @ MIC
LB LT, Proteus spp. UNOMMTIIFISERTVB LW 25T,

Mgk 3B, AEXK3IP, VHIAK 1 BIOR7 B, THR-221% 1 H1~2g, 2~14AMERALL
Zh, ARSH, ER 1M, WEREIFTHY, AHFRIIBBYTHo7, MEBLELTIRIALE
H, THO2ANZBOLN, BERREMBRE L LTGOT - GPT L&, FEEEkMmA1 HIF 282D 5

b (WA

FLLMR SN ENAE7 70 X)) Y RIEDR
T& 5 Cefodizime(THR-221)13, Fig. 1 (IR 38 i1k
DLDOTHN, 770 XE) L BREOTHIIERICEHA
EN TV 5 Cefotaxime(CTX) & 2 F#TH 575, 3{i
A%5- carboxymethyl-4- methyl- thiazolyl-thiomethyl % (Z
BRENLDTHBY,

ZZT, THR-221DBERTMEIIH T 2HENE—8
DHETCTX LW RR%EB6DND, 7 LrBHEEN,S
I LBRMETI CRIL(ENALDTHE ™, $7:8-
T2 —EIRET, BAEGIEAL, L1bin
vivo TOEBBEMDT in vitro DR KD SWHEINL LD
DETHD LV IRHATRERTV S,

37, EEATRCTX DL IR#IEXTAI LR
%<, AREFMHICHEVILTRENEON, TOXEM
$2~2. 5B & HBMR ¢, RAIZT0~80% AR B Lk
ThRREhB LvbhTwb, FEEIC, —HBoH=if{
7 2 ARTEMRIZHA SIS disulfiram H7ER < 1M #K
REFZNOEBLALNLZVWE SR TWVAY,

2T, bhbht Z?D THR-221IZ2WT, BKS
REICHT2HEHDRUEKRCH L L SoFAKICD
WTRE LD THRET 5,

Fig. 1 Chemical structure of THR-221
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1. MERUF&

1. ERERSMEE X HIEDAIE

IHKEE—ARARBEOEHBRMEL L, FE
L THBFN604E 1 AH HERFI61E 6 A T TOMICTMESh
7= WPR D Staphylococcus aureus 278K, Enterococcus faecalis
27¥k, Escherichia coli 26¥k, Klebsiella pneumoniae 28%k,
Enterobacter cloacae 19 ¥k, Enterobacter aerogenes 10 ¥k,
Serratia marcescens 27T¥, Proteus mirabilis 198k, Proteus
vulgaris 6 Bk, Morganella morganii 2 ¥k, Citrobacter spp.
238k, Pseudomonas aeruginosa 24 ¥k, Xanthomonas mal-
tophilia 2 Bk, Aeromonas spp. 1 BRDEF2418kIZ DWW T,
BA{LFREFSRME I T THR-221 R U FB %
L L T D CTX, Cefoperazone (CPZ), Cefbuperazone
(CBPZ), Latamoxef(LMOX ) #& /N5 % FH I il # (MIC)
RE L. B, MEKEHIZIE Mueller-Hinton X
¥ (BBL) X Hv, BEBIIETHAER 7,3~
(BARNICT—HMEERL-OD Y RAREBRRENRT
10045 12 &FH R L 72 & D (Inoculum size : 10°cells/ml & &
R)EAW,

2. BRRZR L BIER OB EOKRET

AMKEE—ARHCIBFI61EN A » HIBM624E 3 A
TOMICABEL7-Mi% 38, [REXZKIF, WHEK1H
DEH7 HIIC THR-221 245 L, ZDRKZE ERIER
DEELBRL.

THR-2210%S5EIIFAELT1E1g, 1HEPY 2
@O SHEBED S IIBEE L, SBBERVIST
-3 T A AERDI00~200ml ISERLI-DD,
VM THET HDEFAIE L%, 500 ml DERE
WOBHEITIROT DA o 7o, BEIR20m OFEHBAES
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KELRTFOREICHERL, 3ULEITTWHLCH
BEL /-, THR-22IOMAAMIZFAIE LT3~14B &
L7,

B ROY T IIMMREDIIH DR MERDNKY, M
PIRAERT R 6 SRR M DK, BERRE MO IER
b &ili ot Thbh, HEMERITHEL, MK
LHERBOUBMA LN, WELL & ORETRIEMRD
M, ERAEDIHL, CRP DML, BMIRNE £k
KMOERIL L EABOONI L ATHYIEL, BTl
MMLAOERMICHE THo oL Al HRIE L, B
WHERCRFAREFROLBEMALNT L, BRMDH
ECHERELMRDOURI A+ THooL AT 0RH
ML Lo SHHEOBKERNYE, RTRIERRD
HE, BRREXROERILL LM AbNLhor:
LAMEYIE L, T7:, ENOREHRZEDI:®
THR-221DERMASE N T X 72720, BAEORE
MHFTELh oo A[HEARREIE LT

BEFODRIRABOWRICL N[EWNE] [HK
4, TR, [HRRIJEYEL, BREOHL M
TELP S bDCREDHITTE Lo/ L ATHE
Teele L7z,

BIERICOWTIE, BEDOFA L LM ELEBIS,
MABFHRECMFECFEORE L TE D25 EMMI
T L, €90 THR-22BZG5HETORKDOEHDE K
HEL,

I. ’& |

1. BRSEE T 08N

AMKEE—ARARBEDOBRRME OSSN
EHRICDOWT THR-221D MIC X JIET A L L b2, [
EFIZ#ll%E L7 CTX, CPZ, CBPZ, LMOX ® MIC & it#
L7

S. aureus 27¥ Ti2, Fig. 2 D & 9 2 THR-2211325%%,
93% #%3.13~25 pg/ml T, £ DOKEFH%6.25~12.5
ug/ml THY, 12.54g/ml LLTII8I% TH o7z, T72,
) D2 5i2100 pg/ml LLEORHKTH o720 h ¥
fok & L8+ B &, CPZ, CTX & h# 2 Bb, LMOX
IR R LK LK TH o7, L L, CBPZ & b 2 Beby
HCENT W, £7:, THR-221M100 pg/ml UL LD
kit CBPZ LINDF XTTI100 ug/ml LLEDOMHETH
2730

E. faecalis 278 T2, Fig. 3 D & 92 THR-221133.13
~12.5 pg/ml DE3BK, 11%IZTEY, 7TH, 26%H¢50
~100 pg/ml T - 7275, & D63% A100 pg/mi LA E
Thol, ROVTRIZOERIAENIIZDOh2
o 7chf, CPZ MD25~50 ug/ml A81% & THR-221& b

LREN T, LL, CTX iz KEZ L, LMOX,
CBPZ L h iz oSN T W/,

E. coli 268 Tix, Fig. 4 D& )i THR-221ix+~T
1.56 ug/ml LT TH Y, LA 692%5%0.20~0.39 4g/
ml EEN-HENTH7, L0L, W EHET L
&, CTX {Zi2 2 BYfk, LMOX IZi2 1 ERBE% - T8,
CBPZ L i I2IZME AL LB ONTH T2 FNTY
CPZ DR ME¥EA THR-221ICIRBBHO G MY, CPZ L hid
' T QAVAN

K. pneumoniae 28% Tid, Fig. 5 D X 9 2 THR-221i¢
25 ug/ml O 1 BRDIZH130.78 ug/ml LT ThHH, KB
35%0.20~0.39 ug/ml THot:o M EHET
hE, CTX ik 2 BxHE% 57, CBPZ, LMOX &i3i3i2
F%T, ShbHildho7:100 pg/ml L EOBMBHKIILS
bhizhot, 72, CPZIHRROCENI-ODTH
27

E. cloacae 19% T2, Fig. 6 M X 52 THR-221i312%,
63% 7£0.39~3.13 ug/ml T, EDIIHD 2 KA yg/
ml T 5 #A100 pg/ml LLETH 570 SHEENEHE
+5&, LMOX, CTX Zix 2 ExP§, CPZ iZix 1 BxPs%
>T8h, CBPZ Liti2iZF% TH o745, CBPZ it
100 peg/ml LLEDREHD A 2D 5720

E. aerogenes 10¥% T2, Fig. 7 D X 52 THR-221i¢5
¥, 50% #%0.39~1.56 yg/ml T, 1#HKA12.5g/ml T
Hh, BhHD4EKNN00 ug/ml Thot:o ThiifiL
H#+ 5L, CTX 213 3 BrBF, LMOX 2t 2 &R,
CPZ, CBPZ IZi3 1 BB S - TH 0, HIZHEM KLY
THR-221Z% 2 > T /2,

S. marcescens 27¥ Ti2, Fig. 8 @ & 5 2 THR-2211}
0.39~100 g/ml LA £ ¥ TWRIL 545 L7225, 6.25 pg/
ml LA F 45228, 81%T, 0% #1.56 4g/ml ThH,
25~50 pg/ml A5 4 #T, 100 ug/ml ML Eid 1 BRICT &%
Molle ThEMELET 5L, CTX I2IE 2 BN
L, CBPZ, LMOX 212 2 kBT (%> THBY, CPZ &
URP Sl 3 (VAN

P. mirabilis 19 T2, Fig. 9 M & 9 2 THR-2211317
Bk, 89% £0.05 yg/ml LAT T, BhD 28K $0.20&
0.78 ug/ml TH o7, THIZCTX LINZFEET, 1O
3H & h2~SERpEENR TV 7,

P. vulgaris 6 % T3, Fig.100 & 5 THR-221id 5 ¥,
83% $90.05 pg/ml AT T, 1#40.78 ug/ml £ ENT
Wite TRIZCTX LM% THY, LMOX & b 2 BFE,
CPZ, CBPZ L 1) 4 BXREEN T\ 12,

M. morganii 2 Bk Ti, Table 1@ X 5 2 THR-22142
2B & $0.05,g/ml LT TCTX ER%THH, LMOX
& b 2BBs, CPZ, CBPZ & h4~5SEBkEN T2 72,
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Fig. 2 Susceptibility of S. aureus (27 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
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Fig. 3 Susceptibility of E. faecalis (27 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
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Fig. 4 Susceptibility of E. coli (26 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
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Fig. 5 Susceptibility of K. pneumoniae (28 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
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Fig. 6 Susceptibility of E. cloacae (19 strains) to THR-221, CTX, CPZ, CBPZ and LMOX

©) Inoculum size:10%cells/ml
1007
80
[ 604
-4
2 40
3
O
204
125 50  100<
MIC 25 100 (mug/mi)
THR-221 4 4 3 1 2 5
CTX 2 4 5 1 1 2 2 1
CPZ 2 4 4 1 2 1 4 1
CBPZ 4 4 1 1 1 3 4 1
LMOX 4 4 2 1 2 1 2 2 1
Fig. 7 Susceptibility of E. aerogenes (10 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
) Inoculum size: 10¢cells /ml
1001
804
fg 60+
2
I
=3 .
g 40
=3
O
204
MIC
THR-221
CTX 4 1 1 2 1 1
Ccpz 2 2 2 2 2
CBPZ 2 1 1 2 2 1
LMOX 1 3 1 1 4
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Fig. 8 Susceptibility of S. marcescens (27 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
%) Inoculum size:10%cells/mi
100
god ST =l o
£ 60-
S
4
g 407 ~—— THR-221
3 —CTX
-----CPZ
20 ——CBPZ
--~LMOX
<0.05 0.20 0.78 313  12.5 50 T 100<
MIC 0.10 0.39 1.56 6.25 25 100 (mg/m)
THR-221 1 3 14 2 2 3 1 1
CTX 1 5 12 4 1 2 1 1
CPZ 1 3 9 6 2 1 2 2 1
CBPZ 11 5 5 2 1 1 2
LMOX 1 11 8 1 2 1 2 1
Fig. 9 Susceptibility of P. mirabilis (19 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
%) Inoculum size:10%cells /ml
1001 ) S e
/,/ ,/
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5 [ /
g ol : /
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3 i I
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S / I —CTX
i J i -----CPZ
: ——CBPZ
4 . /s
20 i : —-—LMOX
/ /
./.J ’/z/
<0.05 = 0.20 0.78 313 | 125 50 100< ( ug/ml)
MIC 0.39 1,56 6.25 25 {eg/m
THR-221 17 1 1
CTX 17 1 1
CcPZ 10 3 5 1
CBPZ 1 4 12 2
LMOX 1 15 3
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Citrobacter spp. 23% Tid, Fig.11M X 3|2 THR-22143
18%, 78% #%0.39~3.13 pg/ml T, £DH { 131.56
pug/ml THY, 5D D5 BIZ100 pg/ml ML EORMEHKT
boleto ThEMA BT DL, LMOX, CTX 23
BB, CBPZICI3 2B - T h, CPZ X H iR T
[AYAN

P. aeruginosa 24¥E TiX, Fig.120 X 52 THR-221i2 T

NTI12.5pg/ml 2V LERLLET, $HDI125kH25~
50 ug/ml T, 9B, 38% 12100 ug/m! ML EDOWMEKT D
ol STHEMMEHBT S E, CPZICiE 3 B,
LMOX, CTX (Zid 1 BXRE% > TV 7cAf, CBPZ L b idfl
ntws,

X. maltophilia 2 # T2, Table 20 X 9 (2 THR-221i%
WFNH100 ug/ml A ETH D, fiFIE KERD 70

Fig. 10 Susceptibility of P. vulgaris (6 strains) to THR-221, CTX, CPZ, CBPZ and LMOX

Inoculum size:108%cells/ml
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£ ! i
g ! ]
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g 60 i §
g ! H
F ! i
E 407 / H —THR-221
3 / : —CTX
/ ] ---CPZ
i : i ——CBPZ
20 /./ H —-—LMOX
/ i
£ . . i . . - . y y y v y
<0.05 0.20 0.78 313 12.5 50 100<
MIC 0.10 0.39 1.56 6.25 25 100 (sg/mi)
THR-221 5 1
CTX 5 1
CPZ 5 1
CBPZ 5 1
LMOX 2 4
Table 1 Susceptibility of M. morganii (2 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
MIC
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
( pg/ml)
THR-221 2
CTX 2
CPZ 11
CBPZ 2
LMOX 2
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Fig. 11 Susceptibility of Citrobacter spp. (23 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
(9%) Inoculum size:10%cells /ml
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Fig. 12 Susceptibility of P. aeruginosa (24 strains) to THR-221, CTX, CPZ, CBPZ and LMOX
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Aeromonas spp. D 1 Bk Tid, Table 3M & 9 {Z THR-
2214350 ug/ml TH Y, HiF & B L TH > TV,

2. KBERZHE ERIER

IMKES—ABTERSINAMA I, ABEXLR3
A, EEEA 1 FIOFH 7 IS THR-221 % A1 L 7so £EB
£ Table 4 D& H 2, 16D H8TRTITOHFS5H,
HF 2B THol, hKizIS kg 22 H55kg T, EHE&
EA4T.6kg L RRNEVANED o0 VT NDOER
LAHLNEREBLALTEY, EAiM4afEHL,
LHEE, MY MEANM, EB Y 1L X RS RE
¥, BREOREMERL 22 bOENYTH

REBELTHOMITEAL L DIEIAKXBD S. au-
reus DAT, FDEINIZENHMERIREDORITTEAL
Pol2bDTHo7:, THR-221DMEHRKIZ 1 H1~2g,
2~14AMT, BLALNIB 2 DHRATH -7,

BRRRhE X, Mgk IFITI2 AMNBMER, RER

MELUBLTHATH 27, 1 FLIIERMERONK
WKEBLLERONDNBRYTH o2 HEL KD 36
T, BMEVThOCDLHYTH o7, 372, R
IR 4O T IR ERKEBDOERPIHR L BREN:
ORMICHK~ET SN, THR-221i3 2 AM TR 3 g
DFEAICT &Y, Amikacin DR bITbh T o0
WCHBARRE Lo ENTIIHER S, B 160,
ELREIFTH), ARSI TH o7, EAMTIE
RERIZADLENMTE LN ST,

M ER RN R 2, WHEARBID S. aureus AR L 7245,
EDREIHDERNRTXTTRHETH - 4

HfERE LT, THEMMBRUMMD 2 FlhtAonr,
HBUAEI229% & R M ETH 72, BEREMNER
{2 Table 5D & 52, GOT - GPT L&, tFEEEkMmAS
Fl1plcBOLNT,

Table 2 Susceptibility of X. maltophilia (2 strains) to THR-221,CTX,CPZ,CBPZ and LMOX

MIC
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<
( pg/ml)
THR-221 2
CTX 2
CPZ 2
CBPZ 2
LMOX 2

Table 3 Susceptibility of Aeromonas spp. (1 strain) to THR-221, CTX,CPZ, CBPZ and LMOX

MIC
( pg/mi)

<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100<

THR-221

CTX

Cpz

CBPZ

LMOX 1
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Table 4 Clinical results of cases treated with THR-221
Age. Sex . Dose of - . X
C Clinical Bacterial -
ol i | o | e | S|
o (kg) sea § (gXdays)
66 M . L
1 3 Pneumonia Pneumoconiosis Normal flora 2x 9 Good Unknown -
16 M . Persistant infection 1x 2 Abdominal pain
2 52 Pneumonia of EB virus suspected Normal flora 2% 3 Good Unknown Vomiting
UM . i
3 52 Bronchopneumonia | Pneumoconiosis Not done 2X 4 Poor Unknown Diarrhea
4 8 F Acute bronchitis Acute myocardial X Not done 2X 5 Good Unkpown -
35 infarction
5 6149M Chronic bronchitis | Pneumoconiosis Normal flora 2X14 Good Unksown -
69 M . - Lo
6 55 Chronic bronchitis | Pneumoconiosis Normal flora 2X 5 Good Unknown -
7 3547F Pharyngitis acuta Acute lymphatic leukemia S. aureus 2X 2 Unknown | Decreased -
Table 5-1 Laboratory findings of cases treated with THR-221
Case . Hemanalysis ESR Serology®
A Se T RP
No. g X M | THb RBC_Ht WBC N(%)E(%) Th |~ | (b |cA M
) 66 M Before 14.9 479 43.3 8900 81 0 35.5 6+ 92
After 13.8 443 41.2 4700 51 3 36.2 3+ 60
2 16 M Before 10.2 381 29.6 4500 64 0 19.1 1+ 70 <40
After 10.8 404 31.1 5200 60 7 18.4 — 50
3 74 M Before 13.0 421 38.7 5300 81 0 4+ 16 <40
After 13.8 450 41.6 6100 69 3 30.7 4+
s 87 F Before 11.6 378 35.2 6300 80 1 16.0 4+ 9
After 11.6 384 41.8 3300 14.6 -
5 61 M Before 14.7 447 41.3 9800 84 0 21.5 6+ 60
After 14.2 436 39.8 6300 30.3 —
6 69 M Before 11.6 363 35.5 4700 28.6 6+ 90
After 12.0 379 37.2 3100 74 0 31.5 1+ | 132
7 35 F Before 8.5 280 27.5 1600 8 3 11.4
After 8.2 241 22.0 1025 2 14 30.0 7+
*CcA Cold agglutination titer
MP : Anti-Mycoplasma pneumoniae PHA -titer
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o = %

FLCARSNERAE7 70 2R L RIEWK
T&5 THR-221i3, WHWAB=HR+7 2 L RH4E
WELLTHEAESNRTVACTX L UL AMED D
TH DN, 7T-ACA D 3 L il { A methyl-thiazolyl-thio-
methyl EEZRENALD, EGATRBERITIZC
(R y, MAFBIL2~2.5MEER L, disulfiram
REACOLHRERNOLEOAONLR (2ot b
nTwaY, 7, EERTORBIEM in vitro DELK
PDECERTVIDLHEHUTHEEINTNEY,

ZC2C, bibhOBRKTMEkIZH T 5 THR-2210
HENRAETHE L LIS, FBICMELA CTX, &
LIZBESHE SN Twa CPZ, CBPZ, LMOX DiilH
b 4 DA

757 LBEMERRE T2 S. aureus & E. faecalis DH I X
LTHE L7, S. aureus DRKESH%6.25~12.5 pg/ml
LHEBENOETHMS Y, LMOX L34 6RBETH
ofh, CTX 2 &) 2L > Tz, 72, 100
pg/ml LEDOBEREHRT, LA bMOERE LXE
RAEDLDONT HICRDHONI-D L MRSA EBELT
B &N 5, E. faecalis T T LD DIZ3.13~
12.5 pug/ml DRENIZEO N7, %< 12100 pg/ml
BPETHY, CTX 2L LRRICRENIH > Tz,
FOMOERETIZ, S. pyogenes %° S. pneumoniae (23X L
TKEH90.10 pg/ml BT EFHCERTHY, CTX,
CPZLLLRI%THD, T/, VY7 LRURETHS
B. catarrhalis $3.13 yg/ml CI00% REMIE SN 5 L #

HFaNTWVEY,

—H, 77 LREMMII LTINS
DEH O, %1 Proteus spp. # M. morganii Tid K& 3 1f
0.05 ug/ml LT TH Y, CTX LHMICMORKE LD ik
AO BN T Wiz, 72, E coli, K. pneumonige (23 L
T b K#R5A90.20~0.39 ug/ml &ENA-HLHHARDH
b, Th6id LMOX, CBPZ & RAI%TH - /27,
CTX I242 2 Bx 45 - TV 72, Enterobacter spp., S. marce-
scens, Citrobacter spp. \xt T AMMAHIZLLETFTLT,
0.39~1.56 ug/ml D i > 5 WA IE £ N EN50~60%,
67%, 65% T, CTX & h 2 B, LMOX, CBPZ & h 1
BEd - Tlze & 5HIZ P aeruginosa (2aF L TIZI M
DAL BRVIE > TV, Sh6DBKIZ SRR
TORME b L —FH LTV, RIS H. influenzae
123t A M D I KRR A90.10 pg/ml T EHE SN
TwhY,

THR-2Z21OHEERIIRENTH ), WHEHMELS
Wk THh2, 17, EHOBRIEWTOERERTIE,
CTX 2 L& ) b ENIIERMBEMBRONAT BN, Th
LOZEHBRICH SN EICLORIIRBINTK
L5D0REHHEZHTH b,

THR-221 DR - BEHIZ OV TIZRF T E 2 h o 7255,

1g DMETL67.8 ug/ml DY — 2 D LN, Ti2(B)
A2 14BEMITH h, 1B SIHRHETIZY — 7 {42961
pg/ml &Y, Ty B)A2.43EM L BE STV 2,
¥ 7z, BiF7% dose response XEBH LN T AhH, ZDE
XDORPHEMETIZT4~81% EFEICRFTH DY,

Table 5-2 Laboratory findings of cases treated with THR-221

Case Time Liver function Renal function Urinalysis*

No. GOT GPT Al-P LDH 7-GTP T-Bil BUN S-Cr Na K Cl P S

1 Before 37 30 6.9 348 21 0.68 9 0.7 — -
After 56 43 7.2 255 35 0.24 11 0.7

2 Before 16 14 120 128 12 0.6 16 0.7 140 4.0 100 - -
After 18 16 121 130 14 0.6 16 0.6 136 4.0 102 - -

3 Before 19 12 9.3 276 53 0.39 18 0.8 138 4.0 99 - -
After 18 12 6.8 294 37 0.22 10 0.8 142 3.4 101 - -

4 Before 22 6 8.9 328 12 0.8 16.7 0.7 138 4.2 92.8 + -
After 25 9 8.3 379 0.4 14.2 0.6 140 3.5 100.6

5 Before 18 9 7.8 265 13 1.02 13 0.8 137 4.2 95 + +
After 29 34 8.4 255 26 0.43 13 0.8

6 Before 16 10 7.2 175 26 0.29 15 1.0 139 4.4 99 - -
After 19 16 7.3 201 42 0.24 10 1.0 - -

7 Before 19 41 50 157 14 0.4 13 0.7 141 3.9 107 - -
After 20 45 49 155 22 0.3 7 0.7 142 3.6 108

*P : Protein
S : Sugar
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LABORATORY AND CLINICAL STUDIES ON CEFODIZIME(THR-221)

YosHIRO SAWAE, YUkio KuMAGAl, TosHiYuki IsHIMARU, Konl TAKAGI and YosHIYUKI NIHO
First Department of Internal Medicine, Faculty of Medicine and School of Health Sciences,
Kyushu University, Fukuoka

We performed laboratory and clinical studies on cefodizime( THR-221), a new cephalosporin antibiotic, with the follow-
ing results.

1. Antimicrobial activity

MICs of THR-221 against various clinical isolates were determined with an inoculum size of 10¢ cells/ml. The MIC»
was 12.5 ug/ml for S. aureus, >100 for E. faecalis, 0.39 for E. coli and K. pneumoniae, 100 for Enterobacter spp., 6.25 for
S. marcescens, =0.05 for Proteus spp. and M. morganii and >100 for Citrobacter spp. and P. aeruginosa. THR-221 was not
as active as CTX, CPZ, CBPZ and LMOX except against Proteus spp.

2. Clinical efficacy

Three patients with pneumonia, 3 with bronchitis and 1 with pharyngitis were treated with THR-221 at a daily dose of
1~2 g for 2~ 14 days. Clinical response was good in 5, poor in 1 and unknown in 1 patient. Abdominal pain and vomit-
ing, and diarrhea were observed in 2 patients; GOT, GPT-elevation and eosinophilia were seen in 1 patient each.



