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BN % 5 B, BRI 6 BI, NEFE - HBEF AR 3650, AU - WAIHLMUIS SR 7 B, RIGRTBITH 7,
BRERADR I ERD 7 B, HRH208Y, COHMOB, WH2HIT, /IHMULT1.1%(27/3861)TH o120
MEFHRE CNOSDEFID L IM LAY T AWM IRNII21BKT, S aureus, E. faecalis
REThD, 77 LERMMNI26BT, E. coli, K. preumoniae, E. cloacae % & Th o7z MATEM L
20¥R5}8E X 4L, Bacteroides spp. 5% { % T/, MIMEnRY 12385k, 42061, W4 3 B,
BRRS B, PE2HABLIUTRHSHT, HAMII8.3%Th o1
BMEREER R SR2 D - 7o, BUAREMRTIIRIEDNMIED LA % 3 5IIE20, FIMEK

BB L UHMRNEHE | IR L7,

Cefodizime (THR-221) i3~ F R F 3 & V£ VH TR,
HRENZHFLWIENAE7 2 ARIEHRTHD,
770 AR L BRD T LI syn-methoxyimino-amino-
thiazolyl X% & L THEAZHMEE LR L, 3L
mercaptothiazolyl X # B L THRPWE R LA LD TH
b, FOILEMERIL Fig. 1 DML TH B, KA En-
terococcus B & U P. aeruginosa ¥ U7 F o BIEMME
HTAREDIEHVLOD, Fotiny 7 LEEES
SUBRHMBICLRELZIMEARY FUVEARL, invivo
TiEAE {, cephalosporinase D—M¥ B X, FaL&D
B-lactamase I2KEZ, HLVt 71 2RMEYMKTH
5, o, REOEmTIIEN BEEOHERRR, £
BAR, EREMRR, HEMRRKR, —REHRBROK
£ BIRELRERIZOONT, REUNEHLNT
u‘b”(‘

4 ZEFONBERIZ BT AN, BROKET L
v, 2 POBRREMEEN BV THETT#BITE
Bt L7,

Fig. 1 Chemical structure of THR-221
COONa
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1. ¥REFE
1. By BfT

EREREDBBE T-F2—-7 FL +— JHBITES
2B BV TER DB FBITLRIE L 7. MERMII
Br3gotBnEE T shi%G 2 BMBE L L, &FH 1
g¥20ml DABMAEKICERL, H5 oM ITTH
EL TR BT M & 3 IZEBMIZRE L7
REERITE L E. coli JCM 62558k #REMW & L, Nutrient
agar (Difco) % il SE B #b & L 7- Bioassay & TiT\y, &
LiZ3,5-T = PORBEMDA Y ) — Vil e NERER L
L, 0.1M ") BB H M (pH 7.0) * HWi & L7 HPLC

HiITH M L7,

2. BRAR A R

MR BAAEIBB IS B 25 L, EDHMESL LU
LM M L7z (Table 1) A RIEGNIL 16 A 5 84i%
(F1952.8:%) 3 THOHEM286I, LHI0FIN3BFITH D,
40REAL A 560 AT S S 7z (Table 2), KA
DOPIFRIZIREMIE 1060, RISTEMER S I, BN
IR 6 5, ABFE - B 3B, B - BKEPHLERRRSE 7
Bl, RIMB7HTHo7, X5 HiEIX1B1g, 1H2
[O] &M EAS366Y, s&p L ) 1 B 3EIINE L7 ESIA
16, 1E2g 1H2EFESMIBTH 7, x5H
B4 B L W BREI4E (Y5 E%8.88) THH
x5z 8g & 38 g FHRIZGMI.58)ThH 72,
BRI ROHEIREDHEERIZL 570 THhbDh,
ERIEHIIRE 3 B CEEREKND2/LLEAH K T 243
BBEL-OD, ARHE XS 5 B CEEERDBEBAH
HERETIEIHELLLD, CRAEERXSTHTEE
FEROBEBMHEI-IREL-bOLEL, BEHER
7 HULEHRES LTHLERDBEL L2V LD, HHVIME
KHEL LA bDE LT,

I. 8 E 3

1. RBiteh#eT

BEEMREDRIBYE T-F2—7 FL F— JiEiTEH
2 B BV TEHF DRE i #84T % Bioassay £ & HPLC
E Tl L7 Table 313 & 15 DIEF DORA RSO MK
HLERERB R TH D,

FEBY 1:758%, tt, AE48.5ke

W% BALE, +HERREHE

ABimdT, BIBELIRAT, + iR ASAGATRISHEE
IZRERAT L7co Bt MEIE® I T K. preumoniae %
B L, MEAE LR TIRBFHEE, BREL SIEF
Td o720 MHEH T35 %305r T110.3 pg/ml, 1BF
M1 T99.7 pg/ml & 7% ) LAk, #W L T 8EMT14.0
pg/ml DBPEE NS, —F, BHH TR 1RHTY -
7 11306.1 pg/ml ASRE Sh, LLE#HML T rops
8 BER 1% T 282.2 pg/ml A5BE S 1 72(Fig. 2 )
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B 2: 70, B, thE4dkg AN
PWie BALE, HE - AWK 2. RRGRAEAH

e, RAIBECIFAN, MO - WP RKI7RE
RERAT L72e ABrHeh X35 % 12 T E. aerogenes % 4%
B L, GOT 32 U, GPT 63 IU & ¥EH A #RAEME % (20>
EAEEIRR L, MOMBELLFREIENMTH 72,
M T4 5 #3045 T114.5 ug/ml, 1 B[N T89.2
pg/ml &% D LAk, #R LT 8 BEMT27.9 yg/ml Al
FENT, —H, B T2 % 1 BEM T265.3 ug/
nAHEEN, 3IBEMTY— 7 {H381.2 ug/ml &2 Y,
LA #ioR L TV o 7oA 8 BE M {4 T % 88.1 pg/ml A%l 5
EN7:(Fig. 3)o AFEREEDIER 24EBY 1 (2R MRAE I
ENHHEF 2 IHBR L TRO TR 2EABEL R L

MEHT 3 BRI BUBBBY D 5 5 iFL S IR 48 £iE 151 ) IR i A 1 2
TR 351, Wik 20, BMRAE2HIBLY
NNV =T, NEN) L, SMENE 1BITH -
7zo IRAMBMRORHK B I RFER 46, Bkl
BITH MBS PIRN O RA R X W 2 65U, &8, (18
M, H#lE LU+ ZiHRRENE L BITH -7, HiikK
RPDFELITEIH 3 I, WKW, SMRERBLY
EWAMA VIR ENE 1B TH 72, T 7-HE MRS
DORAFISIEEE 260, ABE 41 61T, KW - SREH LI
Wi AL I CHARSN 4 B, MM A 260, M1 HITH-
72

Table 2 Distribution of patients classified by age and sex

Age Female Male Total
=19 2 2
20 ~ 29 2 2
30 ~ 39 4 4
40 ~ 49 1 7 8
50 ~ 59 3 6 9
60 ~ 69 3 5 8
70 = 3 2 5
Total 10 28 38

Table 3 Laboratory findings of two patients for determinations of bile concentrations

Items (Unit) Case No.l Case No.2
WBC (/mm®) 6400 4700
RBC (x10*/mm®) 360 355
Hb (g/d1) 11.3 11.5
Ht (%) 33.8 34.4
Plts. (%10*/mn®) 38.7 28.2
TP (g/dl) 7.2 6.9
Alb (g/d1) 4.0 3.6
DB (mg/dl) 0.1 0.3
TB (mg/dl) 0.4 0.7
GOT (1u/L) 27 32
GPT (1u/L) 24 63
Al-P (1u/L) 85 126
ChE (1U/d1) 355 248
Amylase (IU/L) 197 338
BUN (mg/d1) 10 17
S-Cr (mg/dl) 0.6 0.9
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Fig. 2 Concentrations of THR-221 in bile and plasma
Case No. 1 Cholelithiasis (75, F)
GOT :27
Bile culture : K. pneumoniae GPT:24
(Bioassay) Al-P :85
D-Bil: 0.1
l°8 (/‘g/ml) Bile T-Bil: 04
1000 -4
£
£ 100
L
\\*\\\
e
104
0 4 v T - T T v Y
0 0.5 1 2 3 4 6 8 (h)
Plasma Bioassay 0 110.30 99.67 66.27 38.68 20.71 14.03
(ug/ml) HPLC 0 115.57 90.00  70.29 40.43 2423 15.38
Bile Bioassay 0 1306.1 1195.2 905.79 804.86 475.06 282.16
(#g/ml) HPLC 0 1489.0 1432.0 1090.8 978.84 578.88  336.55
Fig. 3 Concentrations of THR-221 in bile and plasma
Case No. 2 Cholelithiasis (70, M)
Bile culture : E. aerogenes
(Bioassay) GOT :32
log (#g/ml) GPT :63
10004 AI-P :126
D-Bil:0.3
Bile T-Bil: 0.7
8
[
€ 100
8
5
(&)
10
0 ¢ T T T T T T T
0 0.5 1 2 3 4 6 8 (h)
Plasma Bioassay 0 114.48 89.21 63.47 56.16 37.15 27.87
(mg/ml) HPLC 0 134.35 111.38  73.33 62.81 42,52 34.73
Bile Bioassay 0 265.30 376.06 381.16 255.44 169.39 88.05
(ug/ml) HPLC 0 255.64 384.48 430.68 252.70 198.73  107.08
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St LTERADERIED 76, AR08, LLER
9B, EH2HTHD, HHXIT1.1%(27/38F1) L %
ote EBBICAD EARMMMAT0.0%(7/1061), R
BB 460.0% (3/561), MUEEPIER#E50.0% (3/661),
REfE - AR #R66.7% (2/361), FEM - Bk A ML ML I S £E
100% (7/761), KIRRRT71.4%(5/7B)DHEHETH 5 /2
(Table 4)o

CHODEFROERER B IIEM - TR 661, WMl
28, TDMOEE 3 A e40n28.9%(11/3861)
rEY, REHKBTCRIBMRBEMXAAE SN 72,

AREBLETLEFIOBKDRIIEDS B, ARH7
gl, AR, EXHIMTHIYEIZ63.2%(12/19
w)THh, EREBEALLVEAOBMKDRIZER
20, HHIG, LCHEYIM, LI ATHRHE?.9
%(15/1984) TH o 7co T RERBERFIC LM L D EH
PSSR b DI208T, TFRAILES S KRS
ENBONL oo OFRIEE SN L OHISH
(205 1 BIRIERARE)TH - 72, RIESHEWR
RERT IV, €7+FT L, £74RFVSY, 5%
X7 LETHD, HENDEKRDRIZELDSS, HD
9B, RRH%h4 B, EL2 FITHREIZ70.0%(14/20
F)THY, BEOBKDEIED 2H, AHUH, ©
CEDSH, EHL LTHDEIRT2.2%(13/186))Th
YA

HEEOIIRERENC TSI N RN 7 1K
BRE 12215 T, £ & L TE. faecalis 6 ¥k, S. aureus 4
BLEThorl, 7o LBEEREHIL20KRI SR, £
L TE. coli 108, K. pneumoniae 7 ¥k, E. cloacae 2 ¥k 72
ETHoT, MEMEIISETR2HKIE SN, B fragi-
lis 6 ¥k, B. distasomis 2 ¥k, P. asaccharolyticus 2 ¥k7% &' T
Ho7:(Table 5)o FFZERZDOBRESTHBEDON TR
AREH L RE(MIC)? DFlE S W7 MEOBRZHEL R
B L7 6.25 ug/ml BT £ S L L, 12.5 pg/ml 1L
LEMMERETHE, FRKEY 5 LBHRE TI245.0%
(9/208) A MR Zt % 7R L, S. aureus & coagulase nega-

tive Staphylococcus (CNS) D % 2 Bk, Enterococcus O 7 ¥
PRWHEERL TV AT 7 ARMAR N TI288.5%
(23/268% ) DM % 15 L, E. cloacae, P. aeruginosa, X.
maltophilia D& 1 BRAMEE R LTV, -7, M
B Tix75.0% (15/208%) MMM Z /R L, B. fragilis 2 ¥k,
Lactobacillus fermentum, B. distasonis, B. thetaiotaomicr-
on DE 1 ERIMEER LT/, 2FTIZT71.2% (46/
66MK)NMEMER LTV, FAELMED MIC 2 &
A&, S aureus T3 4 ¥kh 2 BkH%6.25 ug/m! T 1 Bkid
100 pg/ml LA ETH o 725 E. faecalis Tid 6 BT X TH
25 pg/ml JAET, 100 ug/ml LA EORHER b BBH SN,
B. fragilis Tt 6 ¥k 4 B H3.13 ug/ml TH o 7255, #°
120100 ug/ml L\ EDORMERS | BREBDH ORI —F,
MHAt o LM B D E. coli 108k, K. preumoniae 7
BIZT~XTO0.2 ug/ml LT DOEZMERRTH - 72(Fig.4)o

MEFERR R, KBJHEAECIIARMERBELT
100%(7/7), FRBYEMBESRRTS% (3/4), #rikMiie AR
T66.7%(4/6), PEEBRETI00%(1/1), KW - #ifM
BIRIAIETB5.7%(6/7), #itkRIMRT80%(4/5)Tdh >
7:o ETIHK2061, B4 38, FE2H, EHRERS
Bl L OB 8 BIT, H5Hi183.3%(25/3061)TH »
7:(Table 6), MBI TIXHFAEY 7 LEBMEIRE 2
89.5% (17/19%) DK HE T, S. aureus 1 #R(MIC 6.25
png/ml), CNS 1 #k(MIC>100 ug/m)HAED T ¥ it
L7co 8PS 7 LBRMEARHI387.5% (21/248%) DIl %
T, E. coli 1 %(MIC 0.2 ug/ml), P. aeruginosa 1 ¥
(MIC 25 ug/ml), X. maltophilia 1 Bk(MIC>100 p.g/ml)AS
AL, —F, WMAtE#1395.0% (19/208k) Dk E
T, B. thetaiotaomicron 1 ¥k (MIC 100 p.g/ml) 72 4T A5 T ¥t
L 7=(Table 5),

A5 % BEE L 8 BRI S S. aurens 1 #R(MIC
BH), E. faecalis 3 B&(MIC>100 pg/ml), E. faecium 1
¥k (MIC >100 p.g/ml), P. aeruginosa 2 ¥E(MIC>100 ng/
ml), A. calcoaceticus 1 Bk(MIC 25 ng/ml) T - 7=(Table
7)o

Table 4 Clinical efficacy of THR-221 classified by infections

Diagnosis Total No. Excellent Good Fair Poor Efficacy

of cases rate (%)
Panperitonitis 10 1 6 2 1 7/10  ( 70.0)
Localized peritonitis 5 1 2 2 3/5 ( 60.0)
Postoperative intraperitoneal abscess 6 1 2 2 1 3/6 ( 50.0)
Biliary tract infecton 3 2 1 2/3 ( 66.7)
Skin and soft tissue infection 7 2 5 7117 (100.0)
Postoperative wound infection 7 2 3 5/7 (71.4)
Total 38 7 20 9 2 27/38 (71.1)
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EH L in vitro £ 1) in vivo THRIBVEFHIS N
o®, BREICECTRRNS L Ut RERORILE
BT, KMPOFHER, )R T MREB &
UBMIfaY, #&AR, 7V 7Iv M, YT B
B, ®RiEr07) ~I1gG, IgM, IgA, Mmik#i{Aff CH 50,
C3, C4%MIEL, TOMITERAL, LALINEY
BRE BV TRENRBORE, ROOR, HWHOM
MBIUR, EREBORMEEELLIILD, KT
SISTTHHNTHHTIZRMTSH - 72 (Table 8),

BEMRER RO S h o 7oA, FiBEIEK
EDBENE L BE o 7o BEPR MR A K 123861 5 B
(13.2% )iz 6z, FEFI 8 TGOT 30 1U A°551 1U,
GPT 27 IU 664 IU &L LAY B/, fEHI 9 T GOT
15 IU 7650 1U, GPT 14 IU 75133 IU, 7 -GTP 12
7687, LAP73»5206& R ¥ Bad7:, FEFMIST GOT
79 U #5103 1U, GPT 126 IU 6312 1U £ LB %2
Bl THHLORBMIZVTNOFERUTOLOTH
D, FOHD follow up ICE NIFLALERMIZHELT

Wd, EFZITIREmMRARERY L, EF29TIEE
BRACGES — B LB L72(Table 9, 10),

o = %

MEBROMBITRHIT ML TIEANDNE, +42b
LR, FFEEHLVILIFMEREDORE, #E0
WM &2 DB BITIINA ThD, T/ HikDE
PITT-F2—THAKETOREMATH ), £BE,
KETOBRHPBITERBLTVASLIZRVELY, K
HlizonTid 2L © R LZBITERL TV, HiC
BT MEREOED SNER2ICBVT, V-2
H€381.2 ug/ml TH H, 8BFMRICHBVT 688.1 ug/ml
YERBLTWAZEDS, KRSV OFMERELS
THHEE AR BOTOHBEEELLND,

BEARAYIZ Mk B L URBHE - B E %1266.7% T, &
MYT71.4%, BN - KEDRLEERAEIC BV TIX100% D
HYETHRAGAIREIN D, HENEAREIZBVT
1350. 0% DHEBEIZE L T 572, $7-18MIKEHH VL

Table 5 Bacteriological response of clinical isolates against THR-221

. Total No. Bacteriological effect Eradication rate
Isolated organism of strains Eradicated Unchanged | Unknown (%)
Aerobic Gram-positive cocci
S. aureus 4 2 1 1 2/3 ( 66.7)
§. epidermidis 1 1 1/1 (100.0)
CNS 2 1 1 1/2 ( 50.0)
Other Streptococci 7 7 i (100.0)
E. faecalis 6 5 1 5/5 (100.0)
E. faecium 1 1 1/1 (100.0)
Subtotal 21 17 2 2 17/19  ( 89.5)
Aerobic Gram-nagative rods
E. coli 10 8 1 1 8/9 ( 88.9)
K. pneumonioe 7 6 1 6/6 (100.0)
E. cloacae 2 2 2/2 (100.0)
P. aeruginosa 1 1 0/1 ( 0.0)
C. freundii 1 1 1”1 (100.0)
M. morganii 1 1 11 (100.0)
Other aerobic GNR 4 3 1 3/4 ( 75.0)
Subtotal 26 21 3 : 2 21/24 ( 87.5)
Anaerobes
B. fragilis 6 6 6/6 (100.0)
B. distasonis 2 2 2/2 (100.0)
B. ovatus 2 1 1 1/1 (100.0)
B. thetaiotaomicron 1 1 0/1 (0.0
Other Bacteroides spp. 2 2 2/2 (100.0)
Peptococcus sp. 1 1 11 (100.0)
P. asaccharolyticus 2 2 2/2 (100.0)
P. prevotii 1 1 11 (100.0)
Other anaerobes 5 4 1 4/4 (100.0)
Subtotal 22 19 1 2 19/20 ( 95.0)
Total 69 57 6 6 57/63 ( 90.5)
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Fig. 4 Antibacterial activity of THR-221

o)
100 “
/!
.
|
L
l
3 : f r==7
3 | ! |
L . |
4 | |
® 50+ s !
4 I ! . aureus
E | / II ----- E. faecalis
O ]! | — — B. fragilis
/ ’I —-—E. coli
/ / —--=K. pneumoniae
/ !
]
0 ‘I ; (g/ml)
MIC| oos ' o2 ' ol78 ' 313 ' 125 ' 50  >100 | Total
Isolate 0.1 0.39 1.56 6.25 25 100
S. aureus 2 1 1 4
E. faecalis 2 3 1 6
B. fragilis 4 1 1 6
E. coli 1 4 5 10
K. pneumoniae 2 4 1 7
Table 6 Bacteriological effects of THR-221 classified by infection
Diagnosis Total No. Eradicated Decreased | Unchanged Replaced Unknown Erdication
of cases rate (%)
Panperitonitis 10 6 1 3 7/7  (100.0)
Localized peritonitis 5 1 1 2 1 3/4 (75.0)
Postoperative intraperitoneal abscess 6 4 2 4/6 ( 66.7)
Biliary tract infecton 3 1 2 1/1  (100.0)
Skin and soft tissue infection 7 1 1 6/7 (8.7)
Postoperative wound infection 7 4 1 2 4/5 ( 80.0)
Total 38 20 3 2 5 8 25/30 ( 83.3)
Table 7 Strains appearing after THR-221 treatment
Isolate No. of stains (%) MIC ( pzg/ml)
S. aureus 1 ( 12.5) (=)
E. faecalis 3 (37.5) >100, >100, >400
E. faecium 1 ( 12.5) >100
P. aeruginosa 2 ( 25.0) >100, >100,
A. calcoaceticus 1 (12.5) 25
Total 8 (100.0)

(=) : Not determined
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BRF 2 EORREB L H T HEFOBRKZ)R 1163.2%
ThHh, EREBERLLVESNTE.I% L NIEMTH
h, BEHLTRLTW,

T AMPRIER D KA L D FHAEG SN DDH
HEIL70.0% THH, T 3THHARSE S NEERD RS
SN D o OERICEEESNRLbDOHYEI
72.2% Tdhoro, MANIZLDEMTRIENETD - 12BR
I LTY, MEGEHRE ESEORMELR LI
MLIBLRRTH S,

SVEHO MG SAE A & S0 S 7= 402, THR-2214234 |
THRMEY 5 LR Ti1245.0% (9/20%) ¢ MIC
6.25 ug/ml LLTOMEMEETRL, ChoIZHT 5%
FHRIL89.5% (17/19%) DIHRETH 5 /-, 1741
75 LB TI288.5% (23/26%) AT H 1),
87.5% (21/24%) DIHRET, IR MELHHE
E¥RL7. —F, MSPEMTI275.0% (15/208%) Ao
HERL, 95.0%(19/208%) DIEKRETH 5 7-, AFi2
EMDY S LEBIERE L LA EE I L, Bom

Table 8 Immunological laboratory findings

Effective cases Non-effective cases Total cases
Item (Unit)
(Mean%S.E.) (Mean%S.E.) (MeantS.E.)
Before 11730+ 3088 8980 +2936 1081312242
WBC  (/mm®) Under 871111207 6980 + 1544 80931943
After 57901632 59751973 58431510
Before 1458+ 405 1301+703 1416+ 333
Lympho count Under 1209+ 237 14031159 1284+ 155
After 17594219 1268 +517 1619+212
Before 8531312 N.D. 12031413
T cell count Under 8111214 991 +187 8881139
After 1719+ 264 978+ 406 1389 £252
Before 160+ 54 N.D. 223174
B cell count Under 182144 198145 189129
After 295193 283+114 289168
Before 116.8+13.3 N.D. 118.8+12.1
C3 (mg/d1) Under 114.4£10.2 124.0£14.6 117.9+8.0
After 112.8+7.8 118.3+16.6 114.6+7.2
Before 46.815.6 N.D. 47.4%5.1
C4 (mg/d1) Under 46.01+3.3 44.5%6.7 45.5+3.0
After 46.013.8 47.5+7.8 46.513.4
Before 49.616.3 N.D. 49.115.6
CH50 (U/ml) Under 50.5+6.1 49.1+£2.5 50.1+4.2
After 46.8+3.6 45.0£0.3 46.2+2.4
Before 323.6164.3 N.D. 355.0164.8
Ig A (mg/dl) Under 348.3155.6 363.8+83.9 354.5+44.5
After 370.9452.2 358.5+56.5 366.8+38.1
Before 1187.0+116.9 N.D. 1269.7+132.2
Ig G (mg/dl) Under 1211.21+124.8 1533.0+238.9 1339.9+124.8
After 1326.81+140.0 1578.8+120.2 1410.8+104.5
Before 110.0+20.9 N.D. 102.1+20.1
Ig M (mg/dl) Under 122.8+14.9 169.0+58.1 141.3+24.1
After 127.5+17.6 160.8+60.1 138.6+22.0

N.D. : Not Done
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Table 10 Abnormal laboratory findings

No. Item (Unit) Before During After Follow-up
7 ALP (1u/L) 207 595 298 171
GOT (1u/L) 30 18 51 23
8 GPT (1u/L) 27 19 64 40
GOT (1u/L) 15 12 50 12
GPT (1u/L) 14 10 133 30
) y-GTP  (lU/L) 12 12 87 22
LAP (1u/L) 73 65 206 94
GOT  (1u/L) 79 21 103 14
18 GPT (1u/L) 126 63 312 27
Stabs (%) 14 34 46 8
19 Mono (%) 4 8 10 14
Lympho (%) 16 18 2 37
23 WBC (/mm3) 4700 3900 3100 -
29 Eosino (%) 4 12 4 -
WARY S AEENTEDERL, FOHEDEHD X o
Hohis, TAERIRIALROONY, BHRREM 1) #35E HRLEFEFERIRE, FE KTV
REVEETHFA DT MR SINI, Vo THR-221(Cefodizime), #%Ff, 1987
BE, SEFERIZ BV T THR-221 DX, BERGY 2) BERIEMEFSMCAETEREEAS : B/
Bi 2TV, TOHFEMSZHON, LF ML RE (MIC) BB EIZ DV To Che-

motherapy 29 : 76~79, 1981
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BASIC AND CLINICAL STUDIES ON CEFODIZIME(THR-221)
IN SURGICAL INFECTIONS

Jiro YURA, NAGAO SHINAGAWA and AKIRA MiZUNO
First Department of Surgery, Medical School, Nagoya City University

AsakATSU FUKUHARA and Yull YAMANAKA
Department of Surgery, Asuke Hospital

Axio INUKAL, Keyt MATSUGAKI and TAKAAKI SAITO
Department of Surgery, Inabe Kosei Hospital

OsAMU SakAKIBARA, SusuMu Hosono and TsukASA NAKAMURA
Department of Surgery, Komono Kosei Hospital

Tabpao Ito, Kazuaki MATsUMOTO, TAKASHI MIYAKE and YOSHINORI NAKAMURA
Department of Surgery, Tajimi City Hospital

AkiHIKO Iwal, HirosHi Mizuno and TETsusHl HAYAKAWA
Department of Surgery, Chita Kosei General Hospital

OsAaMU YosHMI, SHU IsHikAwA and KATsuya Suzui
Department of Surgery, Tokai Teishin Hospital

Hipeya OkaDA, KAN KANAMORI, YOsHIMI AkaMo and KEU! NISHIWAKI
Department of Surgery, National Hamamatsu Hospital

SHon KIMURA, IcHiYA Suzuki, AKISHIGE NAKAMURA and YUji ITABASHI
Department of Surgery, Bisai Hospital

Susumu WATANABE, MINORU ITO, TosHIHARU IsHlI and NAONORI NAKAYAMA
Department of Surgery, Nagoya Municipal Midori City Hospital

Ikuo FukumoTo, YOSHITAKA SHIBATA and TETSUYA YAMAMOTO
Department of Surgery, Morimachi Hospital

KATsuHiko TANABE, YOsHIAKI HAYAKAWA, YUKIO NARITA and SHIGEYUKI SAKAMOTO
Department of Surgery, Rinko Hospital

Cefodizime( THR-221), a new parenteral cephalosporin, has a broad antibacterial spectrum against both Gram-positive
and -negative bacteria. The following results were obtained from our basic and clinical studies.

1. Distribution of THR-221 in bile and serum
Bolus injections of THR-221(1.0 g) were given to 2 patients and concentrations in bile and serum determined at fixed

times. The mean concentrations in serum were 94.4 yg/ml at 1 h and 21.0 zg/ml at 8 h after administration. The max-

imum level in bile was 1306.1 xg/ml at 1 h after administration to patient with normal liver function. On the other hand,
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it was 381.2 yg/ml at 3 h in patient with mild hepatic dysfunction.

2. Clinical evaluation

THR-221 was injected to 38 patients with surgical infections. These consisted of 10 cases of panperitoneal infection, 5
of localized peritoneal infection, 6 of intraperitoneal abscess, 3 of biliary tract infection, 7 of skin and soft tissue infection
and 7 of postoperative wound infection.

Overall efficacy was excellent in 7, good in 20, fair in 9 and poor in 2 patients, the efficacy rate being 71.1%(27/38).

Bacteriologically, S. aureus and E. faecalis were predominant in 21 strains of aerobic Gram- positive cocci. E. coli, K.
pneumonice and E. cloacae were most common in 26 strains of Gram-negative rods, and Bacteroides spp. were frequent in
22 strains of anaerobes.

The bacteriological response was: eradicated in 20, decreased in 3, replaced in 5, unchanged in 2 and unknown in 8
strains. The eradication rate was 83.3% (25/30).

No patients showed objective or subjective side- effects; but in the clinical laboratory findings, slight elevations of
hepatic values were observed in 3 patients, and leukopenia and eosinophilia in 1.



