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CHEMOTHERAPY

MEMEIR I 31T B THR-221(Cefodizime) DIEBER) - FRAK RIS

EWAIERS - (i TR - RINRIBEE - KR - R -—%
RAM L - oikE B - AT - I B
A B F - iR - TR
VDA - IEHILT - B [ R #F
B3 KA S B

B LWiES B+ 7 » 4 Tdh A THR-221(Cefodizime) 122\ T, AREHSURIZ 3514 5 K0EH - BREKIUR
ey, UATOMREHR.

1. FUlH SRR SRIBER K S RE SR AT D E. coli (2% L0.78 pg/ml LA D MIC, K. pneumoniae 123% L
TO0.4 pg/ml LT D MIC %7Kk LIBNZIAM D 55D, — B DRIPERL & B 1T 1L Staphylococcus coagulase
BB B8 12 2 L 1004% 5 #R i W48 4 T6.25~ 25 ug/ml @ MIC, Staphylococcus coagulase FETEHI 144 L
3.13~25 yg/ml TNt 7 = LHI EBEDHHSITH 720 LD L E. faecalis 123 L TIzE N IZ
%<, %7z, P. aeruginosa % E. cloacae (23 LT b2 & A EDERIZHT L100 ng/ml EAED MIC CHLE
NEWMETE %\, B fragilis |28 LTI T12.5~100 g/ml A E, 10065 &Ml dEH Tt
0.78~100 ug/ml Tdh o7z 2L LTERAMDMENIIERD L7 = AF L IZIIFRBE L BbDN D,

2. MR ORBi e  REE R FERFESI THR-221% 1g/30~60 min. TAdMbiEL, MR
R hiEE L T L7, TEBERCAFRAEREE 20 2 WERZ 817 58 iR 13289~2350 1g/ml
EEVERR L, BBEICHIE L2 m b il 4% 5 63057 % TF39129.0 4g/ml, 605k T3
105.3 yg/ml T, 6BFMEH%T$40.2 pg/ml & HRE R HEFF L7, AR ORBUL, HENLH L HRY
PR, NPREIBERSINLAICHLEEDNS,

3. AFFBAERIIG), ROEMEAE 8 6I, MEPMRE 26, BIRR26), 23l AL, &%

160, A6, LA 16, EZ46IT, FHFRT8I%TH -7, IFINRKREBRE*L
DD, FBICEFNCL B EEDLRALDI N7, STOMIZIE, BIWERR, BREMBELICREY

OCT. 1888

%‘i’.’\b&ﬁ‘o Zo

THR-221(Cefodizime) i ~F R M4 (FH) & VLV #t
(L) CRESNI:FEFEY 72 28TH L, 7HMM
{2 aminothiazolyl- methoxyiminoacetamide # %, 3 {iL ffl
$%1Z 43 thiazolyl-thiomethyl % % # A L 72 {L# M 2K E
LHREEXET o FANILHALIEANRS MUVEAL,
Staphylococcus sp. 123 L THMBENERHFO2L shTw 5,
FARNIAE, SEAECLYEVIPRENEON, £
DH PR32~ 2. SHE ) T24BF R & 1 PR 1270 ~80 % EIHX
ENMb, REMIZOVT LA IR TV A, Fig. 142
FRIOEER LR T, FROHNEERRTRERRIZX T 5
BV TRETEMA S & & bIZ, BERFRERIC

Fig. 1  Chemical structure of THR-221
OCH3 COONa
7/

N o NﬁCst\qS CH2COONa
N C-CONH--T—J‘\S N—T' CHs
Wi HH ’

H2N™S

WP IlRFZE L, BBHP~OBTER L, BE
FEGI23FIIREG L, EOBERBRERE L7

1. % &

1. fiEH

NEL R ERER 5 BEARTE D Staphylococcus coagulase BtEH
(24%k), Staphylococcus coagulase FEPE B (278k), E. faec-
alis(26¥k), E. coli(27#k), K. pneumoniae(27%#k), E. clo-
acae(24%k), P. aeruginosa (22¥k), B. fragilis(27#)I22
VT, THR-221DB/PMREFHILRE (LT MIC) 2 BA
LR S EREED (2, PRERKICLVUE
L7z % 7-[EB$Z Piperacillin(PIPC), Cefmetazole(CMZ),
Cefotiam (CTM), Cefotaxime (CTX), Ceftizoxime(CZX)
B UF Latamoxef(LMOX)® MIC % @€ Lit# L 720

2. MiEKRORBHHRE

REE AR FATAERIC, #iATIC THR-221 1g %30~
6043 M CLEBIEL, M IClEEEH &, —BOEFIC
BRRICRBE L DB £ RIL, BEFHEL. I
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HOBETIRMUIRERRIE L7 HREL STERD
WERIE, Table LI/RT & ) ICBBAAEE 5 5, MR
RUBIBEREA 16, RIBERG 16, BKAHH 1 A0
#B8BTHoT, RIFIZIXRE LC-5A BmEPK s 0=
V57 4—%MEHL, #7744 L3 Nucleosil 5 C
18%, B¥)RE L acetate buffer(pH 4.6) : CHs<CN= 9 : 1
PERLT

3. HRRERRET

NERRPSE2IFU- TR LR L, TOMERUEE
BizoWTIRE L7c, EFIOMRISHEIIG, AHEm
B4F 8 B, RERSPIRME 2 81, MUt 2 BT, £FIAAR
EBTH D, k5HEIx 10 1g, WY 2 0HERFES
BOEC196, 1@ 2g $AF2ZEA2HT, 1621
Elg, 1B3MEEXGEITVEDK1g % 2 BRGIZE
Bl HE5MEIX3.5~12BM T, RIx5RIZ7~42¢
Tholo BERMEOHEERIX, K5MEGHKS HUA
CEREFRROBRY IO LDLER, FhllE &
BLTOREI-IMEL-VOREHE LA, 0
fi, £25KE, KEOBHLERL, FEEOHMOE
#L

I. & %
1. AEERSME IS T 2EN
1) Staphylococcus coagulase REPEH (244%)
Staphylococcus coagulase REPE# 2%+ L, THR-2210%1
BHERE L7, R, 1005AREREEL b1
100 pg/ml LA B4 5 BRF2 & 745, D198k 136.25~25
pg/ml iR H L, ERERICLIAEBIEILEAL LY
o12e THUZHAPIPC i3, 100454 R 4 T1250
pe/ml B EZ 3Bk OWMEBRDH 2 DA THLD218k13
6.25 ug/ml LT CRE L HIE Sh/2%, FfgEiETRR
50 ug/ml ASIBR L ML BHBRIZL D2 EHNKTH
7o CMZ, CTM, CZX 3, FH L FEMEEERIZLD
El@SLdh ol £7 2 AR AKOKETIZICTM A5
bILE Db, KV T CMZ T, CZX 123t L Tid8~9
eS¢ R o7z (Table 2),
2) Staphylococcus coagulase BETEH (278k)
Staphylococcus coagulase BEM B (22 L, THR-2217
MIC @ peak fi126.25 pg/ml CJF H % T 13100 pg/ml
BB S k% 387275, MED228k133.13~25 pg/ml |2
ML, 100 FREEERTL ZOBERIZES 2 d -
oo D7 2 LK Tix CTM HE MM T0.39~25
pg/ml, 1004 A& WIHAET0.39~3.13 ug/ml TR b
ENE N %R L e CZX 13 CTM IZ R R R E
AL, CMZ 12 CTM IZH~R 2 Bk S NAS - T
Wi, THR-221E S5 3AID+ 7 = 28 L A~ b 1K

Wt H %R L LMOX L M E Tdh - /2o ABPC,
PIPC i & b ISFH & D 4~SEMmEIT LItV MIC &5 L /1
(Table 3),

3) E. faecalis(26#%)

E. faecalis \23f L T EH R OO £ 7 2 L FfUAH|
12100 ug/mi LA E®D MIC %7K L, MNP ERROLh T
(Table 4),

4) E. coli(278k)

E. coli {223 L T3 PIPC @ MIC 133.13 .g/ml % peak
120.4~100 pg/ml A E T TIRL WA LR LI, £7
x LFRDEHIE CMZ ATEEHEMTL.56 ,g/ml, 10015 H
RO MARAETO0.78 pg/ml {2 MIC O peak HH N, £X%
LMD ERLLN, SEICRITFLIAEDYRL, A
b RS, 1005 AME R E $120.78 ug/ml AT
@ MIC T - 7:(Table 5)o

5) K. pneumoniae(27#k)

PIPC @ K. pneumoniae {231 3 2B N3t 7 = LHIZ
X% -Tsh, 1008EFHMEEEMETIE3.13 ug/ml 2
peak ¥ 2% 5%, BUHEM TIL50 ug/ml L ETH -7,
CTM (3R i/ T0.2~100 xg/ml LAk, 10045 &R iE
PR T0.1~25 ug/ml EWRLEVSA LR L7, CMZ D
MIC 13 B M T0.39~12.5 pg/ml, 10045 & Wikl fi4E
f8T0.39~3.13 pg/ml TH > 720

CZX M L TRETOMMERLZDH DD, (3L
A EH0.05 ug/ml AT TR S h, CZX AR ENL
MEH %R L7, LMOX @ MIC i3 /E i T0.39~
3.13 ug/ml, 10045 & B MHEFET0.2~1.56 4g/ml T
Holzo FHUIBWTII 6 kOMMRE RO 505, LSt
DRIZH LTI EHERET0.1~0.39 ng/ml, 1005/
EHEETO.2 ug/ml LT O MIC 277 L, CZX KW
THENIIME N 2R L7z(Table 6),

6) E. cloacae(24¥k)

BEHIZH L E. cloacae XWX RTHEIELRAO6N
720 LMOX DA A2 T DHRIZHF L50 g/ ml LLTF O MIC
R L7ze FH b BEREETI78, 10085 A RE %
T14#ki233 L 100 pg/ml L E® MIC T - 72(Table 7),

7) P. aeruginosa(22%k)

P. aeruginosa (23t L T3, FENIFBEEE TL48%,
10045 75 BB {32 HE T 6 #k #7100 pg/ml LA E D MIC % 7R
L, ot 7 x 2K|E#D T ) HIENIZFF2 % (Table
8)o

8) B. fragilis(27#k)

AH D B. fragilis (253 A MIC 13, RiEHETI12.5
ug/ml BLE, peak 7525 pg/ml, 100f5 FHMEBEET
0.78~100 xg/ml, peak #%6.25 yg/ml T, WRIZLHE
BhEPLLRKEVIHIIZEDbNI, A L OB TIE
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Table 1 Laboratory data
No. Age Sex Disease T-Bil | GOT GPT LDH Al-P LAP | y-GTP| ChE
1 73 M Pancreatic cancer 2.19 295 261 732 876 205 223 201
2 46 M Cholecystolithiasis 0. 54 12 6 276 160 50 14 494
3 53 M Cholecystolithiasis 1.18 18 16 308 157 92 109 560
4 42 M Cholecystolithiasis 0.54 10 11 258 124 55 14 438
5 60 F Cholecystolithiasis 0.24 19 22 365 162 46 22 414
6 41 F Cholecystolithiasis 0.49 11 7 257 126 59 13 556
7 59 F Cholecystocholedocholithiasis 0.53 23 19 319 196 46 11 561
8 78 M Choledocholithiasis 1.60 45 51 256 739 253 355 402
Table 2 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (+) 24 strains
Drug MIC (pug/ml)
=0.05 0.1 0.2 | 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
THR-221 X1 7 11 1 5
X100 8 10 1 5
ABPC X1 1 3 2 2 3 1 5 1 6
X100 1 3 1 4 7 3 2 2 1
PIPC X1 1 3 3 1 3 2 1 10
X100 1 4 10 2 3 1 3
CTM X1 1 12 2 1 2 1 5
X100 1 8 5 2 2 1 5
CMzZ X1 3 13 3 5
X100 3 1 12 1 2 5
CzX X1 1 4 10 9
X100 1 1 4 8 2 2 6
LMOX X1 1 14 2 7
X100 1 1 14 2 1 5
Table 3 Sensitivity distribution of clinical isolates
Staphylococcus coagulase (—) 27 strains
Drug MIC ( png/ml)
<0.05 0.1 0.2 | 0.39 0.78 | 1.56 3.13 6. 25 12.5 25 50 100 | >100
THR-221 X1 2 10 5 5 5
X100 7 8 5 2 1 1 3
ABPC X1 3 1 2 1 1 2 5 4 1 5 2
X100 5 1 2 11 2 2 1 3
PIPC X1 1 3 2 1 1 1 7 2 3 3 3
X100 1 4 3 10 1 3 2 2 1
CTM X1 2 12 9 1 2 1
X100 8 13 5 1
CMZ X1 1 4 14 2 1 3 2
X100 2 3 8 10 1 2 1
CzZX X1 2 6 6 3 1 2 1 6
X100 2 6 5 7 2 1 4
LMOX X1 4 16 1 1 5
X100 2 12 8 1 3 1
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Table 4 Sensitivity distribution of clinical isolates
E. faecalis 26 strains
Drug MIC ( pg/ml)
S0.05| 0.1 0.2 | 0.39 0.78 | 1.56 | 3.13 | 6.25 | 12.5 25 50 100 | >100
THR-221 X1 26
X100 1 3 22
ABPC X1 4 14 1 7
X100 4 21 4
PIPC X1 6 9 2 4 5 |
X100 2 9 9 6
CTM X1 17 9
X100 1 21 4
cMZ X1 26
X100 26
CzX X1 26
X100 2 24
LMOX X1 26
X100 26
Table 5 Sensitivity distribution of clinical isolates
E. coli 27 strains
Drug MIC ( ug/ml)
=0.05 0.1 0.2 0.39 0.78 1.56 3.13 6. 25 12.5 25 50 100 | >100
THR-221 X1 1 5 11 1 9
X100 1 3 18 5
PIPC X1 1 1 5 6 3 1 2 3 5
X100 1 1 6 10 2 3 1 1 2
CTM X1 1 3 8 8 3 3 1
X100 2 7 13 4 1
cMZ X1 1 9 10 3 2 1 1
X100 1 2 16 4 2 1 1
CZX X1 13 9 4
X100 19 7 1
LMOX X1 1 2 19 3 1 1
X100 1 12 14
Table 6 Sensitivity distribution of clinical isolates
K. pneumoniae 27 strains
Drug MIC ( ug/ml)
<0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 | >100
THR-221 X1 4 10 7 1 1 4
X100 4 15 2 2 1 2 1
PIPC X1 17 4 6
X100 1 16 2 2 2 1 3
CT™ X1 2 7 7 3 2 2 1 1 2
X100 10 10 1 2 1 1 1 1
CM2Z X1 1 1 8 8 7 2
X100 6 16 4 1
CZX X1 19 1 1 1 1 1 1 1 1
X100 20 3 1 2 1
LMOX x1 3 11 10 3
X100 9 10 5 3
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CTM & h2~3Bhy, CMZ & n1~2BMiiL BN TV T,
PIPC, CZX L [M#2M, LMOX & h2~3BtHE% 2N
T& - 7:(Table 9),

2. MR iR

L iR 3 4% 5 R 85 3043 1 T F19129.0 pg/ml, 605
#% T¥19105.3 ng/ml T, 6 BFMET $40.2 ug/ml &M
R L MERE L 72,

B iR IEFIC L DI SD ENR 6N, HiHH
IR T o/ EEGIIL Table 10T*x~v—2 D4 HIT
& o7z, No. | IZBKEAENAS T T EBE (SR E B, #F
BUAFMAERRAEIC T O MY ) VY 1, RBIREEK, MHE
FMENOLRA YT/, No. S I3 MV EL TV
T, BEEOREAEBATRICINMEEL k> TR
bbb, No. 7 IRIEEPUKERAMFML T 72, No. 8 i

BB TIZIZABAHE L T/, #itk, RIBE KL
+— T & DR RN 7A0 5 B 1% & BIERE & & A
27

2 > 4 BT 12289 g/ ml (95 min. &) ~ 3030 ug/ml
(105 min. ) & MIRIE T L 720

3. ERIR A A%

X LR KL, AEEMRGAE 8 0, PSP 2 5,
Rk 2 60, RI23BNICRA L7z, E 10, HEH17H,
CORM 1P, EHA4GIT, AHEILT8I%TH S/,
B R BB R R M % Table 111Z7R ¥, KIS, EBHRY
COHMERICOVTRELRHT 5,

SEGI2: T0M, BIE, MAEPIMAE R UBERE A M (il

mEER)

BRFIS84E10A, HMAIZ1t LB EMEIS# %

Table 7 Sensitivity distribution of clinical isolates

E. cloacae 24 strains

Drug MIC (ug/ml)
=0.05 0.1 0.2 0.39 0.78 3.13 6.25 12.5 25 50 100 | >100

THR-221 X1 2 1 2 1 1 17

X100 1 4 1 1 1 1 1 14
PIPC X1 2 2 3 1 1 15

X100 3 4 2 2 3 9
CTM X1 23

X100 3 1 2 1 15
CMZ X1 1 1 22

X100 1 1 7 - 15
CZX X1 2 2 1 2 3 14

X100 2 1 3 1 1 1 1 1 8 5
LMOX X1 5 2 2 5 7 3

X100 4 3 1 1 5 6 3 1

Table 8 Sensitivity distribution of clinical isolates
P. aeruginosa 22 strains
Drug MIC ( ug/ml)
=<0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 | >100

THR-221 X1 1 7 14

X100 3 7 6 6
PIPC X1 2 2 4 1 2 11

X100 3 5 6 1 1 5 1
CTX X1 1 2 9 10

X100 1 9 4 3 5
CMZ X1 22

X100 22
CzX X1 8 14

X100 7 7 8
LMOX X1 12 10

X100 5 7 6 4
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WifTL7c. BEF0615E 1 A 6 HEAL h MMM L kB, M
B, RRTHABLAL A2 HREAOER THb RN,

FILL T FEEME, FSHL FL -V o7,

Fi% PIPC 215 L T2t HiE L AH 12K E L
o 6 BMMER L7c2Y, MAB, BAARL b ICH®EN
TEMEHE L. CORCMZ ICETE, MBOKEL
2, LREHTH o7,

SEBIN4: 59k, Bk, MRA(RIBEM)

WRAI61E 2 AIIREIC L WAL E1T 572, 4 AICH
ERENNE LB AR, PTCD #8617 L7 5 A12H(:

PTCD AN # 2 #%, MMRURMIME, KRS %M
WL, 5MURPTCD F 2 — 712 L 5+ HBOD
FILAMBL, SAUBAFLF— UM% or. 7TEM,
FHERG LM EROUBERDO TR L L 720
CTM & LCM BRI E LAY TH - 72
fEBIN9: 420, i, MAm
BEITHE, 1 ~0K, KB 0ETHHEE
EIRD60% T, ABE#38~39M & D RMAHE 72,
PIPC% 7 MG LA B TEKIZKE L. &K
Y8 AMMA LAAMBGI0ELRA D L S22 ELL,

Table 9 Sensitivity distribution of clinical isolates

B. fragilis 27 strains

Drug MIC ( ug/ml)
=0.05 0.1 0.2. 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 | >100
THR-221 X1 6 10 3 4 4
X100 1 4 2 6 2 8 1 3
ABPC X1 4 3 8 4 8
X100 4 3 12 2 2 4
PIPC X1 8 6 4 9
X100 3 3 9 4 4 2 2
CTM X1 3 24
X100 6 10 5 6
CMZ X1 8 3 15 1
X100 10 1 7 9
CzX X1 3 7 2 7 8
X100 3 2 8 5 2 4
LMOX X1 10 8 3 4
X100 8 4 6 2 4
Table 10 Bile and serum concentration of THR-221
Concentration ( #g/ml)
No. Serum Bile (GB) Bile (CBD)
05 h 1h 2h 3h 4 h 6 h 1st 2nd st
1 - 99.8 72.7 - - - *10.1 (100)
2 - 97.3 75.8 - 53.8 39.8 2350 ( 80') 3030 (105') -
3 - 86.0 52.8 - 33.4 - 289 ( 95°) 879 (130°) | 1796 (135')
4 109.1 65.2 50.5 - 33.5 19.5 497 (135')
5 105.3 106. 2 92.8 74.8 - 53.9 *14.5 ( 92)
6 75.1 154.0 85.9 - 49.7 - 367 ( 75) 470 (115")
7 299.8 110.7 89.4 - 60.0 39.8 *37 ( 96)
8 170.7 123.1 71.5 - 54.7 48.1 *17.6 (300°)
Mean 129.0 105.3 73.9 74.8 47.5 40.2
+S.D. +56.0 +26.2 +15.8 +11.4 +13.0

GB : Gallbladder * Low concentration

CBD : Common bile duct
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Table 12 Laboratory findings before and after treatment with THR-221
No RBC WBC Hb Ht GOT GPT Al-P BUN
: (X10mm®% | (X10%mmY) |  (g/dl) (%) (mlU) (mIU) (mIU) (mg/dl)
! B 348 128 10. 2 31.2 15 14 84 18.2
A 334 40 9.6 29.7 - - - -
9 B 330 58 10.3 30.6 14 7 247 23.6
A 395 100 12.2 36.6 15 6 305 15.5
3 B 417 172 12.7 38.7 34 47 278 19.6
A 387 62 12.1 35.2 10 16 215 16.2
. B 537 60 15.8 47.7 15 13 124 16.6
A 463 49 13.4 40.8 36 30 141 10.8
7 B 493 125 15.1 45.5 96 95 1310 14.3
A 410 59 12.8 37.9 45 51 789 9.7
8 B 372 58 12.6 37.8 211 175 751 9.5
A 344 46 11.6 35.0 15 13 356 20.8
9 B 463 107 14.6 43.0 28° 28° 211°* 17.7¢
A - - - - 64 71 479 26.2
B 390* 75* 10.5* 31.7* 20* 13* 120°* 9.7*
10 A 390 45 10.3 31.4 11 13 155 11.4
1 B 484 199 15.1 4.7 126* 31° 103* 13.1*
A - - - - 49 37 120 18.5
12 B 436 122 12.5 36.8 13 8 128 -
A — -— - — - -— —_ -—
13 B 480 125 14.9 45,5 10 - - -
A 442 58 14.3 42.8 18 10 153 11.1
1 B 384 46 12.0 348.8 36 13 1047 12.7
A 380 90 11.7 34.7 32 15 439 11.6
15 B 306 60 9.4 27.7 20 27 278 11.4
A 291 29 8.9 26.6 12 8 150 6.5
16 B 458* 96* 14.2* 41.4* 21°* 9* 163* 11.6*
A 464 59 14.1 41.7 16 8 158 13.2
1 B 488 167 15.5 46.0 - - - -
A 477 49 15.3 44.5 15 10 116 15.7
19 B 569 232 19.4 57.2 68 47 289 9.1
A 310 98 9.8 30.3 66 49 411 8.4
B 398 180 12.2 36.5 17 - - 18.9
20 A 304 64 9.1 127.6 12 6 125 16.0
21 B 276 147 8.1 24.6 30 20 214 14.6
A 484 148 14.5 43.2 56 47 429 24.4
2 B 536 57 18.8 53.4 164 186 211 24.8
A 279 101 9.3 27.4 26 22 329 10.6
B : Before
A . After

. Mid-term
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EREHE LIz, MBS T Staphylococcus coagulase
REEARE S, NFLXIZEELZa7) /Nl %
ARMUER L TRFLZEREE ST

6122 668, B, RETHMEMM R (RIEMEIHEER)

apBEICTHRRE NESAKRE 2 -7, FMBART
BEAICSROMET 220, IERIIMMIEIEI R - TW
fro FLF—Y 21TV, Wtk D EF &G L12, Mtk
IHMAFLERTH -2, 3BELH R, 1081
AREFALZAOL CZX IZKE, BOUBLR,
AFIFCNEOEVERE LD RIRME L, ER
FTIEIC3ENONLF—VES » AMEYEL

M3 57k, B, EER(MAEMEE, HH)

604 9 A 12 B =R AR MIT, Tk, o7
OABRELRNEL TV 1Bk THEHA, &
AR L7 AR MAHE & K| 2% 5 L7, I5RENHE,
RIS DU % o PTCD ¥ MifT L7:e 9 ARG
LR, FERIE SN PIPCICEE L7z, FERE
rhumAEI N EEERBE L, BKOIERL, Lk
DRERICHTAHRAUERITE D o7

4. BIEARUEBKRREMBERE

HRESID IFUREBORE LR/, BHHEER
DEF (No. 9)Ti, & 5#T 3 BHi%IZ GOT, GPT,
Al-P, Bilirubin, ¥-GTP ® LR %2/, JHERD
BEYPLICERALTB N EREBICISREELED
nito FEF(No. 11)Tid, HS5HPIZEED GOT DLER
YR, REYRK S FHEEICTIT - TH ) RAR
BAICLARBLEDNEY, FALORRMELLE
T&Rv, FEFI(No. 21) IR IR E DRERMEIZM LIT- 72
ERUBRFROBERLIT L BRI LTRSS L7
%54, F/-4k5%I2 GOT, GPT, Al-P, 7-GTP,
LAP DO LR % BT, FBIIZEARD CT 2 THRIBE O
REBDINRBEESAOFENIEASH, REBELE
MEBELZNOD LM L, ZOfbiz, FRIOEH
FEHFICLAEBDNAZERLAHEIRIBIGED L
Pols, BRREMBNO—K % Table 1212777,

om. * ®

THR-221i3~F R ME(FEHR) & LV ENVHULIC L 5T
B, ARBENLHFLOEHAL7 2 2RAEHTH 2,
LBREARZ VVEAL, BRAEEDOAL LT,
Staphylococcus sp. 423t L THMBENERT L INTW 5,
AN OV TERR S RERR % BV RET L 724, Staphylococ-
cus coagulase BEPE M, Staphylococcus coagulase RG T H (2
MLUTIE, FERCRET LMDt 7 2 LK &N, $512

ERTVAERBRbWLEN» o7 72 E. faecalis 123 L
TOMMH LR, 7T LAEMIRMIZH L TR, E
coli, K. pnewmoniae (3t L TidMhod £ 7 = 4 %M Hlir)
BRI LR L 72D, E. cloacae (23 LTILIZEA
OB L100 pg/ml BLED MIC ¥7R L 726 B. fragil-
is 124 LT CMZ £ FI#8R, CZX % LMOX & ) %%
BN T, P.aeruginosa {2t L Tiddb T LMD EW
FC&lv,

LDz, BRORBHIZERDET 2 LRI~
ENTTEATVA EIRB DN, FADOKEIIH
BHIhtLALEHOR R CHALEDN, SERINRKR
HTLI5 6 BEMT40.2 yg/ml ERVIIFMELTRL
7oo BEHABHEBICBEVWTROE (KRB SN SREIIX
E. faecalis T 5 A%, HRFUIBICH T & 12, MIC
TRAMENIZIBEALHENERS 2V, (2002
& 3 E. faecalis DiE LRI LE KT TI283.3% E/RL
=6, AK LM PR AT O N A W, MIC TaFi
ENBHLYBVEBRDEIETEE)THL, T8
ThiRELFERICHVELRL, FROBBIEIZNNT S
HAML O Mithbt s, BEEREIML TE, BERER
BITH SHUMER LA EREBLE T HEFINE D>
e boTERLIE, AX6H, BH1HT
87.5% LBUVWAENEELR L, SEKEHITLA, HE
R A L 69.9% L BV AERIEE R LS,

FERERGI DA T L HEEILT8.3% Th 72, 361
DEFREMERE L BOLIRICERNLLLEDNRS
bOREEBL LD o7, TOMICIE, BMERR,
BREME LICREEZED LN o7

X (13
1) THR-2218FE, ABERTEKASH, ~F 2+
TN BEARH

2) BAEREFS B/ARHBEILRE(MIC)HE
EBEREII2WT(1968EFIE, 1974FHET)o
Chemotherapy 29 : 76~79, 1981

3) HEAMENCESAES  EAMEOR/IRERL
B (MIC)HIE o, Chemotherapy 27 : 559 ~560,
1979

4) WE FECBAEIC B AR ERRAE,
H{L23sVE) 84 - 549~555, 1985

5) HE #F HHEE, BTRE: EREFOEK,
FERE %, B AERFK 43 : 450~452, 1985

6) $35EBXRLFEMEERRE, HEI KITV L
Vo, THR-221(Cefodizime), #%fE, 1987
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BASIC AND CLINICAL STUDIES ON THR-221(CEFODIZIME) IN THE SURGICAL FIELD

MasaHiko KUNIMATSU, SHIGETOM! Iwal, Kazuro TakaMaTsu, Eut Otsuka, Kazuyuki ToMioKA, GIICHIRO NEMoro,
Takesut Sato, KANEAKI MATsusHITA, AKIRA Horikawa, Hisaswi FURUHATA, Toru NisHikawa, Komer Kato,
YosHiro CHISHIMA, IzuMi SaTO, Hiroko SAKAl, TAkAsHI TANAKA and TAKASHI SAKABE
Third Department of Surgery, School of Medicine, Nihon University, Tokyo

We conducted basic and clinical studies on THR-221 and obtained the following results.

1. Antimicrobial activity : minimum inhibitory concentrations (MICs) of THR-221 were measured by plate dilution
method, and compared with those for piperacillin(PIPC), cefmetazole(CMZ), cefotiam(CTM), cefotaxime(CTX), ceftizox-
ime (CZX) and latamoxef (LMOX). THR-221 showed good activity against E. coli and K. pneumoniae, and some activity
against Staphylococcus (coagulase-positive and -negative) and B. fragilis. Against P. aeruginosa and E. faecalis, THR-221
showed almost no activity. Antimicrobial activity of THR-221 was almost the same as those of other cephems.

2. Concentrations in serum and bile : THR-221 was administered by drip infusion(1 g/30~60 min) and showed high
concentrations in bile, 289~2350 g/ml, and in serum, 40.2 ,g/ml, at 6 h after administration.

3. Clinical response : THR-221 was administered to 23 patients with infection. Results were excellent in 1 case, good

in 17, fair in 1 and poor in 4 cases. The efficacy rate was 78.3%. No serious side-effect was noted.



