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AEHEIRIC BT B Cefodizime DXERER - BRKAMR AT

EHREE - EEEX
KB L KLEZ B N BB E

F MW
KRR ML T RS e s

BAERK - KEFH—
3L 3 T RARBESVR

HE R
RS REMBENH

Cefodizime( THR-221) 13§ L \» oxime B7ES BMERT, 75 L8 - BHEE 123 L T Cefotaxime &
RZEDHE D % FH L, Cefotetan & FIDENHEL KT,

1. PTCD 47813 & U T-tube I ABIZ, FA| 1g %305 M dMiEd & U one shot B7EL, fB
Pl L ERFAICEIE L2, MONDMERELE LTS 2EFTIX, SiHME, one shot B
FEOVWTHICBWTOBITRARTH o7, LA LIRERENBEETH HEHTIX, 128k

¥ — 2 #99.1~154.1 pg/ml R L7

2. NHFERBEEDBRICEAZES LR, B30, AR66, AT 28, EH2HL

h), HREIL69.2% Th o7,

3. AIERR1BILBO LD o7, BRBREMBHE L LT, 1602 GOT, GPT, Al-P, r-GTPf&
DLEAR%, 40 1HIiZ BUN LR B L UHFERNES £ 20775, FRRSPERVWIRLEEL,.

Cefodizime( THR-221) iz ~¥ R P B LUV LAV HT
AREN, HETRAFRA M+ vWERBERTHE
WICEVRRSNEFHAY 7 2 ARIERTH 5,

KHF DIt ER 12 Fig. 1 IZ/R T 45, Cefotaxime
(CTX) & W4, 7 AZM$H IS methoxyimino 2635 & ¥ ami-
nothiazole M* AL T\ 5, & 562, 3HLIZIT thiazolyl-
thiomethyl 2 % & L 7-7-%, disulfiram B{EH B £ 0'm
BREZNOELEFZOLNT, £4hARBEZITSS
b,

AL CTX ERBICEVWHBEARZ VS L5FL,
IR R (BERE % 82 <), Enterobacteriaceae, H. in-
fluenzae % LZxt L CTHVIED ERTY, E61, &
HEREFNIZBVT, invito TOHENH» S FHS
ho LoE#sEIBON, £/, v 2u7 72—,
WL OB REGHHRTF L OBAERLBHLNT
Vnah,

~%, FHIIHFESRIITTHE LB IR E %R
L, E0Mmpmiiize~2. 5650 T, 24650 % TIZ70~
0% MKRE LN T TRPICHH SN BY, )

37, AFOLEHICOVTHRICRHEE 2 5HRIE

BHLN TNV,

bhbhiFEROGANBELRETHL L bIZ, 5
HRUSUBEE IS T ABRBRIZOVTRI LD T,
FORKEBET Do

I. ANAE
EMEEL LI HPAENKEND /O PTCD ¥ 1T
LTWAER, BLURBEERERN% T-tube A4HA
ETRTWAESIZ, THR-221 1g305MAikaES L

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

o) CHz2S__S,
I;"I N)ﬁ Y| B[CHZCOONa
) HHS :
H2N"S

disodium(—)-(6 R7 R)-7-[(Z)-2-(2-amino-4-thiazolyl)-
2-methoxyiminoacetamido]-3-[[[5-(carboxylatomethyl)
-4-methyl-2-thiazolyl]thioJmethyl]-8-oxo0-5-thia-1-

azabicyclo[4.2 0]oct-2-ene-2-carboxylate
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Uf one shot MHE L, #EBFAYICHEHFIRELHIE L 720
BEREITHPLCEEAVWTIT oo %8, WThOE
Bl b S (div.) B X U one shot BHE(i.v.) D cross
over IETRE L7z,

xt & i3 PTCD 1761 3 B L U T-tube Hif761 2 Bl
58l& L7:(Table 1),

FEF 1 WA HREIT, div, iv. H5HOVTHR
KBWTHHEDOFREEREIRD 5N KETH 572,
fEGI 2 IIFMRSAB MBI T, PSS AT IF—H, T-
Bil 7% &3 ELTWAEbOD, 1 AEHEIZ200~
300ml & L LEMETR L. EH 3 IIEMBERHT,
div. 58, N7 AT7I+—¥, T-BilflikLiddh%
EORKLPEDHTEY, 1HEHTEGL380m Tho
A5, v GRS RE A S B EmICH D, B
520 ml T -7z, fEHI 4 IXEIAHHEB TH 575, div,
iv. HEROTRICBL T O EEDFREREIED 5
NBEDATEH o7z, FEF S IIFRABERE TR % T-tube ¥
ABITHY, T RAT7IF—F¥REBEEZRL TV 50,
T-Bil 1.3 mg/dl, 1 BAB{H-RI3450 ml Th 57,

3043 Sk AR ERF OB P R 1X Table 2, Fig. 212
RTTELTHBHY, EM 1 IRVTIOBEMIZBNTS
BRHRRALUT C, EH 2 125~ 6BFM%1214.0 ug/ml %
RLIZCT Eh ol fERI3 Tidl~2, 2~38sMfkiC
59.1 ug/ml & ¥ — 27 %32, 5~6EEMH%IZ1230.1 pg/
ml IZ#E L7, EFI4 BLUS IR ERENL- 28
\Z¥— 7 {E134.5 yg/ml, 99.1 pg/ml 7KL, 5~6BFM
HICBVTHT75.1 wg/ml, 57.8 pg/ml LWL B2,

—75, one shot MERF DB iR Table 2, Fig.
IR, EFL, 2OY—siEREFNEN]L~28/
%8.5 ug/ml, 2~3BFMIT47.4 pg/ml & div. FTFEFEE
BIIBETH o7 EM 3 TiRI-28EMKY— 2 1E
154.1 pg/ml & BIFRBITER L7 fEBI4, S513E—
ZEMENEFNI29.9 pg/ml, 99.7 ug/ml 2D, div.
B5EERICEETH -0

I. BB M

A * S EHRIRR AR 1368 5 L7

MRIZES B, K8H, FEMiI33~73K, F1960.85k
Thoto KBJAFRILBEBESR 2 61, HxBEA
®R3F), RBE LS B, MBEMRIE, WAkAIRL, RmiE
£ 15ITHH(Table 3), 1 AF5 &I 1 g2 @IF5A02
BIT, 16i32g2 AR5 Th o7z H5HMIZ5S~14H
B, F398.3H, #HRKXG5EIZI0~56g FI1918.6g &7
27

BRRZI R DHIE X, EELIUERPSHVTWAEHE
KIS, Thbb, EXZS BUAIIC2/3LL Lo

REFRAHE LA, AHIET BLUAILZ/3U LD
RIEERAHR LA, COLADI4BLAIES A
DREFEROYEIBEH O NIGR, BANIZI4BHKICE
EERDYUBILZLBOONZVD, BELBEEL
7:(Table 4)e %8B, KROEEELCEHEDHELY
EDBIER LT

FBGIERR B R TILMPERBL L 2 B2 & G IZH%,
MM 3Gl AL 260, B 160, IBERSH
hED 26, AR, COHZ, BYNE LG, BEEME
AR, AR %D, MOEAIZLCHDTH-
Too L2 T, 13FREZIH, ARH6H, LLHD
20, ®¥261, HHHE69.2% & % o7:(Table 5),

AT LAMEDHENERDR L 2D L, KITILEMR
EESITFIPEDIH, HLH3IH, CCHEHIH, F
,85.7%, KITLEREAFTIR6HITHEHIH, £
LHH 161, E#H2H, HRHE50.0% Th o 7-(Table
6)o

ERETEETH - - EFIZI2FT, 1MITERYE, ¥
AR 451, MBERRITHICALN, THE
SUBERZ R I MR 4 IR E 2B, R, ¢H
HEIFIT, BHRERETATESD 1A, AH3H,
2E% 15, mRH2HTHo7-(Table 7),

—%, 1261 X h M SN 13FHS IOV THES
WZREADE, E. faecalis 5 Behilisk 2 4k, BEMR 1
Bk, WA 2 ¥k, K. pneumoniae 3 BRPiHK 2 ¥k, B 1H,
E. cloacae 3 Bk P E A 1 ¥k, MK/ 2 Bk, B. fragilis 3 ¥
ik, EXR, EHRE 1EZ Y, 25KkPiEKI2K, &
TR 4k, B BHE, 1LY, EHKEL64.0
% T& - 7-(Table 8)o

I. B{EA, BFEREARE

EAZSRICAMENZRERIZ 1ALEZHo 0D
YR

—%, BFRESH - RICEHERELT- T, AAOK
M5 AR LRI LA (Table 9), ZOER,
WEERE 26 ICHERNE B L UBUN LR EENE
n1BlIIRD I,

IFREERE LB RFEBEAREFICALR, KA1
B 1g 1H2MH7HMKESH%, GOT fE32—+754, GPT
168—1083, Al-P f9.0—36.5, r-GTP fi20—~142% ¥
DEAZBO, FHIHEVITFREIREEELLN,
HEOEEB 2O TS b hhb 6T, FRIKRSH
PR EL L7270, R EDRERER-T, &8, FH
BESIEFOERRS 2 EICL W BRLA, 015
BFRBEHE L ERARE THEERFIT, & 1E2
g, 4B RS L7-#%, BUN7—24, {FEEERK0—~T750(#
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Table 1 Background and laboratory findings
a) 1 g drip infusion for 30 minutes
Case Liver function Renal function | Volume
No. Underlying disease GOT GPT Al-P Bil. (mg/dl) LDH BUN S-Cr | of bile
(KU) (KU) | (KAU) | Direct | Total (wU) [ (mg/dl) | (mg/dl) | (ml)
1 | Recurrent colon cancer 48 42 30.1 4.6 9.0 200 17 240
2 | Cholangioma (Hepatoportal region) 25 25 23.4 0.7 1.0 374 13 0.82 300
3 | Recurrent gastric cancer 75 58 22.5 2.1 4.1 10 1.31 380
4 | Pancreatic head cancer 20 17 10.2 0.7 1.8 341 12 0.74 600
5 | Choledocholithiasis 85 123 12.2 0.6 1.3 450 13 1.15 450
b) 1 g single shot
Case Liver function Renal function | Volume
No. Underlying disease GOT GPT Al-P Bil. (mg/dl)| LDH BUN S-Cr of bile
(KU) (KU) (KAU) | Direct | Total (wU) | (mg/dl) | (mg/dl) | (ml)
1 Recurrent colon cancer 68 80 27.9 1.8 4.5 276 12 250
2 Cholangioma (Hepatoportal region) 17 17 23.4 0.4 1.0 244 17 1.02 200
3 Recurrent gastric cancer 50 30 10.1 0.5 1.2 235 14 1.64 520
4 Pancreatic head cancer 20 17 10.2 0.7 1.8 341 12 0.74 600
5 | Choledocholithiasis 85 123 12.2 0.6 1.3 450 13 1.15 450
Table 2 Bile levels of THR-221
a) 1 g drip infusion for 30 minutes
Case Bile concentration (xg/ml)
No. Age Sex BW (kg) Pre. 0~1 1 ~2 2 ~3 3~ 4 4 ~5 |5 ~ 6(h)
1 33 F 39 N.D. N.D. N.D. N.D. N.D. N.D. N.D.
2 72 F 45 N.D. N.D. 1.3 3.0 9.9 3.6 14.0
3 60 M 60 N.D. 1.2 59.1 59.1 40. 4 37.7 30.1
4 90 F 40 N.D. 52.2 134.5 81.5 70.5 119.1 75.1
5 75 F 56 N.D. 11.5 99.1 92.4 83.6 62.7 57.8
b) 1 g single shot
Case Bile concentration ( ug/ml)
No. Age Sex BW (kg) Pre. 0~1 1 ~2 2 ~3 3~ 4 4 ~5 |5~ 6
1 33 F 40 N.D. 1.9 8.5 6.8 1.9 N.D. N.D.
2 72 F 43.5 N.D. N.D. N.D. 7.4 3.4 6.1 4.8
3 60 M 55 16.4 67.6 154.1 111.8 111.3 132.0 84.1
4 90 F 40 13.3 70.3 82.1 107.0 126.0 128.2 129.9
5 75 F 56 4.2 56.0 99.7 59.5 83.5 68.7 43.9*

N.D. Not detected * 6 ~ 7 h
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Fig. 2 Bile levels of THR-221
1 g drip infusion for 30 minutes
(ug/ml)
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WY EEREBO, FHEORBIIBETE L VE
HW L 70

EFOM, BOMIRMMA GES 7 )b L UIFRIER N (5
Fs, 7. 10, 11, 12)I3FERD 5V IZHMAR G A
FR:EZON, FREOMBRIIZVLNDERDNS,

V. # »

Cefodizime (THR-221)i2 CTX % & L W, oxime Rt
77O AFEY VIRTAHFLVESARERTHL, &
K YS LEBMEN, 75 ABRMEEIIHLTCTX LM
DEVHEANRY b5 ABLUBVAENEAL TV
A%, E. faecalis, P.aeruginosa \ZI38RT, Enterobacter,
Citrobacter, 7 F I MERBE ST 2 MEHRETH
W, LAL, invitn ILENHSFRIShBL EIZBEF
7 in vivo GRS L UL EHBR T & OB HEAD
HOLNTNAEY,

—%, MR Mi22~2.5680 & Cefoperazone(CPZ)
LEENIRRE L, KRBT TRP~T0~80% Pt
sna, Brhh®EizmrREL ) RBELRL,
Cefotetan (CTT) & BIHkiC REF 2B BITL2HTW

A,

4@, bhbhid PTCD M176I# & U T-tube iF A B
5BIEXRELT, FROBETHBITERM L T
NOLEF IS DT b 3053 M SLiw Mk ik 8 X U one shot ¥
1ED cross over X BV,

fEM 1, 20MEHHRBITIE, div, iv. ZEEOVT
NICBWTOLARRTH o7, HIMREXADE, fEH1T
it T-Bil fl4.5~9.0 mg/dl £ MEDREABH 61,
PTCD iZ L 2 BB RIA+F LB TH - L Bbh
bo P2 IBEOMEIREDLNDIZTEL VDS, ]
B A8+ & H£200~ 300 ml & 1] & 7> BB i1 Hk it P 8 A S 7R ge
AN, fEF 3 ICDOWTI div. $X 58 T-Bil 4.1 mg/
di, BB &380ml THY, Bitd ¥ — 2 HIX59.1 ug/ml
ERLADICHL, iv. RS T-Bil f1.2 mg/dl,
fBi 520 ml & X BHEBEIICH Y, BrHP Y- s
154.1 pg/ml & div. T G5BEOK2.SERBELR L. —
h, fEB4, S5iddiv, iv.KEEL G ICRIFLBHS
BITERL, Y—2f#99~135 yg/ml % BW7:1%, 5~6
BrMf& T O RRE L MR L T\ 7,

Doz ent, SRIOREFTTIERFMD/NT v F ¢

Table 4 Criteria for evaluating effectiveness of agent on infectious diseases

Excellent More than 2/3 of the symptoms and signs disappear within 5 days after onset of treatment
Good More than 2/3 of the symptoms and signs disappear within 7 days after onset of treatment
Fair Any of the symptoms and signs disappear within 14 days after onset of treatment
Poor None of the symptoms and signs disappears or their aggravation is observed after 14 days
Table 5 Clinical effect of THR-221 treatment
. . No. of . Efficacy
Diagnosis Excellent Good Fair Poor
cases rate (%)
Peritonitis 2 2 2/2
Postoperative abdominal infection 3 2 1 2/3
Cholangitis 5 2 1 1 1 3/5
Others 3 1 1 1 2/3
Total 13 3 6 2 2 9/13(69.2)
Table 6 Clinical effect of THR-221 treatment classified by previous chemotherapy
No. of fi
Excellent Good Fair Poor Efficacy
cases rate (%)
- 7 3 1 6/7 (85.7)
Pretreatment
+ 6 1 2 3/6 (50.0)
Total 13 3 2 2 9/13 (69.2)
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Table 7 Clinical effect of THR-221 treatment classified by isolated organisms
Isolated organism Excellent Good Fair Poor Efficacy
rate (%)
E. faecalis 1 1/1
Monomicrobial K. pnleumoniae ! 11
infection Alcaligenes sp. 1 0/1
B. fragilis 1 1/1
Sub-total 2 1 1 3/4 (75.0)
Slaphylafoccm sp. \ 1”1
E. faecalis .
E. faecalis ) 1”1
E. faecium
E. faecalis
K. pneumoniae 1 1/1
M. morganii
E. coli
E. cloacae 1 0/1
B. fragilis
Polymicrobial M. morganii
infection E. cloacae 1 0/1
B. fragilis
E. faecalis
E. coli
E. cloacae ! 01
P. aeruginosa
S. mitis
K. pneum?mae 1 "
C. freundii
Peptostreptococcus sp.
Sub-total 1 3 1 2 4/7 (57.3)
Total 3 4 2 2 7/11 (63.6)
Table 8 Bacteriological response on isolated organisms with THR-221
. No. of . . Eradication
Isolated organism . Eradicated Replaced Decreased Persisted
strains rate (%)
Staphylococcus sp. 1 1 1/1
§. mitis 1 1 1/1
GPC .
E. faecalis 5 2 1 2 3/5
E. faecium 1 1 0/1
Sub-total 8 4 1 3 5/8 (62.5)
Aerobes E. coli 2 1 1 1/2
K. pneumoniae 3 2 1 2/3
E. cloacae 3 1 2 1/3
GNR | C. freundii 1 1 1/1
M. morganii 2 1 1 2/2
P. aeruginosa 1 1 0/1
lealig sp. 1 1 1/1
Sub- total 13 6 2 5 8/13 (61.5)
Peptostreptococcus sp. 1 1 1/1
Anaerobes B. fragilis 3 1 1 1 2/3
Sub-total 4 2 1 1 3/4 (75.0)
Total 25 12 4 8 1 16/25 (64.0)
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KED o720, HRERERIENOIBHHBITIIAR
Thh, &7/, div, iv. LV HEHERICL DENT
EAEBO LN LAL, iv. REEOHM
div. L) RIFZHEMEBIL2LOBMELHHI LMD,
EFI3DE I, FRENUBLROLLELID, iv.
BB div. OR2SBRIFLBITERLTBY, &
S5RBOZEIMFMOIOERMERIZL TSI LRTBET
v, L7cHoT, SHELIEANERRATRET S
CENLETHLLEILND,

DEIS, EREHRSE L1360, BERLALIZLD
ETRHUNBANEREKBE L TEMREL AL TW/22T,
EDHHLIB, Bl.BRIALHDYRABED LN,
HEHESN-DRBIERRLEE L TEELNE 15T
ﬁ)of:o

FEB 31372 KT, EMBAHICRE L-BEAR
BT, £H 10 1g, 18 2MHEI08 MG L2-AEEK
FERDEBENZOLNT, B E N/ E cloacae, M.
morganii, B. fragilis Ht E. aerogenes, C. freundii |2 B3
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THR-221 IN THE FIELD OF SURGERY
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Cefodizime (THR-221) is a new injectable oxime-type cephem and has the same activity as cefotaxime against Gram-
negative and -positive organisms. Its pharmacokinetic profile is similar to that of cefotetan.

1. Serial bile samples were collected after a 1 g i.v. 30 min infusion or i.v. bolus injection of THR-221 to patients
undergoing PTCD and T-tube drainage.

Distribution of THR-221 to bile was poor after drip infusion or bolus injection in 2 patients with hepatic disorders.
But peak concentrations in serum were achieved at 1~2 h after administration with 99.1~154.1 uxg/ml in patients with
slight hepatic dysfunction.

2. THR-221 was given to 13 patients with surgical infections, and clinical efficacy was excellent in 3, good in 6, fair
in 2 and poor in 2. The overall efficacy rate was 69.2%.

3. No adverse reactions occurred. Abnormal laboratory findings included elevated levels of GOT, GPT, Al-P and 7 -
GTP in 1 patient, and an increase in BUN and eosinophilia in another. But these episodes improved after discontinuation
of the drug.



