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THR-221(Cefodizime ) D R A MRS

fEN—3h - ANFICHE - AREES - BB
RAER - tEFHH
MR KFEFHRANERE

THR-221(Cefodizime) i3 A% R A (TH) & ML MH (L) TEK, MR INAEHALT 2 LRI
EWRTHY, Cefotaxime iZMBAL2-{LEMEL b 5TV EA, HBMEVERME b, —HOM
SHRE 7 L ARREWRICAH S NS disulfiram BIEH, MHERER~NOKEOALNLVWHRTSH
2o $AMRERMARY MV kLD, in vivo DIRRBRHIMROMERT b MIC A LM ShLLE
DERDELTL, REDHTORRICBVTHERLHRERL, FXTLE S/ -NTIIAMR
L DGR AL T E VS,

AE, AT FIOMRRBERASE IZER L RS L, HRBFIBH6H, K16, EHRIHIL
30 L N 76 (FI58.94%), HBEBIIMGK 2 HI, WMEAEIL2H, [AEIIRE, UIARAM
SETE RENNAEOE 1A THL, HEFHEI2HTIELg, 1H2EKGUSHE1E 2, 1
B 2 BOSHKBIET, #50MIz4a~148 (FH108), BFx5R11310~56 g(F932.3g)Th 5,

BRZEIIMde 2 B % 1 B, 2016, WEAEXR 2P LA, AETIIREIAR,
U AR E X RIIELD, MEEHERIDRUERET, A%HEII83.3%(5/6)Tho7, MM

M1 2 51D H. influenzae XBRETTRECRERAIC O XS, FWHTH o7
RYERIREBE bEFMICLDERDABLDREL, ¥ LERERE OO o7

THR-221(Cefodizime) iX~\ ¥ R h 3 (FaH) & vt L4
(L) TERK, RARSNAEFHEY7 2 ARRAEMEKTH
D, TDILFERMERIIFig. 1LIZRTTEL, 770
AR Y BRDTHLIC Cefotaxime (CTX) & [F D ami-
nothiazolyl- methoxyimino- acetamide % & L, 3 fic
(5-carboxymethyl-4-methyl-2-thiazolyl)thiomethyl % %
HLTw3, %7 340IC thiazolylthiomethyl % A2 L 7=
e, RBEZTTHBOEVEIM( S HIZ2~2.58F
M)EALY, —BOBE=tRt7 2 LRAEPWHICAHDL
h % disulfiram B{EA?, MARBR~NOEE HAH L
e vwRTH5,

EFIMEEORFT > O ILRIABE AR PV ERL,
Enterobacteriaceae M 3% S. pyogenes, S. pneumoniae, H.
influenzae, N. gomorrhoeae 72 &' 123 L CTHWIRE D ¥R
L, invitro DRREYEBRDOE R TIE, MIC »HHFF
SNTULDBENIERHRER LTV 5, TR
HTOREIC BT OENLFELRL, THR-221TR

Fig. 1 Chemical structure of THR-221
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I. ¥RESTICHZE

HRBEERERFNBHI AR L7 7 HIOFER 23
PesEBE (Table 1) TH 5, FMIHIL0K &L D76 T,
PR I258.95%, BRLIIBH6H, k1M THA,

HEEBONRIE Table LIIRTTE LT, Mgk 25,
WERETI 2P, BT S L RAEIRE 1A, U
TAMNEREIR LG, M- A% 16
DEHTHATH 5,

FRIFGENCAR=D) V%, £ 7 ARAEYE I
TAHTUVY-BERYHEICHZL, RKATA M2
TFLEOLICER 25 LA, BAT A MDD
OIHESTERP o ERR D572,

B HEILSEFNE b REK T 3B KM100~200
mlICIEML, 30~603 D RIKBHEETIT - 720 X5K
X2BIERI L, 6)T1E1g, 1H2EEKSE LA
M, eEslEb1E2g 1H2EHKST, H5EM
BBE4H, BEMA(FEYI08), RE5RI210~56¢
(F1532.3g) Th o7z,
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RRMROHEIRE - HEKDIZAICEMERY,
CRP, LM, MO&D X MUFTR % & DRME LK E EL
WX, ikl WROMKLZ L EHIILTRAN
KM L, ¥3%b(Excellent), H%(Good), **H %
(Fair), #&%h(Poor)a & U'AHKI D3I RNDEN, s
BAEMT, BROYHRYE R LA WEFIZZH R
ZSRe(Unevaluable) & L 7=,

I, & "

KER RIS Table LHIS/RT LT, %10, B
401, B, HRYWETIEL BT, HRHMWIx83.3%
(S/G)Tbof:o

KBTIk, MROZHITIIHR LB, EWH1HITH
h, BAEVER 3 OILBEHRITES, HES, BiE)
YHBEICAB LI MRATHL, BEABEIAD2H
IREGICHR, BRL- -ABIIRE LA, U2
ABRBMAE I RIZIERTH -7z, FEH 7 OMH(RF
LB ERER L L-AEMMAIIERTHY),
TRMMOR LM X 5 HH T Diclofenac sodium %* #f
RL7:72%, ZRORHRHUEN LDV ORHER
ﬁEt Lf:o

oL e diob vl JRE=Li L R S F 2R (M 47808 2T
ARKMOMBIZHHA, EHL, 5T H. influenzae
MIMENT, FTOBDEFHTIRARLELAN + B
THIELIRTELNoTe SD2PD H. influenzae it
THR-221D 5 TKRMTE /-,

o.M # A

ARRSICLBLERDILRM, WX, Wi, THL
EDH - RS LRERIRZMICBO LML D512,
Table 2ICMHELEHREL R, XMREN%kT
EHLERIIBOON 2N o7 EFE, TOTLHY
712775 —EDLBIREGIBORERIZL L0
T, W & i2MBRZ Vo Table 352K M40 A & %
RTA, FREGCLDELER L ERIZ 2D 512,
FEHI 7 OIRMEIREA 1L BREBTHHWMIZ3T B4
MEICLDODT, FMLIZRBD 2V,

N. % =
THR-221{Cefodizime) 2 ~¥ X b #(FH) E M1 #
(L) TER, ARSNIFROEMAL T x LRHEW
RThh, L£IZBAXITELCTX EEBLLE®RE

Table 1 Clinical trials of THR-221 treatment

Case | Age Diagnosis Daily Duration Total Isolated organism Effect Side-
. dose dose Be&ore
No. | Sex | Underlying disease | (xrimes) | ¥ | @ Adver Bacteriological | Clinical | effects
69 Chronic bronchitis H. influenzae 3(+) o
1 1 X2 14 28 ] Eradicated Good | (-)
M Bronchial asthma P. aeruginosa(B) 1(+) e
72 Bronchiectasis Normal flora .
2 M 2 X2 14 56 ) Unknown Good | (-)
Old lung tbe. Normal flora
51 Preumonia P. aeruginosa NG 1(+)
3 2 X 2 4 16 ] Unknown Poor (=)
F Breast cancer post op. P. aeruginosa 1 2(+)
30 Poeumonia Normal flora ,
4 2 X 2 5 10 i Unknown Good | (*)
M Bronchiectasis Not done ol
5 DPB. H. influenzae 3(+)
5 M 2 X2 14 56 { Eradicated | Excellent | (—)
S. aureus 1(+) :
76 | Chronic bronchitis Normal flora
6 1X2 7 14 } Unknown Good | (=)
M Pulmonary emphysema Not done '
69 | Obstructive pneumonia P. aeruginosa C1(+)
7 2X2 12 46 i Unkngwn | Unevaluable| (—)
M Lung cancer )
P. aeruginosa C2(+)

D.B.P. : Diffuse panbronchiolitis
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- Table 2 Laboratory findings before (B) and after (A) administration of THR-221

. ‘GOT GPT Al-P BUN Creatinine
ase
TU/L TU/L (K-AU) /dl /dl
Age | Sex ( ‘ ) ( ) (mg/dl) (mg/d!)
No. B A B | A B A B A B A
1 69 M 19 17 10 9 5.7 6.7 15 12 0.9 0.8
2 72 M 20 25 12 20 6.4 7.7 13 11 0.8 0.7
3 51 F 23 30 14 11 11.7 10.9 23 8 0.6 0.6
4 30 M 22 19 15 20 6.6 7.2 20 13 0.9 0.8
5 45 M 37 21 29 26 5.6 4.3 19 19 1.1 0.9
6 76 M 18 19 13 15 11.7 9.2 17 14 1.1 1.1
7 69 M 15 12 12 9 14.0 15.9 13 9 0.6 0.5
Table 3 Laboratory findings before (B) and after (A) administration of THR-221

c RBC Hb Ht Pits. Eosino

ase (X10Y/ pl) (g/d) (%) (X10Y/ pl) (%)
Age | Sex

No. B A B A B A B A B A
1 69 M 444 434 13.8 13.2 42.6 40.8 22.2 21.4 2 5
2 72 M 363 364 10.8 10.6 32.2 32.0 37.7 33.8 0 1
3 51 F 342 474 12.2 15.9 35.9 48.0 37.6 46.0 0.5 4
4 30 M 357 387 11.7 12.5 34.3 36.8 26.0 33.6 0 2
5 45 M 513 506 14.2 14.3 44.8 44.2 64.8 4.1 0 1
6 | 76 M 429 405 13.4 13.1 41.6 39.4 51.9 30.4 2 0
7 69 M 432 342 12.1 9.4 38.2 28.4 23.0 9.6 0 0
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EHLTWA,

THR-221 in vitro TOHMNIZ Y 2 LBIHERM B &
V75 LIREMICBLVIMANRY PVERL, 724
REME B T S. pyogenes, S. pneumoniae, Peptostreptococcus
12, 7275 ABMEMTI H. influenzae, B. catarrhalis,
E. coli, K. pneumoniae, P.mirabilis, P. rettgeri, M. mor-
ganii, N. gonorrhoeae % L' \Z50\V UM ) &R T A%, Enter-
ococcus B & U P. aeruginosa ¥ EC 7 F I MIERBME I
131288\ B-lactamase (ST HREMIZEHRD
penicillinase, cephalosporinase (23t L THRHTEETH
5%, cefuroximase IZ& ) CTX FIMETFIMERIT 5,

R4 D 7 B OMRGE I MAE I3 T B EERRI R IE, ERD
1M, BE$h46l, E216), BHRUETEIBITHY,
HEH™383.3%(5/6) T o /=2, $35M B RILEMIE
BoROENFHEL Y HET T L TIE, R EELIEL
BIhERHTIHI(18.4%), HR27351(65.2%), LA
3600(8.6%), EA33HUI(7.8%)DKMTHH, FHE
83.5%(350/419) Cdh o720 ELKBAUOHLHEIZM A
84.5%(201/238), MMM EH#84.1%(37/44), [EX
{3RAES2.9% (29/35), ' AMIAMAET XK. 4%
(17/18) b Vi 5 i T 5 726

I7FED ORI AONEFOTME IR FER)
B TIX, S. pneumoniae 96.8% (30/31), S. aureus 91.7%
(11/12), H. influenzae 100% (53/53), K. pneumoniae
95.5% (21/22), E. coli 100% (25/25), B. catarrhalis

100% (7/7)OMIBRETHY, I LBENSKTI
93.9%(46/49), 73 LRI M S TI389.4%(174/193),
SETOWMEEI188.8%(213/240) L WV 6 DTH,
Too B4 b 7 OIS 2 BUiC H. influenzae % 53 L 725,
THR-221D8 512X D 21E L MIZIEE L, BUKZRG
¥, AHOBRTH e,

BERICMLTIE, RADTRATIZE - EANERD
ENEEEREMRE B2 o fohf, HES O HTy
LORMTIZ1368 P RIER OB I22.4% (33/1368)
L&, THI(8H), RM(7B)MROEN 7, BE
BEMORK$9.1%T, PI VAT IR—ADLERN
BEholh, HREEBLTLERBEVLDTIEY,

THR-221 i3 H BBV T A BRI R T L HYE
64.6%(170/263)THh H, EROKRBER, BEAOE
PoHATH, HREREEDEMIZEBELAEDKTH
HtEXZLND,

X [
1) 350 B AX{LEMEFE2RE, KX H#P9A
V. THR-221, &M, 1987
2) WAKBNAR: REWRD disulfiram BEH, BX
KEFIEH LM 36 - 683686, 1984
3) ENXN, A% . t7:sRkH4WRELL
HER, EE v —F 1 20: 663669, 1984

CLITICAL STUDIES ON THR-221

Kazuyosii WATANABE, ToMoo KOHARA, MAsAYOsHI INAGAKI, ICHIRO HiBiva,
Tsuneo HamaMoTo and Hipeo IKEMOTO
Department of Internal Medicine, School of Medicine, Juntendo University, Tokyo

THR-221 (cefodizime) is a new semi-synthetic cephalosporin antibiotic which exhibits a marked in vitro antibacterial
activity against clinical isolates of Enterobacteriaceae, S. pyogenes, S. pneumeniae, H. influenzae and N. gonorrhoeae.

THR-221 was used in the treatment of respiratory infections: 2 cases of pneumonia, 2 of chronic bronchitis and 1 each
of bronchiectasis with infection, diffuse panbronchiolitis and obstructive pneumonia. The patients were 6 males and 1
female ranging in age from 30~76 years(mean 58.9 years).

THR- 221 was administered by intravenous drip infusion. Doses varied from 1.0 g, 12 hourly (2 cases) to 2.0 g. 12
hourly (5 cases) depending on the severity of the infection. The duration of the treatment varied from 4 to 14 days(mean
10 days) and the total does ranged from 10~56 g(mean 32.3 g). Clinical response was excellent in 1 case, good in 4,
poor in 1 and inevaluable in 1. Neither clinical side-effects nor abnormal laboratory findings possibly related to the drug
were observed in any of these cases.



