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FEMR AR 31 B THR-221(Cefodizime ) DMFERY + B IR MR ET

e e - REZS - EREW - MBALZ
SURRAE BSR4 R i A Bk 8
(EAE: MHLZHKHR)

HLAARSNAE7 2 2R IEMK TH S THR-221(Cefodizime) 12T 5 KRR, BRKAIRET &

1w, UTORREHE,

AR L LT, THR-221 1.0g one shot MHERFIZ 31T A Ik P il IE, T AF-LBAIRE B & U
FRFEBAPRELNE L7 KF ORMMIR MY PR 55 %155 T106.26 ng/ml ¥R L, LA
TR L, X5k 1#5M105T46.88 ug/ml, 3 BEMT31.55 ug/ml, 4 BEMIT17.97 pg/ml &2 572,

B LM E 1242 5 11553 T4.48~56.28 ng/g, 1 BEMI105rT40.64~62.52 ug/g, 3 F§MIT21.14
~34.40 ng/g, 4 BEMIT12.12~19.56 ug/g DIREH LD L7, HRERHPRIE L, H£5HK1,
2, 4, 6BFMTENEN24.2212.82 4g/ml(Mean+S.D.), 18.49+0.91 pg/ml, 14.5910.45 ng/

mi, 9901045,ug/ml %ﬁ Lf:o

BRARGICH § HRAT T, FENERR2H, FEMRER26), 77 2A@RE2 6, FRBRRE
26, BREER 48, SI2BIOERARMSRREITRRG LT8R, EH3I6, A6

Bl, ERHIBT, HHXIITS.0%TH o7,

MAFOHHRIZI6KD, HEI0HK, T4k, TH2IKT, 714%%RL7
KRG T o> - 2P BIREMNLEER B L VEBRREBREORBAIEOON L 572,

THR-221(Cefodizime)id88 F f Y ~NF X pitE 75~
ANEVHTER, RARESNIESHE 7 2 2 REY
KTHb, XA Fig. LIZRTWML, £770RKY
VB D 7 L HI$H (2 syn- methoxyimino- aminothiazolyl
X%, 3 {IMSHIC thiazolylthiomethyl £ % H L TWw 50,
3 AL IS thiazolylthiomethyl ZEAHA S /=720,
HESUHTRVAPEFEPERL, —HoE=iH+7
1 LRIEMBRIZA S N disulfiram HEH, MKERE
FANOEEN L VHETH B2 FROREANRY 7
LXILETH D, S. pyogenes, S. pneumoniae, E. coli, K.
pneumoniae, P. mirabilis, Indole(+ )Proteus I&, H. influ-
enzae, N. gonorrhoeae |23 L TIdAFIZGEVIEN YR To
T/, AFGEEEB I ELET S B-lactamase (23T L T
LERETH D,

EHICEKF DR E LT, in vivo DRFEHWERIC
BT, MIC »5F s s L EOENT: EDso fEA R
Lbha I EDBTOLND,

Fig. 1 Chemical structure of THR-221
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FHRNII -0 » /NI BOTEREY, EBRNORSTHELIC
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4E, R4 IZERABESIZBITLEFOXRENRET
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&35,

I. MilPs LUEBERBITIHEOB®RN

1. H&

1) Mi#EP B &L UtERARNRE

THR-221D1f &+ B & UHFHB~DOBITHE R T
HHMT, EAFELWMITEMNEIRICERLHEE L
A

%5 51320 one shot BETHH, THR-221 1.0
g R IEHAER KD A VIZEREIEK20~30 ml 25K
L, HERNIZS L7z, #iP, FEBREREICFEDY
IR0 % $REXS 5 & EBF KRR % b IR L 72,
BRI I AR SR T RIS 6 4 BRETDH
5o

PR L -0 130T R BE R A S Mig s % 4T 2V, i
BREICHT AT T-30CICTHEREL,
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M LR, SN, FEAM, FEGHHE, =
BN L VT ERA O SMMIS RIS 4 AR K 2 W
T#ig L, Mike FRRENEICAV2E, —30TICT
MR L7,

2) mikh b & UFRIEERTIRE

LRLFE MM T %, Mo EROIERE, R
iR o-XFL- % MMLALET, FH1.0g%
one shot MHE L, FAYMARIN &5 & U SEFEREHE % #ER78Y
IZBRILL 720

BRSFIEMIGERRES®R TR, 2, 4, 68ML
L7

RML7-RKIITEE L O RLIMET L2, D
LiktimENEIBtT BHE, —30CICTHRERF L7

3) M HlsE

migep, MBAMRANZL FICRBERES O THR-
221 MEMEIEANF R b Y 428 HFRRATICT E. coli NIH]
JC-2% MEM & ¥ 5 bioassay iEICE NITk 572,

2. R

1) miMeh B & Ut B il

A#01.0 g one shot MHERFIZBIT B Mk B & UtEds
LN IREDERM%E Table Liz—FLTRL, KHM
BRI 33 & OFFE BHARMLIN P IME % Fig. 212, 4R

Table 1 Serum and tissue concentrations of THR-221 after intravenous administration of 1.0 g
Concentration( ug/ml or g)
Case Age Time
Elbow Uterine Endo- Myo- Cervix Portio
No. (yrs) | (h:min) Oviduct Ovary
vein artery metrium | metrium uteri vaginalis
1 30 7 137.52 137.52 34.40 19. 56 14.08 10. 20 23.56 14. 86
2 36 15 106. 26 106. 26 26.58 46. 88 4.48 48. 44 46. 88 43.76
3 39 15 106. 26 106. 26 42.20 39. 08 40. 64 53. 14 50.0 56. 28
4 38 20 96. 88 96. 88 11. 34 56. 28 46. 88 43.76
5 38 40 78.13 78.13 50.0 56. 28 39.08 42.20 45.32
6 36 1:10 46. 88 46. 88 48.44 40. 64 46.88 62.52
7 39 1:48 40.63 40. 63 17.98 20. 36 14. 86 11.34 10.58 12.12
8 48 2:40 37.50 37.50 25.00 22.74 26.58 28.10 19. 56
9 54 3:00 31.55 31.25 32.82 34.40 22.47 21. 14 24.28 26.58
10 44 4:00 17.97 17.97 19. 56 14. 86 18.76 12.12 14.08 15.64
Fig. 2 Serum concentration of THR-221 after intravenous administration of 1.0 g (n=10)
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NRE % Fig. 3 122 hEFNRL7,

RARHAR ML 7% 12 3547 5 THR-221IRBE 124X 5- 1155
T106.26 ug/ml %R L, LML, #5% 18MI10
5 T46.88 ug/ml, 3 B¥M T31.55 ug/ml, 4 BEMT
17.97 ug/ml & 72 5 72,

=%, FE BRI P RIS %155 T106.26 4g/
ml ®2RL, DAk#mL, 5% 1 #1053 T46.88 ug/
ml, 3BEMT31.25 ug/ml, 4 BEMT17.97 pg/ml & 7%
Y, KRR RE & FIROBERB LR,

HBRHBARE R EHARM TELOELBHLLOD,
H5 #1559 T4.48~56.28 ng/g, 1 BEMI104> T40.64~

62.52 ug/g, 3 WEMT21.14~34.40 ug/g, 4 BEIN T
12.12~19.56 ug/g DIREHBDH ST,

2) WRIEHET iR E

KRN P B L OB FIZBIT S THR-
221IRFE DFLRMM % Table 212, T 7: 10558 DO AEME il &
% Fig. 4 ISR L7

RMIEMPIRE ISR, 2, 4, 6BMTEN
#124.221£2.82 yg/ml(Mean£S.D.), 18.49%0.91 g/
ml, 14.5910.45 yg/ml, 9.901£0.45 ug/ml 2/~ L, [H
R LSIRIN L 7= A MR I i o o (228 3 WL, £
¥h43.9, 57.3, 69.1, 56.5% TH -7,

Fig. 3 Tissue concentration of THR-221 after intravenous administration of 1.0 g
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Table 2 Serum and retroperitoneal fluid concentrations of THR-221 after intravenous
administration of 1.0 g
C N Serum ( pg/ml) Retroperitoneal fluid ( g/ml)
ase To. 1 2 4 6 1 2 4 6 (h)
62. 50 31.25 20. 32 11.33 26. 57 17.97 14. 85 9.38
2 50. 00 31.25 19. 54 10.94 21.10 19.54 14.85 10. 16
3 53.13 34.38 23.44 19. 54 25.00 17.97 14.07 - 10.16
55. 21 32.29 21.10 17.52 24.22 18.49 14.59 9.90
Mean * S.D.
+6.50 +1.81 +2.06 +5.15 +2.82 +0.91 +0.45 +0.45
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I. ERERGIDHRY

1. HSHR

BEFIG14E 5 A A & BEFI614E12 A f£ 0 M O FUEHT I EKF
KEMBREEBABICBILARLEN YL, HAD
RE 2 AT B1200 23R E LI, 5 ROEMIZ20
~731c, hEII29~73 kg 2 LTV,

BYpGENHRITFERRSR 2 Fl, FEMAMEHER2H
¥ AR 2B, H8mMk2 6, HEIERK 46
HI2BITH D, b, BREEIEWEN LA T SR
MIPEITNTWD,

2. ®’5HE

HEHIEICDWTIE THR-221 % A B K100 ml &
DV EMERIL 500 ml ZiEM L, 261 SiEMHEY
T o7

5 &iz1[E1.0~2.0g, 18 2mE5 E L7,

5 WM RIE 3 AMA O RBIZAMT, EFIHLY
nRE5RI6g1H), 15g16, 16g1 51, 18g2#,
20g2®l, 24g1®l, 28g1 %, 30g1Hl, 32g1%, 48
gl BITHo70

3. BHRHERE

HRUERIUTOREIZE DITE -7

2% FEAMEEKI BURICEL(REL, &

BIZE SRS

Y FEEMERD 3 BRI BOARMERL
FOMRIEHLIBE
ma TEAMKEKH 3 BHAL TOEESALY
b Ry

B, FH, OMEONHMLRLGALIHEIRE
MY, TXTHMEHEL

4. BRTR

Table 3IZ ARG EHDOEM, K, BHLB LU
Emsl, RSHE 5K R5EM, RRSE 7
M, AEEUORBLIUREROEELRLT,

3 7:, Table 42 BEFRTEBEGICTRAL, £he
NOBEWELRL

Table 4ISRTHNC, FERBRRE2HILLELIZEHT
Hh, FEMRBE2EIIEHIG, FH1HTH-7
BERHBBPSE BB DOWTIX, ¥7 7 AHME2 WL
LLICHS, BMMME2EIIE I, B2 1M, &
NTEBRAGIIED2H, BYH2HTHY, AHEIR
62.5% TH -7

Bk, 1260 0@ ARHERRRASE 22 L TER DS
YT o RR EHIN, ARH6H, BHIA, HD
X75.0% Th o7

5. SEEESIERKDR

EF DM EFIEREZD R % Table SITIR L7,

Fig. 4 Serum and retroperitoneal fluid concentrations of THR-221 after intravenous administration of 1.0 g
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HARE M3 6 IT, b4 LAY T LN,
oo 2 BlERANE Y 5 LRBYEN 1 B, RSP T LBEHE
WLIHITHY, TholxwdT2EKOBMRYHRIZE
faecalis 12 & B 1 BIUNDTXTOEFICEDLN, &

¥ (183.3% Th o7

RERIIT 4 61T, S LTSRN Y 7 LRUBALE, 4
ST LN LR T S LRI, SFRM YT A
ROV & RN Y T LRBIEN, GFANEY T LRBYEN L 6F

’)’)f:o

1250.0% TH o7z,

Table 4 Summary of clinical effects

6. MIM¥HIZHR
Table 6IZ &K OB LR E R LI BEETH
B 2 B0 % B < 106070 & 13 M6 BRAMRIL S h 7e,

AT T LR AN Y T LBREEAD 5726 D
£F1BITHD, ChoIIMTEEROAYERTS.0%T

R MO RN 1 FIE L 2HIT, HHE

No. of Efficacy
Diagnosis Excellent Good Poor
cases rate (%)
Intrauterine infection 2 2
Adnexitis 2 1
Douglas abscess 2 2
Pelvic peritonitis 2 1 1
Pelvic infection Parametritis * 4 2 2
Subtotal 8 5 3 5/8
(62.5)
Overall total 12 3 6 3 9/12
(75.0)
Table 5 Clinical effect of THR-221 classified by causative organism
No. of Clinical effect Efficacy
Isolate
cases Excellent Good Poor rate (%)
Coagulase-negative Staphylococcus sp. 1 1
S. equinus 1 1
E. faecalis 2 1 1
Subtotal 4 1 2 1 3/4(75)
E. faecalis + S. epidermidis 1 1
E. faecalis + E. coli 1 1
Subtotal 2 1 1 1/2(50)
S. sanguis + S. intermedius 1 1
E. avium + K. oxytoca + B. fragilis + 1 1
B. thetaiotaomicron
Subtotal 2 1 1 2/2(100)
P. anaerobius 1 1
B. vulgatus 1 1
' Subtotal 2 1 1 2/2(100)
Negative 1 1
Unknown 1 1
Subtotal 2 1 1 1/2(50)
Overall total 12 3 6 3 9/12(75)
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TREONRIZ, FAMETIIY 7 AMMEEA 6 HE
¥, 7T LRRMEA2 M2 K, RAMETIRY S A
REEE 2 M2, 77 2BMEA3IHMIKTH-
72

MEENHRIE, FAMY T LBHETHE4IS, T
46T, HEES0.0%Thoro HAKY T LKRMHH
WAy 7 LBUEB LU YT ARMETIIVWTR LR
BROSHE L, HEEI%Tho7

7. BIERZ O UICERRAMBY

EERIC OV TIRFICHEL TR 2T o /20, &
Ff5C L 2 BN ZRIER B Sk h 57,

3 7:, Table TWZHRIXG AR OMB—A%, AFRIES
JUBBESOBREREMOER LR LA, ARG
CENTAMEREEREORBIISMcZDoN LD,

YA

o * 3

WE, ERABBRKICBIT AMERLIEDERICEL
T, BB ARY b LBXUMORITENDERL,
LY bEEBNE: B-lactam ZiiEH, PTLHICt
7 x LARERINE—RIRB & SN HMEHH V00, &
HIZRE TR, “WhWwAB=H{t 7 x ARFERHHK
ELBBL, £FD¥E Compromised host (21T 5§55
BRLAEDERIENA O N EAH ST,

THR-221i3, $F5fE, MEAMOY 7 LM MNr 6 75
LIS A I TLELIE AR P LT A
S 7 - ARIRERICKT B,

EROBKIME T MO, FT AN
% T2 S. pyogenes, S. pneumonige (2% L T Cefotaxime
(CTX) L E#EETH Y, Cefazolin(CEZ) & 1) BN 7- il
NERT 77 LBMEW TIXE. coli, S. marcescens {213
CTX, Ceftazidime(CAZ)IZH L T4 5 b DD, Cefpimi-
zole(CPIZ), Cefoperazone(CPZ)& 0N/ Th b,
H. influenzae, N. gonorrhocae, K. pneumoniae, P. mirabil-
is, Indole(+)Proteus %212 CTX, CAZ LAI% D&
N HERT, 7, in vivo DIREEHERDE
B, MICHLMFSNLIULEDEN/ERBEETRT,
62, HIFRSL 2707 7 - OREIER LMK T S
EVIMENL SN AREETREARMTHLEEZ
bk,

4[E, #F4i: THR-221DEWHIRETE LT, FH1.0
g one shot MERFIC BT 2 Mk iRE, TH3FEEANRE
BIUBREBEHPIRELREL,

A #|1.0 g one shot BHERFIZ 311 5 KRB IR M & iR
MEI2 5 %155+ T106.26 ug/ml 278 L, LAfkd#fsk L
5% 1 BFM1105T46.88 ug/ml, 3 BFM T31.55 ug/ml
e, 4BMEERLTH17.97 ug/ml & HIRE % #
FlLio CORMIREEDETNEIZIT-BL-IREHR

Table 6 Bacteriological response to THR-221 treatment

No. of . i Eradication
Isolate . Eradicated Persisted Unknown
strains rate (%)
S. epidermidis 1 1
Coagulase-negative Staphylococcus sp. 1 1
G §. equinus 1 1
(+) . sanguis 1 1
E. faecalis 4 1 3
Aerobe .
E. avium 1 1
Subtotal 9 4 4 1 4/8 ( 50)
E. coli 1 1
G K. oxytoca 1 1
) Subtotal 2 2 2/2 (100)
S. intermedius 1 1
(S_) P. anaerobius 1 1
Subtotal 2 1 1 1/1 (100)
Anaerobe B. fragilis 1 1
G B. vulgatus 1 1
(=) | B. thetaiotaomicron 1 1
Subtotal 3 3 3/3 (100)
Overall total 16 10 4 2 10/14(71.4)
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*5'(’3)07_‘0

PSR AR 12475 %155 T4.48~56.28 pg/g, 1
BRI 104> T40.64~62.52 ng/g, 3 BEMIT21.14~34.40
ug/g DBELRL, H5HIRMEERT L1212
~19.56 ug/g L HMIMENBOOLNT, CORMNLH
WMdse, ERMABNMBRIMEOTELERNTH S
E. coli, Klebsiella &, Proteus &, B. fragilis ® MICw il
ERFGAN—-LBELDTHBLELONT,
FRIEBHPREIIRSHK]1, 2, 4, 6BMTEN
#124.22+2.82 yg/ml(Mean £S.D.), 18.49+0.91 g/
ml, 14.59+0.45 ug/ml, 9.90%0.45 ng/ml EL, &
FOBREEHRP~OBITHIIRFTHLILIHL L
otz COBMEIYN, KRNI FEMBIERELOTR
FEBRDERDH D VRBHIEICHRALZERTH S Z EAR
=¥ (AN

BEERSIC X3 5T T2, FERARR2H], Fa{1K
BR2M, Y7 AR 26, FREEEL2H, A8
e 4 B, EH126DER AR FRRE IZH T 55K
DEG T -1 8%, EH36, A%6H, ELH3IH
T, AHXRIZT5.0% TH -7,
FHROEEBRJERLDRIZ, FEREE26ITE I
%, FERGL2513EYH, A& 1MTH- 7
BERARIESHIT Y /T ARMBIE 2HIZ L LIHR
BRBER2FIIAER LG, EXH16, FHERR4H
BED2H, BH2HTHH, FHEIL62.5%TH -7,
BEEBRIZHTHERDOERFEIXS0.0% T - 7255,
IhbHizvibw A Compromised host ThH H, LA bk
TEELTHOE=MH{t 7 2 AFIMFH SN TV/HE
HITH5H,
RICEKKOFMENERZDRETH S5, EHEER6
BN L E. faecalis 12 & 5 1 FILIHIT R TOESIZH
A ET, F¥FiI83.3% X~ L7

BABS 4 BUIE, At T ABHERE, TRt
TuRHE RN T LRGE, HREY T LR
LiksE Y S LRRHE, HREY 7 LREELHFREY
T LRHEICRANL Y T LBREEANMb 72 & 15 TH
Y, E. faecalisH*B5 L7- 1 BILSN D 3 Bl AR LT,
BH$HEIXT5.0% Th -7

B, BREAHMIIEEREN1HXEL 26T,
Exh=Ei250.0% TH - 70
AROPEFENBRIL, U7 2BHETIE
50.0% & ETRMEY ALz COBHRLELT, SH5H

SN 8B I BRITERIALM N IR & %\ E. faecalis
THhotILMEFONDL, AT T LIENN, WA
Mo LN S L UMRE Y 7 LRMEE TV TR
SBRAEE L, KR OMMNERBRIZI0% &R THE
N THo7:, SHODEMIE, FRDOHKRNRY
FILDKMERSHNBLIAERTHALELZLNS,
B&HIERTH B, KIS 2475 - 2 24EHIC
Bfb B e BIER B L UBIA RN RN ORILIZED S
nWeh o7,

DXy, BRAMMAH,S, THR-22113 i AR
AR (23 L CHB KR TH D LRI L7,

X [

1) THR-22IE. ~F R b ¥ v 28 A &4
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THR-221(CEFODIZIME )IN OBSTETRICS AND GYNECOLOGY

TAKAO YAMAMOTO, JINSUKE YAsuDA, Masaaki Kanao and Hironl OkaDa
Department of Obstetrics and Gynecology(Director : Prof. HIROJI OKADA),
Kyoto Prefectural University of Medicine, Kyoto

We performed basic and clinical studies on THR-221(cefodizime), a new injectable cephem antibiotic, and obtained the
following results.

1. Concentration of THR-221 was examined in serum, internal genital organs and retroperitoneal fluid after a single
i.v. administration of 1 g. The peripheral serum level was 106.26 »g/ml at 15 min, decreasing to 46.88 xg/ml at 1 h 10
min, 31.55 ug/ml at 3 h, and 17.97 ug/ml at 4 h, after administration.

Tissue concentrations were 4.48~56.28 4g/g at 15 min, 40.64 ~62.52 ug/g at 70 min, 21.14~34.40 .g/g at 3 h and
was detected in all tissues at 12.12~19.56 ng/g 4 h after administration.

Concentration in retroperitoneal fluid was 24.22+2.82 yg/ml(mean+S.D.), 18.49%0.91 ng/ml, 14.59%0.45 xg/ml,
and 9.901+0.45 pg/ml at 1, 2, 4 and 6 h respectively.

2. In a clinical trial, THR-221 was given to 12 patients with obstetrical and gynecological infections such as in-
trauterine infection, adnexitis, douglas abscess, pelvic peritonitis and parametritis. The clinical results were evaluated as
excellent in 3 cases, good in 6 and poor in 3. The efficacy rate was 75.0%.

Bacteriologically, 16 organisms were isolated from 10 patients and the eradication rate was 71.4%.

No side-effects were observed in any of the cases treated with THR-221.



