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Hog—
ERRSHEEREL ¥ —

LR S N7-iES A cephem RILEM K Cefodizime( THR-221) 122V T, EMAHBIATIE
5, AT, ERRBSRZ SOV THIERITY, UTOHREEL,

1. BERRSMEE, fFSAME16H3160k, MAM 2 MBSO MIC M4 id, 77 LMtHIKE T1.56~
>100 pg/mlil, 75 LARRHHRETIZ<0.0125~>100 pg/ml (2L K 5346 L 724, TDOKHF126.25

,ug/ml UTTHo7

2. THR-221 1.0 g MHE{% 0 Mi# MM 12305 l71.10118.99 g/ml, 8 BE[HIf6.06+2.58 ng/

ml, L2, 40 TH 5 720

3. THR-221 1.0g MHEfk 8 BERIADSRF HEilE1360.2110.2% T, K& 2 B LA I HEH#

=X (WA

4. THR-221 1.0gMHERDERNMZHBNRELNEL, ERNFHIRFTET-7. FEB

AR L 7 P FE D 2 0 123, 0285 F, AUC 12219 ug - h/ml T ), HEAPIRAE D Cmax 1227.3~37.7
pg/ml 235 L, Tmax (4~235, T2 i31.82~3.74B5M, AUC 1292~158 ug - h/ml 42534 L 720
5. FF|1.0g BERDERIER B L EPIREL, 4FMBIZE— 71H10.8816.76 pg/ml iZ:EL,

12B¥ [} 1%123.3312.06 ug/ml 2328, FiHH i34 438 TH -7

6. BRIRALMTIIERABIREAETHNIFER L,

1 H#2~4 g T25(1(92.6% ) (=& BRUER LR,

81.3% NIMEFMEFHIZRAERON, BIERIILH» 7,

Cefodizime(THR-221) i~ ¥ 2 ML (FEM) &V £ L3t
(L) TEK, BRESNIHF LVEFHEY 7 2 25504 Y
BThHns,

FHIEL7 702K CEBOTHLICCTX EFHKD
syn-methoxyimino-amino-thiazolyl %% L, 3{ZiZ mer-
capto-thiazolyl % B L7-MFOWELXHT 5,

R LBOMREANRZ PV 2B L, B-lactamase i2
%+ L T3 cephalosporinase IO —# 4B &, 3L A LD
B-lactamase IZEETH ), bW b EZMHA cephem
LAEOMENET T,

FHNIBRAIR S L D RGEICHE L om iR
LN, HEBITHELRVEIRTVAY,

AFEICBVTIE, FHAOERABFABRICBITLER
HEFMET A0, BRSBEEORIMSMA, WIX, ¥

i, BEAEFARCFRIEBBHAT~OBITL LA
LOEMDEHMT LT, —7, ERARNBRREL
My AR EANERERE L7

1. EBRF &

1. RREANEN

THR-221ORKENIE S 13 ERAFR SR OBK
SREE, HERME16EME316kk, MAtE 2 BAES0KICOW
T, BR(LEREFRTREIZLY, RPREHEILBRE
(MIC) % Cefotaxime(CTX), Cefotetan(CTT), Cefotiam
(CTM), Cefazolin(CEZ) % IBER & L THIE L 7

2. M, R, M&d L UBHBEPRE

1) #%, EFRGES X URERIGE

MR, RPRE, &8MMSAKPNREIR, T
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HRMEEE L FEDEEET, HRHTFESMNMITRE
2 eRE L,

#5412 THR-221 1.0g %20 ml O 5 % MM 2K
ML, 3THTRIEL,

MR AR5, —EReE I FH I
BIUMRSBSLMHE L, FERICHBK FEHKELD
Rl L7z, $RENGFADIZ, FEEIRASREF L L7, Mo
BIIEBAEKTHRE LTI ERER, LELHNER
BL, —20CCoRHMRAEL, M3 mom iz L
THRERF L,

BRI S HBUIE AT B A 1T 8 & 3 61,
WEEFL.Og 2MEL, L FL— 26 RMNICE
HEERML, F0OXL LN MRERELTHEIZBL
7

2) RERIER

THR-221DMBERITE 13 K. preumoniae ATCC 10031 % ¥
FHETHERTRS » 7TEICE ), BT miFico
WTike P, i pH7.000.1M ") » BE®HHT
BRLUZ, M&UBRMABRHRH1g2cETS 1T
AL L, Tht) D ERERTHRL, ToEL
tHEERL,

BHAL L EFEFREL 720

3) Rk '

X #) BT % one or two-compartment open mod-
el IZX g L7,

3. BRIRBYRRET

1) HRBIUHE

BRARIIEFARFEROBREFEL R E L, 61
FIRLD6IFI2A T TOMICERBERSHRRERA
HLEHERARRRICARLBHEIERALL,

2) SHRHEEE

BRRIIZNER, MEENHRL O ICBRRREBRL &%
REMICHEL, FEEMEEK3ALUAIZELLHK
ESNERICESHEYEDHL L, FEAMEELKN
SHBUAICHEOBEMERL, TOREGERLI-HSYH
BEL, FEEKMIALALTOIHES L HEIL
B L7z,

I. & %

1. ABREANRED

S. aureus 25¥k 23+ B THR-2210 MIC %, 10° £
T1.56~50 pg/ml 2, 10° $EHT3.13~ >100 pg/ml (2
SHLT, BWREICLD 1IEBEOEND D, MIC D5
MICRELLLRE— 7134, AL OB T CEZ,
CTM A B LMENMXBVWI L ZRLTWA(Fig. 1,
2)

S. epidermidis 208 12 34§ 2 THR-221 0 MIC 13, 10
RMT1.56~>100 .g/ml, 10* EHT $1.56~100 ng/
ml /T oM, MRICLEAZZEDONTY, T/,
DHISE =T ik, 1K & DLW T2 CEZ, CTM #¢
BbEMA R (Fig. 3, 1),

E. faecalis 10842333 % THR-221 MIC {3, 108, 10*
RHEG25~>100 pg/ml 2L, WRIZED 1B
EOEMNED N, 1K L DILBTI CEZ, CTM ALt
B RVAS, —AI MIC fHAH <, MBI 2V
(Fig. 5, 6)e

E. coli 50#i23t3 A THR-221M MIC i, 10° £ H T
0.025~0.78 pg/ml (2, 10* M T0.05~1.56 pg/ml |2
FHLT, BRI 1IBEEOZEMN DD, MICO
Y—7120.2 ug/ml 2 ), CTX IZKEREUAEAD -
7-(Fig. 7, 8),

K. pneumoniae 25¥kiZO\V T2, THR-2210 MIC i110°
$:48T0.025~0.39 pg/ml, 10° $HT0.05~0.78 pg/ml
L, ERICED 1FEEMDD, CTXIRERSE
AR A - 7:(Fig. 9, 10),

P. mirabilis 108k iZ %t L T, THR-221 D RZ 2
CTX IRV T, 105, 10° M & $0.0125~0.05 g
/ml {2545 L7:(Fig.11, 12),

P. vulganis 168k 123+ LyTid, THR-2210 MIC 746 2
0.0125~>100 pg/ml  TILL /ST DWTHA L, #iE
HRIZL)D 1IEBEOEND D, Hl & DEBETIZ
CTX & CTT DIz 44 L 7-(Fig.13, 14),

P. rettgeni 108k D\ T2, THR-2210 MIC 43412108
BHT0.025~3.13 pg/ml ZIL AL, 10° BH T3
0.025~25 ug/ml L AL TE -2 % R &, BEH
BREMtEbRE D H D, fF L DHBTIZCTX IR
WHTHho-7(Fig.15, 16),

Providencia sp. 152D\ Tid, THR-2210) MIC 54
1210° £ HT0.025~3.13 ug/ml |2, 10® #EH T0.025~
25 pg/ml 23 A L, BEMREEMEERDSDHD, CTX I
RCHEREETH - 72(Fig.17, 18),

P. aeruginosa IZxt L Tid, Fig.19, 200N 3L A L
BB, CTX LRIBETH A,

M. morganii 208k (2 D\ Tix, THR-221DBREH 54
120.025~>100 pg/ml 2L FHLTE— 27 2K &,
BEERICL) 1IFBEOEN D), CTXIZRCBE
#TH 5 (Fig.21, 22),

S. marcescens 208k {2 D \» Tid, THR-221% MIC i3
0.78~>100 pg/ml (253 A L, 10 R TIIIh &Y 1
BERER D, A LTS L CTT LRBENS
#TH5(Fig.23, 24),

E. aerogenes 10kkIZ D\ Tix, THR-221% MIC 13106
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FHT0.2~>100 ug/ml 2, 10* ¥ fil T0.78 ~ > 100
ug/ml A L, R &2 EARETH AWHEN T
¥ A (Fig.25, 26),

E. cloacae 15¥ 2D\ T, THR-221% MIC {20.2~
>100 pg/ml AL A LT =202, ML o
TIERENENDHY, CTX, CTTIZRKSHBEHTH
- 7:(Fig.27, 28),

Enterobacter sp. 258 (2%t L T, THR-221® MIC i
0.2~3.13 ug/ml £50~100 pg/ml & D MM L,
ERIZEh 1 FIEER MIC iAASH, CTX, CTT
R CBREHTH S (Fig.29, 30),

C. freundii =2\ Ti%, THR-2210 MIC 130.2~ >100
wg/mUZIECAHLT, S MHETH), CTT &
(2IZERIE D34 T - 7:(Fig.31, 32)

Peptostreptococcus sp. 25 {2 D \» T i3, THR-221 M
MIC 120.05~3.13 pg/ml {253%i L0.2 ug/ml 12 ¥ — 7 %%
»HhH, CTM & i3iZ[ERRED MIC 5% Th 5 (Fig.33),

Bacteroides sp. 25¥k (2 D\ T, THR-221® MIC i
1.56~ >100 pg/ml (2534 L 722, 52%136.25 pg/mi LA
Tichh, BbRVWEEHERL(Fig.34),

2. YR, itk

THR-221 1.0 g AHERFOMIEPIMEE % Fig.35(2/R L
Too MUiEHIRE IXAHEH30H1271.101£18.99 ug/ml,
8 B¥MI B (26.06+2.58 g/ml DG L, F0HHHI
2.4085F T - 72,

3 7-, RebgEitid Fig.3612/R$ /89— T, BEFM
POl 1360.2+10.2% ThH H, FOKERT L 2 B
DATH -7,

3. BRABHEFIAE

1) tE3MAIZEBT 5 THR-221DKEH

HMBRIZH1TH THR-221DOKEME %7.86~9.46 ug/
m ORET, FSRBLF-20CRET 7 BHBLT 5
&, Fig. 370 FiRTid 3 BUBRFEIZRET 5725,
—20CTix 7 BURRIZIIEETHHI L AR LT D,

2) B HRPIRE

THR-221 it ORI, F=HIKMIETRES L U
FERSAIBE% Table LR L, F0O&KMEEBITIC
& 5 T 6 17z simulation curve ¥ [X/R L 7-D»f Fig.38
~44ThH b, FEBIRMIEFIREEDLF 230285/ T,
0 AUC 1813219 g - h/ml TH Y, ZOiHKRIZAHIKIL
EE—HL-ZABERLTVS, EHBHREDRR
i Cmax ‘i2.73~37.7#g/g 2% L, £0 Tmax i34~
235+ Ta N, Tz i31.82~3.74BM, AUC 1292~158
ug h/ml Thoto TOHRIEMGEHTL UL
HBRERL, TOREEELFEED MICw06.25 ng/
m ¥R TWAIL%RL7, Table 2ICMHTICL 5 T

Bon/-%MBORBNFERERLI

4. WMIEIEE S iRE

THR-221 1.0 g MiEkOMIRI 3 & R RFEREE L
HUHMIE % Table 3125 L, €DMKIE L simulation cur-
ve ¥ Fig.45, 46178 L72, Wil mik L v &<
V—22%L, 4FM%i210.88£6.76 ug/ml D~
A SN, 1285M£125.6011,20 ug/ml £ 28, ¥
W 124, 35 TH o7 CHORES ETEFFHD
MICso fll % BBFMICHI= ) H /A —FHIEETR LTS,

H. BB 5K &M

1. EBBIEEKRLR

Table 42T &I, FERBRRETHS T HED,
FESMCBEIBITED LB, AH7H, £%I1 6,
FEGRABREIFG IMAAL, FEMKEER 1AL,
BUMBAERTEHNRE AL, ARERE2HVH
160, EH16, FEHRBEREIHAL, SV YL
BRI 1 BIER, BEWRGIAHT, REF27HIH256]
MHEYULTHY, 92.6%DHEHETH - 7-(Table 5),

BEEBIZOVTLUTHGICEND, FENBEIIATL
Wtk P FH L AED 3 BI(Case No. 1, 2, 4), 57¥k
fEB) 1 B(Case No. 3, Fig.47), FEBFHkEH 2 6
(Case No. 14, 24), HRKEB DL\ FEH 1 H1(Case No.
15)DEt7HITHY, FH1H2g 4~7HEHL, 2H
AR TH 72, T/, FEHBABRLEIZ Case No.9
(Fig.48), No. 10(Fig.49), No.23® 3 BIT, &H|6~7
BREFERICL Y 2BEHTH -7z, 71K K (Case No.
12)0 1 §1i338.0C DR, THMA, AffERSFEHET
%0HHEFT, BRBEITABCELDL-7-HEH7H
M5 CHEKIHEEL, FHTHo 7. BRERRET
=AML K Case No. 5 (Fig.50) i3 A L tEPEFH £ D
fEFIT, KBMEETH), XH 1H3g3 HMH, 2g4
BE(EH7g)EH L THYTH o7, F7, Case No.16
DEBBEERIEREEREROERLAT, FHRE LR
TELD S HEAS BMBRS TASTH 72, TEE
# & # %% Case No. 6 (Fig.51), No.7 (Fig.52), No.8,
No.19, No.20, No.21, No.22, No.25, No.260 9 #lix
WTFh O FELMEREOEF T, #ik4~10BEICR
fEL, &A% 18 2g first choice & LT, F7-i3fbHE
Wik, FHICEELT4~8HMFERAL, ED16, 559
76, EX16I(No.19)ThH o7 BERFELRIZZH
(Case No. 17, No.18)T No. 1713 FERIZBERFDAH
EHHY, XH1H2~3g, 7THMERIZLP2DLT
ERLELT, BOHEETEDLHES N, No. 18
EREBLXT, FFNBMERICE DV EXTHELHEE
L7z. B KD 1 H(Case No. 27) i3 FE A %D
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Fig. 1 Sensitivity distribution of isolates of S. aureus (25 strains, 10® cfu/ml)
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Fig. 2 Sensitivity distribution of isolates of S. aureus (25 strains, 10® cfu/ml)
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Fig. 3 Sensitivity distribution of isolates of S. epidermidis (20 strains, 10* cfu/ml)
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Fig. 5 Sensitivity distribution of isolates of E. faecalis (10 strains, 10° cfu/ml)
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Fig. 6 Sensitivity distribution of isolates of E. faecalis (10 strains, 10® cfu/ml)
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Fig. 7 Sensitivity distribution of isolates of E. coli (50 strains, 10° cfu/ml)
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Fig. 8 Sensitivity distribution of isolates of E. coli (50 strains, 10* cfu/ml)
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Fig. 9 Sensitivity distribution of isolates of K. pneumoniae (25 strains, 10® cfu/ml)
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Fig. 10 Sensitivity distribution of isolates of K. pneumoniae (25 strains, 10® cfu/ml)
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Fig. 11 Sensitivity distribution of isolates of P. mirabilis (10 strains, 10° cfu/ml)
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Fig. 12 Sensitivity distribution of isolates of P. mirabilis (10 strains, 10* cfu/ml)
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Fig. 13 Sensitivity distribution of isolates of P. vulgaris (16 strains, 10° cfu/ml)
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Fig. 14 Sensitivity distribution of isolates of P. vulgaris (16 strains, 10°® cfu/ml)
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Fig. 15 Sensitivity distribution of isolates of P. rettgeri (10 strains, 10° cfu/mi)
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Fig. 16 Sensitivity distribution of isolates of P. rettgeri (10 strains, 10* cfu/ml)
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Fig. 17 Sensitivity distribution of isolates of Providencia sp. (15 strains, 10° cfu/ml)
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Fig. 18 Sensitivity distribution of isolates of Providencia sp. (15 strains, 10°® cfu/ml)
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Fig. 19 Sensitivity distribution of isolates of P. seruginosa (25 strains, 10® cfu/ml)
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Fig. 20 Sensitivity distribution of isolates of P. aeruginosa (25 strains, 10* cfu/ml)
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Fig. 21 Sensitivity distribution of isolates of M. morganii (20 strains, 10° cfu/ml)
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Fig. 22 Sensitivity distribution of isolates of M. morganii (20 strains, 10°® cfu/ml)
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Fig. 23 Sensitivity distribution of isolates of S. marcescens (20 strains, 10°* cfu/ml)
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Fig. 24 Sensitivity distribution of isolates of S. marcescens (20 strains, 10* cfu/ml)
(%)
100+
—THR-221
%01  —cTXx
804 CTT
——CTM
01 —-—Ez
60~
501
40
]
30+ ;
20~ !
10+ ;
1
T T T T T T T T T T T T T 1
<0.0125  0.05 0.2 0.78 3.13 12.5 50 >100 (¢g/ml)
0.025 0.1 0.39 1.56 6.25 25 100



VOL. 36 s-5 CHEMOTHERAPY

Cumulative percent

Cumulative percent

947

(%)
1001

90+
80
704
60
501
40
30
204

10+

Fig. 25 Sensitivity distribution of isolates of E. aerogenes (10 strains, 10® cfu/ml)
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Fig. 26 Sensitivity distribution of isolates of E. aerogenes (10 strains, 10° cfu/ml)
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Fig. 27 Sensitivity distribution of isolates of E. cloacae (15 strains, 10° cfu/ml)
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Fig. 28 Sensitivity distribution of isolates of E. cloacae (15 strains, 10* cfu/ml)
%)
1001
90
80
704
60
504
40
304
204

104

T 1 T 1 T T T T T T T T T 1
=0.0125 0.05 0.2 0.78 3.13 12.5 50 >100 (#g/ml)
0.025 0.1 0.39 1.56 6.25 25 100



VOL. 36 s-5

CHEMOTHERAPY

949

Cumulative percent

Cumulative percent

Fig. 29 Sensitivity distribution of isolates of Enterobacter sp. (25 strains, 10° cfu/ml)
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Fig. 30 Sensitivity distribution of isolates of Enterobacter sp. (25 strains, 10® cfu/ml)
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Fig. 31 Sensitivity distribution of isolates of C. freundii (20 strains, 10° cfu/ml)
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Fig. 32 Sensitivity distribution of isolates of C. freundii (20 strains, 10* cfu/ml)
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Fig. 33 Sensitivity distribution of isolates of Peptostreptococcus sp. (25 strains, 10* cfu/ml)
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Fig. 34 Sensitivity distribution of isolates of Bacteroides sp. (25 strains, 10* cfu/ml)
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Fig. 35 Concentration. of THR-221 in venous serum Fig. 36 Urinary excretion of THR-221
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Fig. 37 Stability of THR-221 in human genital tissues
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Table 1 Concentration of THR-221 in serum and genital tissues after i.v. injection of 1 g
Time after Concentration of THR-221 ( #g/mlor ug/g)
administration Uterine Venous
) Tube Ovary Endometrium | Myometrium Cervix Portio
(min) artery serum
7 181.26 181.26 - - 26.58 45.32 34.40 45,32
10 71.88 71.88 - - - 4.68 23.56 25.00
13 125.00 125.00 - - 46.88 71.88 53.14 22.74
15 - - 24.28 12.52 - - - -
18 71.88 71.88 35.96 - 32.84 28.16 46.88 43.76
20 81.26 81.26 18.76 7.84 21.92 37.52 34.40 39,08
23 93.76 93.76 17.20 10.20 28.16 34.40 39.08 28.16
29 68.76 68.76 25.00 19.56 29.72 24.28 28.16 26.58
30 90.63 90.63 62.52 - - 45.32 31.28 34.40
38 93.76 93.76 20.36 9.40 25.00 43.76 40.64 43.76
45 125.00 125.00 - - 40.64 - s -
45 46.88 46.88 28.16 28.16 22.74 24.28 34.40 34.40
45 62.50 62.50 40.64 - 56.28 46.88 45.32 39.08
59 50.00 50.00 40.64 - 32.84 26.58 39.08 40.64
70 31.25 31.25 6.65 5.28 5.08 5.08 6.25 6.06
78 40.64 40.64 21.92 19.56 19.56 21.14 24.28 25.00
95 23.44 23.44 - - - 14.86 17.20 16.42
98 26.57 24.22 1.56 1.66 4.30 2.74 4.50 3.13
100 26.57 29.69 17.20 18.76 - 14.08 19.56 19.56
116 19.54 19.54 4.11 - 2.26 4.11 3.13 3.13
140 1.66 1.76 0.55 0.70 0.55 0.55 0.775 0.725
144 29.69 29.69 19.56 20.36 10.58 11.72 21.92 19.56
155 39.07 39.07 28.16 40.64 23.56 31.28 31.28 31.28
166 25.00 25.00 - - 6.64 7.84 10.96 10.96
167 31.25 31.25 4.69 5.29 4.69 3.91 3.13 4.69
223 26.57 26.57 31.28 24.28 4.28 14.08 14.08 11.72
245 14.85 14.85 12.52 - 12.52 9.80 19.56 20.36
270 16.41 16.41 - - 12.52 10.20 14.86 16.42
271 20.32 20.32 - - 10.58 17.20 17.98 21.14
272 10.94 10.94 9.80 18.76 4.68 4.88 7.84 9.40
289 16.41 16.41 - - 5.86 14.08 14.08 5.86
31 18.75 18.75 10.20 - 7.84 5.84 8.60 10.20
312 22.62 22.62 26.58 32.84 - 17.20 31.28 24.28
330 18.75 18.75 - - 9.00 9.00 10.20 10.96
346 2.25 2.25 1.76 - 1.51 1.86 2.36 2.06
350 10.16 10.16 9.00 17.20 5.84 8.22 9.36 11.72
361 10.55 10.55 - - 8.60 8.22 8.22 11.34
369 14.85 14.85 13.30 19.56 - 5.86 14.08 15.64
375 5.89 5.89 - - 5.08 3.32 6.24 6.04
398 9.38 9.38 10.58 - 7.44 6.04 9.80 10.96
460 14.85 14.85 10.20 26.58 9.00 14.08 17.20 14.08
638 3.13 3.13 - - 2.56 1.51 2.96 2.76
1218 - - 0.85 - 0.10 N.D. 0.23 0.30
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Fig. 38 Simulation curve of THR-221 concentration in serum
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Fig. 39 Simulation curve of THR-221 concentration in serum
(pg/ml)
2007 Uterine ‘artery !serum
°
T128=3.02h
1507 AUC =219 pg-h/ml
Co =137.0 pg/ml
o o

1001

Concentration

.

0 T T .] T T T .' T T T ] T 4]

0 50 100 150 200 250 300 350 400 450 500 550 600 650 (min)
Time




VOL. 38 S-5 CHEMOTHERAPY 955
Fig. 40 Simulation curve of THR-221 concentration in tissue
(mg/g)
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Fig. 41 Simulation curve of THR-221 concentration in tissue
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Fig. 42 Simulation curve of THR-221 concentration in tissue
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Fig. 43 Simulation curve of THR-221 concentration in tissue
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Fig. 44 Simulation curve of THR-221 concentration in tissue
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Table 2 Pharmacokinetic parameters of THR-221 obtained from i.v. injectionof 1 g

Tmax Co or Cmax T2 B AUC

(min) (pg/mt) (h) (pg- h/ml)
Uterine arterial serum 137.0 3.02 219
Venous serum 137.7 3.01 220
Tube 23 27.3 3.74 158
Endometrium 12 31.7 1.86 92
Myometrium 4 37.7 1.82 102
Cervix 12 34.9 2.70 143
Portio 5 33.1 3.03 148
Pelvic dead space exudate 156 20.0 4.43 147
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FEBIT, KA O BMIRG L VAR TH 5700 SR
Yefif 12 Case No. 110750V MY Y IRIRIETYIWEM %
BRLTVDA, A# 4 BMESTHNTH 70 RE
MR fE 12 Case No. 13(Fig.53) D' EW KT, &H|7H
MR L DRk, EREBEEOENTH -7

2. HBIIKIMFHRE(Table 6)

T AATAR I AR S AU MR B R AV T & 7242
BIHUBIT, E0 S bFE AR 1051 ML 5
Bl, W 1B, WAL 2, FE2HIT, MMEERG
70%ThHb,

HRERD 1 FUIMTBETH ), H WA 1360C
(IS B, M1 ), WX I, TR2H, T2
BIT, MERILT2.T%THD, BOTREMRE, S8

YfE, RESMYIE I LFIHE L7, SEOMOHEILH
%1361, WM SHT, HEEISSTH o720

3. SMEMBUEREL R (Table 7)

HRN, MO SN EFIL2TRBUNT, O
I LM R 6], MURBREHATHL, Chbit
VING 2 HHTH 70 FOMBKZ R WMEBSRT
FLBIAT, MUNBRTIIED 1M, HHSH, =
MeHTH o7,

4. MMM LEZHR(Table 8)

RO, WM MAEFIGHPIRI08, #D
160, AEAG], WZR1ATHY, WUEETMER
SBITIXIEA 3B, M 15, MERAMT, 240N
5e(375% (18/24) Th o 120

Table 3 Concentration of THR-221 in venous serum and pelvic dead space exudate (1 g, i.v.)

_ Concentration ( #g/ml)
Time (h) 0 1/2 1 2 4 6 8 10 12
A Pelvic dead space exudate ND 2.26 3.13 4.50 8.99 5.86
Venous serum 75.00 50.00 26.57 | 12.50 5.48
B Pelvic dead space exudate ND 2.74 4.50 12.50 17.97 8.99 6.07 | 5.09 4.30
Venous serum ND 65.63 53.13 32.82 21.10| 12.11 7.04 15.29 3.13
c Pelvic dead space exudate ND 0.355 3.03 7.43 10.16 | 13.29 8.60 6.65
Venous serum ND 68.76 34.38 23.44 11.33 5.29 3.33 1.37
. Mean 1.047 3.26 7.69 10.88 | 10.42 7.3415.09 5.60
Pelvic dead space exudate |, o, +1.47 | +1.14 | +4.69 | £6.76 | +2.48 | +1.79 +1.20
Mean 67.20 54.17 35.42 19.67 9.97 5.19|5.29 3.33
Venous serum
+SD t2.21 +20.33 | £13.47 | £7.72| £4.05| £2.62 +2.06

ND Not detected

Fig. 45 Concentration of THR-221 in pelvic dead
space exudate
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Cmax = 20.0 ug/ml
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Fig. 46 Concentration of THR-221 in venous serum
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Table 5 Clinical results of THR-221 on diagnosis
Clinical results
Excellent Good Poor Total
Diagnosis
Endometritis 7 7
Parametritis 1 7 1 9
Endomyometritis 3 3
Rt. Bartholin's abscess 1 1
Pelveoperitonitis + Endometritis 2 2
Lt. Adnexitis 1 1
Pyelonephritis 1 1
Pelvic cellulitis 1 1 2
Vaginal cuff infection 1 1
Total 1 24 2 27
Fig. 47 Case 3, 30 y.o., Endometritis
(c) [ 1gX 2 X5 days J
40 T
2 39+
2
g
g 38 -
E
3
37 4
Fr)
3
m
36 4
T T T T T 1
Day 1 2 3 4 5 6
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E. faecalis + +
(Uterine content)
Lower abdominal pain +# _
Tenderness + -
Uterine tenderness #+ —
WBC 15,800 6,100
CRP 2+ +
ESR 85 31
GOT 17 16
GPT 18 16
BUN 16 13
Creatinine 0.9 0.8
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Fig. 48 Case 9, 51 y.0., Endomyometritis
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Fig. 49 Case 10, 27 y.u., Endomyometritis
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Fig. 50 Case 5, 34 y.o., Pelveoperitonitis + Endometritis
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Fig. 51 Case 6, 49 y.o., Parametritis
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Fig. 52 Case 7, 40 y, 0., Parametritis
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Fig. 53 Case 13, 44 y.o., Pyelonephritis
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CNEENEMICOWTHS L Table 90, 75
LRETEDE 4 M08, 75 LRUEM 5 M2k, At
6 WH10BkE 328 T, RAC L DIBMIC L - T26Hk
(81.3% )Mt L7,
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EFTR% 2 Table 100, REMERLABUI LD
27130

6. i
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sporinase IO —E ¥ B X, (3¢ A & D B-lactamase |2
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CNOHDEIUIDOWTII874E 5 A, #3500] H AL
ERERE, HKY L HY Y LA TLENIRE DR
Hesids s h, HEMEAREAM S Y,

RAGZDY Ry LO—RE L THEMMARBRI
BOWTERHE LTV, ZICHREH/,

VLA OB b ABHMRSE DR [R M 12 07 A, At
VRN 361 RPN 3 LEaA2k §-1. 1 it AN
RIECBDONTHEDY, AL EHFRLTWVDY,
BE, XHSNTVWA 0HW L= cephem & b
BT AL, ZROREND OS2 =14 cephem H|
ZHTHH, ERARERTOMEFENTE ITH L
TABHDEALNS,

MENIZOWTORALOBMIEY K LD E
2L, FREEIMIHER L, R E i
ICBWTIECTT ISV KT, CORFBUIIERR#I
LRBTHODEEZOND, Vv RITLIIBITHE
PRI Ti381.4% D MM MEENRABON TS
N, MEIORKE K LIBEREV) T LNTES,

AR ORI, Heilt, HAEEICOVWTIE, BIRAIRS
BELPIIE =7 LAXNVIZELENELE S, FRII
2.4~2.6BFM & HBHR V. RePHRE OB, 24850

Table 6 Bacteriological effects of THR-221 treatment on diagnosis

. . No. of Bacteriological effect Eradication
Diagnosis -
cases | Eradicated | Decreased Replaced Unchanged | Unknown rate (%)
Intrauterine infection
(Endometritis ) 10 5 1 2 2 7/10 (70.0)
Endomyometritis
Adnexal infection 1 1
Intrapelvic infection
P: triti
arametrits 13 5 1 3 2 2 8/11 (72.7)
Pelveoperitonitis
Pelvic cellulitis
Vaginal cuff infection 1 1 1/1 (100)
Vulvar infection 1 1 1/1 (100)
UTI 1 1 1/1 (100)
Total 27 13 2 5 4 3 18/24 (75.0)
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Table 7 Clinical effect on isolated organisms
Isolated . No. of Clinical effect Eradication
sofated organism cases | Excellent Good Poor rate (%)
E. coli 4 4 4/4 (100)
E. faecalis 3 3 0/3 (0)
H. influenzae 1 1 1/1 (100)
K. pneumoniae 1 1 1/1 (100)
P. asaccharolyticus 1 1 1/1 (100)
S. epidermidis 1 1 1/1 (100)
Single infection E. aerogenes 1 1 1/1 (100)
C. freundii 1 1 0/1 (0)
P. anaerobius 1 1 1/1 (100)
S. aureus 1 1 0/1 (0)
S. morbillorum 1 1 1/1 (100)
Sub-total 16 16 11/16 (68.8)
S. aureus
1 1/1 (100
(S. intermedius ! /1 (100)
(S‘ aureus 1 1 1/1 (100)
K. pneumoniae
(K. pneumoniae i . /1 (100)
E. coli
(3 oot 1 ! o1 (0)
Mixed infection ’
S. intermedius
(B. asaccharolyticus ! ! /1 (100)
E. faecalis
(S. intermedius ! ! 11 (100)
E. coli
(B.fragilis 1 1 1/1 (100)
E. faecalis
(P. asaccharolyticus ! ! V1 (100)
Sub-total 8 1 5 2 7/8 (87.5)
Total 24 1 21 2 18/24 (75.0)
Not clear 3 3
Total 27 1 24 2
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Table 8 Bacteriological response of THR-221 treatment by isolated organisms
Isolated organism Eradicated | Decreased | Unchanged | Replaced Total
E. coli 3 1 4
E. faecalis 1 2 3
H. influenzae 1 1
K. pneumoniae 1 1
P. asaccharolyticus 1 1
S. epidermidis 1 1
Single infecti
ingle infection E. aerogenes ) 1
C. freundii 1 1
P. anaerobius 1 1
§. aureus 1 1
§. morbillorum 1 1
Sub-total 10 1 4 1 16
S.
( ?urelu » ] 1
S. intermedius
S.
( aureus » 1 )
K. pneumoniae
( K. pneumoniae 1 1
E. coli
(S. haemolyticus 1 1
S. intermedius
Mi infecti
ixed infection ( S, intermedius . X
B. asaccharolyticus
( E. faecalis ) 1
S. intermedius
( E. coli B 1 1
B. fragilis
(E. faecalis 1 1
P. asaccharolyticus
Sub-total 3 1 0 4 8
Total 13 2 4 5 24
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PIS#IB0% A EUL S TV B,  DIMIGTE 4 Dl
MLERETH 7,

AR OMBI, Tabb, BEAMEMMAEITL
HRIERS S HEBITIREIZDWT, 4 DMl L7onisk
TIRBITIIRET, MAREE X CHAMLZZRENMS T
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B 2 BOMIRPE S T27HI2561(92.6% ) DEEK R,
70, WEFHBHRISEBFSETION, TRERTIFB
T8L.3%TH N, ¥ VBRI LIIBITHEME MM &
Vo TEC, EREEMES—BTDHENVR D,

BIERICOWTIR Y Y RY 7 ATORETRIIK2.4%
Thh, LHTRTHIBL B, 7 56, K426
ER A B Lk h o 7255, {8 cephem H[HHDIERE *
ETHL0DLERD,

V.t T U
# L\ cephem ZRIMEWH THR-2211IZ2W\T, EHA
B THES, BN, SR, AEBTHE, ST
%, BREMZEERETL, UTORREE,

BER ST MEN, GFatE16MME3168k, MAtE 2 i MS0K
D MIC &, 75 LEEHERE T1.56~ >100 ug/ml 12, 7
I LBRMBETIES0.0125~>100 pg/ml 1L 3 L
2B, EDOKISHE6.25 ug/ml LT Th 5 720

XH1.0gMittkomin, R ARNESLE AR
RESHB~NOBITIIRGT, FTRLBEENED
MICso B 2 T\ /2,

EMAR B BRAE2ITFICI L, 1E1~2g, 182@E
BET250(92.6% ) IHRH « B, BIERIE D572,

X [ 1S

1) THR-221#%%E, AMEBLEARXZM - ~F 2}
Iy AL, 1986

2) 350 AR CEREEIRE, TR CHIIL
V. THR-221, %[E, 1987

3) HO#—  BEKANEFOBUR Y & & /- it REAE
DB, Y—F r L XGBRKX2HEHBRTT,
1983

4) R MK, b ERARFARIZBITS Sulbactam/
Cefoperazone DR, BMKNHKE., ERAHD
#H5HR, 36(8):649~675, 1984

Table 9 Bacteriological response on isolated organisms

No. of Bacteriological response
Isolated organism strains Eliminated Decreased Persisted Elimination
rate (%)
E. coli 6 6 100
E. faecalis 5 2 1 2 40
H. influenzae 1 1 100
K. pneumoniae 3 3 100
S. epidermidis 1 1 100
S. aureus 3 2 1 66.7
S. haemolyticus 1 1 0
E. aerogenes 1 1 100
C. freundii 1 1 0
P. asaccharolyticus 2 2 100
P. anaerobius 1 1 100
S. morbillorum 1 1 100
S. intermedius 4 4 100
B. asaccharolyticus 1 1 100
B. fragilis 1 1 100
Total 32 26 2 4 81.3
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Table 10 Laboratory data before and after THR-221 treatment
Case Before RBC Hb Ht WBC GOT GPT Al-P BUN S-Cr
No. After (x10%) | (g/dD) | (%) | (x20%) | (u/L) | (u/L) | (QU/L) | (mg/dl) | (mg/dl)
1 Before 353 10.5 32 8500 17 8 131 11 0.8
After 310 9.7 30 5700 12 4 121 9 0.7
2 Before 379 12.6 42 8800 10 5 176 11 0.8
After 401 12.5 41 6800 20 16 181 10 0.9
3 Before 423 14.1 44 15800 17 18 96 16 0.9
After 445 14.6 45 6100 16 16 99 13 0.8
4 Before 279 11.4 35 15400 22 12 144 11 0.8
After 273 11.6 34 7500 19 10 119 12 0.7
5 Before 352 11.6 37 8400 11 10 172 8 0.8
After 382 12.2 38 6600 12 10 165 9 0.9
6 Before 331 11.3 34 8000 14 7 100 14 0.8
After 278 9.8 29 4200 16 10 112 13 0.7
7 Before 373 12.3 38 9600 14 13 89 9 0.9
After 297 9.7 33 4900 14 13 83 6 0.8
8 Before 347 10.7 34 8600 19 11 129 7 0.7
After 348 10.3 32 6800 18 8 98 9 0.6
9 Before 480 11.9 41 15600 24 13 161 18 0.8
After 469 12.4 41 4800 20 14 147 11.6 0.8
10 Before 429 12.0 40 22300 12 12 91 12.8 0.8
After 439 12.6 41 5400 18 18 89 9.2 0.8
1 Before 431 12.6 41 8300 9 6 196 10 0.9
After 403 12.0 39 5800 8 4 201 10 0.9
12 Before 477 14.2 45 10600
After 486 14.1 47 7000 23 19 103 11.2 0.8
13 Before 438 12.6 40 13200
After 385 11.1 37 4200 24 29 267 6.8 0.8
14 Before 335 11.3 33 8800 16 10 181 9 0.9
After 320 10.4 30 5500 18 10 134 10 0.9
15 Before 406 11.8 38 11500 10 8 95 5.6 0.5
After 391 11.5 35 6400 12 11 102 10 0.5
16 Before 370 12.1 38 9500 20 10 120 12 0.8
After 393 12.0 38 6900 25 11 113 11 0.9
17 Before 307 12.8 37 12000 42 21 161 13 1.3
After 365 11.7 9700 12 13 196 13 0.9
18 Before 333 10.6 35 11300 18 16 7 0.7
After 361 10.8 36 6300 25 19 163 8 0.8
19 Before 297 10.7 8900 13 8 92 11 0.8
After 293 10.0 12500 15 9 86 12 0.9
20 Before 427 9.7 9400 18 14 151 10 1.0
After 339 8.1 4800 21 16 137 11 0.8
21 Before 380 11.5 32 8500 27 24 128 12 0.9
After 356 11.4 34 3900 30 27 121 11 0.8
29 Before 358 11.4 8500 12 5 136 8 0.8
After 316 10.0 32 4800 11 5 144 6 0.9
23 Before 479 11.4 40 10200 20 12 120 11 0.8
After 483 12.3 41 6200 23 14 196 11.5 0.7
24 Before 302 10.0 33 8000 13 7 131 12 0.5
After 290 8.9 31 3800 15 6 126 13 0.6
25 Before 301 10.0 31 8500 17 9 87 16 0.8
After 322 11.0 34 4300 12 10 98 11 0.8
26 Before 334 10.3 34 10600 15 2 86 10 0.9
After 325 9.9 33 7600 13 5 97 15 0.8
27 Before 467 13.6 42 13300 18 10 128 21 0.8
After 496 15.1 45 8400 22 11 139 20 0.9
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THR-221(CEFODIZIME) IN OBSTETRICS AND GYNECOLOGY

NANKUN CHo
Department of Obstetrics and Gynecology, School of Medicine, Showa University, Tokyo

KANGO FukuNaGa
Department of Obstetrics and Gynecology, International Goodwill Hospital, Yokohama

KaTsuaki Kunnt
Department of Obstetrics and Gynecology, Kunii Hospital,Yamagata

KoicHi DeGuchi
Tokyo Clinical Research Center, Tokyo

We studied THR-221, a new cephem antibiotic, in terms of its antimicrobial activity, pharmacokinetics and clinical
efficacy in obstetrics and gynecology, and the results are as follows:

1. The MICs of 16 species of aerobes(316 strains) and 2 species of anaerobes(50 strains) were 1.56 ~ >100 ng/m|
for Gram-positive cocci and =0.0125 ~ >100 xg/ml for Gram-negative bacilli. The MICs were widely distributed, but
predominantly less than 6.25 ug/ml.

2. Following intravenous administration of THR-221 1 g, the serum concentration was measured, and pharmacokine-
tic analysis performed. The serum level was 71.10 + 18.99 ,g/ml at 30 min and 6.06 + 2.58 .g/ml at 8 h and the
half-life was 2.40 h.

3. Urinary excretion was examined following i.v. injection of THR-221 1 g. The excretion rate was 60.2 + 10.2 %
within 8 h, and mainly within 2 h.

4. The concentration of THR-221 in serum and genital tissues following 1 g. i.v. administration was measured and
pharmacokinetically analyzed. The half-life in uterine arterial serum was 3.02 h, and the AUC was 219 xg-h/ml. Simil-
ary, Cmax of tissue level ranged from 27.3 ~ 37.7 ug/g with Tmax of 4 ~ 23 min, Tz of 1.82 ~ 3.74 h, and the AUC
ranged from 92 ~158 ng-h/ml.

5. The peak concentration of THR-221 in pelvic dead space exudate following 1 g i.v. administration was 10.88 +
6.76 ug/ml at 4 h and 3.33 + 2.06 xg/ml at 12 h with a half-life of 4.43 h.

6. The clinical efficacy of THR-221 in 27 cases of obstetrical and gynecological infections was investigated using a
daily dose of 2 ~ 4 g. Clinical efficacy was 92.6 % (25/27 cases). Bacteriologically, the eradication rate for isolated
organisms was 81.3 %(26/32 strains). No side-effects or abnormal laboratory values were observed.



