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PEER ARHREBIC BT 5
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ARHEAR - FLTETF - EEHRC-BE R
FHREER - &% EHE-LZ &
RIGAFEFEER AR FEHE

-3 B

AR ARMEUC 51T 3 Cefotetan (CTT, YMO09330) 12 BAT % Eeabae b 3k BEAREVRET £ 770,
ROk S uHERETR,

1. SR 351 2 KA IREEA T | SRS Cefotetan 1g RS 4455 ~ 5 BHRM55 0> 6 B 3
1 B RHNBES IR & B Tho R

1) KM BRI | B 5455 ORI TS Oug/ml & REMHH LI, TOEDBOLIHD
L. 5 BMASHBOER TI5. 2ug/ml TH 7z

2) BEMHETRIE 5% 3 RIS OERIT29.0ug/ml & RIEAEH b, EORO BT
B L7z,

3) $APIRE | 85 3 MBS OEPI T 6ug/ml LBBHEAH L1, XOBBRBBL L1,
2. BETCRERNPBIE | SRETF ERRAT L 3 BIic Cefotetan 2g BHRS#% 4 HMOWE
T TL. Sug/ml L BB S 50, EORE CRBISRS L2, AEFERHIE~OBITER
M PRENK 6~ 8% TH -1,

3. MBI © Cefotetan 2g BHERR 514255 ~ 2 BEMAOR O10MIC 351 3 HEBHLMMBIE
DB, FBBFTE7.5~T71.38 L U FET85.5~95.0ug/g TH-72,

4. BRPRRH | ERAREOAAIEIS MILEBINE TIEA LB, A 201, ARPUBSE CIIAR 1)
B X UHBIBREARD 1T, £Hke LTORMAIZI0% (B3 16, FH4P) ThoL

5. MEEEE | 5610 HEMKE% (3F) B UERIN% (20) Thor, LEds
T, MEEHESEI0% (5B) Tho7z

6. BUER AR b &5 L BONARET 2E(UESH L ALL T,

i L ®»

AHORE NIz —BD 7 7 ABRERBEIC KL TiERNL

Cefotetan(CTT, YMO09330) i3 i Z MBS RFEATICH
WTHZEENLEHBOL7 724 > REFAEWR T, £
M ERII Fig. LD BN TH 5,

Fig. 1 Chemical structure of cefotetan (CTT, YM09330)
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Bk, BELB L UERDERBE T2, T, #Y5
HEOERNEIREBIZ T X TEH TH - 72,

9) BMSERER BB

i F = AR A 17 1 B B SERE ~ polyethylene
tube 23BN BE L 72, firik CTT2g % S ER 515,
g mE 0.5 1, 2, 4, 6KM) B L UBRITHE
BHM(1, 2, 4, 6, 9, 128FR) ZIREML 72,

3) HBREHARE

#ET, CTT2g 2 #ERS L, MEEERN O TS8Rk
ROB AT, HRABNBREOREFME L2, 20k
X, FREICHEIRIL S & FEBIRM % RIL 72, b
LATE (BREE, BRE) 7 & NS F B (B8, WIE, B8,
HHE) A4 & IcEIEIER L, polytron = & % BERRILS
HELL, ZOLEL ) BERNEEIT- 72,

#5513 CTT2g # 20ml NS FHERKICIERL T,
#32ETHRNEE 21T 72,

BEREIX, E coliNIH] #REHE T 2EE» 7

BT NI R R eI TIT » 72, BERHERNARIS, M
HEHIZ13 concera, £ DDA B & UAHKEAICIZ 0.1
M phosphate buffer (pH 7.0) # Fv> TERL L 72,

2. B ®

1) #BE%#4T(Table 1)

CTT #5455 ~ 5 W fE455 T 6 Blic D\ TH
Hrizz,

a) BHAIMm P BE

515455 B T 85.0ug/ml S EL A LN, £
DEDBenIHA L, 5455 % NIER] T 15.2ug/
ml TH 72,

b) BEH g PR

#5455 DIEGI T 21.0ug/ml 27RL, ZNEW B X
IS HEIL, 3 R8T EDER T 29.0ug/ml & FEfE
HEH LNz,

c) ¥EKRPiBE

B 514455 DEEBI T 1.5ug/ml DB EHBIE L N7z,

Table 1 Concentration of CTT in maternal serum, umbilical cord serum and
amniotic fluid after 1 g intravenous administration

Case Time after injection Maternal serum Umbilical cord serum Amniotic fluid

(ug/ml) (ug/ml) (ug/ml)
1 KK 45 min 85.0 21.0 1.5
2 SH. 50 min 54.0 248 32
3 SM. 1hr 50 min 53.0 215 4.6
4 TXK. 2hr 20 min 45.0 17.8 1.1
5 YN 3hr 38 min 38.0 29.0 8.6
6 MK. Shr 45 min 15.2 138 59

Table 2 Concentration of CTT in serum and pelvic dead space exudate after 2 g intravenous administration

Concentration (ug/ml)
No- Specimen 0.5h 1h 2h 4h 6h 9h 12h
1 Serum 250 152 96 57 335
Exudate 5.3 8.1 15.2 14.1 115 88
Serum 236 150 93 55 30.0
2 Exudate 15.2 12.5 125 10.2 95
3 Serum 215 152 105 112 41.0
Exudate , 16.6 16.0 15.2 10.2 8.8
233.6 151.3 98.0 74.6 348
Serum £17.6 £11 | 62 | £323 | 56
Mean + SD
13.3 145 139 10.6 9.0
Exudate t 45 +18 +1.3 +0.7 +0.4
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3 B384 DI T 8.6ug/ml L EEEEHN A LN, £
DIHBB AR I HEE I N, 5 FFESTERNERTS5.9
pg/ml Th -7z,

2) FEFERER HHHIRE (Table 2)

a) mEPRE

#5130 0 B EF#)ME T 233.6pg/ml & BEEH A
LI, ZDHRW BRI L, 6 BERI%ICI 34.8ug/ml
otz

b) EHFEEREATBE

#51% 4 REOREFBHET, 14.5ug/ml & RHEH
AL, ZTOHECRIBIZES L, 128E%ICIE 9.0ug/
ml & 7% o 72, B BRIEER R P A DOEATEIR R E Tt
¥ se, MERRENH61~1T%TH 12,

3) MESAMMBEE (Table 3)

CTT #5-125% ~ 2 Bs 405 £ TO108lic >\ T4
Lz,

a) FHERIRILTE B & O FE IR i i b R

Jih 5 Ak i 1 P U8 B 13 B2 5 1%:33 4 ~ 4547 0 5E B T 240
pg/ml, F 7 FESIIRME FREII RS %335 NES T
22ug/ml E ENENOBREEIA LN, ZTNEOLP
DI L7z,

b) fTEZHGENRE

B51% 1 B0 NEFI TIRE 675 b & 51433
SR TINE 71.3ug/g L BEAEL A 5Tz,

C) FEMHEMNIBE

& 5.1%255r DEER TR 85.5, g 76.0ug/g, F 124k
514330 DiER THIET2.2, & 95.0ug/g L REEH*
Ab iz, EAAOBESHIIML THIEE & UTREIC
Bl ALNL,

B KB R

:I:T

1. NREZxEE

M REFITRIFRFERDAT 2 5 I BEREE AR
L 72 Atk SR 3 Bl (EERIE F B NRRLEE 2, FE 5
E5 1P, BRABREEE 15 (BRFEREL 16) B L UH
BIRRRSE 14, RHS5BITH -7,

%5 FHEI12 CTTlg % 500ml D Ic &% L T, 2
~ IR CRIERERS 2T > 2. 5 EHIZ 1 B 2 [,
BREPEIZFER S LTS EME L7,

2. MRVEEE

PRREIRHIZIZ RN & ) HEHEICL L D0 TT»
72,

% £EH - RERKH 3 BURICEL (CKEL,
Zn®kiEBLZLD
EEH - fEREKD 3 B HURICKENERE R
L, ZDRIBEL2L D
CEEH - MEERS 3 B 2ZEL TLEEEN

/4%% 12

MEBEEOHRACIIRD & ) HRBEACTEERH
EL, Mk, WL, BEER, FECHELE.

++ MESERLEER, L0 1/2% 56 BITLHEE

AR

T

L7zi o

+ MBS 1/2~1/3 B hHBITLHAL
2bo

T MENEFLRAETELIIY, T(OBMELL
L

3. BESKAE (Table 4)
1) PHERRRRYYE (FEFI 1 ~ 3)
fEG 1 © M. N., 264, ESMETERREE

Table 3 Concentration of CTT in genital tissue after 2 g intravenous administration

. Serum (ug/ml) Adnexa (ug/g) Uterus (ug/g)
Case Time after injection
V. cubiti| A. uterina | Ovary | Oviduct | Cervix | Endometrium | Myometrium | Serosa
1 N.Y. 25 min 230 240 | 584 399 54.2 76.0 855
2 TT. 33 min 240 272 713 95.0 722 675 80.8
3 T.N. 45 min 240 212 428 45.6 565 45.6 442
4 H.S. 1hr 00 min 159 172 51.0 315 45.0 43.1
5 SK. 1hr 40 min 162 169 675 50.3 90.0 259 33.0 41.6
6 M.E. 2hr 00 min 122 122 36.0 36.0 48.0 229 25.1 48.0
7 TM. 2hr 20 min 24.4 45.6 289 22.9 23.6
8 T.M. 2hr 25 min 259 29.3 21.4 22.1 24.0
9 T.N. ‘2hr 30 min 69.0 88.0 | 30.0 24.0 26.6 375 300
10 T.O. 2hr 40 min 62.0 74.0 | 20.6 240 144 144 135
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Bk E B L CHII8RERTE, WEWILL 72, 20
g, HEEOREZZ T a7z, EFIHHE LY R
37.8C), THHME L URBAR TFERIESR, Sl
wBEZHEDLN2NT, CTT2g/H, 5 HRHE#SE L7,
53 B BICIBERRIEERKIZSEE L ENTH - 72,

CTT #&5Hi%Ic BT 5 AMERF11,500—6,200, CRP
S5+ 1+ kot FEMNICEIT 2MliR%E T E
coli (+), K. aerogenes (+) hBES Nizh, 54T

BRI TH - 72,

EBA3 M. 0., 244, FEEEL

FEPEYE 2 R L CRBBER ) =7 D, F
B BRI 2 AT - 72, M9 25BRIRE -, T L, B
(37.0~37.4C) b L WSRO WS WA FH L 2. %
DO, HE Kl (CEX, GM) D5 %17 - T 7z, CTT2g/
BIZYI) %2 TS5 BMiES Lre b, 53 8HIZIE
FRRAER IF DR 2 R LA TH » 72,

Table 4 Clinical results of CTT

Bacteriology Dose Effect .

Case Age Diagnosis Daily dose | Duration | Total dose | Bacterio- - Side

Before After @ X time) (day) ® Jogical Clinical effect

1 MN.| 26 5 :’::il:‘:“i:’f:;f:o'n i :‘Z)Irl:g:)nes “ Negative 1x2 5 10 Eradicated | Excellent| None

Puerperal intra- | £ coli (+ E. coli

250, | 31 | R ection s ::r:m(s 2){) A ::r: ::)(t) 1% 2 5 10 Decreased | Good None
Anaerobic

3 MO. | 24 |Cervicitis gram-positive | Negative 1XxX2 s 10 Eradicated | Good None
coccus (#)

4 TO. | 22 [Pelvic cellulitis | & ;;Z:::: (‘:)) S. faecalis 5y | 1% 2 5 10 | Decreased | Good None
—5_ Y.S. 56 |Wound infection| E. coli (+) Negative 1x2 10 20 Eradicated | Good None
Table 5 Bacteriological effect of CTT

Effect
Infectious disease X R R .
Eradicated Decreased Persisted Super infection
Intrauterine infection 1 1
Cervicitis 1
Pelvic cellulitis 1
Wound infection 1
3 2 0 0
Total
60% 40%
Table 6 Clinical laboratory findings
C Hb RBC WBC S-GOT S-GPT BUN Creatinine
ase @d) | (x 104mm?) (/mm?) () O (mg/d1) (mg/dD)
1 MN B 13.0 390 11,500 16 10 14 0.8
o A 13.8 412 6,200 18 11 12 0.8
2 SO B 11.5 370 9,800 15 12 10 05
g A 12.3 385 5,500 9 10 11 0.6
3 MO B 11.9 388 6,900 20 12 9 0.5
o A 12.8 420 4,600 17 12 8 0.6
4 TO B 12.1 400 10,300 26 15 13 0.8
- A 11.0 375 5,900 18 8 10 0.6
5 YS B 125 440 7,300 12 10 11 0.8
- A 12.3 411 6,000 15 12 14 08
B: Before  A: After
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CTT #58i#ic 317 5 A mEK$6,900—4,600, CRP
2+ ko7, FEEERICBIT 2HEBERETIL
BRI 7 LRBEERE (++) B S Nz s, B’ERT
BIZBETH -T2,

2) BHENRBRSE

EM 4 :T. 0., 224, FHIEHEL

FEEEDHICRT 2 LNETFELEEM%IEE
& 1 SRR (37.5°CHIE) B & UIERTIRIC 5 M5
WMNHEEHEH LN, CTT2g/H, 5 BE#ES L LS
2, %53 BBiciRBRERIEFMERE R LA T
otz

CTT #5814 17 » B Bk%10,300—5,900, CRP
4+—-2+ %7, BREEICBIT 2HERRETIX E
cloacae (+), S. faecalis(+)HTBEI NI2ht, B’EGHKT
13 S. faecalis (£) &% 72,

3)  MBIRRYLEE (FE615)

EBIS 1 Y. S., 5674, MiAIRIEE

FESEI b o 2 LT ELHLME B
RIREZ SR LInT, BEHUMB LU FL—riEi
WMEAT- 12, REDRH B X D E. coli & B. fragilis »45y
BEI N7z, Mg 3BEE-TL, FLv—riERmal*
T, EOBBEARLBEIFHEL . £2 T
CTT2g/8, 10BA#5-L 24, #5 3 A Bic3EBRER
(BEER M) IcRRRENEA LA LN, B5HBLY
2BRIBICIIMEI LI E A LRASL AR TH - 72,

CTT #&5Hit4ic B+ 5 & fuBk#7,300—6,000, CRP
2+-o(x) e e niz, BIBHPIC B 2MBERE T E.
coli () ol sz hs, |EKRTRIZEMETD -7,

4. MEAFHMHE

MEFEARIEIS AR RYE TIIEINE 260, B
D180, FRABYSE CIIERL 1618 X ORI R
TIEHR1IAT, KL L THOEHEIZ100% Bk
34, EE 240) TH- 7 (Table5),

5. Bl fF A

CTTicb ¢t DK L BbNBH - fRERIZEBH LN
T ol, 7z, CTT REHI#4IC m#MKZ (Hb, RBC,
WBC) 8 & v i % 1L # & & (GOT, GPT, BUN,
Creatinine) 24T » 727, ®iL ¥ 5 & ) 4 & {bizE@H LN
Y # - 7z (Table 6),

% 3

CTT i34 >~ F—N[5 Proteus, Citrobacter, Entero-
bacter, Serratia D & 5 % —END 7 T AREREICT L
T, ¥k Cephamycin F¥EH & NN EH 2R
L, 37&EEHEOEET 2 B-lactamase I L THE

EMLIFENL FHCEEIND Z L3, MAPBREIE b
THROTH b2, OPERIBIZERN B-Lactam
Exn )L TRLEN,

FELI CTT ERBAZ L KGNSS
A5 B80T, BRESTT, BFREERMES LS4
HBRBREICOWTRETL 72,

FLE L DREEBITORRIIRFTERN DT,
BRE L D HEE T E L o7,

CTTig B#ERGEHOBRBEMITIY, BYLTiiis
% 3 ReR385 NEEBI T29.0ug/ml & REMES AL NIz,
ERPIBE T3R5 1% 3 BERI385 DEER T8.6ug/ml &
REELSA LN, ZTNRLBELED s~ piESR
NIz MR OBRETII R G L1288 % L kT ic B
LEBENFHRATRINTEY, T LiZBERRY
T B2 BEMELREL T3,

BRIEENICBIT 2RERINBELMLZ LI, FE
WM ORI RYE (BRICIESR, BRIEELR, ERE
BufE 20 OISt B TR -GBS LBEETH B, 2k
IHBENY &iZ, F & {3 Penicillin &, Cepha-
losporin %, Cephamycin &, Aminoglycoside %3 & tf
Thiamphenicol glycinate?injectioniz Dv» TRE*L T
&725% CTT idMuAic iAW) RELLRE
DR 2R LA, T4 bbb, CTT2g iiEfstk
DERICIER HEP ORBEHEIZ14.5ug/ml T, BITERI
MmEFBENH 6 ~8%TH -7

HEERAEBNIC BT 2 HEADBRESH LMD Z LI,
HHRBRYPEICHNT LT - iGREE5ELEETH S,
CTT2g #E& S #OMFEHREIZ, FEBKOLNFH
FHSEARIL & D RRERLTH - 120 F72, HHEKARE
DEEEZ, £5%255 ~ 1 BR400DER TIIER67.5
~T1.38 LU FE85.5~95.0ug/g% "L, HEBEMNHR
BENGThasd bz,

Nk 5% CTT ¥ CNLAEN Y b UICREA -
HEBNIC BT AL BEE, ERAREROR
BT AECANELTET LN VL L),

BEEREGE Tid, PIMESSRREIC L TRESH 1M, &
%h 2B, BARPIRRGSEIC AT L CIRER) 1 BB & ORI
PRI TRAD 1B TH-2, TNLERATHE
AZhE100% (Exh 151, B4 &% -7

MBI RI, BIEE 351(60%) B L UERD 251
(40%) T, &tk L TAHAREIZII00%TH -7,
AEICH Lo LR LNBEMERRBH LN Lo,
7z, BAR(MH, MmiELF)RERRICLRELETSS
DB BH LN T2,
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Chemotherapy 26 : 278~279, 1978
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9) ARBARS WGE B FESUERANLIC AT 5 %t. Chemotherapy 28(S-5) : 888~899, 1980

FUNDAMENTAL AND CLINICAL STUDY OF
CEFOTETAN (YM09330) IN THE FIELD OF OBSTETRICS
AND GYNECOLOGY

RYUTARO MOTOMURA, CHIKAKO TERAMOTO, YASUHITO SOUDA,
AKIRA Fuiita, Ryuli CHivopa, HIROYASU MORI,
and TOHRU YAMABE
Department of Obstetrics and Gynecology, Nagasaki University School of Medicine

Laboratory and clinical investigations of cefotetan (CTT, YM09330) in the field of obstetrics and gynecol-
ogy were carried out and the following results were obtained.

1. Body fluid levels of cefotetan in pregnant women:

Cefotetan was administered intravenously at a dose of 1 g to 6 cases of pregnant women and the drug was
distributed in the body fluid from 45 minutes to 5 hours and 45 minutes after the administration as shown
below:

1) Concentration in mother serum

The highest value of 85.0 ug/ml was obtained 45 minutes after the administration, then the value decreased
slowly to 15.2 pug/ml after 5 hours and 45 minutes.

2) Concentration in umbilical cord serum

The highest value of 29.0 ug/ml was found in the serum of umbilical cord after 3 hours and 38 minutes,
thereafter the value gradually reduced.

3) Concentration in amniotic fluid

The highest level of 8.6 ug/ml in the amniotic fluid was observed after 3 hours and 38 minutes and the level
dropped by degrees.

2. Concentration in pelvic dead space exudate

The highest average level of 14.5 ug/ml was noted in pelvic dead space exudate after 4 hours of intravenous

administration of 2 g of CTT in 3 cases of total extirpation of diffused uterine cancer, then the level decreases
very slowly. Transfer rate of the drug into pelvic dead space exudate was about 6 ~ 8% of that in the serum.

3. Concentration in genital organs

The highest values of cefotetan in genital organs from 25 minutes to 2 hours and 40 minutes in 10 cases of
intravenous administration of 2 g were 67.5 ~ 71.3 ug/g in adnexa and 85.5 ~ 95.0 ug/g in uterus.

4. Clinical results

Clinical results were obtained as follows; excellent in 1 case (33.3%) and good in 2 cases (66.7%) out of 3
cases of internal genital organ infections; good in each 1 case of intrapelvic infection and post-operative infec-
tion. Total efficacy ratio of the drug was thus 100% (excellent in 1 case and good in 4 cases).

5. Bacteriological effects

Bacteria were eradicated in 3 cases (60%) and decreased in 2 cases (40%) among 5 cases. Thus the total
bacteriological effect was 100% (S cases).

6. Side effects

No side effects were observed caused by the drug.



