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Table 1 Activity of AC-1370 and cephems against clinically isolated organisms

Isolates IC £0.1 0.39 156 6.25 25 2100 Total
s Drug 0.2 0.78 3.12 125 50
AC-1370 2 6 8 4 2
S. aureus CpPZ 11 7 2 1 1 22
CEZ 2 11 7 1 1
AC-1370 2 4 9 1 2 1
E. coli CpzZ 5 7 4 3 2 2 1 1 25
CEZ 2 7 10 4 1 1
AC-1370 3 2 7 4 1 1
K. pneumoniae CpzZ 3 7 4 2 1 1 18
CEZ 1 10 S 1 1
AC-1370 5 6 3 1
P. mirabilis CPZ 1 S 2 15
CEZ 1 9 4 1
AC-1370 1 4 2 3 2
S. marcescens CPZ 2 5 2 1 1 12
CEZ 12
AC-1370 4 2 1 1
P. aeruginosa CPZ 2 5 3 2 12
CEZ 12

SR ) LE coli B & K. pnewmoniae T 3.13
ug/ml, P. mirabilis T130.78 ~1.56ug/mliz MIC D
E—7hH"Y, S marcescens B & U P. aeruginosa Tl
6.25~25ug/ml » MIC DA % (v sz, Ri2 &
TIECPZI2i3% 5 A CEZ L 13IZERET, %3 EIL
S. marcescens W % CPZ 131 T8 ML, CEZ X DN
Tz, —%4, S aureus Ti312.5~25ug/ml > MIC &
B % A LN, CPZ B LU CEZ & ) MIC %5t 7 Bk
Eons,

UENER LY 77 sbetE B I2xd 5 AC-1370 »
RENPFCE2 LD EBbN S,
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RET 2 B0 TE 2 11BN AFIL.0g & 1 E&E (345
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REREIZ K. pneumoniae TFO 3BITHREZRER & ¥
BBET ¢ 2 7D L D ATV, ) BRI A AR &
LTHERL 72,

1) #RRE2&F4T

BERHC AR D piiic 335 L, MR HEEOBE M &

¥ % BRI & 64 CTHRERL 72, B#Eiz Table 2, Fig.
20 EEN T, %5405~ 2 B30 12 ) BEH i B E
I3EE, HIEEEKRE, 131320~40ug/ml DEVBE %
HRL, BMARMEFRELZ ERAELZRT L OAH
IZA LNz, FRNLIEES0DLUERITAA LN, &5
29.5ug/ml ( 2 B:[H30%) DIBIEMITH A S 172 (Table
2, Fig. 2),
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BY, 9N, IR, FENE, FEHE, G Lo
O IZ F N F 51,1 (1 #104), 64.8 (18F
f254°), 43.3( 1 BRE10°), 53.9( 1 BERI25%°), 64.6( 1
BEfE12547) 5 & U72.1ug/g (185RI109) TH-72, &
72, BAZEB S UEMBIIZ I VIELDE3ALNBLD
D, KROMAFEITE HHTBIRIDE L) (345 1 8
109 # T 72.5~138.7%, 2 BRI 204 1% T3 69.4
~208.3% & 2 b TE VAT L R L 72 (Table 3, Fig.
3o
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Table 2 Transference to maternal serum, umbilical cord serum and amniotic fluid
after I.V. administration of AC-13701.0 g

Case Time Maternal serum Umbilical cord serum Amniotic fluid UM
No. (After administration) M) (ug/ml) (U) (ug/ml) (A) (ug/ml) (%)
1 40 min 76.0 28.0 - 36.8
2 50 min 39.0 18.0 0.97 46.2
3 1 hour 50.0 26.0 1.25 52.0
4 1 hour 56.0 69.0 53 123
S 1hour 30 min 47.0 24.0 16.0 511
6 1 hour 45 min 240 23.0 95.8
7 2hour 10 min 3.70 7.50 1.40 203
8 2hour 30 min 40.0 31.0 295 71.5
9 2hour 50 min 34.0 38.0 26.0 112
10 3hour 20 min 19.5 21.0 18.0 108
11 3hour 30 min 19.0 21.0 145 111

Fig.2 Transference to maternal serum, umbilical cord serum and amniotic fluid
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Table 3 Concentration of AC-1370 in serum and tissue after I.V. administration of 1.0 g
Case Titr_ne Serum (ug/ml) Tissue (ug/g)
No. (After Antecubital | Uterine Endo M i
il . . - yo- . Portio
administration) vein artery Oviduct Ovary metrium | metrium Cervix vaginalis
1 55 min 92.0 92.0 26.3 314
2 1 hour 10 min 52.0 53.0 51.1 45.7 43.3 37.7 721
3 1 hour 25 min 58.0 740 346 64.8 539 35.7 715
4 1 hour 30 min 48.0 393 35.8 33.6 30.6 46.1 39.0
5 1 hour 40 min 28.0 26.0 558 16.0 138 64.6 32.6
6 2 hour 10 min 275 315 6.75 39.8 31.0 46.3
7 2 hour 20 min 18.0 20.0 173 275 28.9 12.5 26.1 375
8 2 hour 45 min 25.0 139 25.7 14.4 17.1 22.6
9 2 hour 50 min 275 434 23.8 20.4 374
10 3 hour 7.70 5.41 6.82 12.0
11 3 hour 10 min 1.95 34.0 39.9
B 1 BEERER, 20 Bl B & EEEKIEER L RLEARROWE L BRE

zeh THELATFEMNBRB LU 77 AEICER,
ERAED, F7T7RAEBEMED S. aureus(+), S. fae-
calis(+), B LU B. fragilis(+) #7BEL 72, KEIRS
%ix 2 BiERE, BMERROZEHLRELES, 68
BOMBEIEE TIRERETH - 72,

RS L FEMESRR, FERAKK, 4%

8, THE FEEIDICER L EFEMHESRICETRE,
Bz, FERNL D E. coli, Streptococcus sp. % 5B
L7z, REIRS 2 B BIc#, BtEMRNERLQE
RADT, REEEHEL, FORTEMNBIEHEE
ERATL 72, B, FHERTEMBROMESEERYE
Th-72,

RS | ETEMBERE, 26/

R#, THEE,SH), EFEMBENLHE, EHEF
BRBOEREED, FERNL D S epidermidis (+), B8
~Streptococcus (+) pif i & iz, REIR S #4132 HEIC
BEL, BfERTROWEI R LN,

ZOth, G 4 DEFS, [TBEERHG TIdAR 48
DERE%L B, BFAFFRONELY ATEMEHE, 7
77 BN BT REHER X 17> T b (577 2HE
&Y Citrobacter, B. fragilis #1) .

2, RERRRIE

BRB43HIZ 1 H AC-1370 2.0g O SilEHE % 17 -
Lo k5 HHIZ 4~ 6 HRITH D, BEBERITVTNL
B TRE, RBRHH Y, REETLHE E coli (>
10°/ml) A5y nze,

B3 Table5cmRT &8N AR 3BT, WINNE

okl (388) &7z,

3. BERAENE LY

LI E#B5ET 5 L BRNREE T3 9flF s BIERD
(AhE88.9%), FRERLE (BERER) 13 3BIEAR
(H R E100%) 0 B A& & 1%, & BRL12f 116 (&=
91.7%) HAEFEHTH - 72,
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(4B I ABIORMRAH LN, BEINCITTERENS
W E. coli \I2xT BENEAEIL- 2,

4, BIfER
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BlEEZoH o NT, I IcFR I NEafER LS Twr
V. R 51T, ARIRSRT#OEE (GOT, GPT), B#
#2 (BUN, REALY) #RafL72h, FICRERRI
EOLNLD -T2,

m. = ®

JEHE, AH cephalosporin BINBEFIZIZERE L Wi
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cephalosporin ¥ T in vitro IE 1 % LRI % in vivo 5
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Fig. 3 Concentration of AC-1370 in serum and tissue
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CPZ L IHIZRRENHENEH L T 513h, B-lacta
ag | | mase iIZLEETH D Z EHEHIN T 3Y,
“'S Kz b in vitro DIENHERD 5 2 TERARSERD
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g - § -~ 2 - § 1% CPZ X I1ZIZEREDRRI B b NIz, 12, Bl
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g 2 5 B S| RERRMES L UEAKEREN L BRAEN T T L
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5 5 5 5 & 5 U i vivo ’i}]%f)‘%ﬁﬁ’(“é“ LI EEEZEHLE
& KEDERMEE2TFRZLEELNTH S,
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w Ty Semisynthetic Cephalosporin, on Phagocyte Func-
tions. Antimicrob. Agents Chemother. 23(6 ) ' 874~
1) BEBEACEREESRES HEL > Ko 880, 1983
II. AC-1370# %% %, 1983 3) MREERG BRI T A AR OEIR, AR
2) OunisHl, H. et al. Effects of AC-1370, a New N FE 30 555, 1978

PRECLINICAL AND CLINICAL STUDIES OF AC-1370
IN OBSTETRICS AND GYNECOLOGY

SEIN1 MATSUDA, TAKASHI KASHIWAGURA, AKINORI KiyoTA, KENTARO KuUNIYASU,
MicHio NoJiMA and SATORU ITOH
Department of Obstetrics and Gynecology, Juntendo University, School of Medicine
and
Department of Obstetrics and Gynecology, Kohtoh Hospital

We made preclinical and clinical studies of a new injectable antibiotic developed in Japan, AC-1370,
in obstetrics and gynecology.

In its antibacterial activity tests, the MICs of AC-1370 for P. mirabilis were similar to those of cefopera-
zone (CPZ), and it also proved active against Pseudomonas aeruginosa. The drug was efficiently transferred
through the placenta and also into female genital tissues. In other words, the intravenous injection of 1 g of
the drug was followed by its transfer into the umbilical cord serum to a level corresponding to 36.8 to 203%
of the level in the mother serum, and its transfer into the amniotic fluid tended to increase with time until 2
hours 30 minutes after the injection. Its levels in female genital tissues (ovary, oviduct, myometrium, endo-
metrium and portio vaginalis) were also high from one hour after the injection onward.

We clinically administered 2.0 g daily of AC-1370 to a total of 12 patients with pelvic infections (endo-
metritis adnexitis, pelvic peritonitis, parametritis and adnexa abscess) and urinary tract infection (pyelo-
nephritis) by one-shot intravenous injection or intravenous drip, and evaluated as effective in 11 of them
(with a response rate of 91.7%). No side effects calling for attention in particular were observed.



