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L7 ARFAEWY AC-1370 12D\ THEEER - BEREIRET 21T 72,

1. REEBGED & 58, RIFL 7277 LEERB27HR, 7 7 LRMRE 1258 2 MIC *
10%/ml #RE TRIE L, ¢ T LMOX, CEZ» MIC & Hi#g L 72, 75 LAMBMEERE ISR L T1385.2%
H:12.5ug/ml LA ETH Y, 51.9%5°100ug/ml LA L2545 L, @ /12555 - 72, P. aeruginosa T
1312.5ug/ml iC peak #7RL, LMOX, CEZ X WEN T\ 72, S. marcescens Tl312.5ug/ml iz
peak 7*% '), LMOX & CEZ NHMNHE I %R L 72, E. coli TI355.6%5%12.5ug/ml LA ki
fil, K. pneumoniae TI31.56ug/ml & 25 0ug/ml O 2 W peak /KL, WEMEIZFL TZ
LMOX, CEZ L WEbHETH » 72,

2. VIHEMERRBERRIMIE236Y, BHEBIENK 1BI0 4Bz LT, A 1B 2 g% 5~ 7 HREE
5L 72, UTT ExpFHli 4 & 2 S\ T80 2005) Tlt, Zxh 2 B, % 6 6T, BAHMNEL40.0%
EHBANEEETH 57255, AT —TVBEBDNB & S0 o722 EXFBLTwb EBbii,
PRI RFIIIMR 22K TO4. 7% TH ), %5 % HIRHEIZ S. marcescens 3% 13 Lo & L TEH5
RTH 72,

B, ARHREICE D BN BMENEERLZ b NICEBRREBEREIZRD LN h 12,

AC-1370 (2 bk F@R P RAF AT THIR S L, FH & ZOHRBEBRET B,
HBMER THESENZHL 27 L LR MEMETSH

5, Fig. LIz THER %A L, 7 FxId Cs Has Ne Ouo Fig. 1 Chemical structure of AC-1370
S: Na T4 Fuil3692.66 Th 5., P. aeruginosa * &L 7
7 LRI & 5 BUEIC A4 T, prlactamase iz i Mooy
LkETHDEENT B (Fig 1), <NI[CONH 'C*_CONH
D LD L MRS Bk 12 1+ 3 K MO B ]:(\(\LCHZ_@CHZCH,soJ Na*

MR ET- 720 T, HTOEPEIRITHER L & LI, CoO™
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Table 1 MIC of AC-1370
(10%/ml)
MIC (ug/ml)
£0.1 0.2 039 | 0.78 | 1.56 | 3.12 | 6.25 12.5 25 50 100=
S. faecalis 4 8
S. aureus 2 3 3
S. epidermidis 1 2 3
E. coli 4 5 3 1 5
P. aeruginosa 3 11 10 1 3
S. marcescens 1 2 1 2 16
P. mirabilis 1 1 3 2 1 4
P. morganii 3 3
P. vulgaris 1 1 2 2
K. pneumoniae 5 2 1 2 5 2
E. coli NIHJC-2
25. 12 &tk N )
. @& 5 5.0ug/ml 0 2 WEtE O peak %775 L, 100ug/ml Ll £

1. XBF*E

RIS R D & D8, FRTE L 72 77 LB PEEKTE2THR,
77 LR 1248k, B L UIZEEKRTH % E. coli
NIHJC-2 1%k, ET1528kic DWW TABIOR/INREE LB
B (MIC) % B A LRk FSEREINHE L TERKFR
FREIC L - TR L 72, HHEERI310%/ml T, #Eitd
heart infusion agar (= 24 ) &#HW/, FiffeT
latamoxef (LMOX), cefazolin (CEZ) D@ 1 #IEL,
AH| & DREASTVEFERE 2 HBARRET L 72

2. RERER

KR £HFEIZ A 5 MIC # Table 12wl 72, S
faecalis1 2%k T3, 3.12pg/ml O ERR & 100 g/ml L
LOBEmMER L I2op N, S aureus 8 B TIE, 12.5~
25.0ug/ml ¥ 100pg/ml LL k2321 tz. S. epidermidis
THRIZTNT12.5ug/ml LLEIZ L 720 LLED 7T 4
Bt ER 274k 234k A512. Spg/ml LA Iz 5345 L, 148kH°
100pg/ml U EDEERETH ), BLTERLT T 4
BHEIC T 2B NIEH O E VL BERTH - 72,

77 LEERR N S b, E. coli 27¥kIx1.56~100ug/
mlLLEIZ08E < 2 L, 100pg/ml L EDE R 5
HTho12, P aeruginosa 28%k(312.5~25.0pg/ml (2
peak %R L 72, S. marcescens 26%k T3 16¥:/°100ug/ml
Ut BERYE Ch > 72, P. mirabilis 12 % (3 1.56
~25.0ug/ml 7 &M & 100pg/ml LL_E o> & B PRk
K250, P morganii 6 ¥k136.25ug/ml &100xg/ml
BEicsnrnr, K pneumoniael i3 1.56ug/ml &

it PERRIZ 2 A » 72 (Table 1),
Kz A# » LMOX, CEZ & nEg4+EB % Fig. 2~5
lzmL 7z,
E. coli & K. pneumoniae Tl LMOX, CEZ £ V)% 5
7%, S. marcescens T3 CEZ X W) f##En, LMOX £ )% -
Tz, CEZ D P. aeruginosa TI3AKIH 3 Bl 9
b TERLENTW: (Fig. 2~5),
. B8 K B &
1. ¥Rb L UHREHZE
8 1L A2 R 50 AT S i e il bR 25 FH 3 & UF % D BEIREE
WR 28EHT ABE AR O bR M 3R GE2451Z, AAIT H 2
g % 5~ 7 HH one-shot & L 72, B226, % 2B, &
Wh1253mh H90mE, FET73.2TH - 72, FEFI 6 DER
PEEE AL R LM, TR TG RIS Y TH B
(Table 2, 3).
2. BRERHR
LLE24sEBI 0 9 b, UTI BahaEftizEde12 & - T2000i2
DWTERRHREHEL 72 (Table 4),
HRIZED 26, Hahis 6 B TREEBEKRDRIZ40% T
Ho72,
UTI BN TIE, 18, SEEOAT—TLREBEIZE W
TESHF)H %% > 72 (Table 5),
3. HEFHHR
AREFEG-RUC IR A S 3EHA D RES L, P aerugi-
nosa & K. pneumoniae " T N EN SR EW S Th-

7zo P. mirvabilis, K. pneumoniae, K. oxytoca, A.
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Fig. 2 Sensitivity distribution of clinical isolates

E. coli 27 strains

106/ml

Fig. 3 Sensitivity distribution of clinical isolates

K. pneumoniae 17 strains

108/ml
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MIC <01 0.2 039 0.78 1.56 3.13 625 125 25 50 100< MIC <01 0.2 0.39 0.78 1.56 3.13 6.25 125 25 50 10g
AC-1370 4 5 3 5 4 | S AC-1370 5 2 | 2 5 2
LMOX 13 11 3 LMOX 13 2 | 1
CEZ 3 12 5 2 3 | | CEZ 14 1 2
Fig. 4 Sensitivity distribution of clinical isolates Fig. 5 Sensitivity distribution of clinical isolates
S. marcescens 26 strains  106/ml P. aeruginosa 28 strains 10%/ml
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AC-1370 2 4 1 2 16 AC-1370 3o 3
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calcoaceticus, S. faecium, Flavobacterium 11 bz 3~XT T %

[%E S L2 ht, P. cepacia, P. morganii, K. ozaenae,
S. marcescens, S. epidermidis |3 T ~NTHRL, HRFE
1364.7% T# - 72 (Table 6),

el M BL#IE S, marcescens 3¥k#IZ Lo & L TEF
158k TH 72 (Table 7),

4. RIfER

B, Wl B2 7R, B e X o) FSEAY R E A
3D SN h -7z, Bz x L TRAE L F %
oA M %, BUN, 7L 74 =>, GOT, GPT, Al
Plzon TR L 72085 ARBNZ £ 2 2 bt s il
HoNLh -7z,

AC-137013 5 L < BAR E N7z v 7 = 2L RIMEWHT,
D+ 7 = L RIEWEIC T 7T LB EEREIC R
AHENIZRRE DL LD, 77 AREERREICHL T
BEN - HE N EE L T b, 11 P aeruginos
1244 L TI3 cefoperazone (CPZ) & N %%% 5 7%, cefo-
taxime (CTX) & X LMOX & 1313TE S h R RIFY
HENEAL T b, FRHEmEoRMC L) HEN
AL E AL, X b IS IFRERO WAL R L IRIELT AP
in vitro £ 0 in vivo I BWTERHEEEZTRTE
WO RBEET Y,

bbb EFMOTE N 2 MEL, CEZB&S
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Table 4 Overall clinical efficacy in complicated UTI

Bacteriuria Fyuria Cleared Decreased Unchanged ligf;g:r’;a
Eliminated 2 1 1 4 (20%)
Decreased 2 2 (10%)
Replaced 1 1 4 6 (30%)
Unchanged 1 1 6 8 (40%)
Effect on pyuria 4 (20%) 3 (15%) 13 (65%) P a““"z‘g total
@ Excellent 2 (10%)

Moderate 6 Overaél} ;gfecti(\;eg;s)s rate
E Poor (Including Failure) 12

Table 5 Overall clinical efficacy classified by the type of infection

Overall
Group pI:toiér?tfs (S?:,:: d Excellent | Moderate Poor effec;’;i’:/:ness
1st group (Catheter indwelt) 5 (25%) 2 3 40%
2nd group (Post prostatectomy)
Mono-
microbial | 3rd group (Upper UTI) 2 (10%) 1 1 100%
infection
4th group (Lower UTI) 1 ( 5%) 1 100%
Sub total 8 (40%) 2 3 3 62.5%
5th group (Catheter indwelt) S5 (25%) 5 0%
Poly-
microbial | 6th group (Catheter not indwelt) 7 ( 35%) 3 4 42.9%
infection
Sub total 12 ( 60%) 3 9 25%
Total 20 (100%) 2 6 12 40%

LMOX & tihREs L 720 E. coli 8 & O K. preumoniae
TIARNIMD 2 K& 1) %5 - Trfehs, S. marcescens T
3B DRI TH 72, LA L, P aeruginosa TI3 A
I LT CNIBRT S > 72, FHEME IR MR YLEE kS 5
W& L GEF, S faecalis 1 & U P. aeruginosa % { &

HENT W2 EKEND S. faecalis 1233 2 HEAIEH
#%, P. aeruginosa > ¥ L T i3 MIC ¢ peak {3 6.25~
12.5ug/ml*i2 b Y, b b 28tk THORKE TRRMIC
6.25~12.5ug/ml |2 148k, & &1225ug/ml ¥ TIZ104F
fEL T2, Bz & ) P aeruginosa WSO EHICH
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Table 6 Bacteriological response to AC-1370 in

Table 7 Strains appearing after AC-1370 treatment

complicated UTI in complicated UTI
Isolates gﬁ;jﬁg E;;gé- Pte;;is' Isolates No. of strains* (%)

%) P. aeruginosa 1 ( 6.67%)

P. geruginosa N 3 ( 60%) 2 P. cepacia 1 ( 6.67%)

P. cepacia 1 1 S. marcescens 3 (20 %

P. morganii 1 1 P. morganii 1 ( 6.67%)

P. mirabilis 2 2 (100%) K. pneumoniae 1 ( 6.67%)

K. pneumoniae S 5 (100%) E. cloacae 1 ( 6.67%)

K. oxytoca 1 1 (100%) F. odoratum 1 ( 6.67%)

K. ozaenae 1 1 A. xylosoxidans 1 ( 6.67%)

E. cloacae 2 1 ( 50%) 1 A. calcoaceticus 1 ( 6.67%)

C. freundii 2 1 ( 50%) 1 S. faecalis 2 (13.3 %)

A. calcoaceticus 4 4 (100%) S. epidermidis 1 ( 6.67%)

S. faecalis 4 3 (75%) 1 YLO 1 ( 6.67%)

S. faecium 1 1 (100%)

S. epidermidis 1 1 Total 15 (100 %)

§. marcescens 2 2 * : Regardless of bacterial count

Flavobacterium 1Ib 1 1 (100%)

YLO 1 1

Total 3 |22@47Hm) | 12 (156/218) & BN 72 BAETH > 727

* Persisted : Regardless of bacterial count

T5 invitro TORENIR L TCRFLIISI ko7
B, KBTIz in vitro £V in vivo TOWEGBEEDLT
(NTWB EWI) P EET 2 LEERDIRVAFCE
rEZ LN,

FRIREGAE T3 UTI FahaRfli L4 1c & 0 FF4f L 2 7220
B, Exh2 61, BHxheHl, N2 THENEIZO% T
bot. F72 UTI BANBEHREMR TlA A T—T VEBERHD
L, SEOBEMEIZZNFNL, 0% ThHh-o7, 7128
BRE, EHERLRICHT THEMERE2Z S EZNENE
REI362.5%, 25% & EWHERLETOREI TR TH -
12 REBRELSETI3 4 7T — T VBB ER B & U REERE
RRBANTH B, AR TIHBIER N85%H = L & B
EBHERRGITH Y, ZNrENERL% L LRENBRET
HolFR EE 2 Lnde, £EEH T, UTI b
EHTHE S THISE 3 072 T PR B8 R E 37815 221651
REMUL EHEEN, BRIERS8.5% & I13FHETE S
BRETH 7%, UTIBFISRIEH T — 7 VEEREHR T
HDHE 1 BIIAHEA3%, BREEL - AT —TFLVBET
HBE5BHIA% L BTN BTH 1Y, £ 0o
REMETIE 2 BE57%, 55 3 BE82%, 5 4 BET14%, %6
H3%ThN, »7F—FTLIEZBEHNEMEIZTL.6%

MBS RIL ARRET TIE 348k 228k (64.7%) H5TH
L LTz, 272 P. aeruginosa \3 5Tl > 7253
BRIl kL Tz, 72 2EEFTD P aeruginosaS2tk
25Kk A TE R L, THREIZ48%TH Y, bbb OB L1
EEESDERTH - 12,

B EAIRWER B & VERRABEBEREIL, bbbk
FTTIRERSD S N 12, £EEET TA1,363610 5 HEIE
B33 8%ICR LN, 0 bREVERD $2.1%% &
DT Y, F ERREREI, FHERES5.3%IC
ZHLN TV B AHDBIERA L L VERRREERED
REAHEY, N7 x LRTUERIC AT, (31THREIC
BT LHERTH-T2,

Ll &) AR GRS RGE IS LEeMD S
CHAMMEELHBERBTHE EEZ LN,

X [

1) KBUIEFK, ftb @ UTI SahaEfii 26 4 (55 1L AR) . Chemo-
therapy 28 : 324 ~341, 1980

2) AA{LFERESS D RBEHRERE MIC) WE
%, Chemotherapy 23 (8) : 1~ 2, 1975

3) F31EHALEFEFESRE  HE L > RY T4,
AC-1370, APk, 1983

4) AT BB, b FIRKFWRERHCZ BT 58T 2 5
fE (1980 ~19814F) o) bR i R G fie & IR o BT IC o
W, 75 HWR4S 11163 ~1176, 1983



700 CHEMOTHERAPY DEC. 1984

FUNDAMENTAL AND CLINICAL STUDIES ON AC-1370
IN COMPLICATED URINARY TRACT INFECTIONS

MASAAKI OKIMUNE, MASATAKA FURUKAWA, KAZUTOYO MIYATA, NOBUYUKI AKAZAWA
Hiromi KumoN and HIROYUKI OHMORI
Department of Urology, Okayama University Medical School
(Director: Prof. H. OHMORI)

ATsusHI KONDOH
Department of Urology, Okayama Red Cross Hospital
KATsuicHI NANBA
Department of Urology, Okayama City Hospital
TSUYOSHI SHIRAGA
Department of Urology, Okayama Saiseikai Hospital
YASUHIRO KATAYAMA
Department of Urology, Tamano City Hospital
TERUAKI AKAEDA
Department of Urology, Tsuyama Central Hospital

’

Bacteriological and clinical evaluation of a new cephem AC-1370, was performed, and following results
were obtained.

1. MICs of AC-1370 against 152 clinical isolates were determined according to the method of Japan
Society of Chemotherapy.

AC-1370 was more effective than LMOX and CEZ against P. aeruginosa. Against S. marcescens AC-1370
was more effective than CEZ, but less effective than LMOX. Against E. coli and K. pneumoniae AC-1370 was
less effective than LMOX and CEZ.

2. Twenty-four cases with genitourinary infections were treated with 2.0 g of AC-1370 daily for 5 to 7
days.

Excellent or good effects were obtained in 8 of 20 cases (40%) according to the criteria of the UTI
committee,

3. Concerning bacteriological response, 22 of 34 strains isolated before AC-1370 treatment were eradi-
cated, and 15 strains appeared after treatment.

4. No side effect associated with the administration of AC-1370 was observed in this trial.



