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Aholz, RRMIZIG L ) 208k%E G2 d5, E coli 13118k % L o T 72, AC-13700 MIC i3
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N AC-1370BE % K. pneumoniaelFO3317 % #REM & 9 5 bioassay #ic THIE L 72, HBIEEFE
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19.0~45.0ug/mOBITRBH 7, BEL LU KBEIZ16.3~48.2ug/g%k BHAC-137013 S HEAE
BHBITORNLERL V25, TNHNBERRKESNORBAENOMIC * Lxb-TH ), £FINE
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77 LIEREEEAML, SHICEMEL X RER
DRELBATIE, EEHLTOLBBER L LIINE LT
FThE, ToT A, RIRE L X OMEEIZ L B KRG
LisHian, Ly bB—nB TS, TNH5DREL
LWBENELELML TwdEnbTwd, X512
A HEELTHEMRZ T 5 penicillin & %4 5 (2 ce-

phem RITEAIZAEZ AT 2R BEIC & 2 BPEEIN
L, BRENKELMBE L - TETWE, ZO0MHHE
13, @ ®E % T % penicillinase # & U cephalospori-
nase & L T4l 5N T b g-lactamase AREATH N, R
SN (b ¥ Mk F OB %12 B-lactamase 1 EHEEF
L., 77 LR EBICAD LKA HROENFEDL
NTv 3, 12 cephem RILERNEHEIFBEFL S,

cephalothin (CET), cephaloridine (CER), cephalexin
(CEX), cefazolin(CEZ) % & » F—itf{ & k¥ bce
phem Az H W T, MBH 2 G TRIHERIC L HHEE
# ¥ % cefamandole (CMD) , cefotiam (CTM) , cefuroxime
(CXM) % ¥ ¥, cephamycin & L T g-lactamase i HE#
¥ % #H T 3 cefoxitin(CEX) , cefmetazole (CMZ) % & N #
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Fig.| Chemical structure of AC-1370 M7 LERT Bh 512 Pseudomonas &k L 77 L.
PEMERRE IS L TRFAME N2 RT, AROREHE L

H T, =7 ZANEGFHBAERIZ BT in vitro DIHEEN
@Ifmi ¥ EEbDHRENRO LN TN D, BiED & U ABEHE
NSCoNH C{O“”If\}mz_@{“zc“zso‘ Nat S R L kRS 1005 1% T
B, B2 BHEMHEE L D ITHAL, PRI § BT

COO0™

1-[(6 R,7 R)-2-carboxy-7-[(R)-[2-(S-carboxy -
H-imidazole-4-carboxamido)-2-phenyl]acetamido)
-8-0x0-5-thia-1-azabicyclo[4. 2. 0] oct-2-en -3-yl]
methyl-4-(2-sulfoethyl)pyridinium hydroxide,
inner salt, monosodium salt

Chemical name :

Molecular formula : C 28 Has NgO10S2 Na

Molecular weight : 692. 66

ZHRE L IE NS cephem AIABIR I N TXx 72, &5z
Z D& D B-lactamase M X E G FLE 1 &2 K E L
L, AR LD $COMMBICF MR L Lixn
% cefotaxime(CTX), cefoperazone(CPZ),
(CZX), latamoxef (LMOX) , cefmenoxime (CMX ) , cefote-
tan(CTT), cefpiramide(CPM), ceftazidime(CAZ). cef-
triaxone (CTRX) 7% & A BH & & 1, — BB BELZ i K
INT—RIZFEHENBIZEST \\63’

AC-137012 H L < BB & e B =412 )8 T % cepha-
losporin ZANE A Th 5 4%, in vitro 1217 2 MIC £ Y
bin vivo 125 W TH N 724 £ B % 7 T cephalosporin
HMThHa", EHLIZAC-1370 £ AT, L, BEL
LEREE TR ERBIINT2EBLRAL &
LIS, —HMOBETFMIIEL TAC-1370 £ %45 L
T, BHEAM, &N AC- 1370 BRELRIET 282 %
Br.onoomE&REL2RE L T,AC-1370 0 F AMIC
MLIETFORR L BLOTHRET B,

[. HRE|REFE

ceftizoxime

. EREA

AC 13703 RO KM F R AT THIM I N, R EF
HBREW THEIRIFE S 172 341 cephalosporin & T,
ZTOMHERIE Fig. 12 & Th 5,

AC-I370ix A e L IE B BOBEKT, KIZETR
T, A F 7= nizx b TEFIZL, 28 7—0,
Teby, Z—Fn, ~XH I LA EHEIT
REKEM pH 134.5~6.0 (100mg (F1fiti) /ml) T
5,

AC-137013 B-lactamase IZIEHIEXH T2 & & L1,
77 LB b 75 LRI 3 LIBIE VB 2~ 7

80~90%I2E T 5, ZOEMIZE (, Rz EMyayiEh:
RHHEMIIAEE S Ny, —RERE, —iEM, BEH%
EEENE, USRS & TR END TR éh’(t\é”’
AC-13701 1 g o vial Al THAE X 41, #iE121320ml D
APAIRRIC AL CTHERAL, 5% 7 P E 7213 lac-
tate ringer #500ml (2 iE#E L Tl AL 72,
2. NREH
FEBN31982FE 3 AL D11H £ TN 9 » HENZ KEEIRRE
PR & OTNEHZ T B % 1T 725512000 2 3 % & L
72, IbNKRELZ 26, ABRLHIISHITH L. Fhh
(310 & 1) 75i%, B8 B, Lt1261TH - 72,
BERTIE, B HAMOMERS G, BHEHRFELR
12 A0 B IRE) I&HEH% 8 B, + WG IS AL, ‘r’%'ﬁ
12 & 5 BYIBR%IZEHE 5 AR HEIEE R & 16,
TTHERS I & RIS B YIBR R D LR MRS IS 4 1 5']
HLPY R BARRIE 2 ), ShRicHiT 2 Fhiz il 2eh - 7:
SMERER 2 HINF206]TH 5,
AC-13700 %513, Nk BELRIZ 1 H 110l 1g Dk
ET4 BREES, ABREIZ1H 2E1gn SiEsE+ B
Bl & L7275 #5590 1 Bl Az 1Bl 2g ¥ ER L 72 1
58RI 4 ~8 HEITH » 72,
6D AC-137012 & B RRFED EHEE 1T - 72 $EH)
NI L, BE% A6 5 HERELES 6, 2MRELR
76, HITRBEC L 2BAE, BB + B EEEIL
& 1 BlnET156EIZ 35T, AC-1370 1g ki 412 Fi %
REATL, frs i IRECL 7 HREIKT, MEMNBEOR L A
T-72,
3. BERWROHE
GRNROHEL, B, KL kLT, ¥
W, HE, RHEM BHDOLIXGEL, DBORD
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% (excellent) : %5 3 B LM BEMEKS £ O
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(BRAR NN

AR (good) © 4~ 5 BLLMIZHE KD EHLL 1 Ay Ek
FRRBRLZLD, EREIC TEAFEDNE,
FRIFWPFHN L O,

XER (fair) 1 6 ~ 7 BLANIZSEIRO—ERH 4R 3
RIZBRLZZ L, BAB» KDL L0,

5 (poor) | 7 HLUALAGE L T Ltk oL 700
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Table 1 Clinical effect of AC-1370 after intravenous drip infusion on biliary tract infection
Case No., AC-1370 Isg)late:i organisms, MIC
age (yr), . . 10°, 10° cells/ml
six (a};u)i Diagnosis, remarks Daily dose, | Duration | Total bactexiologi({al, él}itﬁi/cnalll),
body weight method (days) doses and adverse effect
1. RK, Acute cholecystitis with cholelithiasis, 2g, 1X2, 6 12g No growth,  Unknown,
51,F, | before AC-1370 treatment was CMZ iv.d. Good, None
45 kg 2g (2 X 1)i.v.d. for 6 days, effect was
recurred
2. FH, Subacute cholecystitis with 2g, 1X2, 7 l4¢ Escherichia coli
61, F, cholelithiasis, before AC-1370 treat- ivd. 6.25,3.13 #H) - (9)
50 kg ment was CEZ 2 g (2 X 1) i.v.d. for 18 Streptococcus faecalis
days, effect was recurred 100.0,100.0 (-)-(+)
Good, None
3. SN, Acute cholecystitis with cholelithiasis, 2g, 1X2, 6 12¢g Escherichia coli
75,F, | before AC-1370 treatment was CEZ 4 iv.d. 12.5,3.13 #H)~>(-)
40 kg g (2 X 2)i.v.d. for 2 days, effect was Serratia marcescens
poor 50.0, 6.25 =)=+
Good, None
4. MH, Subacute cholecystitis 2g, 1X 2, 8 16 ¢ No growth,  Unknown,
46, M, | with cholelithiasis iv.d. Good, None
60 kg
S. KT, Subacute cholecystitis 2g, 1X2, 8 l6 g No growth,  Unknown,
61,F, | with cholelithiasis, iv.d. Good, None
47 kg before AC-1370 treatment were CEX
500 mg X 3, orally, CBPC 5 g X 1i.v.d.
and CTZ 2 g X 1i.v.d. for 21 days,
effect was recurred

DELZLD, BREDKA L LD,

RABEOREIL, HEL)FRINED ) b, B
BeEzZon, POBEENLLLDERAL TRAH
&L, BARLEREESERERIZ L) AC-13700 MIC
FRELY, —8ORE LN DREHS, BRK—5—I12
L, ERRABKRELY 7 —I2%F L, BHoosk
B, HTOHERE D MIC D ERET 21T- 72,

4, &K, AENEBEREHOFE, AEE

AC-1370» 78, RRtEREK, BBIt, &l & DBER
EARRHI RN & HIZIRERL 72, &6 AC-1370 1g %20
ml DB IR IERE L, MiET 72 13407 3 oA T
THEHEL, MPIca R 2B 72, MEICHAER %5
ENTWBETIRFIT L et 2 B 72 2 L 2 HED
HTEML 72, AC-13705HERT £ LD, REHREUED
B F 72 (3B MATERRENRER 2 F 2 v 7L, F72
BN OB R M & IR U C i i b
L&H7z, BIEERET, BN 5~ CRIFEICIR
WT 5w 048N 72, YIBL 728, BB\, AR
A&, RENCHAL 2mu, B, BiiSEshcuws

D, EEEEAKICTECKEKEL T, %N ERLE
—20CIC THAERFL 72, RBHIREKEN £ AN
EWE LR RIFATIC AT L THIEICHEL 72,

BIEFEIZRD T8 Th B, itk HIW - ) AlRE,
mi&, REit, BAZFR20F RIEICHL 2, EBIE
=ik, TNEFEN 2 {EEN1/15M phosphate buffer solu-
tion (PB, pH 7.0) #/nz, polytron homogenizer (%
1 %, Kinematica #t %) i~ T homogenate % {E%, 3,000
rpm 305 f, SELLBE, ZoLbiEFRIEICHLL.

BEEHIEIR, BE I RIS T 4 2 7%
WA, Klebsiella pneumoniae IFO3317% REH &
L, B&#%10%ells/ml & L 7-# /g5 1 = 7 bioassay
WLV REL 7z, B L ¢, PRI REFLE(D
>e—7, BAKEEK)IZ L) ERL 2EERRTIE Y
MBIt 5 & M 212 1 /15M phosphate buffer
solution (pH7.0) 2 TYEM L - E# B RTIZHAL
72,
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Table 2 Clinical effect of AC-1370 after intravenous drip infusion on localized peritonitis

Case No., AC-1370 lgsglaltgg or; a;uns;lm& P/JIHII(IZ)
bl (Ym:()i’ Diagnosis, remarks Daily dose, | Duration | Total bal:teriofggiscal, clinical
body weight method (days) doses and adverse effect
6. KY, Catarrhal appendicitis with localized 2g, 1X2, 4 8¢g No growth,  Unknown,
17, F, peritonitis iv.d. Excellent, None
445 kg
7. FA, Catarrhal appendicitis with localized 2g, 1X2, 4 8g Escherichia coli
10, F, peritonitis iv.d. 25.0, 6.25 (H) = (-)
39 kg Bacteroides fragilis
50.0, 12.5 )~ ()
Streptococcus faecalis
100.0, 100.0 (#)—(-)
Good, None
8. HY, Catarrhal appendicitis with localized 2g, 1X2, 4 8¢g No growth,  Unknown,
16, M, peritonitis i.v.d. Good, None
50 kg
9. CT, Phlegmonous empyemic appendicitis 2g, 1X 2, S 10g Escherichia coli
13, F, with localized peritonitis iv.d. 6.25, 3.13 (H+) = (=)
41 kg Bacteroides fragilis
50.0, 12.5 -
Excellent, None
10. MS, Phlegmonous empyemic 2g 1X2, 4 8¢g Escherichia coli
31, F, appendicitis with localized iv.d. 100.0, 25.0 (#HH) - (-)
57kg peritonitis Bacteroid. melaninogenicus
0.39, 0.39 )= (=)
Fusobacterium sp.
6.25, 3.13 #-=()
Peptococcus prevotii
3.13, 1.56 )= (-)
Excellent, None
11. MM, Gangrenous perforative 2g, 1X2, 6 12g | Escherichia coli
20, M, | appendicitis with iv.d. 1.56, 1.56 () > (=)
58kg localized peritonitis Peptococcus anaerobius
1.56, 1.56 +H) = (-)
Good, None
12. MK, Gangrenous perforative 2g, 1X2, 5 10g Escherichia coli
33, F, appendicitis with localized iv.d. 12.5, 3.13 () > (=)
STkg peritonitis Pseudomonas aeruginosa
100.0, 25.0 (H) - ()
Bacteroides fragilis
50.0, 12.5 +H) = (=)
Excellent, None
13. HN, Phlegmonous appendicitis 2g, 1X2, ) 10g Escherichia coli
30, M, | with localized peritonitis iv.d. 3.13, 3.13 () > (=)
81 kg Good, None
0 # 5 B & 72, ﬂﬂiﬁrﬁ!ﬁ%ﬁmmrﬁb% % Table 127", &tk
FERIZAHCDREMIEE RER 2 Table2 12, o
AC-13700#at R & Table 145 Table 11127 L oEEIC £ 5% % Table3 (2, NP9 B BARRIE 1 & O



7B DT E L - HSFOBE %L, Table 71213
Table 3 DAEGIN KPR E DR ZAEE % 7 L 72, Table 8
I3HEBIN £ L >, Table 9 13— H 5 & & »REE, Table
10 12578 & AL 72 HB T 0 M B 2 B R0 B & BRI R R o) )53
%L, Table 11 (3 AC-13704% 5-Rij #% N Ba R BB B
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Table 3 Clinical effect of AC-1370 after intravenous drip infusion on acute peritonitis
Case No., AC-1370 lg?laltggl orﬁsa?sms, MIC
. . cells/ml (ug/ml),
oy Diagnosis, remarks Daily dose, | Duration | Total | ' bactetiologieal chom
body weight method (days) doses and adverse effect
14. XS, Acute panperitonitis after right 4g, 2X2, 4 16 g No growth,  Unknown,
74, F, | hemicolectomy due to ascending iv.d. Fair, None
46.5kg | colon cancer, before AC-1370 treatment
was CTM 4 g (2 X 2) i.v.d. for 4 days,
effect was poor
15. KH, Acute localized peritonitis after 2g, 1X2, 8 16 g No growth,  Unknown,
47, M, | gastrectomy due to gastric cancer, iv.d. Good, None
73 kg | before AC-1370 treatment was
CET 4 g (2 X 2)i.v.d. for 6 days,
effect was poor
16. KA, Acute localized peritonitis due to 2g, 1X2, 6 12¢g Escherichia coli
31,M, | perforative duodenal ulcer, iv.d. 3.13, 3.13 (#)- ()
50kg | gastrectomy Excellent, None
Table 4 Clinical effect of AC-1370 after intravenous administration on other diseases
Case N(;., AC-1370 lls?latetsi orlglsa7nsms, l}ﬂC
age (y1), . . 0%, 10° cells/ml (ug/ml),
sex and Diagnosis, remarks Daily dose, | Duration | Total bacteriological, cllglcal)
body weight method (days) doses and adverse effect
17. TS, Periproctal abscess, 2g, 1X 2, 6 12g Escherichia coli
30, M, | incision with drainage iv.d. 25.0, 6.25 (H) = (=)
58 kg Good, None
18. SF, Periproctal abscess, 2g, 1X2, 5 10g Escherichia coli
45,M, | incision with drainage iv.d. 3.13, 1.56 (H) - (-)
56 kg Good, None
19. YT, Acute appendicitis, lg, 1X1, 4 4g Unknown, Unknown,
26,F, | outpatient, iv. Good, None
50 kg not operated
20. MK, Acute appendicitis, lg, 1X1, 4 4g Unknown, Unknown,
13, F, | outpatient, iv. Good, None
60 kg not operated
NEIZBT B FMEMITL b > 2 AR EREGICN K2 RL7,
¥ 5 it#tEE % Table 41273 L 72, Table 52 Table U\"F RBANCREREIC OV THENDE L 2T 5,
251 5 B RBEE O FHTRIZ A L 2B B & O . BERERE
HEFEEE N 2 R, 7> Table6i2iz Table2®5 & % Iiﬂﬂﬁ 24, WRMERRRER 36, &5 HINEER

BPFE ISR L T, AC-13700 a3 % ikAarz, &F), 1BE
PMIZIERZHFL T, BAEEERLD 16H2RWT
EROMEANS & BiEHF L AC-13700 E FRATIC 2 ~ 21
HEIZ T b0, —RERRSER, 230 REED
TH-712,
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Table 5 AC-1370 concentration in serum, common duct bile, gall bladder bile and gall bladder wall from patients
with biliary tract infection during operation after intravenous bolus administration of 1 g of AC-1370
Case No., Diagnosis, remarks, AC-1370 concentration at indicated time after i.v. Laboratory
age (yn), idolated organism, — — findings
sex and MIC 10®, 10° cells/ml, Serum Bile in Bile in Wall of before
body weight (ug/ml) (ug/ml) common duct | gall bladder gall bladder operation
ke) & (ug/ml) (ug/mi) (nglg) P
1. RK, Acute cholecystitis 15.5at 66’ | 36.0at 81’ 77.3at 81' | RBC431
51,F, with cholelithiasis, 19.0 at 69’ (HH)*** Hb 13.7
45kg organism no growth, Ht 40.0
cholecystectomy WBC 5,800
S-GOT 19
S-GPT 16
Al-P 6.8
BUN 14.7
2. FH, Subacute cholecystitis 36.0at 68’ 6.0at 70’ 88.6 at 84’ | RBC 376
61,F, with cholelithiasis, 44.0at 71’ | (punctured)** | (+)*** Hb 12.2
50kg Escherichia coli 13.0at 84’ Ht 37.5
6.25, 3.13 (H)—>(-) WBC 5,800
Streptococcus faecalis S-GOT 16
100.0, 100.0(—-) = (+#) S-GPT 6
organism changed, Al-P 6.7
cholecystectomy BUN 10.1
3. SN, Acute cholecystitis 49.0at 159’ | 37.0at 124’ | 94.0 at 126’ 39.1 at 142’ | RBC 353
75,F, with cholelithiasis, 76.0 at 127" | (punctured)** | (+)*** Hb 11.7
40 kg Escherichia coli 47.0at 130° | 100.0 at 142’ Ht 34.5
12.5, 3.13 (H) - () 40.0 at 137° WBC 4,300
Serratia marcescens S-GOT 25
50.0, 6.25 (=) (H) S-GPT 22
organism changed, Al-P 12.8
cholecystectomy BUN 37.8
4, MH, Subacute cholecystitis 49.0 at 160’ 59at 128 | 3.0at 137’ 444 at 157" | RBC 431
46,M, | with cholelithiasis, 7.4 at 131’ | (punctured)** | (+)*** Hb 14.7
60kg | organism no growth, 5.4at133' | 4.4 at 157 Ht 44.0
cholecystectomy 6.1 at 149° WBC 6,000
S-GOT 19
S-GPT 24
Al-P 9.6
BUN 13.2
5. KT, Subacute cholecystitis 20.5at 182" | 37.0 at 158’ | 68.0 at 164’ 41.2at 171’ | RBC417
61, F, | with cholelithiasis, 54.0 at 160’ | (punctured)** | (H)*** Hb 134
47kg | organism no growth, 115.0 at 171’ Ht 40.0
cholecystectomy WBC 4,500
S-GOT 21
S-GPT 24
Al-P 4.5
BUN 19.0

** Punctured gall bladder bile during operation

*** Inflammatory degree of gall bladder wall

In cases 2 and 4, the cystic duct was obstructed
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Table 6 AC-1370 concentration in various body fluids and tissues from patients with acute
appendicitis after intravenous bolus administration of 1 g of AC-1370
(;:see(l;ls.’, li)sigft gflis(’) rem ?rr]:ls’ AC-1370 concentration at indicated time after i.v. Lm atory
poex and MIC 10°, 10° cells/iml, Serum Ascites Wall of Pus in befors.
ody weight (ig/ml) (ug/ml) with pus appendix appendix operation
kg) (ug/ml) (ug/g) (ug/ml)

6. KY, Catarrhal appendicitis 56.0 at 15’ 11.2at 3’ WBC 10,500
17,F, with localized S-GOT 18
445 kg | peritonitis, S-GPT 15

appendectomy, Al-P 7.8
organism no growth BUN 10.5

7. FA, Catarrhal appendicitis 82.6 at 3’ 0.6 at 3’ WBC 7,800
10, F, with localized peritonitis, S-GOT 20
39 kg E. coli 25.0, 6.25 (++) S-GPT 18

B. fragilis 50.0, 12.5 ((+) Al-P 8.7
S. faecalis 100.0,100.0 (+) BUN 9.8
appendectomy

8. HY, Catarrhal appendicitis 31.0 at 30° 33.8 at 29’ WBC 10,500
16, M, | with localized S-GOT 30
50 kg peritonitis, S-GPT 2§

organism no growth, Al-P 7.8
appendectomy BUN 15.0

9. CT, Phlegmonous empyemic 62.0 at 30’ 68.3 at 30’ 40.0 at 30’ WBC 15,600
13, F, appendicitis with S-GOT 18
41 kg localized peritonitis, S-GPT 15

E. coli 6.25, 3.13 (++) Al-P 54
B. fragilis 50.0, 12.5 (+) BUN 10.3
appendectomy
10. MS, Phlegmonous empyemic 24.6 at 60’ 7.1 at 60’ WBC 15,700
31,F appendicitis with S-GOT 30
57 kg localized peritonitis, S-GPT 20
E. coli 100.0, 25.0 (++) Al-P 8.7
B. melaninogenicus BUN 15.0
0.39, 0.39 (+)
Fusobacterium sp.
6.25,3.13 (+)
appendectomy
11. MM, Gangrenous perforative 31.0 at 35’ 45.0 at 30’ 31.1 at 25° 1.3 at 25' WBC 20,500
20, M, |appendicitis with S-GOT 25
58 kg localized peritonitis, S-GPT 20
E. coli 1.56, 1.56 (++) Al-P 7.3
P. anaerobius 1.56,1.56 (+) BUN13.1
appendectomy with drainage
12. MK, Gangrenous perforative 22.0 at 96° 19.0 at 82’ 15.9 at 84 0.6 at 84 WBC 15,600
33,F, appendicitis with S-GOT 15
57 kg localized peritonitis, S-GPT 14
E. coli 12.5, 3.13 (+++) Al-P 7.5
P. geruginosa 100.0, 25.0 (+) BUN 10.1
B. fragilis 50.0,12.5 (+)
appendectomy with drainage
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Table 7 AC-1370 concentration in various body fluids and tissues from patients with abdominal infectious and
other diseases after intravenous bolus injection of 1 g of AC-1370
Case No., Diagnosis, remarks, AC-1370 concentration at indicated time after i.v. Laboratory
age (Y1), isolated organism, findings
sex and MIC 102, 10° cells/ml, Serum Tissues before
body weight (ug/mD) (ug/ml) (ugfe) operation
14, KS, Acute panperitonitis with 23.4 at 30° Colon cancer RBC 407
74, F, intestinal obstruction 27.0 at 30" Oral colon Hb 11.6
46.5 kg due to ascending colon 16.3 at 30! Anal colon Ht 36.0
cancer, right hemicoloectomy, 4.1 at 30’ Omentum WBC 6,000
organism no growth 17.7 at 30’ Appendix wall S-GOT 13
S-GPT 11
Al-P 6.6
BUN 9.1
15. KH, Gastric cancer, 32.4 at 50° Gastric wall RBC 445
47, M, gastrectomy, Billroht Ila 24.3 at 50' Duodenal wall Hb 13.6
73 kg 4.7 at 50° Omentum Ht 43.0
WBC 5,500
S-GOT 25
S-GPT 20
Al-P 5.6
BUN 11.5
16. KA, Acute localized peritonitis 30.0 at 90° 48.2 at 60’ Gastric wall RBC 485
31, M, due to perforative duodenal 27.4 at 60° Duodenal wall Hb 14.3
50kg ulcer, gastrectomy, Ht 42.0
Billroht Ila, WBC 15,500
Escherichia coli S-GOT 20
3.13, 3.13 (+H) S-GPT 25
Al-P 7.3
BUN 14.3
Table 8 Summary of clinical effects after AC-1370 administration
Clinical effect
Diagnosis No. of Efgc?‘%
Excellent Good Fair Poor Iate (%
Biliary tract infection 5 0 5 0 0 100.0
Localized peritonitis
(with appendicitis) 8 4 4 0 0 100.0
Localized or diffuse peritonitis
(with others) 3 1 1 1 0 66.6
Periproctal abscess 2 0 2 0 0 100.0
Acute appendicitis
(outpatients) 2 0 2 0 0 100.0
Total 20 5 14 1 0 95.0
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Table 9 Correlation of clinical effects and
AC-1370 daily dose

No. of Clinical effect
Daily dose 9.0
cases El’é;ﬁl' Good | Fair | Poor
1g@X1)iwv 2 0 2 0 0
2g(1X2)ivd| 17 5 12 0 0
4g(2X2)ivd. 1 0 0 1 0
Total 20 5 14 1 0

AC-137001% 513, £ 18 1g, 1 H 2 Bl SiEEHE
12k 6~ 8 BRIGITL 72, KOS L 2 2
)T, AC-13700#%5-Fin+ _igh &Iz L ) E coli
%1872, o0 AC-1370i= %44 % MIC (310%ells/ml (2 T
3.13ug/ml R L 7245, AC-1370i4% 1%, FHihATHRIC
3REFEREHDIEFEIZ T S, faecalis 1 & U Serratia mar-
cescens \= B EBH 2, D MIC 1210°%cells/ml 12 T
S. faecalis °100.0ug/ml %7~ L, S. marcescens 136.25
pg/ml THho12o E. coli 13 21 & Lk L Tw7z,

PR BRIz &Bic b W TAM LD SN, BIFERM L ER
HHNT, AC-13703 5B FFE B BT Lie
IZERTRETH - 72,

LUFFEBIZ D TBgEET 5,

EG L 51#%, etk K&Ed45kg

2 BHIL VA LIEEES S ), 57T 9 AL0H Ak, #
TH B TIHA IR N, HERZFHN OB
fEfEs L L CCMZ 1g, 1 B 2 [B&iEsHEIC TERL,
—E R B LERL, AC-137012EE L2, 1E1g,
1 B 2 Bl SiEkEIC T3 HBERKIZBRL A% & HE
L7z, 9 AH220, IO#EHEH i % 56T L 7227, #riii AC-1370
1g AL, M, BEMNIBESMREL 72, fHE%66%
DBIBEIR N E1315.5ug/ml 2 %72, 3042
19.0ug/ml & B8R L, &HEH%815 OB T HIRZIL,
36.0ug/ml, TEMEBENIBEIITT7.3ug/g Th -7z, IHIEEE
D RIETEZIIE, REFTMmMAES EETH Y, HEEEL
Bt A 8n 7, IO ERIEETRAKIITHTSH »
72,

ER 2 - 61/%, tt, KE50kg

574 8 HHIA) & 0 A4 LIS A H ), IHE M
Twb, 574 8 H26H, WHEIAKHEZMHEERE L TS
FA30E &Y CEZ 1g, 1 H 2RS4~ 18HBZIT,
— R E A LHERL, 9 HITH LY AC-137012 K E L
72, 4 HigHEKEE L A& HEL 72, 8 H30H + 245

B L DRFERD E. coli 238D 72hH%, MICI310% 10°
cells/ml 12 T6.25, 3.13ug/ml TH -7, 9 AUA, |
P AT HEAT L 729%, BEHEEEIC T E. coli 13i§% L7
A*S. faecalis \ZEEAETRL, %D MICi3100.0pg/ml
Th o1z, METAC-1370 1 g KHE %685 DRI+
MIBEEI£36.0ug/ml X7 L, Z0) 35121344 04g/m]
12 ER %S, BEERTVTICERIC L) B2 BERRT
NIBEEI36.0ug/ml T & - 72 H¥REFERE H B ) 5 B 14844
121313.0pg/ml % 2s>, FEFEEENBPEII388 . 6ug/g ¥ 1
L7z, BESNEIIESE CREFIAELZN:,

5ER3 75m%, M, KE40kg

i L) A LEEEEY>H), BERZHICTEAELR
Ran, BHEELRE LTCEZ 2g 18 20 4EsHE
%2 BMZT 5 LEMZT, 4 A2H, AC-1370 1g,
1H2EI-EET S, 4 BIZTERIER, FMEET
2.4 5 HO+_$KBMIZ T E. coli "HFEEEDH LN
7295, %0 MIC (210% 10°cells/ml (2 T12.5, 3.13ug/ml
Tho72, 4 A8H, BEMBEMEML 2225, Bitos
FiIZL D E coli DiEkR%ED, S. marcescens IZHRA

2H7z, MIC 1250.0, 6.25ug/ml TH -7z, AC-1370
1g & E #1245 o % 8 & BB it P9 8 1337 .0pg/ml T
& o 2h, FRE1275776.0, 1305747.0, 13747121340.0
pg/ml IR L 72, BEXI6FICERIC L) B BEER
BT8R I394 . 0ug/ml, RHAEHEHEFD 1429 1£1213100.0
ng/ml, FBAEEENIBEE39 1ug/g 21872, AHERISDOD
i i 1249 . 0pg/ml T - 72, BEEDEILIIBE
T, BEEORFLIED,

ER 4 467%, B, KE60kg

4 » ARTE DR, A LESE SN EREFRREIN
Tz, 574 4 A2 AREL, BAMEEERE L TAC
-13700 it % 8 HREMEIT L 72, 4 BIC THERBER LB
EHIFEL 2, 2o BEIZ 3 A30H nEIC T GOTS8U,
GPT125U, Al-P 125U, &t ) Lt > 1.2mg/dl & FF#eE
DIET 2 BH72, 4 A208, Fhi% 1T L 72, AIEERT
W AC-1370iB 13, &k %1285 T5.9, 1314°7.4, 1334
5.4, 1495712136.1ug/ml %3267z, HIE%1370DER)
V& B REEENE NS EEIE3.0, 15745 ) IR BRI IF4 . dug/
ml, IRAEEE N 1344 dpug/g, 1605 O if il FE49. 0ug/
ml Tk - 7z, BREED e fEtE 2 bIz 8 T, BEEIH
EEBDL ORI TRARITHTH 1

ERS 61, i, KE4Tkg

LIFT & DA FEEA S Y, BBARZERIATY
72, 574 3 H15H, WHLABE L, #r1iz T CEX1.58
carbenicillin(CBPC) 5g, ceftezole(CTZ) 2 g &ifi#HE
%21 HRZ T2, 4 A5 B, SMEHcEERAC-13701C
EFEL7, 4 BICTEBBRLAMEHELZ, 4 ABEE
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Table 10 Correlation of clinical effects and isolated organisms
Clinical effect
Isolated organisms No. of cases
Excellent Good Fair Poor
Escherichia coli (Eradicated) 4 1 3 0 0
Escherichia coli (Eradicated)
Streptococcus faecalis 1 0 1 0 0
(appearing after AC-1370 treatment)
Escherichia coli (Eradicated)
Serratia marcesces 1 0 1 0 0
(appearing after AC-1370 treatment)
E. coli + Bacteroides fragilis  (Eradicated) 1 1 0 0 0
E. coli + Peptococcus anaerobius (Eradicated) 1 0 1 0 0
E. coli + B. fragilis + Pseudomonas aeruginosa
(Eradicated) 1 1 0 0
E. coli + B. fragilis + S. faecalis (Eradicated) 1 0 1 0 0
E. coli + Bacteroides melaninogenicus +
Fusobacterium sp. + Peptococcus prevotii
(Eradicated) 1 1 0 0

No growth or unknown 9 1 7 1 0

Total 20 5 14 1 0

BREAT 2 HEAT L 72 ARREERE I PIB BRI ARE 1215890 T
37.0ug/ml, 1609 T54.0ug/ml TH » 72, FHEX16457
ICER L D 17 BEEERR TN IB 1368 . Oug/ml, BHETXLT]
SOBBEFFHEFIZ13115.0ug/ml 7R L, FEEEBEPIRE
1341.2ug/g, 1825 4D M B E1320.5ug/ml TH - 72,
BEENE(IIPEET, BEFIMAFL Tz, B
DEERIIFEHE TRABIITATSH - 12,

2. SMREER

BHRERICAHLELIRBMEMRE R 8B (GEB 6
~13), EATHENSTERIC L 2R &, WPAZEIEIZ T,
BRI M2 50 L 2 LRI & (GEBI14),
BREIC & 2 BUIRMTE ORI MHEIEN 4 GEGILS), +15
BREFILC L ARFMEEE % (GEBILG, B YIRRHETT)
BEBIZ X L T AC-137012 & B i HE & ik A 72, R
14, 150 2 Bl FHT % IEE RO GBH B L ORGP 11z
CTM 4g #7213 CET 4g* 4 L6 HREMEML 72
», BRI B T AC-137T01I2 K FE L 72,

AC-13700 4% 5-13, #EFIl4n A 1E2g, fiid1g % 1
B2 Blatlsiic &) Tl 72, #5514 ~8 AR
Tholt BABENOGHI NI LDIZTHT, £ B2
Blh E. coli Bphmse T, 2Mh 255, 26lA35E, 14|
DAEDERERRETH -2, E. coli 3 THRT, 2O
MIC i310°cells/ml T1.56~100.0xg/ml, 10%ells/ml T
1.56~25.0ug/ml %75 L 72,

BaRhRiL, ZM 5B, AR5 H, X HEM1IHTH -
2hs, EWERIZES SN G h o1z, TRARANZEB LR
DN ABERREBENRFE LED NG 572,

FEBI13% i < 10681 > Fayb 1= 1] AC-1370 1g % 4%
H L, gMEKR, HENOBEEELIT- 72,

ETOIEHNZDWTHEET 5,

EF9 13i%, i, AdE4lkg

Btk & Y BEEER AR D, STHES A48, Ak, T
1772, BEOKERZILIHFE TRIEKE 2
BRI PEREIS % % A0F L Tuv iz, BEYIRZ—KOYIZEANR
Lzzhleitt WEAHE S L TE. coli & B fragilis % 1%
72, # MIC (210°% 10°%ells/ml(27T6.25, 3.135 &8
50.0, 12.5ug/ml T - 72, @i AC-1370 1 g #fiF %30
o HTEEE N B 68 . Sug/g, AR I £40.0ug/
ml, M iEE62. 0ug/ml TH - 72, itk AC-1370 1g 1
H 2 ol didahiaic & 0 BRAGIERENE Rt % iy, 3 H

STHEIRIE R L ERD & HE S A,

FERILL 20i%, HM:, KE58kg

BT & U BEIEAH Y, CEX1.5g Nkt 5 L 8% TSTH
5H 6 B ARE, T hGiTL 7z, I Imiz THEILL,
IR KA Sz Y, IS, BRI,
Ze FL—212X 2 FLv+—o 20T 720 i %25%
N aERE, AN AC-13700 1331 . 1ug/g, 1.3ug/
ml TH Y, 305 DIKINIEIELS. 0ug/ml, 3557 Dl ift

~Nro—
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Table 11 Laboratory findings before and after AC-1370 treatment on infectious diseases
RBC Hb
%aée Age | Sex [(104/mm®)|  (@/d Ht (%) WBC S-GOT | S-GPT ALP (rﬁggl)
B| A |B|A|B]aA B A |[Bla[B|Aa|B|A]|B]a
1.|S1 | F | 425 | 450 |13.5|13.8 {39.5 [39.0 | 9,500 | 4,600 |25 [15 |20 |10 | 7.1 | 5.6 |10.8 | 123
2./61 | F | 380 | 385 |12.3 |12.4 [38.0 |38.5| 7,600 | 4,800 |25 |15 {20 (10 | 7.5| 5.8 | 9.8 76
3.175 | F | 375 | 368 |11.3 | 12.1 |37.0 |{35.0 | 9,800 | 5,000 |45 {30 |35 (20 |13.1 {10.9 |40.0 |25.0
4.146 | M | 445 | 405 |14.6 | 13.6 |42.0 |39.5 | 8,700 | 5,000 |45 (20 |55 |15 [10.2| 8.5 [18.5 15,0
5.161 | F | 395|385 |13.1|12.9 [39.5 385 | 7,600 | 5,500 |25 |15 (20 [10 | 7.6 | 5.6 |15.1 |10.1
6. 117 | F | 450 | 443 |13.1 | 13.3 | 42.0 {39.0 | 10,500 | 4,000 |18 [20 |15 |15 | 7.8 | 8.6 |10.5|13.0
7.110 | F | 472 | 456 |13.1 | 13.1 {39.5 [38.5 | 7,800 | 5,000 |20 |15 [18 |10 | 8.7 | 7.4 | 9.8 101
8. 116 | M | 475 | 495 |14.1 | 13.9 | 39.5 |38.0 | 10,500 | 5,500 |30 [18 |25 |15 7.8 53 |15.0]18.0
9. |13 | F | 480 | 450 |13.5|13.6 |42.0 |38.5 | 15,600 | 4,500 |18 (20 |15 |18 | 5.4 | 4.8 |10.3 | 150
10. {31 | F | 478 | 465 |13.6 | 13.7 |40.0 | 38.5 | 15,700 | 5,000 |30 |18 |20 |15 87| 5.5 |15.0 143
11.120 | M | 485 | 500 |14.4 | 14.7 | 42.0 |39.5 | 20,500 | 4,500 |25 (25 |20 |25 | 7.3 | 6.5 |13.1 153
12.133 | F | 408 | 415 |12.3 | 12.4 |39.5 |38.5 | 15,600 | 5,000 |15 |11 |14 |10 | 7.5| 6.8 |10.1 | 15.0
13./30 | M | 485 | 500 |13.7 |13.9 [41.5 [39.5 | 13,500 | 5,000 |25 [18 |20 (10| 6.5| 5.8 | 9.6 [ 113
14. /74 | F | 407 | 385 |11.6 | 10.8 {36.0 |{38.5 | 6,000 | 9,500 |13 [35 |11 (30| 6.6| 7.8 | 9.1|195
15. (47 | M | 425 | 450 |13.6 | 13.7 |42.5 {39.5 | 9,800 | 4,800 |35 |20 |28 |15 | 8.1 | 4.8 |19.5]| 9.5
16. 31 | M 485 | 470 | 14.3 | 13.9 | 42.0 |38.0 | 15,500 | 5,000 |20 |18 |25 |15 | 7.3 | 7.5 |14.3 [18.0
17.130 | M | 505 | 495 |14.5 | 144 | 40.5 [39.5 | 10,500 | 5,000 |30 [15 |25 |10 | 7.1| 5.8 | 9.8 |10.1
18. 145 | M | 485 | 500 | 14.3 | 14.6 |39.5 {39.0 | 9,500 | 4,300 |25 |15 |20 |10 | 7.3 | 6.5 |15.1|11.3
19.126 | F | 435 | 450 |13.6 [14.1 [39.5 |38.5 | 13,500 | 5,000 15 10 8.1 |10.7| 95
20.|13 | F | 430 | 445 [13.2 |13.5 |39.5 [38.0 | 9,800 | 5,000 15 10 7.3 |15.1]103
B: before, A: after treatment of AC-1370

F31.0ug/ml 21572, EAKE LTE. coli & P. anae-
robius % 1% 72 »%, MIC1.56ug/ml T & - 72, #i 1% AC
-1370iA%# % 6 BHREIRGEAT, 4 B THEKREH L A% & HiE X
nr,

FEM2 : 33k, ik, KESTkg

BiHY LD IEHAHY), 57 4 H138 AR, Fiitht
TL72, BEIHREIZTEILL, BRANICEIT» S
RIS L % ApFL Tz, BEYR, FLF+—2 %
W4T L 725, BAREE L TE. coli, P. aeruginosa, B.
Sfragilis O 3 ¥k % 1872, MIC 1310°% 10°cells/ml 1= C12.5,
3.13ug/ml, 100.0, 25.0ug/ml & & 1¥50.0, 12.5ug/ml
L7z, itk AC-1370i5% % 5 HEIMETT, 3 H CHEiW
%, fEREHRLEREHEL 2,

JEG14 747%, W, 1KE46.5kg

SEHILHMEREIZ AR Z, STE6 AEHL VAT
BRI RERI % B L T 72, 577 H 1 B ARE, 1008
&) BRAZERERA BN, 7 HI3B TR A HITL 72, 14T
FREIC L MPAKEREL, KBOBAILIESL, AR

PRI 4 2 B0FL Tz, BEKZEBRE L, AREBEAY
B, dewg, Fu+—v 27U 72, i CTM &4
L Twrns, BAOEFIIBYETRABIZTHTH-
7zo FHTERT AC-1370 1g % &t %3091 AR5 YR
AT L 724, AC-13704I4 MBI (2, #I#E23.4, 1
WAER527.0, ATPAIRSNS16.3, AMNE4. 1, BT Tug/
g %1872, it  CTM 2g, 1H 2@ HiEAH#T% 48H
HEAT L Toniedy, REae3, HEMR L D L v TEY
E#EZTAC-1370 2g 1 H 2 A& iEspEIcEEL L,
BE LY BB, PR LR, RREME L2 T
R20H, LHEEORELIBIN, LA LE &6, TAHU
HECT Bi1I2E - 72,

FEFIL5 ¢ 47i%, B, KE73kg

574 9 A14H, B&EEIC T, BYKk% BllaEic Tl
U 72, B4R S- L 72 AC-1370 0 Mk il B I3, Stk
509712 T, HEE32.4, 1 I5Hp8E24.3, AWINE4. Tug/e ¥
1872, i YeRs It o B9l T CET 2g 1 B 2 [0 4
BEEIEITL Co72hs, 9 HI9B & ) KL —> 02U



yoL. 32 S-9

CHEMOTHERAPY 489

kB VBEEEELDEH £ E L TAC-1370 1g
1H2EICEEL 8 BREMATL 2. 3 BIZ THEREBAIC
BOLEMEHEL 72, BEABITERERMEIC TTHT

Hotze

FEFI16 31i%, BM, KES50kg

JEFTL ) BEBIC TEELZIT Tz, 57F 4 A4
B, bHEIRsER ) TABE, X-PIi2 CTHERETIZ A 2
g4, +EEBBREFILE L TFEML ., +1fEhik
wEhc Ik D, REMEELZ AL Tz, BO
12 LD MIC 5°3.13ug/ml @ E. coli #1572, BYIk
BLUFLF—C 2 TL 720, BERNS LU+ 21EH
B AC-1370iB (2, F#ET£609 T48.2, 27 .4ug/g * 1%
2o BERIOTOMAFIEEIZI0.0ug/ml Th - 72, ik
AC-1370i & B iAHEE AT~ 7245, 3 H THERIZEIIC B
LLEMEHEL 2,

3. x0fbnEE

Table 4 IZALFIEIBRIRE 2 5, SR RBEIZ TFMix b
Tl - R2ERER2HOKREL L 72, ILFMERE
mERAsEE L CE coli »yr#Exn, YEBLUF
V= EHRALZAAC-1370 1HE2gIZTERE
HESNZ, BUHEBRELD ML, HEMBEEEZS
n, KADEET1lg, 18 1RBOEEZNKIC THIT
L, BB28ELL, 26 L FM2HEITETHEL,
FoEHEINZ, BERB L UAAMC L2 L EbND
BAREENRE 22D Uh > 72,

4, ERDF LD

Table 8 IZKBANDEERMMEL F O TR L, £72
Table 9I2# 5 &FN DR R L 72, 1 Bik5miz KD
D28 THY, 4g DFEFII, BMOEBBEFMHEOL
T2 AtL R EEFTH B0, HIckERIZLS
ERIZOD - 129, PHEEULE TS &NBEIC
INHROEEDEFETE B EEZ LN B, 206IF, %
REMH 1B THMULIS %D IFEAETH - 72,

Table 10 1= 5B & N7z 2 R & BRAR SN R O BHE % 7R
LTz, BHEA S HIH Y, LD MIC 28atT 5L
L) MICHEE M LEBH LN, T2 2Bl TH
RREBHLNBIERIL & 555, MIC DEENFTLED
HEDRH LN, BERDBIZEDLU LR ED, AN
in vitro £ Y in vivo 12B T BIHEHSIEN TV E X
NTEHEY, ZORRL in vivo HEDRIF L SHTRER &
LEZ o s,

5. BfERICo W T

20812Bi2 5T, AC-13700KEMNT A MZB W TH
HHII ¢, ERELTL VX —, JEER, FIRESR,
KR, WRERZENREFEIIZDSNLD - 12,
EFAIHET L ) CERORE S ), LHEENBHE

Lbhbzols, LAEIARILIZEREFREEZ SN 5,

Table 112 AC-1370# 5B NERRREfEZ KIZ L
TRL72A, RS AIFEEDETH, BHAEDKTHL
EFRHLNBH, AC-13700H512 & ) BALL 2Bl
e, BFBRE BEBEEDETHRITLLEICEALES 2
EDREDENIZE N2 B,

F B EROMER L EOFRLL %, AR FED
RER 22D THEBNL o 72,

m. = i3
PERIOBRKRN R AR T 210857, HREEIZH
T2 RREOSEERE, ZDERNZHT bR/ FEHHIE

BE (MIC) ORFEX#T 5L b1z, BEICEESL T
KN ENREF 21T DHEFITH 2h, ZOBZNEBE
2B AR BEd O B RE, FHZHOYE T AREBICEIT S
EHNBELRETENIL, EhHTHERTHLZ LI
WEE O, (LFEBEITREO AMKRIZ BT 5 IR,
HEtt D EhREIZ, MAPBEOHE, RE D OPEttEhiEz >
WTREIN T 20D —HETH BH', TUERID Y
NEEEFENELTYBLE, BEE T 2 BymENE
B, I ZnBEHIEELERLFET L L 25, L
PLINEFAKNICBOWTRET HZ LIFITEA LA
e T, J{E%RD—BETOBRERKED $H O EMHIC
Lo TRIATAMIZL L, ZNHDHEDAVEDVED
P, RENBENRF 2 TLLETHEERTHL L &
;)5~29)°

SHET, FLNHREIZL - T, FHENILEELA
DNKRUCZ BT b FHEERE, HENBEOREHIITHN
Twah, M, REBVCTEBNLTREIE D TY
7 B, S EDEFE T L BT O—EBIZ X & 5 72 BHiT
~NDOTAERIFEATIE, B EEEFNIBEEELR, 550 3T-
tube iz L AHMEE P L F— L DENHEMAETTIZ L - T
MATEN T35, LA L, ZHSDEHHERAIBTHE
wENREIY, ENEFZEZ TLEBROTIIL <, Fiiy
BORFEIL, MEHC L 28R HDIZE L, REDNHE
LTV ANKDIREAEREBE Y ZNEEHEL T b L0
2, BIBENBITABIT L 2 ER OB, Tk
REL 2RI TREIT 2D EE Ly vz B, F720E
HRBH~NFEITIZ, FMEELUSMZ I TaeT, BEL
AL TR LV EENLERISL L2 L, F24
BWHNBETL, REOHFLAT LML IERT 2L IR
SNTHY, SANOREIEERETHL L V2 5,
AC-137013 1978 sk ZF RAF A TARBIFR S
N, 19815 & N E4 & FFEBEER CRE I N E=HA
I2JBT % cephem RiESF AIMEFIT, B-lactamase I2%
EMEEL, 77 LB%E» L 7T LBREEICH LR
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WARZ LT ARLDL, BICEBERE ST 7T 2R
BEICHLHEANEEL T3, ZEOHENIL in
vitro IZB W THOE=WMRKOFEFRICEL T, 2% -
T35, SR ERRICB W, invito £ b
BN REIBDH LN TS,

In vivo MRIZMBEBOFMAK TCLEDHLNTE Y, IF
FHEEMEROBEEEZ FDH L Z LI LY in vivo TIEHIE
HLNDEEZ LN, HFCRBHRIETEZIERLCAE
RATHA) LHFEN TV 2ERTH 5,

EENNFZ LMD E =R e 7 2 2K L BEBH Y
¢, BVMPBELIBENLCHRTEEZAL, mPERE
HRIZ1007RI£TH D, £/ 5 PEMESFIZE T, Rep@EY
(X 8 EFM E TIC80~90%ICET 5, KEMIZZ HHT
&<, RPICAEWENEERBERIIEE S N 2w, K
BlsrFEI2692.66, & M MEEBE & NFEEEIZ50ug/
ml 2 T14.3% &K1,

SERRE L 72 AC-13700BED ) b, $FICHEBNEE
WHELTETOERELMZ TRFAIT L2 L1275,

AC-1370NENBE I~ D FITIE 5 BT 1 g BiE1£66
FE V160 EY KL, 5.4~76.0ug/ml DRKEE 15
72, FEP 4 TIIERER1285 2 LI4IFICENREL T
5.4~7.4ug/ml DEIETH - 72, ZNEEGIZ, ABEHIIC
HEEL FORFBEEEDET A H ), AC-137058 5851213
P NWEL Tehy, TNk hEFITIE, BEER
EEAT R & FBICHERDBEHA~NDBITIIRRE T
HorledrEZLND, MOEF TIIIFEREENEEIT
FITYH, HERERIT BT~ AC-1370/1T 2 26 72,
Cephem ARHAERI D IBIHFATICEE L ¢, 19804 K E Eli
Lilly #t, #F7Effr > Wright? 5 13, ¥l FRIcEB L,
GFENAKL D LD, FIZ600LL ENKAZITHRIFT
HLEBEL TS, ZNET Y FOEROERTH 2
»%, AC-1370(3 57 F8692.66 TH ), IEit~NFEITIZ L -
EBWFRIITTH B, NIBWTE, SFEOMIC
EAHEGER, MPBERFEEMLBEEIH), 7FEBD
HIZT 5 EZ B E AC-137013 IS e KB TH B &
w2z kI,

TEEAE~DEITIZEL T3, BRENHENEE
2k o TMEIZKRELH D, FEH2, 4 TIE3.0~13.0
ug/ml DIKBIE T -720% BEREEN OB Tt
36.0~115.0ug/ml DEBEDIIT# B 72, EEH
EFNZBOTL, MTHRERI L DB EFRNBELY L,
TEESGHFEDIBE A EIBETH Y, L, IBIREBEPR S
ENEZ L& & LIZIBRNEF DI AERSITH, 18
WEELSBL TITONB I LD TH L 22 5, BT
THIEITHBR S 5 Z X113, HBIEEH L) L SisE s
OB E LI, ERHESSESBIE L TRT I Th B,

ZHUIEEEEL D OKRGBIBUC L 2D e %2 bp, Ll
BROEFICL>THERTHBLEEZ LN D,

REFEEEPNIREEII RN TOM B L IEE D K1k AE
BBl TRBEZEDIY, &I EHBETHY, A&
DRIEBBANDRFLBITE TR L Tz, BEiss15
& 017150 % TT39.1~88.6ug/g DEBE % ZsH 12,

BUBRERDOBEENOBITIIFHEEIF L )8y
¥ TT11.2~82.6ug/g NBE TR L 72, BENBITA
DHATIZ, F5DEHH HHHEEE L VK, 0.6~40.0
ug/ml Th -1z, RERENDHECEILED AFEANHBHT
1315.95 & U31.1ug/g THEMKIBE TH 7245, =
NIBFrDBRY TR E XD, E—7{EIET 2301
U VOREE2ETLINT, LREEFTH-7220TH
59 EEZTND, BERKNDEITIZGE L U825
T45.05 & 1°19.0ug/ml DT X2 B2,

Table 7I2/RL 728, BE~OBATIZETRI0SD
6057 T24.3~48.2ug/g NIBEF R L 72, S EE
ARATEEZ b, RRDBEEIT~DRFL T+ %55
B DERTHT2EEZLNS,

HREE L THERIE I N L g, 118 L H20kT
o1, E. coli lZ1BRTERLL L% Led7z, AC-1370
12595 MIC %% 5% &, 10%ells/ml (= T6.25ug/ml bl
ErakEHLN, FLMERETLEBEN MIC #1
FTL0L £, in vitro R TEARTED L NEETRTR
BAHS ) EEZSNIZERTL, RESNINEL2H
%L, b 2B THRREEBDH2H, oLty
B LB REDEE#ED, ZHZ LI3EaRICHERL
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AC-1370 CONCENTRATION IN VARIOUS BODY FLUIDS AND TISSUES
FROM PATIENTS FOLLOWING INTRAVENOUS ADMINISTRATION AND
CLINICAL EFFECT ON SEVERAL INFECTIOUS DISEASES

YAsuo SAwWADA, IKuo HASHIMOTO, TAKASHI NAKAMURA and JIROH MIKAMI
Department of Surgery, Tenshi General Hospital
(St. Franciscan Missionaries of Mary)
EnicHr BEKKI and MICHIKO SAITOH
Department of Internal Medicine, Tenshi General Hospital
(St. Franciscan Missionaries of Mary)
MAsAYUKI TsuJISAKI
Department of First Internal Medicine, Sapporo Medical College
MASANORI YOSHIMOTO, HIROYUKI NISHINDAIL YOSHIMI NAKANISHI and YOIcHI KASAI
First Surgical Department, School of Medicine, Hokkaido University

A new antibiotic semisynthesized drug of cephalosporin group, AC-1370 for parenteral use, having
marked resistance to f-lactamase, and a broad spectrum of antibacterial activity against various bacterial
species, including Pseudomonas aeruginosa. AC-1370 has higher activity in vivo than in vitro. AC-1370 was
administered intravenously before or during operation in a dose of 1 g to 5 cases with biliary tract infection,
7 cases with acute localized peritonitis and 3 cases with others, and tissue specimens and body fluid samples
were taken during the operation. The AC-1370 concentrations were determined by bioassay using Klebsiella
pneumoniae IFO 3317 as the test organism.

The AC-1370 concentration in the common duct bile ranged from 5.4 to 76.0 ug/ml at 66 to 160 mi-
nutes after intravenous bolus injection. The level in the gall bladder bile ranged from 3.0'to 115.0 pg/ml, and
that in the gall bladder wall showed 39.1 to 88.6 ug/g. AC-1370 concentration in the infected appendix wall
ranged from 11.2 to 82.6 ug/g at 3 to 84 minutes after injection. These level in purulent ascites ranged from
19.0 to 45.0 ug/ml at 30 to 82 minutes after administration. These values were superior to the MICs of
almost all of the organisms which were isolated from these cases.

For therapeutic purposes, AC-1370 was given in a daily dose of 1 g (1 X 1) to 2 cases of acute appendi-
citis (outpatient, not operated), 2 g (1 X 2) to 17 cases (5 of biliary tract infection and 10 of acute localized
peritonitis and 2 of periproctal abscess), and 4 g (2 X 2) to 1 case of panperitonitis, for 4 to 8 days. The
clinical response was rated excellent in 5 cases, good in 14 cases and fair in one case. No adverse effect was
observed.

Therefore, AC-1370 appears to be a very useful drug when used for chemotherapy of acute peritonitis,
biliary tract infection and other abdominal infectious diseases.



