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Fig.2 MICs of AC-1370, CEZ, CPZ, CMZ and LMOX
against E. coli(23 strains), 10¢cells/ml
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Fig.3 Correlogram between MICs of AC-1370 and CPZ, CEZ against E. coli (23 strains),
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Fig.4 MICs of AC-1370, CEZ, CPZ CMZ and LMOX
against K. pneumoniae( 14 strains) + K. oxytoca
(2 strains), 10¢cells/ml]
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Fig.6 MICs of AC-1370, CEZ, CPZ, CMZ andLMOX
against P. aeruginosa(25 strains), 10¢cells/ml
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Fig.7 Correlogram between MICs of AC-1370 and CPZ, CEZ against P. aeruginosa(25 strains),
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Table 1
1) MICs of AC-1370, CEZ, CPZ, CMZ and LMOX against P. vulgaris (5 strains) and P. mirabilis (8 strains), 10° cells/ml
<0.1 {01 |02 |04 |08 ] 16 |32 |63 ]|125 | 25 50 [ 100 | 200 | >200
P. vulgaris CpzZ 2 3
CMZ 2
LMOX 3 1
AC-1370 1 1 1 3 2
CEZ 2 1 3 1
P. mirabilis | CPZ 2 4
CMZ 1 3 2 1 1 1
LMOX 1 [3

2) MICs of AC-1370, CEZ, CPZ, CMZ and LMOX against Citrobacter (4 strains) and Acinetobacter (1 strain), 10° cells/ml

<01 01] 02|04 )|08]| 16| 3263|125 25 50 | 100 | 200 | >200
AC-1370 1 1 2
CEZ 1 1 1 1
Citrobacter | CPZ 1 1 2
CMzZ 1 1 1 1
LMOX 1 1 1 1
AC-1370 1
Acinet CEZ 1
cineto-
bacter CPZ 1
CMZ 1
LMOX 1

TIA#IZ CPZ, CMZ, LMOX £ N &EWHIZHH L
CEZ L i3iZRBENHE H %R L 72 (Table 1),

KEE CEZB LU CPZ r n&ZHAHE % 4 2 & E.
coli, Klebsiella TI3AKI &) §, CPZ o) 3 #Ex ks MIC
HNSWERRT#A %<, CEZ & nRITld CEZ &[4
F, bEDITNEWMICE R %H - 72 (Fig. 3,
5)e P aeruginosa Ti3CPZNF A5 1 ~ 2 ExBEMICHS /s
é“ﬁﬁ%ﬂ—?@'ﬁf]‘“%hf)‘“, CEZ L Wiz KROS5 HIL % H
EATW (Fig. 7).

II. B R B ®&

BREREIC 126 % 1 5, 1R PERERR 4 & WA A 0F 1 65, B8

BRGAE 2 6, BPEETE % 1 GloE 5B EREL 56

ELEMTH 72, SIEFNMEE—Fi% Table2 (2731
72,

EM 1 Y. H, 62/%, B, Hifix(Fig. 8),

BB L L THEA S ) BE, B4 36 L TA
Be, BEBbL SRFER2 & DR & 22W L AKI1g, 1 B 2 @D
SiEEFEEL I, 5 1 ik SHAL, 5HEA» LI
%, K, M7 HFNERLEEL 2, EEMOEED S
Klebsiella n"#ith 2, A&l MIC (36.3ug/ml 273 L
720 KA E 100 B S U 725° Klebsiella 121 S 0, 4
Lh k1% P. aeruginosa DB E A 72, Lo LIWELL &
BE#0iE %, CRP D&M, BRIKIEIRDIE K % 272728,
BRIKAYIZIZ AR S HIEE N, b, JOHIZ BT
A#|1g % one shot ##iF L 72BN i p i RE, F vh @I
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Table 2 Clinical results of AC-1370
C Age Disease }ijirslg:sré);irl:g Causative Dose Days Clinical Colonization Side
ase Sex complication organism (® effect effect
Klebsiella
(+)
1. YH 62 Pneumonia Gout ) 1.0.)( 2 10 Good None
M P . d.i.v.
. geruginosa
(+)
T.L P. vulgaris Eradicated
68 uT >107/ml
2. S0 ' 1.0Xx2 11 Good None
M =)
Pneumonia
3. 8K:| I* | Chotecystitis 10x2| 9| Good None
4. TI '349 Biliary tract infection | Gallstone 1.0x2 7 Good None
53 . 1.0x1 1
5.YS M Acute pyelonephritis 1.0 X2 9 Good None
Fig. 8 Clinical course of case 1
Y.H, 62y, M, Pneumonia
7/15 7/20 25 30 8/l s

% HPLC % H\Tilll5g L 72 % Fig. 912717, g #o
AT %(8))131.93hr TH Y,
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[ AC-1370 1gx2d.i.
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38
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\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/\/
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Rale  Mic(6. 3,g/mi) S

ESR 62 54

CRP >6+ I+

WBC 6,500 6. 300

GoT 31 2

GPT 34 27

Al-P 1.9 8.5

BUN 17.8 18.3

S-Cr L 1.0

ULELI298.6% T 72,
FEFI2 0 S. 0., 685%, B, MPEMEE % + %51,

6 W fi & T PR AP [E]

107/ml LL_E#R

YN

1 P. aeruginosa
22 9

5, 000 6, 800

18 14

13 9

6.8 6.1

17.9 18.9

1.0 1.0

EHRTIR, o4, £559, HEY»H Y ARFTH,
WBIRE S T — T LD b DIREERE T Proteus vulgaris ¥
WL 7z, Z0B, R, L&, Wy

MTIiRDEH LN, AR 1g, 1 H2ENHHEZL
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HEMER L 72 & 2 AMER DG, RIEEDEIED A S
n, AmEEmNE%, CRP 2 + - \NUFEL A5 1L
Bapktgic A %h & HE L7z, Al-PAEERATL Y BEFAL
TwAi(11.0), A% 6L mAaALN, &5
wTRIZEBILL 72,

LT 3B, REEIIFEE S kb - 12 h B
cEMEHES N,

=@ 3 S K, 745, &, BBER,

s, HEMEEIC TR, DL8280 % 1 H300mg
4 RS 5 L 2 hRaE T, BmEkEmA A LNz T
AL, A&l1gx 1B 20, 9 BHMFEAHL 72, %540

HIZIZSEIRDIE %, #Eh, BB EF LA A L,
VT CRP 6 +—+ r&EXAD, BEROYZAHM EH
E L7z,

fEB 4 ©T. T, 59%%, B, IHBEEYIE.

MR R B L L TL b, B8, HEMIEIZTA
Bel 72, A&l 1g, 1 H2M@% 7 HREEYS L72E 2 OB

Fig. 10 Clinical course of case 5
Y.S., 53y, M, Acute pyelonephritis

5/25 21 30 6/1 5
[[AC-1370 1gx2d.i.
Fig. 9 Serum level and urinary recovery rate of (°3C9)
AC-1370 in the case 1 patient
Y.H., 62y, M, Pneumonia, 1g i.v. 38
T AARAAAAN
36 |
(ug/ml) Serum level
HPLC H
Column : ; Bondapak Cx 100 100 T4(8 =193 Pollakiuria %
( Waters) 804 \75.7 V.D =7.1L '
Mobile phase : Lumbago %
L/u';:( ppa"_‘;’;‘“‘e Urine WBC ~ >30/IF 0
(36 5)'. ESR/lhr 24 17 23 10
acetonitril CRP >6+ 1+ _ _
(13.5) - WBC 11,800 3,800 5,200 5,100
Flow rate : 1. 0ml/min. GoT 15 20 20
UV .A=260nm GPT 7 20 18
Al-P 4.8 4.4 5.3
6 BUN 17.6 10. 8 13.0
(hr) S-Cr 0.9 0.7 0.8
Table 3 Laboratory findings
(Before and after AC-1370 administration)
C RBC Hb Ht Eos Plt ESR
ase (104) (g/dl) (%) WBC (%) (104 ) CRP (1 hl’) GOT GPT Al-P
1. YH 448 14.8 42 6,500 1.5 25.2 >6+ 62 31 34 11.9
441 144 42 6,800 1.0 - 9 14 9 6.1
2 80 268 10.3 30 9,200 9.0 27.8 2+ 55 36 19 11.0
225 8.6 26 5,500 9.0: 25.2 + 25 18 14.6
3. SK 391 12.6 39 15,100 0 22.0 6+ 45 24 9 7.9
393 12.8 38 5,900 4.0 35.0 + 81 19 7 7.6
4 TL 457 14.3 46 11,800 0 378 + 4 17 14 59
430 139 40 5,700 ) 38.2 2+ 14 15 5.7
5. YsS. 434 134 39 11,800 1.0 214 >6+ 24 15 7 4.8
462 14.5 40 5,100 8.0 36.7 - 10 20 18 53
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Table 3 (Continued)
Urinalysis
TP R
Case LDH v-GTP BUN Cr Sediments
/dn Pr | Gl
R w Cylinder
1. YH 403 71 6.6 17.8 1.1 +1 - — - -
T 225 14 6.3 18.9 1.0
2 5.0 342 35 55 18.6 15 + - 1~5/1| >30/1 -
T 382 42 5.1 129 13 t - 1~5/1 20/1 -
3. SK 414 27 6.7 17.1 1.1 - - 0/1 <1/1 -
T 404 26 6.8 10.7 0.9 - - <l/1|1~5/1 -
4 TI 248 18 7.5 9.2 09 - - — - -
o 186 25 6.3 8.1 09 - - - 1~5/1 -
5. YS 291 26 6.8 17.6 09 + - 3/1| >30/1 -
Co 294 12 6.9 13.0 0.8 - - 0/1 0/1 -
Before
After

USEAk il 5 2 o 72, B MEKREHIO 2% & 4 72 /¢ CRP
Bx—>H EWELL, L2 LEFRERIIBEL»ICEEHRL
72 TERFREIZ A7 & 5 L 72,

EHS5 Y. S, 53%, B, anEEH% (Fig 10),
B, R, REEK EEEPEHRE L CAK, AR
lg, LH2EIS L7225, 4 HEL @, EHkO
WA A LLIE CRP 6 + Ll - —, [ MEkmsmoiy
KA AL NBEREYICHE & HIEL 72,

LI EDEBICEIERIZ & 5k - 720 % d, AAIE
FIRT 4 OB AR % — 5 %127 L7 (Table 3),

m. = ES

AENIERRIMELE ) FBES 172 E. coli, Klebsiella,
Proteus O KRE G DERRIZXT L in vitro TCEZ & 6
HEHDVIIRRELHENER L2, 2272 LP. aerugi-
nosa \2%t L T CPZ & )% %L CMZ, LMOX &£ 1) ¢
CNHE N 2R L 72, F724#] 1 g #HERN HPLC 12
L BRNEHRE TIZ, I A=EAIZ1.93hr & CPZ 12551l
L, JRAPAILERIT 6 BFfE & TT98.6% TH Y, PRyt
DR L B b,

PRRBITIE, 1H2g D5 TREKNIZIZLEIH
Th 12, Invitro DIANIZIN S &, in vivo TH
MRV E DN EKBDIER E h DA, HEH Iz
MIC TTEEN B LLIZ PR 2 MRl & 5 72, T
DIEGNIBRE~PFIEF Th 722 b 52 £ 2 B &, KA

1327 < & b BE ~ P SIE ORI 3 L AR e A L
Wb EBbhz, BIERIZFCES SNkh 12,

X [
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STUDIES ON AC-1370

OrtoHiko Kunn, TAKASHI KOMATSU, HAJIME NisHIYA, YASUO ONO, JUN YOKOTA,
TAKENORI TAKIZAWA and SHIRO MIWA
Department of Internal Medicine, Institute of Medical Science, University of Tokyo
Kazuruto Fukaya
Department of Internal Medicine, Yokohama Teishin Hospital

AC-1370, a new broad spectrum cephalosporin antibiotic, was evaluated in vitro against a variety of
human pathogens.

The activity of AC-1370 was equivalent to that of cefazolin against E. coli, Klebsiella and Proteus.
Against P. aeruginosa it was more effective than latamoxef and cefmetazole and less effective than cefopera-
zone.

AC-1370 was administered to five patients 2 g per day for 7 to 11 days. They have been suffered from
pneumonia, cholecystitis, pyelonephritis, or biliary tract infection. Their clinical course showed that AC-
1370 was effective to all their diseases.

Neither clinical side effect nor abnormal laboratory finding was found.



