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1) $iHE S BRI &5 BEL 72S. aureus (25%k) 3 & FE. coli, K. pneumoniae, S. marce-
scens, Proteus J&, P. aeruginosa %c ¥ 7 7 LEEMWRREIT2HRICO W TERROHE S % CPZ » ik
L7z, B&NIE CPZ £ S. aureus, E. coli, K. pneumoniae \2%+ L 3 ~ 4 BxM4% ), P. mirabilis =
LU TIEEE, S. marcescens, P. morganii, P. aeruginosa (2%t 1 ~ 2 ExPE B A HMEH TH - 72,

2) BRIKAGHE @ A% B 51000, BHIUBRAE 16, RUMERE LR 2H, AMMATLE 1H, g
PERMREZ R 16, BERYAE 1 BIOFT 166 R L 72, BRAR) F (3 1F0R 25 R e 5 1561 oh 274 2
B, BB, XRH/RIBE, EHIFTH), EEERED 1HIIRREHTH -2, &hTH
LA E1368.8% THh - 72, FIREHHEE TE 2 5EBII3 4 BT, S. pneumoniae 118, E. agglomerans
2HNSRTE S NEEIRBVICE RN, P. aeruginosa 1 B3 Acinetobacter \= A L BERAIZEN TH -
Tz, BMERI L L CHFEEERIE % 2 1% 5 RIEA 3BIA LN, £D 95 5 GOT-Al-P LR & GPT L84 %
NEN 1B D> Tz, e GOT-GPT E&» 16, GPT L& 2 64 5 FsiskEE R
BIEFSBIA LN, FOMEAMBKEIRD - ROEKBHRD 16, 7—2 27 2 b 1HIZS

n, 16615 8 Blic BIfEA AR b Lz,

AC-1370 I3 BR D F MR RIF AT THI R S 1, 4 & ¥
HEEW TR & n72# L v 4 H cephalosporin Al T
N, TTLBEES, S 75 LM ICH LIEL AR
7t Nk, ¥ Pseudomonas B % U 7 T LEEHERR
BIEH L R AHEN 27T, BRIOEL - 2 58E L
T 27 2ANREFHRERIC BT in vitro DILHEIEN
PEEDIMENFEHLNT VB, EKEHHFE9IIL, B
E, SERECL)VECMPBENE LN, ZOYEM
31004 i Th 2 Y,

SOEUBHMEATLARMEBKRMIZIHV S
B BRASHE T D ABRERIE S & & bz, BEK
MBHE T 0TI N L ORI >V THET 5,

I.® R K &
1. AREARED

BRIK B S. aureus 254k, E. coli 25%, K. preumo-

niae 258k, S. marcescens 364k, P. mirabilis 11%, P.

morganii 224k, P. vulgaris 3%k, P. aeruginosa25%k I
DT HAREREERIZREFIC L ) AFIOMIC8IE L
CPZ DpfiAg & He#i L 72, BefEM & (310%ells/ml THh 2.,

2. BRERMIRRET

BRERLFEBEIOL ICARB L5 L, BEERDER, @E
FHIMR, BIERIZ OV TRETL 72, BRIKSIEHEIL,
H-EERS L OCRERRLL D ER, X 8%,
B 4 EXPEICHEL 72,

. B R B #&
1. HBREAMEN (Table 1)

1) S. aureus

A&l D MIC 136.25~100ug/ml L Fic 3% L 2 o
E—71312.5ug/mlicH "), CPZIZ L 3 ~ 4 ExRd 2
B TH D,

2) E. coli

A#|> MIC 120.78~100ug/ml & [ < 545 L, CPZ iz
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Table 1 Sensitivity distribution of clinical isolates to AC-1370 and CPZ
No. of strains inhibited at concentration (ug/mi)
Strains Antibiotics [<0.05| 0.1 | 0.20 | 0.39 | 0.78 | 1.56 | 3.13| 6.25 | 12.5 | 25 | 50 | 100 |100<
S. aureus AC-1370 8 11 1 2 3
(25 strains) CPZ 3 15 2 2 1 1 1
E. coli AC-1370 3 1 4 4 4 5 2 2
(25 strains) CPZ 3 7 4 3 3 3 2
K. pneumoniae AC-1370 5 9 8 2 1
(25 strains) CPZ 1 4 13 6
S. marcescens AC-1370 5 1 2 2 21
(36 strains) CpZ 1 1 2 7 3 1 2 1 4 14
P. mirabilis AC-1370 1 8 2
(11 strains) CPZ 1 2 6 2
F. morganii AC-1370 1M1 @]| 6 1 2 1 1|9
(22 strains)
( ) P. vulgaris CPZ 1 ([1Q)|5@) 3 2 2 5 3
P. aeruginosa AC-1370 1 1 3 8 9 1
(25 strains) CPZ 1 2 2 10 1 1

Inoculum size : 10° cells/ml

WL 3~ 4EBEELHETH 5,

3) K. pneumoniae

A#F|o> MIC 120.78~12.5ug/ml iz 3% L, FHE—
7131.56~3.13ug/mliZH N, CPZIic kbl 3 ~ 4 kg4
LDHETH D,

4) S. marcescens

A& MIC (121.56~100ug/ml LA Eiz5# L, 25ug/
ml L B3 &Rkn75% % s>, CPZ LW EBHETH 5.

5) P. mirabilis

AHoo MIC ©— 7 130.78ug/ml 12 & ) CPZ & [6] 2
EOREHTH 5,

6) P. morganii, P. vulgaris

P. morganii \= %t L A&l MIC 120.39~100kg/ml LL
LICIEC AL CPZicb L 1 ~ 2 RIS AR TH B,
P vulgaris 13 3%k & D7 hs, KENZ CPZ L EIREED
MENTH 5,

7) P. aeruginosa

AH|D MIC 120.78~100ug/ml i2534 L, FDE— 2
136.25~12.5ug/mlicH ), CPZ 2t L 1 EXPE 2 Bkt
Th b,

2. BEERR#E (Table 2)

1) *FRAEH

%%wm.%m%ﬁlw.%ﬁﬁ%iﬁzm,%ﬁm
REXR 1A, CEHRMRERL 16, EEREE]
BlnET16BIz A& # R L 72, BE1461, LH 26T,
FEHIZ195%H H8TH (FH965.3m) 2B LA TS,

2) &5 HE

WENL SEBEHETH Y, 1HES5RIZ1g 76, 2¢
9BIT, 8- YizoBRE L2, 1[E0.5g 7213 1g%
7" N 7 HER200~500ml 12 AR L, 40~1205 A CAH
BHEL 2. 5 H¥I23~18H (F¥H11.78) THHK
#5813 5 ~36g (F118.6g) TH 5,

3) R ERAE

Z(excellent) : A E51% 7 HLURIZTXTHE -
MREIERDIE R L W L FRHLEZENLLNIZLD

f7h(good) : 7 HLUUNIZFH S AL WBENA LN LD

XM (fair) 7T BURICBEORENL LRI
D

N (poor) . 7 BLLRIZRENA LN L h 725D

4) FERIRMHFE

NP g3 R AE 1501 T3 Z % 2 6, %) 9B, XHEH
360, E1FITH -7z, IEEEYIED 1 HlIZLCHA
Th o720 SERTIZI6HH AR L EI3116) THHER
68.8% Tdh » 72,
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5) HEFEE9E

FRE;CHEETELEMNIZABTH 5, S pneu-
moniae HRRHE E N7z Case 11, E. agglomerans HH
ANz Case7, 1213, FRIZEICL ) #NFNRE S M,
BERE9IC L BRI ETH - 72, P. aeruginosa "R E N
7zCase 15, VIBHRMAET X LTI AFZREICED
Acinetobacter IZHM L, BEEREJC D ERHTH » 72,

6) EIfER

AEIDBIER &£ 2 5N REED 3BIAL NN TH
B& % $EAT %,

Case 5 :19i%, B, WA

A& 1g 1B 2E%E 3 BEICLEHFICBERD L WH
EHREEVHBRL, KRS FLET, PIEERICRET
52 E%C 3EEICKEL 2, BEHBRETEKIZI22%
(1,936) i kAL 7z,

Case 13: 67i%, B, BHEREXZL

A%l1g 1 H2E#%E, 0BHEL Y £FICBERD
TWHRERRE LRI, 4EBRKZEEFRIEL 7, BEIZF
IEERFICREZLEEET 3~ 4 BTHELL, BEL
W IFERERIZ 8 % (1,096) i ERL, F/72GPT»32—
4527 —@MIC EA L 72,

Case 14 80%, B, BHHREXR

A#llg 1 H2E%5 4 BEAEL ) BIIRICEERN
TORREHERE B, BRRE L 2AEFICEY
D13EEZETHIEL 72, BRI LFRCRET S22 &
% REIR LA 2 BROZB THEL 2, BIEHBE
1FEEERIS 8 % (648), A5+ L1288 H13% (832) &
ERADAHB LNz, 72 GOT 523—42—23, Al-P »79—
110—98 & —@tEIc LA L 72,

A BEARIGIEEPITOT X TREETH » 12,

7) BRRRRE(E~DFE (Table 3)

AEIDIRE &2 LN BBERREENRFEIL 8HIICA
Liz. BIRL 72 & JICRENA S NIz 3 B iFEEEkHS
+HL, GOT-Al-P +H & GPT E&»2nZFn 143
D570, iz GOT-GPT L& 16I, GPT L& 2#l4
L, HHBEREEREZZEL 2L DA THHIAL
NEZHFOTRLBEE TP UEBESC»ICHEL 2, T2
Case 9 (374%| 1 [H0.5g, 18 2E1#%5 6 B HIC A& mEREE
D, FRILERBOR A D5 & N7z DY ks 5, 13 8 R4k 5 14
1b, POk 2 B B3 B MBRE, R IR DB A A S N7z,

Case 6 TIIARIREFICEHE 7 —L AT A FH—B
HICHEERL 72,

. # E 3

VT, RO R A, BHE 7T LPETERRE I
THME IR EHKL T b, L L Z0isnin

BHHBRKEIC 2 5T L b2 TOER TRIRL Twp
LiEbNL v, ZHUCHCRILEICRRERTES
NHTY L, BPEERZEICLT: in vivo TOBFEHE
HEEREINDL L HICL->TETWS,

AC-1370 3BRO RN RIF AT TR S N, B
B3R TR R & 7214 B cephalosporin ¥ T4 2,
75 MBS & 7T LBERICH LIBE VB R~ |
TLERTH, MHOEIHR L7 2 258 kel R
BENMENIEE > T b, FAE LYUEL FF R
58RIz 3t 5 MIC fE% CPZ & H#d 5 &, KHlix
CPZ k' V) S. aureus, E. coli, K. pneumoniae |Z%$| 3
~ 4 X% Y, P. mivabilis I2xF L TIkREE, S marce
scens, P. morganii, P. aeruginosa \2%t L 1~2 k642
HEHThH-72, L L=7 ZOBEFHERRICENWT
13 in vitro DIEGEE* LI b 2HEIZDHLN, 20
BN 1212, AC-1370 H* &FE A I aEIKEER+ 4
FTROEEZLNTWBEY, 2L ) uiEd o554
FENPIR 25 B AE 1561, REERYAE 1 FloEt166IfERL
720 BRPRRN SRS IR 28R RE 1565 T& %N 2 B, A% 9f,
XRXEMIG, BHIHATHY, EEREEN 1T
RENTH -7z, £KTHELULIZ68.8%TH-72, ®
REMBUS DOV TRETT 5 &, Case 4, 145D B, Ktk
EIZTRPAABERICHRICTEE, 241 H 1g, 148/H#%
512k ) CRPREME & e » 72 A%, LIRATROUEEHER,
RXFHE Lz, FEPIEEMAZFRETEERL @
%, Case9, 51N B, BHIMIMBEMEBEE=LOLH
FrE)0KETHAICRE, A& 1 B 1g %514,
3~ 4 HigICHEA, LUy SArRSEEmA4RLL, L
PLARG BT CICHRBLZLHORPRENEL
7z, Case 13, 675 B, MiBICHREL - 2H[EIR
A1 H2g, 14HEHESC &) @E, BROEROGE
Hid b Tz hs, BBk S & UARREERY ML 720 TR
REFME Lz, AL SMMANIER L Ty, Case
16, 87 BE, REALEICHE ) AERKYE, A&)18 281
BRIESIZ &) @B, REFRBOUEL A1:05 FAF
T CIZCRPOMEL JURBL ELLELD, ¥
A E L7z, BB Case 15, 675 B, iBHEAMA
BEX R, BHEEIZ 1 BH100ml T P. aeruginosa % il
Ak 1 H 2gl4A RS L 2R ALY, I
Acinetobacter =B L 12 7R E & HIEL 2%
Ni%l: MT-141 H R HMTH - 72, HE, 20HHS
FUmMPI TN TR B Y AL BETH ), B
LR BUT 2 R BOEEM IS & 726 TREIN
2o BUIFERI & U CREH 3 BlA b UEFREERIS S % fF0
GOT - AP k5 & GPT LA 2 #n 1 HIT2H-
7z, Hic GOT-GPT LH#416l, GPT Lf# 2#A4b
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Table 3 Laboratory findings in patients before, during and after administration AC-1370
RBC Plate Eosino | GOT GPT Al-P BUN |Creatinine . MP
No. x 10| WBC | 10| % | KU) | KU) |KA,IUH|(mg/dD) | (mg/dl) | UT"® | antibody
B 432 9,500 21.0 6 17 15 7.3 12.3 - 64
1 D 464 5,400 29.0 6 21 17 8.8 115
A 437 4,500 23.0 3 20 15 8.7 134 - 64
B 397 6,100 57.6 1 17 16 7.6 13.0 ~ 324
2 D 364 3,600 45.3 1 16 15 1.5 17.8 - 324
A 370 3,400 28.9 1 16 14 7.6 19.0 - 32
B 320 3,100 31.6 2 20 12 5.9 17.5 -
3 D 318 4,700 28.0 6 31 15 6.1 225 1.1 - 4
A 308 5,300 27.3 2 22 18 7.4 22.5 1.0 -
B 339 6,600 20.5 0 12.5 +H+
4 D 340 8,100 20.0 2 20 12 6.6 4
A 355 5,100 24.0 0 17 65 7.1 125 0.8 —
B 502 6,900 135 9 23 23 4.9 10.5 1.1 - 32
5 A 469 8,800 22.9 22 23 29 4.4 11.1 0.8 32
A 485 9,900 31.0 6 32
B 434 16,700 18.9 0 18 14 6.2 17 1.0 + 324
6 D 396 8,000 16.4 1 21 24 8.8 15 0.8 -
A 395 5,200 25.0 3 19 13 6.4 17.6 0.8 - 32
B 471 15,900 9.9 0 33 25 48 375 1.2 - 4
7 D 402 6,800 25.8 2 15 1.0
A 421 5,700 39.4 3 39 65 59 20 1.0 -
B 442 11,200 17.4 2 20 11 12.5 15 - 16
8 D 457 9,100 234 0
A 473 8,000 0 22 14 10.5 20 -
B 339 8,000 11.2 1 25 19 6.2 125 0.7 - 4
9 D 277 2,600 15.3 1 29 17 6.3
A 317 6,900 13.2 1 31 17 6.1 12.5 0.7 -
10 B 394 5,500 25.9 3 15 14 9.1 12.5 1.0 - 4,
A 426 6,500 27.8 ) 20 14 10.3 15 0.8 —
B 444 11,900 29.9 1 24 26 7.9 124 0.8 - 32
11 D 439 7,200 48.1 2 71 111 7.3 8.9 0.7 - 32
A 444 6,400 24.8 7 42 72 7.8 119 0.8 32
B 464 6,700 11.8 0 -
12 D 431 5,300 17.1 0 20 17 5.5 11.3 1.0 t 32}
A 417 5,600 245 1 16 16 7.3 14.7 0.8 — 32
B 362 9,000 442 5 39 32 96 * 14 1.1 -
13 D 371 12,200 64.5 0 32 45 96 * 10 1.1 -
A 368 13,700 46.0 8 23 27 99 * 10 1.0 -
B 468 8,700 13.6 0 23 20 79 * 25 -
14 D 441 8,100 13.7 8 33 25 110 * 14 1.1 -
A 435 9,000 13.2 42 23 98 * 17 1.0 -
A 406 6,400 13.5 13 23 10 83 * 16 1.0 -
B 425 5,400 15.9 9 14 7 55 * 15 14 —
15 D 454 4,200 16.2 14 19 8 59 * 13 1.1 -
A 453 3,600 15.9 14 17 3 63 * 12 1.2 -
B 402 11,500 21.1 0 128 138 410 * 17 1.1 -
16 | D| 380 5,600 | 31.2 6 102 120 | 491* | 11 1.0 -
A 381 9,900 21.2 0 247 179 648 * 9 1.1 -
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n, FHREREERF G 5BIALNL, ZOfaM % "
A  RIREGRD 151, 7 — L2 7 2 B 1Bl T
b 1681 BEUSRL pORWER # B, LpLs 1) BAMEF LT FES SIS HR K0
RESEVOVTRHT B LAERORIBEEMD )y opergirsa, MICHEERERRS  Rig
cephem | & FEETH N, ZetE3EwbnLEbN WL 1k i# B (MIC) 15 &% 1< V> T, Chemotherapy
5, 22 : 1126~1128, 1974

LA EAHI A PRSI K L CTe 4 I % 097
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LABORATORY AND CLINICAL STUDIES ON AC-1370

MasaAHITO KAaTO, JoicHl KaTO, KAZUO YOSHITOMO,
KuNio NANJO and TOSHIHIKO TAKEUCHI
The First Department of Internal Medicine, Nagoya City University, School of Medicine
TosHIYUKI YAMAMOTO, KANZO Suzuki and AKIHIKO KISHIMOTO
Nagoyashi Koseiin Geriatric Hospital
HIDEKAZU HANAKI, MOTOKO YAMAMOTO and SABURO KITAURA
Department of Internal Medicine, Nagoya City Higashi General Hospital

Laboratory and clinical studies on AC-1370 were performed and the following results were obtained.

1) Minimum inhibitory concentration (MIC) of AC-1370 were determined in 172 clinical isolates of
S. aureus (25 strains) and Gram-negative bacilli (E. coli, K. pneumoniae, S. marcescens, Proteus and P. aerugi-
nosa) compared with those of CPZ. Although the activity of AC-1370 was equal to that of CPZ against
P. mirabilis, it was several grades inferior to CPZ against S. aureus and other Gram-negative bacilli.

2) Clinical trial of AC-1370 was performed in 16 patients, 10 with pneumonia, 1 with lung abscess,
2 with acute bronchitis, 1 with acute bronchiolitis, 1 with D.P.B. and 1 with biliary tract infection. Response
of respiratory tract infections was excellent in 2, good in 9, fair in 3 and poor in 1, and that of biliary tract
infection was fair. Effectiveness rate was 68.8%. Bacteriologically, organisms were eradicated in 3 cases
(1 with S. preumoniae and 2 with E. agglomerans), and replaced in 1 case (P. aeruginosa, Acinetobacter)
out of 4 from whom causative organism was detected before therapy.

3) Side effect and adverse reactions were observed in 8 out of 16 cases including skin eruption with
eosinophilia (3) (with elevation of GOT and Al-P (1) and with that of GPT (1)), elevation of transaminase
(3), decrease of WBC and RBC (1) and positive coombs test (1), respectively.



