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Fig. 1 Chemical structure of AC-1370
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Fofl, xELG, TETHTH->T, R0, 4,
ma 6, SitL TAO%NEHE L EE SN,

Table 6 IZH 3 MIC & A& 512 & 28R 72
#5, E. coli D 3FRIZTNT MIC 1K, ZDREFEN
By YREBDbNY, K preumoniae DFEHITT L
AFETH 12V IXETHY, P aeruginosa (3T L
AREIZ L TEy MIC & % » Tk, %72 S. faecalis

DI RETRENOBE L LRAL 22 ELENLHRT

hotzo LOLEEL T, MEXNDINELOIEBHES
N, —FHEHETNELNIIMIC 28 L THk L 721 m
pRLNTZ,

Table 2 Bacteriological response to AC-1370
in complicated UTI

KIZEWER T4 % 5%, Table 712 &AEEI ) BEIA R AL
WO 2R L 72, ZORBIZRLIEY TIEw A »RIE
ET AR S N h - 72h%, Table 1 D FEZIZR
L7l a5 3 72 5720, EI2—@
HABLLONTAFIZEBETNEZEAHMEREIE LN
72, Zoflidrz 72 b THERIEE N T TS
Tk Y, £NkEs Pc &, CEPs ZBEAA#FRHL T2z,
LEHINERNE NG EHATL T 724D TH
%, £ L CZofliz SiEbnEs CELRER, SRt
FRETH¥ELEE, FRIZEITLTERTHE LT
FEL LT, EUES 3 ZHERERL, FIIAT
oA FokE 7 & TRhIE L 1§72A5 #5%E T300mg i &
TRAEL, SiHIKER £ TI213700mg (AR NIZ %5 &
nrriletr,
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RO MEROMEMEOPRERI¥ L LDODH D, £

No. of Eradicated .
Isolates strains %) Persisted
E coli 3 3 (100.0%) Table 3 Strains appearing after AC-1370
. treatment in complicated UTI
K. pneumoniae 1 1 (100.0%)
E. cloacae 2 ( %) 2
Isolat . i
P. qeruginosa ) ( % 5 solates No. of strains (%)
P. pseudoalcaligenes 1 ( %) 1 S. faecalis 1( 20.0%)
S. marcescens 2 1 ( 50.0%) 1 S. epidermidis 2 ( 40.0%)
Flavobacterium 1 ( %) 1 YLO 1( 20.0%)
S. faecalis 2 1 ( 50.0%) 1 u.C. 1( 20.0%)
S. epidermidi; 1 1 (100.
pidermidis (100.0%) Total 5 (100.0%)
Total 15 7 ( 46.7%) 8
U.C. : Uncharacterizable
Table 4 Overall clinical efficacy of AC-1370 classified by type of infection
Overall
Group g‘;&;’f Z,);.)afl) Excellent Moderate Poor effe(;tai:':ness
1st group « %) %
) 2nd group 3 (30%) 3 0%
Single
infection 3rd group 1 ( 10%) 1 0%
4th group 3 ( 30%) 100%
Subtotal 7 ( 70%) 3 4 42.9%
. Sth group 1 ( 10%) 1 0%
Mixed )
infecton 6th group 2 (20%) 1 1 50%
Subtotal 3 ( 30%) 1 2 33.3%
Total 10 (100%) 4 6 40%
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Table 5 Overall clinical efficacy of AC-1370 in complicated UTI
Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 1 1 2 (20.0%)
Decreased 0 (0 %
Replaced 2 2 (20.0%)
Unchanged 6 6 (60.0%)
Efficacy on pyuria 2 (20.0%) 1 (10.0%) 7 (70.0%) CaS(i‘.éotal
@ Excellent 0 (0 %
Overall effectiveness rate
:l Moderate 4 (40.0%) 4/10 (40.0%)
Table 6 Relation between MIC and bacteriological response in AC-1370 treatment
Eradicat./before
MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolates do?'l e Total
<0.05| 0.1 | 0.2 | 0.39|0.78 | 1.56 | 3.12 |6.25] 12.5 | 25 S0 | 100 |>100
E. coli 3/3 3/3
K. pneumoniae 1/1 171
E. cloacae 0/2 0/2
P. aeruginosa 0/2 0/2
P. pseudoalcaligenes 0/1 0/1
S. marcescens 0/1 1/1 12
Flavobacterium 0/1 0/1
S. faecalis 1/2 12
S. epidermidis 1/1 171
Total S b3 oz |y Joi o 3| | s
C B B B B B %)|(100%)| (0%) |(100%)[( %) |(0%) | (0%) [(43%)|( %) | (46.7%)
LT oAU (265 SHRIUEME X L TSI, Tl RETORBTIE, BEEE 105~10E/ml 0 b &, #5

L7 7 LRI T AR I AR L, — i B-lacta-
mase (283 B 4CEED BIb AR TH B, Al L
7: AC-1370 L # D —>ThH - T, HiE L k3o pyri-
dine#(ICFSE HUUNEE L 4 B & 2 AH 6 P. aerugi-
nosa \ ¥ 2 MEEAIWAFS N5, AC-137000 58 1 [BIAF

KEWAEWFREDE 72 P aeruginosa itk MIC
130.78~3.13ug/mlY, —F SERSERI AL W EHED
Fi > 72 P. aeruginosa 8 ¥ T131.56~12.5ug/ml? & %
RENH DL, L L EOMD 7T LIHEAEHE, E. coli

K. pneumoniae, P. mirabilis, indolelyttk Proteus, E. cloo-
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Table 7 Clinical laboratory tests
Case RBC Hb Ht WBC Plate Eos. GOT GPT
No. (X 10*/mm?) (g/d1) (%) (/mm?) (X 10*/mm?) (%) (K.U.) (K.U)
1 516 14.3 45.9 15,000 13.6 0 28 13
500 134 430 14,200 13.0 0 19 23
) 424 12.9 41.5 4,200 28.3 0 23 20
443 13.0 3,900 21.2 5 28 21
3 480 12.5 39.9 4,900 17.7 2 25 16
420 11.4 34 4,700 28.3 3 20 3
4 443 13.0 399 8,300 44 8 5 17 10
486 13.6 43.0 7,400 423 2 19 6
s 410 12.1 38.0 6,000 343 1 11 4
450 12.7 40.3 5,200 31.6 8 14 4
6 409 12.0 38.7 7,400 19.5 4 35 31
389 12.0 35.2 3,600 15.1 3 37 32
7 392 10.7 34.2 4,700 32.0 1 15 3
376 104 32.6 4,700 29.6 2 18 5
8 501 12.0 36.6 6,100 65.1 1 11 14
467 12.5 409 6,100 423 4 20 8
9 439 11.9 35.8 5,700 32.1 12 28 27
412 12.0 9.8 5,000 24.6 15 29 15
10 441 10.5 34.0 4,800 323 3 14 4
398 10.3 324 6,600 35.0 3 20 6
Before
After
cae G EIx L TIENLHRSTFEREINSE, L L FelL TLE-70 LA L ZORBUZHER 70 2k < MIC

NEIHKNEH L FL <,

REFLL AL,

77 LIHTEEREE IS X3 B %)
UTI TB< & & % b S. epidermidis
%S, faecalis\ZF L TIZENTH A L HBI S N5,

HEL &V S, marcescens B4 S. faecalm NEYS

KL, L2 UIBIKDIET LIS FUb AL TATRh ) & 7

E3

1 ZBINERTIC Lk ABRIR SRR IZ DV TOMICH HidE
EhLR2 &, E coli, K. pneumoniae, P. vulgaris, P.
morganii, P. retigeri, S. marcescens \=%t L TOHE 1
RHEZNENTHB LIV T, £72 P. aeruginosa |2
RLTY LMOX, CTX % & iz b7 {, CPZiclt
T2E%55L59Th o,

ST, HEEAUI LT 210000 TH 5 /) H, Z1L
A LMGEAY T 5 2 S IERAHETH b Ae, MVERIHENE

DUTHZ KL TED 0 %, 41‘1*)140%7)11%‘&!1&J ) A
RThz, chrBEEELCELLNLELIE, 21

FHRGBBENH O MIC HEL (S LD ETH-
2IETHAHI, Thbt, E coli K. preumoniae, P.
aeruginosa LIS & ) T13 24 Sk BER) = Heo S 4L A MIC
ThHY, F 7 eyt MIC £ 43L 72486 3 0 P. aeru-
ginosa L5113 % L v MIC ol B & 4 - THr

72108 4% £ T o> MIC 2550ug/ml % a5 L 72 K. pueu-
moniae DEWE N2 X OMEFEL H Y, —BEIZA5E &

POF GV Z F o B BB H1E, Fosrs
o MIC 3L TE<, L722A - TEFDBRHO% L A
R;m’ﬁt%%iv;&%ﬁﬂ?mﬁ%%mMmb:
E[EDREAR S BER 2L L THEBUE T H - 720 043
HTHSH ), ZOMDOAHMDIIN & | TERORS &
HEZLNDL, BE"YF D WRESBROLEEHD
UTIHIEREEIC L 20E* R5 &, 1E0.5¢ 18 2[0
DHETOENEIFSN0% BML < 1glB2ET
59.9%, 2 g 1B 2B T6S%NEUEL 7% » TV hs, =
D I BRI IIHEITFRNCHEEZEIL L\, 2272 L0.5g BE X

2 gBEBIES I LN L D THEIZ TE L vp—
IS s R RE2 283, 202k, AR

BIOTAR Y KA 2 B & ORISR X2 2185 C %
5.
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Table 7 (Continued)
Case Al-P D. Bilir. Ind. Bilir. BUN Creat. Na K Qa
No. (K.AU) (mg/dl) (mg/dl) (mg/dl) (mg/dl) (mEq/L) | (mEq/L) | (mEq/L)
1 54 04 04 35 3.14 144 4.4 103
8.6 0.3 0.2 18 1.02 145 4.2 100
2 59 0.5 0.1 13 1.06 145 4.0 107
5.6 0.3 0.2 16 0.97 146 44 104
3 6.6 0.3 0.3 13 0.90 139 3.7 103
7.9 0.3 0.1 10 0.76 146 44 107
4 5.1 0.3 0.1 15 0.99 140 4.3 102
59 0.4 0.1 9 1.35 143 4.0 104
5 6.7 0.3 0.1 9 1.07 140 4.2 102
6.4 0.3 0.1 8 1.27 143 43 104
6 9.5 0.6 0.3 22 1.08 145 3.2 105
11.6 0.3 0.1 17 0.97 146 3.1 106
7 4.6 0.3 0.1 14 0.78 145 3.8 105
4.8 0.3 0.1 15 0.70 146 39 106
8 5.8 04 0.2 13 1.23 143 4.6 106
5.7 0.4 0.1 15 1.17 144 4.7 109
9 7.5 0.4 0.2 13 141 144 4.6 107
6.9 04 0.3 15 1.33 143 4.2 109
10 7.0 0.2 0.1 35 3.06 141 4.6 110
7.2 0.3 0.2 30 299 140 3.7 110
Before
After

X, Li2Hh L E10BIDHFSRINIFRDEHIZ DV TD
REERIT46.7% T, EHMERBBULEIC BT 5 REERE
H9962.9%Ic L TIKMETH 5 L O, HEsHFE9IC 3B
FNETIE v, £ L THEBRHI TI00%RE S N2 E
coli 12, FERFEH DB UTLIC BT 2BREZE83% T
N, BFEI N7 P aeruginosa TIZEHEIL 0%, WHREF
BHEM UTI E3TL63% TH - T, LT L LIRNVC
BAE Tl 7\, 72 BRR B MIC 2 & B THIRF T
x7h o1z S faecalis p Lk ER TT0%, BEREIT50%
NBREIZLLAENTH 572, 12722 1UIE S, faecalis
DFRBEHIZ DV TLEETILEEEL T D,

UTI &% B - aa iR R, BROEEITIIAM
BIHEABDIFEFE BN 1BFNATHY), HENL
83 RATEETH 505, BIREHOEEEHESE UTIICE
1T 2 TR S & BRI (RAAME3.0%) LiE
A (B L <47.9%) Tit P<O.01DEFENH,
3 - HmRoh TIIE 3B (R C82%), %48 (R
1 C74%) A%, B1B(BEIL 44%), E2BEE L <57%)
ICHUEMEIRNL ) THEH, BIBLEIHNBL

U2 BABOBETIEEE,» 2, BIBLE
4B p<0.005 F2BLFEIHTIIP<0.010E%EE
Dz, TR L, SIOBHNEIHRNLNEL
TIRE2BICH L TL ) D LEMEIESH > TRHN
xrE; LN, EHEEUTHCNT 588 HhHEH58.2%
V) BRI D A ERT E Db E R E/RLY,

X [13

1) =8 i (F4)  AC-1370 % 1 @HELNLH
1982, p. 21

2) =4 # (F£) I AC-1370 £ 1EFELOEH.
1982, p. 33

3) =H it #IEAALEREELRS, HRLY
K, AC-1370, 1983

4) TEME  BIE A ALy BEEYEEES, WES Y
K7, AC-1370, 1983

5) K#iEfk D UTI BF 7% 4> 3K & 3 i 3 e 0 QT I DV
<. Chemotherapy 27 : 448 ~449, 1979

6) JoBUIF K 0 UTI S GEl %6 e (55 2 #i) ., Chemothe-

rapy 28 : 324 ~341, 1980
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CLINICAL STUDY OF AC-1370
ON CHRONIC COMPLICATED URINARY TRACT INFECTION

SHIN-ICHI MITSUHASHI and TAKASHI HIKAGE
Urological Clinic, Tokyo Kosei Nenkin Hospital

AC-1370, a new cephem analogue, was administered to 10 cases diagnosed as chronic complicated
urinary tract infections. All cases except two 0.5 g X 2/day received drip infusion of 1 g X 2/day for 5 days.
Overall clinical efficacies were good in 4 (40%) and poor in 6 patients (60%). Eradication rate was 46.7%
and yet all of two rods of P. aeruginosa persisted. These poor results were caused mainly high MIC levels of
bacteria.

In above mentioned 10 cases, serious side effects were not observed. However, we have experienced a
shock in another case in his first administration.



