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AC-1370 3k D FEM P RIFRAT THEMRENIH L
77 AR CRT, 77 LBEEDS 7T LBERIC
ML TWLE AT b7 L% L, Pseudomonas J& % &
U7 7 LBEEREICH L TRIFLMEN 2L, in vitro
&0 in vivo TENT-HHEEELET 2 LI NDEK
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ZR) CAEEARAEEERTEOLATY2, 40
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U728 7 0 79342 THT v, RZ#ERRAR130.01M phospha-
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1) 0.5g fFEmy (EA3 &)

8% N 3 &I2xt L TAAI0.5g % one shot 2T 34/
TEHEL 2O MPRE % Fig. 1IIRT, #5%155T
76.9+10.3ug/ml DIRE M A EEIZEL, MR T
305rT26.9+1.5ug/ml, 2 BRI T11.9+0.6xg/ml, 68
B T1.520.2ug/mlo m e i@ E 7w L, TH(BIIR
1.35+0.66 BRI Th - 72,

2) lg#Ers (IB¥A34%)

f% A 3 %24t L TAHl 1g % one shot i=T 34
TEEL 2o PigE %+ Fig 2 12T, &5%159T
84.5+10.1pg/ml DS M EEICZEL, LML T
2 KR T21.6+2.5ug/ml, 6 B T3.3+£1.2ug/ml®)
meigEERL, T % (8)I31.3520.218M TH 12
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mﬂu% % Fig. 3 12T, AEIEHE O BHAIZER
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T, #EHS. A. i3 Cer. 7.9ml/min, PSP15%1.0%, 120
G35.0%TH - 72,

Fig. 3127754 = & < §#iE30% T67.7ug/ml, 54.0u8/
ml T "), HiEk 8 BEET L 32.9ug/ml, 34.4pg/ml &
By iR AT L, 24BF 1% T1220. 0ug/ml, 15.3u8/
ml T, M#GEN#% T H7.9ug/ml, 4.2ug/ml EbTHD
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Fig. 1 Serum levels of AC-1370 at a dose
of 0.5g in 3 healthy volunteers
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11,988, S. A, T14. 305 & FHIBIEL T 72,
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g ERIE & E—iER) 8 ZIckt L ¢, [EEFICKRFIE
B, REPENERZAIE L 72, BIE A m b iR & EE
ICP. mirabilis 4% REHE & L2 EEG» » 76T, EHgy
#130.01M phosphate buffer saline pH7.4% F\» 72,

1) 0.5g A#iEry (EHEA3R)

PR T 2 BE RS T4,422.1£816.3ug/ml & & & B
BRL, LIRE#IR L € 2 ~ 4 B9 7939.4+189.3ug/ml,
4~ 6B T372.6£51.6ug/ml, 6~ 8HFEIT130.7+
56.4ug/ml, 8 ~ 128 T41.5+11.5ug/ml TH 72,
$72, FRebEIGLHE I3 245 R0 T86.4+4.5% T4 - 72 (Fig.
4),

2) lgkpiErs (¥ A3%)

FRY B 3 2 B8 5,629+ 1,276ug/ml & & HE %
WL, LABERIAE I iR L 2 ~ 4 B5R8T1,457 £277ug/ml,
4~ 6 B T624 +226ug/ml, 6 ~ 8 BRI T244 +84ug/
ml, 8 ~128¢f1C70.0+33.6ug/ml TH - 72, FRAEIUL
B3 20RC53.9+2.8%, 8BFMIT80.6+5.7%, 24BF
1 T83.3+0.9% T# - 7= (Fig. 5),

Fig. 2 Serum levels of AC-1370 at a dose
of lg in 3 healthy volunteers
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Fig. 3 Serum levels of AC-1370 at a dose of Ig in
patients with chronic renal failure
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Fig. 4 Urinary levels and excretion of AC-1370 at
a dose of 0.5g in 3 healthy volunteers

Fig. 5 Urinary levels and excretion of AC-1370 at
a dose of Ig in 3 healthy volunteers
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Fig.6 Urinary levels and excretion of AC-1370 at
a dose of lg in patients with chronic renal

failure
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Table 2 Overall clinical efficacy of AC-1370 in complicated UTI

5 days treatment

Pyuria Efficacy on
Bacteriuria Cleared Decreased Unchanged bacteriuria
Eliminated 5 1 6 (28.6%)
Decreased 1 2 3 (14.3%)
Replaced 2 2 4 (19.0%)
Unchanged 2 2 4 8 (38.1%)
Efficacy on pyuria 10 (47.6%) 5 (23.8%) 6 (28.6%) Case total 21
[ ]| Excelient 5 (23.8%)
Moderate 8 13/21.- - (61.9%)
Poor 8
Table 3 Overall clinical efficacy of AC-1370 classified by type of infection
Group No. of cases Excellent Moderate Poor effgc‘ig\rlgess
(Percent of total) rate
Lst group 2( 9.5%) 2 0 %
(Catheter indwelt)
2nd group 1 50
(Post prostatectomy) 2( 9.5%) 1 %
dingle 3rd group
infection . 3 1 80
(Upper UTI) 5( 23.8%) 1 %
4th group 83.3
(Lower UTI) 6 ( 28.6%) 3 2 1 3%
Sub total 15 ( 71.4%) 4 6 S 66.7%
5th group 5 50
(Catheter indwelt) 4 ( 19.0%) 1 1 %
Mixed P
infection th group 1 50
(No catheter indwelt) 2( 9:5%) 1 %
Sub total 6 ( 28.6%) 1 2 3 50 %
Total 21 (100 %) S 8 8 61.9%
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3. BEEFEMR

Table2 IZ/Ry &<, ZE®5H (23.8%), Hxh 8Bl
(38.1%), & 8% (38.1%) THYH, LESHIMEL
61.9% Td - 72, MBEIRIZHTT 2508 Tl3ik%28.6%,
HA14.3%, #EER19.0%, TE3B.1%THD, BRIC
Y BRIRTIIIEHEL47.6%, W#E23.8%, T£28.6%
TH-72,

RAEREESTIT 1B 261(9.5%), 2B 261(9.5%),
3FESBI(23.8%), 47 6 B (28.3%), 5Bt 441(19.9%),

Table 4 Bacteriological response to AC-1370

in complicated UTI
Isolates No. of Eradicated (%) | Persisted*
Strains

E. coli 1 1 (100%) 0
P. mirabilis 2 2 (100%) 0
E. cloacae 2 1( 50%) 1
E. aerogenes 2 1( 50%) 1
P. aeruginosa 5 2 ( 40%) 3
S. marcescens 6 3( 50%) 3
S. aureus 4 3(75%) 1
S. epidermidis 2 1( 50%) 1
S. faecalis 4 3(75%) 1

Total 28 17 (60.7%) 11

* Persisted: Regardless of bacterial count

6BE2H (9.5%) T, 1BEh 5 4 BEE TOBMER
1561(71.4%), 5B, 6 BEOBBEERYLII 6 51 (28.6%)
Thor. &b, BHEREOTTY, 3&, (B
RE, iz, AT—TNEEEFII28.6%% SH T
fe. BANOEMZIL 1BE0%, 2BE50%, 3BE80%, 4
#£83.3%, 5EE50%, 6ES0%THN, BB
66.7%, BHERLETIISORDEMETH -1 (Table
3).

4, HEFHHR

Table 4 127§ &, BERITBEIZNHKT, —0
I LITHRYTRE S 1, BREZERIZ60.7%Th - 72, 55
SEEH I3 7T LFEPEIE 184K (64.3%), 7T LBMEERE
108 (35.7%) TH Y, TN EFNDOBREEIF55.6%, 70.0%
Th o1z, BERITEEE D MIC # Table 5 EREEE10°
cells/ml), Table 6 (HEFEHEE10%ells/ml) 27T, 25
pg/ml L E o MIC THRE & L7 ?1310%ells/ml T12
PR 58k (41.7%), 10°%cells/ml T3 14%kF 6 £k (42.9%)
THY, 100xg/ml Ll E THRE X 1 7z20i310%ells/ml T
9 #k & 3 #:(33.3%), 10°cells/ml T {312% & 5 %
(41.7%) TH-1, %E5EHHBHEIL Table 71277,

5. BIfEA

AEEE#ICBWT, H-EMEERIZES LT,
FaRIRZEEIZ 5\ Tid Table 8 Io/R T & 9 A &L &RL
720 EFI 5125\ T GOT #48.6KU 45 183.8KU ~,
GPT #%43.7KU #* 5162.6KU ~ & L8 L 72 %%, #H#&
HRjciTbnc#mmic L 2mEFLTH S Z L0 HH

Table 5 Relation between MIC and bacteriological response in AC-1370 treatment

MIC (ug/ml) Inoculum size 10° cells/ml Not
Isolates - done Total
<0.39 | 0.78 1.58 3.12 6.25 125 25 S0 100 | >100
E. coli 1/1 s 171
P. mirabilis 2/2 T 202
E. cloacae 1/2 12
E. aerogenes 1/1 4 o/1 | 12
P. aeruginosa 1/2 1/2 0/1 . i 2/s
S. marcescens 1/1 1/4 1/1 | 3/6
S. aureus 1/1 2/3 | 34
S. epidermidis 1/1 0/1 1 1/2
S. faecalis 1/2 | 2/2 | 34
Total 2/2 2/2 1/2 2/3 1/1 1/2 3/9 517 |17/28
(100%) | (100%) | (50%) |(66.7%) (100%) (50%) |(33.3%) (71.4%)91_%

No. of strains eradicated/No. of strains isolated
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Table 6 Relation between MIC and bacteriological response in AC-1370 treatment
MIC (ug/ml) Inoculum size 10® cells/ml N
ot
Isolates done Total
£0.39 | 0.78 | 1.58 | 3.12 | 6.25 12.5 25 50 100 | >100

E. coli 1/1
P. mirabilis 2/2 2/2
E. cloacae 1/2 1/2
E. aerogenes 1/1 0/1 1/2
P. aeruginosa 1/2 1/1 0/1 0/1 2/5
S. marcescens 2/5 1/1 3/6
S. aureus 1/1 2/3 3/4
S. epidermidis 1/2 1/2
S. faecalis 1/2 2/2 3/4

Total 2/2 1/1 1/2 1/1 1/2 5/12 5/7 17/28

ota (100%) [(100%) | (50%) |(100%) | (50%) (41.7%)|(71.4%)| (81%)

No. of strains eradicated/No. of strains isolated

Table 7 Strains* appearing after AC-1370 treatment

in complicated UTI

Isolates No. of strains (%)
K. pneumoniae 1 ( 10%)
P. rettgeri 1 ( 10%)
P. morganii 1 ( 10%)
P. aeruginosa 1 ( 10%)
Flavobacterium IIb 1 ( 10%)
S. aureus 2 (20%)
S. epidermidis 2 ( 20%)
Y.L.O. 1(10%)

Total 10 (100%)

*: Regardless of bacterial count

L BRI IS ERARTH 5 £ Z 2 bz, EFI8YL GPT
5%53.0KU % 573.3KU ~ L& L 724%, B 8 1% AT
RIZEBLDTH 12, MOEHNIZ BV TTEERTHED
BEREEIC B W CARIC L 2 L BN B ERIZALN
o,

. = i3

FlLuwt770z2®) »#5ThHs AC-1370 (Z1RIE
MEZ~I } S5 L% 4 L, BRI 77 LBEHERREEICH L T
RULHEN %155, in vivo TEOREERHIENTE

D, EENHFENICL CPZ tESNE P BE 7L,
P e — 3 BHEM AR T, RbENEIZ SN T
80~90%IZETHE VbR TWBY,

GBI NIRRT, AP BEICE - TEEANO.S
g BHERET6.9210.3ug/ml, 1g ##iER$84.5+10.1ug/ml
ERBOINEE L D) RXRH MR IBES T 2, BAS
BETIE, 1g & ER3S T54~68ug/ml, 8 BRI T
33~34ug/ml TH Y, T % (B8)I312~14RFE & EHH(ZIE
L Twie, —HRFHEM T3S A0.5g 56 8 BFR
T84.5+£2.9%, 1g&ErE80.6+5.7% & BFHEL DL
LIRS DEE R, F72, BRSBE 1 g 8ERTIL
PR i B 13334~987ug/ml & &% An1/6~1/16T, R
RREUREE L 8 B TI1~18% &K<, BHEAS & DAERT A
AL, ARVEN-OMPBELAL 2SO+
T7OARY CRITHEZ EHRENT,

72, AR 2 ONEVE G HEE PR B8 ROSE 12 513 2 Bk
BIREHZ BV THRABEKRM R TI261. 9% D FshHETH
D, EEHY T 2R TH - 72, FEBRIER
AT EMERLERN B L O H T — T L IED BREGI &
LTIREHFZEEEZ T L2 L0, EEEHBEERE &
A T—TWVBEEG TIIHEDEIMK, KRE5ED
FEGLRIRD LB TR E N7z,

T, MEELALEBPIENEIEELE 2 b5 L,
HRE6L.9BILENMETH 2 2 L5, MEHTFH
MR TIILIKTE0. T%OBRARTIHT L EELT L R T
HY, 77 LEHEERET0%, 7T LREHEAEEHS5.6% DK%
BWHTH > 72, P aeruginosa DREHI240% & FE54-
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Table 8 Laboratory findings before and after AC-1370 administration
Case WBC RBC Hb Ht PLT BUN Cr GOT GPT ALP
No. [(X10*/mm?®)|{(x 10*/mm?®)| (g/dl) (%) |(X10*mm3®)| (mg/dD) | (mg/dl) (XKU) (KU) (KAU)
1% 28/35 430/486 (13.8/14.8| 41/44 5.0/4.0 |14.7/14.9 | 0.9/0.7 |53.3/50.1 |32.4/27.9 |44.3/41.9
2 57/60 338/358 [10.8/11.0] 34/33 | 23.6/20.4 (28.0/30.2 | 1.8/1.7 |13.8/11.8 | 7.0/5.6 | 4.8/4.6
3 36/38 240/213 | 8.0/7.4 | 24/21 | 10.2/9.0 |16.7/15.2 |1.4/1.3 [14.2/9.8 |5.1/11.8 [19.0/17.6
4 70/67 494/465 14/14 | 43/41 | 25.8/21.7 |14.0/12.0 | 0.3/0.6 |10.0/7.8 6.8/5.0 (10.1/8.7
5 93/717 408/406 [13.8/12.2{ 38/37 | 18.5/20.6 |13.1/7.6 | 0.7/0.8 |48.6/183.8/43.7/162.6| 7.2/1.5
6 78/74 463/448 (15.4/14.0| 44/43 | 40.2/40.2 |25.9/32.8 | 1.3/1.4 |21.7/218 |23.5/22.4 (10.1/10.5
7 40/40 380/360 [11.0/9.8 | 34/33 | 18.0/15.6 |12.7/10.2 | 0.9/0.9 |20.3/15.1 [16.2/6.7 [18.7/13.8
8 | 123/98 521/580 |(16.0/17.0| 51/50 | 26.0/27.8 |13.3/14.7 | 0.4/0.7 |45.5/39.9 |53.0/73.3 |13.0/11.3
9 55/49 349/350 |11.9/12.0/35.9/35.0 11.7/14.0 | 0.8/0.7 [20.8/14.6 | 8.3/5.9 [13.0/10.5
10 | 126/75 479/516 [14.5/14.0|42.4/45 | 15.8/38 13.8/16.0 | 0.9/0.9 [19.3/14.7 |20.0/17.0 {19.8/13.8
11 60/87 455/431 [14.4/13.9|46.0/43 | 13.4/21.2 [11.3/13.0 | 1.1/1.1 |26.3/33.0 |14.3/12.7 |12.3/9.0
12 79/79 369/375 |11.6/12.0| 35/36 | 15.9/27.0 |15.2/19.7 | 1.2/1.2 |49.0/30.1 |34.5/9.7 |10.1/10.4
13 32/34 472/436 [14.0/13.0| 45/41 17.2/18.0 [14.0/10.9 | 0.8/0.9 |18.8/23.7 [12.1/14.3 | 9.8/9.6
14 80/81 436/436 |13.0/12.5| 38/37 | 16.8/17.0 |10.9/11.3 | 0.8/0.7 |12.9/18.3 {20.9/14.3
15 45/54 333/436 | 8.5/12.0{ 28/40 34/28 7.0/10.2 { 0.9/0.6 |17.7/11.2 | 9.5/7.8 3.3/3.9
16 | 135/58 487/510 [14.6/15.0/45.5/46 | 25.0/26.6 |17.7/10.5 | 1.1/0.9 |12.3/19.7 [14.0/14.2 [16.9/18.5
17 35/40 382/363 |10.5/9.9 | 33/32 | 16.8/17.4 |17.2/16.4 | 0.7/0.7 |38.3/34.4 {30.6/22.6 (11.9/10.4
18 51/46 334/340 | 8.7/8.9 | 30/31 34/28.5 |20.0/18.0 | 1.0/1.0 | 15.5/16.1 |10.1/9.0 7.8/8.3
19 52/60 478/404 |[13.4/12.5| 40/40 13/28 16.3/16.6 | 1.1/1.0 [11.0/21.2 |16.8/24.7 |11.9/10.3
20 64/68 371/380 |12.4/13.0 37/38 | 28.6/26.0 [10.7/11.2 | 1.1/1.0 |27.7/26.0 |16.7/15.0 | 8.9/9.0
21 66/72 485/480 |15.4/15.2| 45/44 18.6/20.1 |11.0/12.0 | 0.9/0.8 |21.7/18.1 {17.9/16.5 | 6.2/6.3
* Before/After
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FUNDAMENTAL AND CLINICAL STUDIES OF AC-1370
IN URINARY TRACT INFECTION

SHOGO UEDA, HIDEHIRO TANAKA, KENICHI HAYASHI, YUl OYABU,
FuMio MivyAazaki, YOsHITAKA Fuiiiand Kosaku ETo
Department of Urology, School of Medicine, Kurume University
(Director: Prof. KOSAKU ETO)

AC-1370, a new cephalosporin antibiotic, was investigated on pharmacokinetics and clinical evaluation.

The following results were obtained.

1) Absorption and excretion

The peak serum levels, biological serum half life and urinary recovery rate within 8 hours were 76.9 *
10,3 ug/ml, 1.35 + 0.66 hrs, 84.5 £ 2.9% at a dose of 0.5 g in 3 healthy volunteers and were 84.5 £ 10.1
ug/ml, 1.35 £ 0.21 hrs, 80.6 £ 5.7% at a dose of 1 g in 3 healthy volunteers and 54.0 ~ 67.7 ug/ml, 11.9 ~
143 h1s, 10.9 ~ 17.7% at a dose of 1 g in 2 patients with renal failure.

2) Clinical evaluation

AC-1370 was administered to 21 cases with complicated urinary tract infection and clinically evaluated
to be excellent in 5 cases (23.8%), moderate in 8 cases (38.1%) and poor in 8 cases (38.1%), the efficacy rate
being 61.9%. In bacteriological study, out of 28 strains, 17 strains (60.7%) were eradicated.

No side effect was observed in any cases.



