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Fig. 2 Susceptibility of 18 strains of E. coli (0x)
100 1

< 50
X 0—0 AT-2266
v a—a 11.-8280
2 oo PPA
s
£
=
o
0 T T T T T T T T T T T
=0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 100 wmg/mi
AT-2266 7 6 1 2 2
DI-8280( 11 2 1 3 1
PPA 9 5 1 2 1




830

CHEMOTHERAPY

APR.1984

Fig. 3 Susceptibility of 18 strains of E. coli (100x)
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BFSEERRE - THIE L1

2) BUR

E. coli i L TIRBERTAROMICIZ=0.1pg/
mliZe—27%HFL, 6.25p0g/ml TLEIMHIEX oA
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R 3 BICAH] 200 mg » 22 fREFIC MR X, M
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2) B
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Fig.5 Urinary excretion AT-2266 (200mg, p.o.,
fasting)
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Table 2 (continued)

Remarks

Side
effects

Evaluation
(UTI**)

Bacteriuria*

Dose
(mg % day) |

Drop out

+HH

10?

S. epidermidis

600 x5

Drop out

+1 4

600 x5

UTI
group

Diagnosis
| (Underlying condition)

|
I

Sex |

| Chronic pyelonephritis

F

(It. renal stone)

Chronic cystitis
(bladder tumor)

Age '
|
|

|
|
|

No. |

19

|
| 62 M:
|

20

CHEMOTHERAPY

Drop out

H|

H

10°
10¢

S. epidermidis
Candida

600 x5

Chronic cystitis
(BPH post op.)

**Criteria by the committee of UTI

Before treatment

*

BPH : Benign Prostatic Hypertrophy

After treatment

NF-GNR : Non-Fermentative Gram Negative Rod

APR.1984

IR IR BE (30~ 2 MR T b 5 < P4 201.7 pg/m),
EORIZED L 2~ 4 BMIR178.01g/m], 4~ 6REMR
62.0 ug/ml, 6 ~24B§MIR37.3 pg/ml TH 1, Reb
(UKD 51X 2 B5M) % T15.3%, 6 BRI ¥ ©31.2%,
24B5M ¥ T49.1% TH - = (Fig. 5)o

I. 6% &k &) 4 Bt

1. xR XUBE Kk

R AYEEMERES 6 4, 1@ MR BGs
2160, RAVE LTaT#Eid 1 B 300mg, #Ei1cix 600
mg¥ 3 AV THIR &, UTI 383RM4Ne S 2 5o
IZHE » TR RHEB R T » 1o

2. Bk

27602062 UTI ¥4 B LERSROHEYF
WiBrc, BEBMIMMES 5 A TIXES 45, HH 1A
THEEI00% TH -7 (Table 1),

180 WA R B R YAE ISP DR D R ERH 5 B, &
26, BH8HIT, HHHKIX46.7%Th-7c (Table
2, 3)o The UTI KERBEIICHRIT5L, MR
1163 X OBEBRY 4 FIOLARHRI LRIy
B XU50%, Etch7—FABE 205 XVOIFBEIH
DEBHABRIZTIh LN 0% 3 XUB4% ThH - 7z(Table
1), MEFRBEYLD L, BEFICHE X i 19K
rh148k (74%) HBRE X iz (Table 5), H 5% H 5
B S.epidermidis, S. faecalis s ¥ 5 9 BTdho
7= (Table 6)o

B - BEEIER27HIc O\ TRET Lich, 14l
M6, BSR, o 1 i BR RELADI, WTh
LRRB SRR TH o 7co E 7o 5 ARIBE- 21T 212081
EOWTREFIROBRKRE (ME—8, MBELER
&) BITLIA, AFIC X5 EELDRDREHET]
FABAD b ieh ot

m. % 3

EE, €Y FyaE vBROARAER ORI E
X, BLEETIINA, PA, PPA, CINX o 4 FIH R E
FXh, Xbik MLX, NFLX, DL-8280 2\HiRBR%
Eho2d%, ChbDFERIZ Y 5 ABEBEINLT
BT CRCHEERYRTY, 77 sBSRECHTS
HIEE AL NFLX, DL-8280 B &N THolo &
@, KAFXHEE B CHREIhLFLVEY PN
FVBROARAER TH D AT-2266 (277 A B2
HORE LT 75 ABEREC B ASHARAN7 P T4
¥AEL, LObIRIBE 577 aREnE
FHEOEH OF TR OB TV B, ¥ ARERR
Er X hRIREH, SHEATIIEEAERIEZTTE
KSR ebie, —HiRtP gt Iha,
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Table 3 Overall clinical efficacy of AT-2266 in complicated UTI

Criteria for clinical evaluation in complicated UTI

- .

Pyuria B Eﬁ-‘l et
o Cleared Decreased Unchanged cac‘y o.n
Bacteriuria — o o bacteriuria
Eliminated 5 5 (33%)
N SR -
Decreased «C %
Replaced 1 1 3 5 (33%)
Unchanged 5 5 (33%)
Efficacy on 6 (40%) 1 (7% 8 (53%) 15
pyuria :
I . Excellent 5 (33%) Overall effectiveness rate
Moderate 2
E N 7/15 (46.7%)
[: Poor(or Failed) 8

Table 4 Overall clinical eficacy of AT-2266 classified by type of infection

Criteria for clinical evaluation in complicated UTI

No. of : Overall
Group (Pfe rtcetnt]) Excellent | Moderate | Poor | effctiveness
cases oi tota rate
1st group (Catheter indwelt) 2 C13%) 2 0 %
2nd group (Post prostatectomy) 1 C 7% 1 0 %
Single
. 9 1 2 33 4
infection 3rd group (Upper UTI) 3 ( 20%) >
4th group (Lower UTI) 5 (3% 3 1 1 80 %
Sub total 11 (713%) 4 1 6 5 %
—— _ i .
5th group (Catheter indwelt) C % %
Mixed : ‘ : ‘ . o
.. . | 6th group (No catheter indwelt) 4 ( 27%) 1 1 2 50 %
infection
Sub total 4 2% 1 1 2| 50 %
_—
. Total 15 (100%) 5 2 8 ‘ 46.7 %
—_— . Nl . Ien\e w0 o
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Table 5 Bacteriological response to AT-2266 in complicated UTI
Criteria for clinical evaluation in complicated UTI

Isolates No of strm;ls El;‘d;c;t‘e;lﬂ (%) | Persisted*
P. ae;;g{n;s;w e 2 ( 50%) 2
Ecli | 3 3 (100%)
Serratia sp. | 2 1 50%) 1
A.anitratus | 2 1 (5% 1

E.cloacae 11 0

P.cepacia | 1 | 1 (w0% | a
P. maltophilia 1 1 (100%)
P. pseudoalcaligenes 1 1 (100%)
A ;ylosoxtdazs : 1'”* ) 1 B ( 100%)
NF-GNR | 1 1 (100%)
S.epidermidis | 1 | ¢ 0% 1
S faecalis |1 1 (100%)

Total 7 19 14 C 74%) 5

*regardless of bacterial count

Table 6 Strains* appearing after AT-2266 treat-
ment in complicated UTI

Criteria for clinical evaluation
in complicated UTI

Isolates ‘ No of strains ( %j A
Serratia sp. i h ’"’"1"* B H{;;_
—E. aerogenes 1 7 7?11_1—4)—
Alcaligenes o aam

7 Acinetobacte_r S 1 ‘ a1.1%
S. epidermidis N 2 —D(22.2%) 7
S. faecalis N 2 N A‘(Z—Z_Z—%T
Candida '; 7 Qir1% -
Total o —9 A(lOO %) B

*regardless of bacterial count

AT-2266 D% 5 —2D KR FIRE DR Kt T
H%Bo 4, 200 mg PR DK FiRE » BB RIE L
fohl, 0~ 2 BRRR TR b E < 201.7 #g/ml, 2~ 4 B5fE
R 178.0 pg/ml, 4~ 6 BEREIK 62.0 pg/ml, 6 ~24 K

Table 7 Correlation between disc sensitivity of
organisms to PPA and bacteriological

response
L Response
Disc ~ Eradicated | Persisted* | Total
sensitivity
to PPA
1 ‘
H ‘ 6 6
+ 5 5
+ 3 1 4
- 6 3 9
Total 20 4 24

*regardless of bacterial count

MR TS 37.3 pg/ml O H Bdte, ZORBNLY
A D R B RERIE T 2 ERH WS N %o

bR bh ORI T, SRRt 5 fF
561 (100 %), BEAEIRBERRHLEE 156Uk 7 6 (46.7%)
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KAHTHY, EMERBRREILHADOC & MY B - LRI AR27BC DTN Lead, 240
RUBREC S A EA TS LV x Bo FR@MM  BEOMLIMERLD 2, W Fh M THET
RSB TR ATC RS e S. aureus 2 £k, Boteo ERMRREMD M L2061 HIL 7R, &
§.epidermidis 28k, E.coli 2RIV -ThiBREEh, 2B LThHaeilite s b0 LBbhd,

75 \BBBEORIL BT 7 7 ABHRE T 5 FH BlEX b &Hik 75 AEHERBEORIL 63 7 5 A5

DHBEARD bt BRE X 5 RBEHFEC O AR TEL DL H
KB SHAME D PPA FitE#R(1 MERZH 7 ¢ A 2 bhb, (RREWHIM : HFIS74E 5 B ~MEFIS74E11H)
PR FVT () or () ZARLAL D) XA 135D X 3
y, thbredT 25 OMBEFRRREY LD L, 138 1) 31E B A{LEREF QRS © FRy v HEC Y Ll
~ . AT-2266, KIR, 1983
Ok (69) KL RS, PPA RERICHTDR o) Soumey, mrtax, fo: UTI GRISSRED) #anivin

Hotms He Lic (Table 7)o KM, Chemotherapy 28 : 321~341, 1980

FUNDAMENTAL AND CLINICAL STUDIES ON AT-2266
IN URINARY TRACT INFECTIONS

ManNaBuU HirRANO, SIGERU MATsUMOTO, Youzo OHASHI, YOSHIHIRO KAMEI,
KaTtsuyvosHt Konpo and YukitosHr Fujita
Department of Urology, Kochi Medical School (Chief : Prof. YukiTosHI FujiTA)

Fundamental and clinical studies on AT-2266, a new oral antimicrobial agent, were performed and the following
results were obtained.

1) Antibacterial activities of AT-2266, DL-8280 and PPA against clinically isolated E. coli were determined.
MICs of AT-2266 were clearly superior to those of PPA and as same as those of DL-8280.

2) Plasma and urinary levels of AT-2266 after single oral administration of 200 mg were determined in 3 male
bealthy volunteers. The mean peak plasma level was 1.10 #g/ml at 1 hour after administration. The mean peak
urinary level was 201.7¢g/ml at 0-2 hour. The mean urinary recovery rate within 6 hours was 31.2%), respectively.

3) AT-2266 was administrated orally, as a rule, at the dosage of 300 mg or 600 mg per day for 3 or 5 days to 27
cases of urinary tract infections and the efficacy was evaluated in 20 cases. Overall clinical efficacy rate was proved
in 100% of 5 cases with acute simple cystitis, while 46.7% of 15 cases with complicated urinary tract infection.

4) Side effects were observed in 2 of 27 cases, abdominal pain and nausea in one case and gastric discomfortness
in the other case, but not so severe as to necessitate discontinuation of therapy. Clinical laboratory tests showed no
abnormalities in 20 cases.

From the above results, AT-2266 would be a useful and safe oral drug for urinary tract infections.



