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RERRPIEC 31T 5 AT-2266 DKM

MFT B - HKA - EERH - AR
BREH - PERE - KR - AEHKT
SRAFESMUWRBIFHE
CEFE : AER B #R)

HHEEY
A AERRATRERIAR AH

FLARSNIREORARITER AT-2266 % 2 btk BAIM: RIS RYEE 190 s X OB BIAEN: R
BRPFE2OPBEA L, EORMAMIC OV TR Lico HBFEHRIBMEBMMERBEBPEC R LT
(1E100mg % 1 B 2 [, SEEMAEREEIECH LTI 1E200mg % 1 H 3H, WFhik
Ofes L, FAlE LCRE 3 A, &5 BRIRELH®, BHRUE LI, $1BEDIDLS

I b I AfEEL, BlIfFAOREYERE LI

S B R ERE DR SRR IA R 100% Th - foo BHEHERBRLEDEHE
1356% Thotoo BIPFA & LT, BHE, RRTELE 1ACAD LN, BREREMBERY L LTGPT
DER, TAHYV 7+ A7 5 52 —EDEANF 1HIED LRI, WTRLBEETHO—BYT

bhoto

BEXD, ZFNIRBERIEBREL LTHERATHLSL LEL NI

AT-2266 3 L < BRI W ROASEMEHFI T Fig.1 0
EBERYAT 50 ALY 5 ABURE, 77 AAHEH
KRLTHEIEE L, BOBE L BORNIRF CHE~D
BT, R~ OB AR L VWbtV B 1,

bhbhFF EREBYGE (LT, UTD oxf LTHREEL
COBRBE A PLIRET LicDTHET 5,

I. BR&ELVTHE

1 R

MR, BAS74E3 A X W AFI12ZA T, &RA%ES
IRV R AREIN RISPHCABE § 742 B B o
UTT BE4801C, FDPIRILAMSMY: UTI 196 (4
Ri19~695%, F4539.47%), MBMEBMM: UTI 296 (5
Rix39~88%, F4569.6/%) Th-7co o, PHEBUET
FTRTRTLTF, BB TR, KF 76 Tho
12 (Table 1, 2),

2. BEE, BEH®%

BOERI S MMM UTT s LTi2 1 [ 100 mg % 1
A2, BpmMe UTIicxf LCi 18 200mg % 1 B
SEEL, SERMIMIRI: LCRTEIR3 B, BER
SEMLLT, WFhd RBICEORE L1, /nk, 1B
BUMYE UTI 03 & 5flicouTid, 5 BRERT
RRBRRHTE L EX Hic 9 ARISREL, SfEfk L
VBRMREEMR % 0 A 1c o\ TRES Lo

3 MRHE

Fig. 1 Chemical structure of AT-2266

UTI i3 5803 % 1T UTI 3Rpapildknes» o xe

Cfﬁo oo
o. m& |

1. BER#HE

A UTI 196105 5, ERETHEL o
1§36 X CRlBEBFRE A0 LTV 1 XK 176
ZOWT BRE LR, 140, BRI 36T HHR
100% T3 - 1= (Table 3),

BN UTI 29610 5 b, HIEFOMBEH D
fesd UTI EEFEMA DB & 70 o 7o 2 Bl R BR < 2761
DWTRE LR, #1061, HR) 56, EH126 T
HHRII56% Tl 1o (Table 4)o X Hic UTI 2KH3E
A X B BRI 21T - fciE X Table 5 D72 ¢
Lich, »7—-FAEBOFE 1M, HSBHTHTHY
ErRenth 0%, 33% LBEWEAI D bic,

2. MIBEZEMBFE
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Table 1 Clinical summary of uncomplicated UTI patients treated with AT-2266
100mg x 2/day, for 3 days
e " e | B s
No. Age | Sex |Diagnosis | Symptoms Pyuria Species (Count | MIC Evaluation | effects
# + E. coli 100 | 0.2 N -
1 33 F A.C. B _ _ - - Excellent -
o | 2 A.C. # H E.coi  lox10¢| 0.2 |’N;dﬁ_‘ -
F AP _ + - | oderate —
A I H E. coli 10 0.2 Mod ‘
3 28 F . C. " ¥ GPR 10° oderate -
+ + E. coli 108 0.2 : o
4 64 F A . C. _ _ S. faecalis 10° Moderate -
- m + E. coli 107 | 0.2
5 27 F A.C —— |- i === |——| Excellent —
o W |+ T Ecdi  5x100| 02 ,
6 | 19 F A.C. - — - T Excellent | —
| - - - ' '1_
H + E. coli | 3x10¢ 0.2 |
7 34 F A. C. - S ‘ ‘; Excellent -
R H H E. coli 10 02 |
8 35 F A.C. —— = == = Excellent | —
— _ _ o L
+ H E. coli 107 0.2 | ‘
9 65 F A .C i _ | _ ‘ — - *'l‘**’*vl’ | Excellent | —
R 7++:W>Ai H | E.coli i 7107’7 0.1 ! -
10 6  F | AC —— | — e | Excellent = —
|ﬁ~] . # |+ | Ecoti 100 01 | R
11 24 F A.C. — — i — e Excellent —
— | — ,,__‘}_,__ — |
+ | K. pneumoniae 100 | 0.39 |
12 25 F A.C. — i_*- ‘ s — [ - - i****"“ l Moderate -
— - | — — - — { — - — —
+H + E. coli | 100 | 0.2
13 37 F ; A.C. e ‘\ — ——]**4< | Excellent -
| i | —
+H | E. coli | 107 0.1
14 35 F | A.C. ‘ : | | t | Excellent | —
| o | | - | - o
+ + E. coli 10 | 0.2
15 51 | F | AC |——— = —| Excellent | —
- - — |
S R o | E.coli | 100 | 0.2 o
16 ;51 | F  A.C. _H T ud —— ; | Excellent | —
| - - | —_ | 7_1_7 o
‘ ‘ H i S. saproph_.ytzcus 108 1.56
17 ‘ 28 F A.C. ‘~AA _ |Flavobacteriumsp| "~ | 1.56 | Excellent | —
| - - i - | I
. S - — ‘ S
+ +H K. pneumoniae 10¢ 0.1
18* 62 F A.C. ?
I E. coli ] 100 | 0.39 N
19 | 35 F A.C. # i o Excellent -

A.C. . Acute cystitis
A.P. : Acute pyelonephritis

* : Drop out
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Table 3 Overall chmcal efficacy of AT-2266 in acute uncompllcated cystms patlents 100 mg X 2/day, for 3 days

Symptom 1 Resolved i Improved Persxsted T
———— e ——— : ————— Effect on
. 1 Decre- Uncha | Decre- Uncha- \ Decre | Uncha-! bacteriuria
Pyuria Cleared ased | nged Cleared | ased nged Cleared ' | ased ' nged
Eliminated Hi 71477’ 1 1 1 | 15(88%)
Bacte- | Decreased - Sy ) o 0
riuria | (Replaced) | 1 ] ‘ - 1 - ‘ - 2(12%)
| Unchanged | ‘ } | 0( 0%)
Effect on pain on .
_mictarition | _ 16 (94/) - 1 (6 D 707 E 0/) - E)attallent
Effect on pyurla 3 15 (88/) ! 2 (12/) i 0 ( o%) 17
] T N R
l; —— XeeTen S R i ( %) } l Overall effectiveness rate
I | Moderate 1 3 ‘
e ) \
17/17 1004
: Poor (1nc1ud1ng Fallure) ‘ 0 E / (100%)

Table 4 Overall clinical efficacy of AT-2266 in compllcated UTI patxents 200 mgX 3/day, for 5 days

Bacteriuria Pyurla | Cleared : Decreased Unchanged Effect on bacteriuria
© Eliminated | 10 ' ‘ 1 s u e
" Decreased I AT N
- 7léieplaced 7 1 ‘ 2 3 (117)777‘

Unchanged 5 ‘ 7 5” - 10 (;7)7-—

Effect on p;uiriiaﬂi 16 (59%) ! 1 ( 4%) ‘ 10 (37%) Patxer;tiit;tgl 27;.
T "Excellen; 7”%7” IEJ o (37/) -

Overall effectiveness rate

| Moderate 3 5

I | Poor (mcludmg Fallure) 12

15/27 (56%)

Table 5 Shared rate and overall effectlveness rate according to the groupmg

o T, el - o f I N
Group ; No of <Shared> Excellent | Moderate | Poor Overall effective-
patlents rate i |ness rate
Monomicrobial infection ‘ \ }
Group 1 (catheter indwelt) 2 (7% j ! 2 0%
Group 2 (post prostatectomy) 0 (0% : |
Group 3 (upper UTI) 1 (4%) 1 ‘ 100%
Group 4 (lower UTI) 11 (41/) 5 ‘ 2 i 4 64%
- B R R S S —— — e - - i ———— —
Sub total 14 (52/) 6 2 6 | 57%
Polymlcroblal mfectlon ‘ 1
Group 5 (catheter indwelt) 3 (11%) i 1 | 2 \ 33%
Group 6 (catheter not indwelt) ’ 10 (37%) 4 2 4 | 60%
Sub total ‘ 13 (48/) } 4 3 6 1 54%
| I

Total 2 100% 10 5 12 6%
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Table 6 Relation between bacteriological response and minimal inhibitory concentration (MIC) in

uncomplicated UTI patients

I L L
MIC (pg/ml)  Inoculum size 10° cells/ml Not
Iso]ate R I D TOtﬂl
01 | 0.2 | 0.39 ‘ 0.78 l 1.56 | 3.13 je.zs 112.5 25 ‘ 50 ‘ 100 |>100/| done
Elcoli 3/3 |12/12| 1/1 16/16
fl(i.afﬂﬂlma- 1/1 1/1
Flavobac-
terium sp- 11 11
ﬁh;m 1/1 1/1
Total | 3/3 |12/12| 2/2 2/2 19/19
(Bradicated | (10095) (100%)| (1002%) (100%) (100%)

No. of strains eradicated/No. of strains isolated

&ttt UTT RIS hie 19%ko MIC 2v»Fh
$1.56pg/ml LIFTH D, SAMOEIEC L h+XTH
KL7: (Table 6), IEHMBEIL Streptococcus fae-
calis 18, 77 » BRMEIRE 1 Bk bz (Table
Mo

B UTI ORI hica5kkon 5 b, FHIBE
KL h3BEE LRERIT5. 6% Thoto L LE
Klion o MIC X MEMZR & ORICIZA LA
BB b ie A - 7o (Table 8) 43, BRI B
O MIC IXEME A 237 H - (Table 2) o Bk E D
ttﬁéﬂqgmo 1 Morganella morganii (6 ¥k 4 £,
Providencia rettgeri % 5%k 4 ¥,
aeruginosa (.4 #kh 1 #k, Proteus vulgaris 1 3 ¥k
3H, S. faecalis (3.3 #kh 3#k, Klebsiella pneumo-
nige | 3 Beh 2 #kHIYLE LT3 b (Table 8), HIEHH
BRELLTL S. faecalis 2%, Flavobacterium sp.
2%, Pseudomonas sp. 2k, Serratia marcescens
1%, M.morganii 1%, S.epidermidis 1¥kpiAD
bht: (Table 9),

3. ElfrH

BRUBERL B L 70 7o 1 AR 4TI\ T,
PRI BEWER & % 2 DhcH - IR FTROF
Bifl, RYFE1GIOF 281 THY, Wb 5 AR
BEBTYH o0 LinL, VRS EIFRICH T 51458
BOVIREERIE A B L LA BED L DT, KK
RT%2 BRICR% L7z (Table 10),

e, AEBIRCEES D L E L D ERREER
HiX3 BRMRRE <12 L7 3 Ao 11 b 7s
( (Table 11), 5 FPEIBER2161Ti2 1 Bl GPT (E

Pseudomonas

HES5~201U/1) D11X h24~D ERAX BTN, 15
A#OBERCEFEHBAICE LT\ 7o (Table 12),
140 MY EBE S AliCis\ Tid, 18T A DY 7 4 A
7 7 &2 —+¥ (IEHEfHE 15~65 IU/1) 05452584 ~D EHA
RS, 4 EREOBR CIEFTEMNICHE L T\
(Table 13),

m. # 2
AT-2266(387 L < BA%E X 1ui-Pyridonecarboxylic acid
FEAET, 6fLIK7 v I, 7AHALIC piperazine XA

59 OIEHTHY, ABROBERYETIIDELT
Norfloxacin (NFLX) 24015 TW 59, AFiL7 5 4
Bt X U7 5 alaMECN L THEDZRLY, &
AL b, BEGNBE ELHCERTSC &
BHRRTAD LI, ¥ L BBEEEHR #1231 5 128
1€ CORFPEIRELIIH60D L BFHMEcHE Z L A%
BOOLNT Do DX 5 I EBIREND, RS
T L CHER OBV IRTE D L E 2, SRBIOK
HaRhico

SreEmir UTI EGIL 1 I CAaUBEETRE AL
T o 2 L RERBICHE Lo b D02 fh L Fatts
MitEBRERIEF T D, 1 H 200mg I THERE 82

Table 7 Bacteria newly isolated after treatment in
uncomplicated UTI patients

Isolate ’ No. of strains (%)
S. faecalis | 1 (50%)
GPR | 1 (50%)

Total [ 2 (100%)
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%, KAHEHRI%, L+IHMETEIBMTH- 1o

MMM UTI 121 A 600mg, 5 B THRAA
#EW56%ThHh, FMHEOEKK TORMIZILL T ShT
WEBT T, BROFITHD O &R ERE
BEAET50MME UTI Tho oo L ERThidig
BMETXIRMEEL DR, ok, UTI BAlicxs
L h 7 = F A HRER TIREMRLA T EE DD
h, ESEfOME, BEC Y MKMRLEESShS
Bl lev e #Ex BRI,

MBSO B A 4B &, P.aeruginosa DiE%&EHUE
Wb DD P.ovulgaris iTWFRGTEK L T b K. preu-
P. rettgeri ¢, 3502
DOMRENRTDONIZ LZFETED LEL BN S,

BIEA L LT, THROZHE, RETEY A 1FICHED
Litehl, WITNLBETHD, FHEELSHLTT
HY, BB LiXEXbREr oo BRRRE
ERHEIGPTOLR, TAHV 7+ R 772 —E¥DL
ANZ 1B Db ORIATNRS—BETHD, ES
FS YORA & T A>Y (W13 D% Al

moniae, M. morganii,

CHEMOTHERAPY

APR.1984

—————

Table 9 Bacteria newly isolated after treatment in
complicated UTI patients

Isolate lr No. of strains (%)
S. faecalis 2 (22.2%)
Flavobacterium sp. 2 (22.2%)
Pseudomonas sp. 2 (22.2%)
S. marcescens 1 (11. 1%5
M. morganii 1 (11.1%)
S. epidermidis 1 (11.1%)

Total ’ 9 (100%)

BAEX b, KHXRBBRIEICH L CHAEN TS
% tz'/"(_ 6h‘ﬂio

L] *
SMEED MIC JIE BB R EELDREY LS
BRECECHET LTI Wiz Lo HRL, BEvE
Li'ro

Table 8 Relation between bacteriological response and minimal inhibitory concentration (MIC) in

complicated UTI patients

MIC (#g/ml)  Inoculum size 108 cells/ml

| Not

Isolate ‘ S R S ] T T Total
0.1 0.2 | 039 0.78 1.56 |3.13|6.25 12.5 25 | 50 | 100 | >100 | done

M. morganii | ‘ } ] 4/6 ' ! ‘ 4/6
P. rettgeri 2/2 ‘ | | 1/2 /1 | 4/5
S. marcescens i ‘ ‘ "1/3 1/1 | | 1/2 1 3/6
P. aeruginosa ‘ 11 |01 0 | 0/1 | 14
P.vulgaris | 171 | 2/2 | r l ! 1 1 3/3
S. faecalis 7 | 11 | 2/2 ! ! | 3/3
K. pneumoniae } , 1/1 1/1 : : j 0/1 | | 2/3
S. liquefaciensi ‘ ' ! | 1/1 ; | 1/1 | ‘ 22
S. epidermidis /1 %! i 1 { 2/2
Alcaligenes sp. | ‘ ’ ! ‘ L1111 2/2
E. coli 1/1 | | ! | /1] 2/2
C. freundii ’ \ ‘ ' 1/1 l i E ‘ 1/1| 2/2
K. oxytoca 1/1 i ! 1 ! \ ’ %
P. mirabilis 1/1 | | ‘} } 1 : ‘ 17
P. maltophilia ’ ! | | 1/1 %
S. faecium ’ } 1/1 1%
E. cloacae ‘ ‘ 0/1 'OG_

Total 5/5 [ 6/6 1 3/3 | 2/4 | 2/3|2/5]| 1/1 |7/10| 2/3 | 1/1 | 3/4 %%42
(Eradicated |1 1100%)(100%)]  [(100%)|(50%)|(679%){(40%)|(100%5) (7025|679 (1005 |(75%)| %) _

No. of strains eradicated/No. of. strains isolated
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Table 10 Incidence of side effects

- ey oo
Severity of symptoms Relation to the drug

Probably | Definitely
not not

f side effects
Type of sice € H H + T&?)l* Definite | Probable | Possible

Edema 1 |1(2.1%) 1
Anorexia 1 1(2.1%) 1

X Total No. 2
Total No. | ¢ ide 0 0 2 2 e RSN I

of p}tients effects 2
evaluated | Toral No. )
e 2 (4.3%)" 2 (4.39)* 0 (0%)*
effects

47

Total No. of patients with side effects
Total No. of patients evaluated

No. of side effects % 100

> *x
* Total No. of patients evaluated

x 100

{# : Discontinued due to side effect
4 : Continued with treatment for side effect
+ : Continued without treatment for side effect

Table 11 Changes in laboratory test results after the 3 day treatment

Doctor’s evaluation

Total No. -
Item |of patients Aggravated (Relation to the drug) Un.

evaluated . . Improved
Definite | Probable | Possible | Subtotal Proba- | Defini Subtotal | changed
bly not | tely not

RBC 3
Hb 3
Ht 3

w | W W

WBC 3 1 2

Platelet | 2 2

BUN 2 N ’ ) 2

Jreatinine 2 2

GOT 1 1

—

GPT 1 1

Al-p 1 1

No. of patients with
tggravated labora- 0 0
lory test results
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Table 12 Changes in 1nboratory test results after the 5 day treatment
Doctor s evaluation T
Total No. T T T T T T T T T T N R
Item |of patients Aggfayated (Relat_u_)-n.tit}_wﬁd‘ru_q)‘ B —tn
evaluated ’ Improved
Definite Probable’ Possible | Subtotal| P00 Defnic g changed [ITPROYe
N bly not | tely not
‘RBC 21 | KB | 11 19 1
Hb 21 k i 11 19 1
Ht 21 } o 1 1 19 1
VYI}C 2 \ | 2 2 17 2
Platelet 20 | | 19 | 1
_BUN | 21 | | 21
Creatmme 21 1 ‘ 1 1 20
Na 19 | | 19
7”[7{777 71797 | ‘ ) 777?!-v o 18 1
o a 19 | I - _ i 19
_GOT | 20 | | | | 20
GPT 20 L | 18 1
Al-P 20 | ‘ | 20
No of patxents w1th |
aggravated labora- 1 6
tory test results
Table 13 Changes in laboratory test results after the 14-day treatment
Doctor’s evaluation
Total No. T
Ttem |of patients Aggravated (Relation to the drug) !
» evaluated | Proba- | Defini- Un- Improved
Definite | Probable | Possible { Subtotal ! | Subtotal | changed 4
‘ { bly not | tely not
RBC 5 } | 4 1
Hb 5 | 5
Ht 5 | 5
R B R
WBC 5 5
Platelet 5 5
BUN 5 i 5
Creatmme 5 5
GOT 5 5
GPT 5 4 1
Al-P 5 1
No. of patients with
aggravated labora- 1 0

tory test results
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b4 [ -3-carboxylic acids including AT-2266, a new oral
N SUMAKEEMBEFEES, Fo v RO v Allo AT antipseudomonal agent. Current Chemotherapy and

Infectious Disease (Proceedings of the 11th ICC and
the 19th ICAAC) 1: 454~456, 1980

) ABRER, AR (UTI FFELRE) : UTI (REBRK ‘
945) %)M, Chemotherapy 28 : 321~34], 5) KNIER, fl (2 M3 @ RISEHIEC A5 AM-715D
1980 [BRAMRN o Chemotherapy 29(S-4) : 517~530, 1981
3) ABEK (UTI PFRERE) 1 UTI (REBEKE) RN 6) NAKAMURA, S.; Y. TAKASE, N, KUROBE, S. KASHIMO-
[fi#¥ (#®o Chemotherapy 28 : 1351~1358, 1980 TO & M. SHIMIZU: Pharmacological properties of
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CLINICAL EVALUATION OF AT-2266 IN PATIENTS WITH
URINARY TRACT INFECTION

AkirA OkAsHO, SHUJI TOKUNAGA, RYyocHU SHODA, AKIYOSHI IKEDA,
MasaYyosHI SHIMAMURA, SHOJ1 HiRANO, MiTsuo OukAwA and HarRuo Hisazumi
Department of Urology, School of Medicine, Kanazawa University
(Director : Prof. H. Hisazumi)

TosHIAKI SUGATA
Department of Urology, Noto General Hospital

AT-2266, a new synthetic antibacterial agent, was orally administered with the dose of 200mg twice a day for 3
days to 19 patients with acute uncomplicated urinary tract infection, and 600mg three times a day for 5 days to 29
patients with chronic complicated urinary tract infection to evaluate therapeutic efficacy.

One patient was excepted from the study because she had not come again after the administration, and in 2
patients clinical efficacies could not be evaluated because their urinary bacterial counts were less than 10¢/ml.

The excellent response was observed in 14 patients and the moderate response in 3 patients with acute uncom-
plicated urinary tract infection ; the overall effectiveness rate was 100 per cent. In 27 patients with chronic compli-
cated urinary tract infection, the excellent response was observed in 10 patients, and the moderate response in 5
patients; the overall effectiveness rate was 56 per cent. As side effects, a reversible edema of the lower extremities
was observed in 1 patient, and a reversible anorexia in 1 patient. A slight elevation of GPT was observed in 1 pati-
ent, and a slight elevation of alkaline phosphatase in 1 patient, but they were transient.



