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HIB 1, ANEB I X ORI TTE

IRAEER - FIRERA - RAS)IBA - L 7% - Tl #
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AT-2266 DEMERISHICH T 5 MIC (2L A XD S0.1 55 0.39 pg/ml DRICH Y, REAH
%o ABPC [iitth: E. coli (8-lactamase gE4E#K) 988k, P.aeruginosa 51¥k, S. marcescens 28%
KR LThE2DTTNAHMENXHL, B-lactamase EEKRIC L HRTH 70 FoRICH
W12 PPA, NA X b hixsicd<h, X651 DL-8280 X h 1 ~28BET ATV 54005
Motce AH 200 mg XFEORERFOMAPPJEDO L — 712 2kMA (1.21 pg/ml) KBBh, ¥K
B394 58RI T I - oo RAPIBEEIL 1 ~ 2 B[R T 154 ug/ml THH, 12~24BRIR T $ 31 pg/
ml OREH B R, 248 TORFBPEIRFIL62% Th - oo

SRR 176, StERMEE TR 16, BHEZRE 16, SR s215,
BB EE L6 6, FIZRFHREER LG, GRSV TOEREC X SBRHRLE
#3600, HE8H, EXIPTHLDEMETH-To UTI EHFMERC AR LIERMTIL,
S HAME R 51560121002 DA HZIER (FEH140), H% 15, THMERBBREIE17H1388%

E126, BR3M) L5 ELDTIVEENBONI. LT —FLHEA (26) &
BEERE (64) 0LficfRErabinics LIMERCHET %, BIFFAE LT, 4784 14 (2.1
%) B AL, BRREMEORT 228G 2FIC@BD LN, WThIBETH-

— R BN IR B YMEE D D13 FER D BRI B 2R
W} AR L e bbb Pseudomonas, Serratia, Pro-
teus, Citrobacter 3» 5\ 3 S. faecalis Ix ¥ OEMENS { &
KIhD, AFNLOBRBCLACHENYHR TS <=2
YHRHBVIT €7 2 AROEFAREESN ARSI TETS
2, WThOERLHERA< 7 7 ARRY DY, 77 sk
BECHNEB LIS, 77 ABHE L (1T S. faecalis
F L AEAnAbND, —F, BREFTRESATW2&0/
BRAEAIL, —8BIC P. aeruginosa CHENEHTHHD D
HBH, TOBRIORTIEHF LIV LY, FRECIIEY
Thbo THHDORAYHS SRABHOMRIEDORTL:
B KAXMETHREINI AT-2266 (X, E.coliixdbr X
b P. aeruginosa, Serratia, Proteus 2, X i S. faecalis
CETEhHTHCHENEZEL TR HLY, L bRTPBED
FRENRRVY Il 2 bbb T RO 2 ERTH D, E 1o
B-lactamase EAKRIC LB TH Y, BABIBD L\ o KA
DL B DTN BEEETHDT, ZOLODRE
BYSFICT 2R OWT, YN, FRBIRR X K
BARDE 2 LRF HINZ 2o

e RAEFYL Fig. 1LIRT L5, 6fLic7 vy &K, 7HLK Pi-
perazine B#HT% Pyridonecarboxylic acid R¥IH|TH5
M, DT Nalidixic acid (NA), Pipemidic acid (PPA)

Fig. 1 Chemical structure of AT-2266
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1) HEh

LTFR Ui nt3 5 A28 0@ (MIC) %A
AR S EREEC TRIE Lo AR e LICHER,
ORBEPEDFHEE & U THE O\ Bl DEgEHI8
¥, O@RKmEXD P.aeruginosa 51 #k 3 LU S. mar-
cescens 288k, (@ B-lactamase EHIZ X A Ampicillin
(ABPC) fitts E. coli 988 Th %o FBEH & LTL
E¥EBRIT OV T PPA %, FEK/ #E#Ricix DL-8280,
PPA, NA %\ e, (s, HEAIC Mueller-
Hinton Broth (Difco), 32 #RIE A Mueller-Hinton
Agar (Difco) *{EF L1
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9) hERREDHS
REHABT 3% (KHE : 55kg, 60k, 65 kg) &k
# 00 mg FRFINBIEOREL, 12FMBE TO
PR L, 24T ¥ TORTIME ¥ RRANCIIE L
1o BEEOREL Mueller-Hinton agar (3B 2 A1
#R » THT, REEIL E. coli kp 2RV 120 M1
pERETEOE FA, ROFRIX1/15M phosphate
buffer (pH7.0) Z AV
2. & &
1) HEN
ERRICOVWTIE, 77 ABEE, 77 AREEE D
. PPA LW RICHENYRL, 75 LBEEIL
#3.13pg/ml LT, 75 ARRMEEIILER 1.56 #g/ml L
To MIC Thoteo ¥ B-lactamase BEEEALEBRIC
#LTh, 283.13pg/ml LL T MIC T3 -1
(Table 1)o
P. aeruginosa 51K 2 &#F| > MIC o' — 7%
1.56pg/mlic 3 b, DL-8280, PPA, NA X hth¥hn
1%, 4%, TEUET R T EhickFlozn
Lok B MIC 133 RT25 pg/ml L FTh D, &
BRI 1B (Fig. 2)o S. mar-
cescens 28¥kiC 3 5 MICi, 0.39 ug/ml 3.13 ug/ml
RE=22b 02D A Z - ERLICH, Z0O#K90
%133.13 pg/ml LA FC 25 pg/ml LA EDBKIZ 18R A D
hichotze —77 DL-8280, PPA, NA TiiF+h¥h
2%, 1Bk, 13 BkA%25 pg/ml Ll Lo MIC 2R LTk
b, AT-2266 S8 L3 T e (Fig. 3 )o

REsdkD ABPC fits: E. coli 98%kic w35 MIC 0
€-21%0.2 pg/ml iz3 b, PPA X h 3%, NA kb
4T hTish, DL-8280X b ik 18455 DLtk
&% 6.25 eg/ml BIFd MIC Th -7 (Fig. 4 )o

2) fhEhRE

K200 mg WARG DML Fig. 5 KR LAz X5
&, 1BRI%0.73 pg/ml, 2 B$RI 1.21 pg/ml, 3B
M 0.87 pg/ml, 4 BEMEIEE 0.66 pg/ml, 6 BERIHL0.46
pg/mi, 8 BERE4 0.33 pg/ml, 1285514 0.16 #g/ml C
bY, -2 2 BRBIC R DR, MR
45050 & fpIREE D KD 2 DU,

RAPREE X, O~ 1B§RIR 97 pg/ml, 1~ 2 B5REIR
154 pg/ml, 2~ 4 BEREER 114 pg/ml, 4 ~ 6 FEREER 70
#g/ml, 6 ~ 8 FEIR 78 pg/ml, 8 ~12BMR 35.3 pg/
nlThy, ©-2131~2BRRCED DRI, ¥1c12~
URMR T H31.2 pg/ml L B IRE VMR S T
o URMB DR FEILRI62% T T (Fig. 6 )o
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1. RRB XUHE
198242 1 A 2B 11 AT UBRIBR B 228 L
REGRERIERBE DR OB RATIEGIZ AT-2266 %41,
FhENOERENEYEHEL 1o —T7 TN O DS
OFT UTI EMAEMMAR (582 iR XU T Oflk L8
MEER)O AR LI DRAVTIE, Yl
TR LI L foo B EF & UTatEMstpht
$eiciz 1 H300mg (473, WRYK), MRS
fEik 1 B 600mg (473, HWRHE) Ll ERBRE
HE DTN DITATERN T, £ 5 b UTI HKRFHT
EMC BT S EGIL AR S8 1561, AR
MMIEI76|Thh > 7oo To R BMENERBEMBBFED 1 B2
AT-2266 # 4 ARG LICERThH B, BIfEROBRE

Table 1 In vitro activity of AT-2266 against
standard strains (108 CFU/ml)

MIC (pg/ml)
Organism -y
AT-2266 PPA
Staphylococcus aureus
FDA 209 P 0.39 6.25
Staphylococcus epidermidis
1AM 1296 0.39 12.5
Streptococcus faecalis
IFO 12580 | 313 | 100<
Escherichia coli NIH]J JC-2 0.2 1.56
Citrobacter freundii
IFO 12681 | =0-1 1.56
Klebsiella pneumoniae
Enterobacter aerogenes
ATCC13048| 939 1.56
Serratia marcescens
1AM 1184 0.2 1.56
Proteus mirabilis
ATCC 21100 =01 1.56
Proteus vulgaris IFO 3045 0.2 1.56

Proteus rettgeri IFO 13501 =<0.1 0.78
Pseudomonas aeruginosa
NCTC 10490| 156 | 25
*Alcaligenes faecalis
[Fown| 318 | 25
*Citrobacter freundii
GN 346 0.2 1.56
*Klebsiella pneumoniae
N 69 0.2 1.56
*Klebsiella pneumoniae
MS 12 =0.1 0.78
*Enterobacter cloacae MS 65 0.39 3.13
*Proteus morganii 1510 0.2 1.56

* B-lactamase producing strain
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Fig. 2 Sensitivity distribution of clinical isolates
P. aeruginosa 51 strains (108 CFU/ml)
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Fig. 3 Sensitivity distribution of clinical isolates
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Fig. 4 Sensitivity distribution of clinical isolates ABPC
resistant E. coli 98 strains (10° CFU/ml)
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Fig. 5 Plasma levels of AT-2266 in healthy subjects Fig. 6 Urinary excretion of AT-2266 in healthy
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REHMEBERE S IER 7RI OREIL, EREC X B 51 HCIRAEHRIRI00% T -7 (Table 4),
RTI6HHEL, 1G0EH BRI, Choteo  SHOHMERRLA YN E. coli (1485) T, S. epid-
S05 b 2 BB EFT o RHEED 10/ ml Ty - fed, ermidis P1BZIHHR, hbIWThd HEBIC
REBMBRIELF L (#) 38 LU 10~122/hpf T 4% L#- (Table 5)o E.coli ® MIC i38#4%0.2 pg/
b DN, BEENL Lict-dERERIETESE e ml LAFG, S.epidermidis2.1.56 pg/ml Tl 120
RERTHZ, UTI FHEMEMC L HHETIZE  BERHREIRDRL T
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Table 4 Overall clinical eficacy of AT-2266 in acute simple cystitis
(100mg x 3/day, 3 days treatment)
e S
Resolved Improved Persisted
- (SRR | Efficacy on
De- Un- De- Un. De. Un. iuri
Cleared creased | changed Cleared creased | changed Cleared creased | changed bacteriuria
| 14 | 1 15(100%)
teriuria | (Replaced) - . Om
Unchanged 0
“Efficacyon painon | N I
uri::tcizn 15 (100%) I 0 L B 0 __ | Case total
Efficacy on pyuria 14 ( 93%) ‘, 0 1( 7%) 15
llent 14 ( 934
!5—“—1 Excellen ( 93%) Overall effectiveness rate
| Moderate 1
L R 0
1 Poor (or Failure) 0 15/15 (100%)

YRS LTHREY 0, TRECHBILE b
#Thoto (Table 2)o

R BRRE R L T2 fc i e L 7= 5 B 2
AREAR AR ThEN 3 B, 6 BRICh - ol
B, ¥4 IR SRTMEES 10/ ml, 5T
Slikedd, ThBLINFIOWTOEERGRYE I ERE
REBHEDRIT -0 28 PIDOFEAEYIEL, FHh18
il 64%), BB 7H (25%), EHIM (11%) Lic-
T UTI SRSBEMGECHE 324 5 1700 BT 5 A E
RARX Table 6 D2 <, EHh1260, H% 34, &
T, BAEHRIZSY ThoTo I EBFRER
WeAhdy, »7 -7 BREHTE 1 BB T 5EH
BAbhich o 7ohs, H5BED 2 MITES, ForEth

Table 5 Bacteriological response to AT-2266 in acute

simple cystitis

Isolates gl?a.i?lfs Erad}:ated Persisted*
E. coli 14 ) 14(100%) 0
S. epidermidis 1 1(100%) 0
Total 15 15(100%) 0

*

Ih 18I ThoTo BERPEMTOWTARD L,

regardless of bacterial count

7

hEH 4B, FH26Th-7T 24%E CTERDIES

M 28 Abhichi,

& Hi 54 BOERI T,

REABEX

Table 6 Overall clinical efficacy of AT-2266 in complicated UTI

Bmeriuria\g Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated | 12 2 14 (82%)
Decreased 0
Replaced ' 1 1 2 (12%)
Unchanged 1 1 (6%)
Efficacy on pyuria 13 (76%) 0 4 (24%) Patient total 17

L_QJ Excellent 12 (11%)

P — ° Overall effectiveness rate

! { Moderate 3

—————
; Poor (or Failed) 2

l 15/17 (88%)
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Table 7 Overall clinical efficacy of AT-2266 classified by type of infection
g gfPer- N[ T U T Overall
Group izégf(cent of)‘ Excellent Moderate 1 Poor effectaiveness
o ) - - ) tOta]r | ) o ! . lirate
1 st group (Catheter indwelt) 0 } ‘
| 2 nd group (Post prostatectomy) 0 E -
Single ) o ’ I
infection f%rd grou;i (Upper UTI) - “3 (lgé) 7 ) ’2 ’ ‘ 3 Al o 100%
4 th group (Lower UTI) 8 (47%) 6 2 75%
_ . o I I —
| Sub total 11 (65%) 8 1 2 829
1 . . - . 1“ _ N
! 5 th group (Catheter indwelt) 2 (12%) | 1 1 100%
Mixed | . N . P ; T o
infection 6 Fh group (No catheter indwelt) , 4 ,(?ié,), p o 3 | 1 - { B 100% B
Sub total 6 (35%) 11 4 2 0 L 100%
Total lwang | o2 s 2 | 8y

Table 8 Bacteriological response to AT-2266

in complicated UTI

Isolate gx?a.izfs Erad%:;x ted Persisted*

E. coli 9 9(100%)
P. morganii 1 1(100%)
P. mirabilis 2 2(100%)
P. rettgeri 1 1(100%)
K. pneumoniae 1 1(100%)
K. oxytoca 1 1(100%)
P. aeruginosa 2 1( 50%) | 1
S. aureus 1 1(100%)
S. faecalis 3 3(100%)
S. epidermidis 1 1(100%)
B-Streptococcus 2 2(100%)

Total 1 24 23 § 1

* regardless of bacterial count

P. aeruginosa (MIC 100 ug/ml) & S. faecalis (MIC
6.25 ug/ml) Tl -t (Table 7), HERICHBEX LA
MBE X248 C, =D 5 b P.aeruginosa O 2 #kh D 1 ¥k
(MIC 100 gg/ml) AfFEfEL7chs, MHOBEKIZT XTI

9—(1./7‘: (Table 8)0 &5‘&&’5&%017

P. aeruginosa,

S. faecalis, Yeast like organism 23 EFh 1 %30
Bhite (Table 9)o b DEMMEIRBREIIELEFIIC
B 2R G HEOHR Y AH D MIC L DBIRTA
%E, MIC »: 25pg/ml LITF ORI T~NT HEL,

MIC 53100 pg/ml @ P. aeruginosa 1 kkDHFERE L1

(Table 10),

Table 9 Strains appearing after AT-2266 treatment
in complicated UTI

Isolates No. of strains (%)
P. aeruginosa 1 (33%) -
S. faecalis 1 (33%)
Y.L.O. 1 (33%)
Total 3 (100%)
3. ElteH

AF A HE LI aTF o HERNBIER &, 28f DMl
(LR AEOERIC OV TRE Lioh, BENEIEE
ELTRARIC Y 5 L Bbh3REY 1 flCRDI £
DEMMITHTH B, IO KMAHNE & FAR
S TRRICITBR LI ) o BIRREEDE
B, 140k GPT o kf (301 U.—»591.U), 14
iz GOT(491. U. »67 1. U.), GPT(331.U.—»501.U)
DEANREDLR, 28k SRR bR AR L
DR HEE Lafcw & Bibhie (Table 11)o

m. # =

NA, PPA 7c Y$EE® Pyridonecarboxylic acid R0
EHNEOBEDTRETH Y, 77 AREHECKT 545
EADRITFTHD L5 & 2T, RBRREDRECL
FUTHVHRTV A, LinL ZhboRFiLELE
B8 LDORANSY, B/ ABHECH LTI
EHABGC L, o=y )R €77RAK)
v REFN B LT P.aeruginosa, ProteusBiciT5
HEAPT LR TV B EWbh B D0, L;it’i—ﬁ?ﬁ
RTEBHIZEDSDTIRI o & & HHSEFHUHE
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Table 10 Relation between MIC and bacteriological response to AT-2266 treatment in complicated UTI

] MIC ‘([-lg/ml) W inoculu?n size 108 Bacteria/ml |
ol <0.1] 0.2 [0.39 ] 0.78 ] 1.56 | 3.13 | 6.25 [12.5 | 25 | 50 | 100 |>100| % don !Tm‘
E. cols 1/1 4/4"7-/;“'”" “ '| - } 2/2 ! \ ‘ i 1/1 } 9/9
W.I[I ! ! ' . | ! | Y
T R 2 A R O R L
P. rettgeri 11 ‘ . o i
Cpomeiee || o m
R | VL
P.aeruginosa 1/1 | \ | | 9 0/1 [ L 1/2
Saurens | | \ 7 71/17;‘ L v ’ f 11
. faccalis 47"1} IR Y i ! - \ 7 E41/1 l3/3
S.pidermidis | B W—IWA RV
ﬂStreptococcus; | TR } ' 1/1 | i 7 I 2/2
" oul 2/2 | 5/5 1/1;~:A72/271 2/2 ! /1 | 2/2 23{;24
(10%)|(10%) %) |(10% ( 0%) I 100%)((96%)
Table 11 Changes in laboratory test results
Lo | Total No. Dete;,;;é Eizelanon tothedrig) | Un ‘Impm;ed
of cases !Defnmte Probable Possnble»Subtotal !E;‘t’b"’b'y 27;1221 ‘Subtotal | changed |
RBC ' 27(100%) ‘ | f 27(100%)
H | 27(100%) ‘ | o Vkvzf(mbé/m)f -
B |27000%)| I - 27(100%)
WBC | 27(100%) | D - N u"i 24( 89%) 3([1/7
Pltelet | 26(100%) o “7 N 26(100/)V
GOT | 28(100%) 11 (4/)_ T | 27 96/) -
CPT | 28(100%) P P (7/) | | |ze( wayl
Ap |maos | | - ' _;8(?0,/‘)},,, -
BN | 27qoog) | ] R S ‘,2_6_(,,;(;/4) 1( 4%)
St (maoy)| i R | 26 96%)| 1 %
deteriorated labora- 2 ’ 0

lory test results

ShIMROARBLEA AT-2266 13, L EDL 57K
RETHH T Do Thobd, 77 ABHBEICH LT
Whﬁﬁj}ggo: &, P.aeruginosa %> Proteus I,

S. marcescens ts ¥ iZRT HHEIA NA, PPA X h ¥
BT TnwbI e EThDo SHhICEE MDY S
APRMEE PSR ICR U C L RERDRIFR DA X v b
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WO T RIS T STV BN, SEIDIBN M
LA X 5 Te AR Ok A BT DR L e h, B
MBI\ T 75 AR b E X b, 75 AlBMEI
S LUTHIR M AR LTze %7 B-lactamase #
EEARCNLTH £0 MIC 33+ hTwic, RE
MOREE Rk TIx, P. aeruginosa, S.marcescens |z
X3 BAF D MIC 12 NA, PPA kb 3% ETRT
b, Lnd P oaeruginosa @ 51¥ki33~T 25 pg/ml
LAF, S. marcescens 1328kk3~T»%12.5 pg/ml LU Fiz
D MIC 5 b, BIEH:# % Bsbieh 720 ABPC
fitth: E. coli vz % A H|jo> MIC o & — 27(30.2 pg/ml
ZHh, BT L71c98kkT ~XThH6.25 ug/ml LAFod MIC
—C'&)')f:o

AT-2266 D § 5 1 DO¥EMuL, RPBED R Fit
ThbHo &K 200mg #FEOHELICHE, 8 ~128:R
RORBEIL35.3 pg/m], 12~24B5MER T13.31.2 pg/
ml Thotoo 2 5 MR TORPIBEDOKRY TiZ,
8 ~ 128 MR D R hiEME% 60. 2 pg/ml, 12~24B5fEIR D
T 40.8 pg/ml THYH, bhbhOFERI DX I
BIFISRRLE bR TV %,

HUED L) Ied e ts &0 AT-2266 13, RE
RYFEDERBRICBE L TR T DRRIIMETE L LD
LBbhb, £ THEANEBEBEROBCH\ - TEDL
LUWOBMREYHETD ORI TR, REBEREGENIC
%TL‘—C&';L'CA',CO

T AV B RE 56 1500 D e S EEER B 1 2 2h 1461
(93%), % 16| L 2FICHREIBD BN BEHIC
B ENCERITXTHAL, £ MIC 133XT1.
56 pg/ml AT Th - foo B EMMEERE K2540 D2 H
HHD TIL, BEFEHE9.2% (25260) THD, Zh
13 PPA OAEZHE 93.4% (FHREHE : EH6+H%
B/ FHIERER % 100) *RBTHHDTHD, HLL
ARHER T 5 Norfloxacin (NFLX), DL-8280 D
BEEL.6% (415()/42141), 99.6% (263()/264
BN L HITTREL SV 2 AR TH -1

BHMMERBRREPEL7H OBRFIE TIX, FExp126] (71
%), FEIGITHREERESS Th-Tco KERBE
ean s, HBI1BOEFIERL TRV, H7—
FAABEGICTHLES B 20 LIAEHTSHY, BS
RPFEGNTONTHRTH, FHO5FHLBEH bR
BEHRILI100% Lt TEL LD ThoToo HHEMER
BRRRYLAE 339 BlOAK|DLEERHD LKL THRB L,
LEEHTIIREHEYRES. 1% L bbhDER I H
RH 5T 5h, ZHIKREEDRI42.6% ThHHH 1
BOEGANI6BE TN TWBZ LIt FERASHS LEBH

APR.1984

Mo —J7 PPAZMMER BEREIC 1 H2g (54)
%7 AR S L BB OB AR HEIL54.2%9 Thh,
SEOKF DK &, BEWMYEET 5 L TEokn
ROBIADELL Lz AT-2266 43 PPA X b 4 ht
WA ZEAHBILI, ¥fo NFLX, DL-8280 0 s
PEFRBRRERAE I %35 AHBRIL, 69.6% (2654
38161)", 80.6% (2667/330(7)® T b, AT-2266(1
NFLX k2%, DL-8280 X hEFL->T Bl
5 ﬁ*?&) e f:.o
MEZORN T, QRSO 15, B
VERBEBRAED O 7 ¥k, 3 8 BROREN RS i pi,
IHHIRFTTHAL, BRI invitro DEERY
RBEL T oo Stk X UBRMHIRRELEY b A%
iz E. coli 23813+ XTiH%k Lizo P.aeruginosa 2
B 5 LI L7 1 %3, MIC 12100 pg/ml ¥ AR
Lt %R LT oo E 1B\ RAPIBEE O RBSRG )
W FR OB YR LT, MIC i 25ug/ml LA Fok
X RTHEE LIS
BERI 78R 16 (2.1%) EB¥B», HEH
R DFERHIEHEE Lo ZhIZFAIRIBH0TH
ArHLEZbNRD, BRREMEOESL LT, GOT
72\ U GPT oBE A% 2B, “hb2fird
KF| & OBIRIZERE L T hicv 2EEHFTORFRR
BB 12 2, 51661176, 4.7%, REORBFEL
0.56% T3 »1co WTFHITOWT § PPAW, NFLX!,
DL-8280' L (:FFMETHH, EFAOETH ¥ITIE
euk Ebhbo
b4 [
1) =& ft: #B1E A XLEREFERSE, FE v/ £y
v allo AT-2266 (HiEE/), KHBR, 1983
2) SHIMIZU, M. ; Y. TAKASE, S. NAKAMURA, H.KATAE,
S. INOUE, A. MINAMI, K. NAKATA, and Y.SAKAGU-
CHI : AT-2266, a New Oral Antipseudomonal Agent.
Current chemotherapy and infectious disease : 451
~454, American Society for Microbiology, 1980
3) BH 2:#31E AX{LEEEELRSE, FXY/FY
v & o AT-2266 (RUX - 374 - fRaM - BEil), KK, 1983
4) KBIERK, fti: UTI E%3FMMHERE (352K, Chemo-
therapy 28 : 321~341, 1980
5) SFRYEUK : #5310 BAMLFREY SRS, FEY /LAY
v allo AT-2266 (FEEREUMES : WIREH - ERAR),
KB, 1983
6) TH%E : 230 AALEMEFLRE, FENESR
4 PIPEMIDIC ACID (IBREEMER). MF, 1975 '
7) FEREEF : #28E AA(LERIEYLRE, FEY VAV
v A AM-715 (BB : WR2SH), K, 1980
8) & H—: 30 B A(CEREY ST AARRS, TR
v v Aoy n DL-8280 (BEEK : WREEHD. £HE, 1982

9) FHEEH, b Q7R EMERBEERECHTS pi
pemidic acid & carindacillin D—EEREKL X SR
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D, Chemotherapy 26 : 285~310, 1978 12) Al o 28l AL LY 2, Bk v Ry
0) % #t: POIE AREEREEERE, FRY A 9 A AM-715 CBRER : fUIPEDo ST, 1980

yallo AT-2266 (BEIREOERRS : BIFEAD, KR, 1983 13) 7N 30 B AL AR H A L IRKRS, B
) FE B SBEAXCFERREFERRE, TS, v R Yy A DL-8280CIK : M), 4 ikHs, 1982

PIPEMIDIC ACID (RUIfERD, M, 1975

THE EFFECTIVENESS OF AT-2266, A NEWLY SYNTHETIZED
ANTIBACTERIAL DRUG, AGAINST URINARY
TRACT INFECTIONS

YosHINORI FujimoTO, YAsuHISA ITo, YosHikAzu HASEGAWA, SHIGERU FuJIHIRO,
ManaBu Kurivama, MiNnorRU KANEMATSU, YosHIHITO BAN, YUKIMICHI KAWADA
and TsuNEo NISHIURA
Department of Urology, Gifu University School of Medicine

AT-2266, a newly synthesized oral antibacterial drug, which belongs pyridonecarboxylic acid derivatives was
studied a usefulness in urinary tract infections (UTI), especially bacteriological, pharmacokinetic and clinical
aspects.

Almost all MICs of AT-2266 against 18 standard strains including gram positive and negative bacteria ranged
from less than 0.10 to 0.39 #g/ml, indicating this drug has a broad antibacterial spectrum. Against ABPC-resistant
E. coli (98 strains), P. aeruginosa (51) and S. marcescens (28), which were all isolated from the urinary tract,
this drug showed strong antibacterial activity, therefore AT-2266 was confirmed to be effective against S-lactamase
producing strains. This activity of AT-2266 was superior to that of PPA, NA or DL-8280. Following administration
of AT-2266 (200mg), serum peak level reached 1.21 ug/ml at 2 hours. A half life was calculated to be long at
about 4.5 hours, Maximum urinary concentration of this drug showed 154 #g/ml at 1-2 hours, then 62% was
recoverd in urine until 24 hours. However, a concentration of 31 #g/ml of AT-2266 was detected at 12-24 hours
after administration.

Clinically, a total of 47 patients with various UTI were treated with AT-2266. According to evaluation by
doctors-in-charge, 36 cases of excellent, 8 of good and 3 of poor were observed, so effective rate was calculated at
94%. Of these patients, 32 cases, which were matched to the criteria of UTI Committee, showed effective rates of
100% (15/15) at acute simple cystitis and 88% (15/17) at chronic complicated UTI. Moreover, this drug was
observed to be effective at patients with indwelling catheter or infected by polymicrobials. Excluding 1 strain
isolated from chronic complicated UTI, all bacteria appearing in this clinical trial could be diminished. As a
side effect, drug eruption was observed at 1 patient (2.1%) and 2 cases showed abnormal laboratory examination
values after administration. But these were very slight.

These results indicate AT-2266 may be effective in UTI, even in chronic complicated one, with high safety.



