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WIRBRBHMEIIC 331 B AT-2266 DEHEN s X UERIK 18 3t

FNA— - ) B - JEEFE - WFREE - IR EEFE
TREMIE - ZHREZ - FRUTK - AARK
AEREEE BRI HE

FY Ky Ay RABBIER AT-2266 ORHtE L OCERIBN LT, UTFOoRMY
?%‘7‘»:0

1) JED : BROMED 7 5 AP 9 MEASRICK L, £ MIC %% NFLX, PPA, NA
L H#E LT AFX, 2FMT PPA, NA KT ¥ & 5720 NFLX i3 Proteus T4 -1
2, MTIZRSTH -7 o, AFITIZ2H 100 ug/ml LITFD MIC Th 1o

2) AHBIE : AH| 200 mg MEHSREOM T 3 X ORPIREEAB Y, BERA (Cer>80ml/
min) &, MEEFFEHOBUEBETRLEE (Cor<l0ml/min) & THE LIS,

MR, A 3.9, this 10.6 Bl C, MARPIRE L, ATH325 %% 12.3 pg/ml Tho 1t

3) EEIRERF : S R1315F, H%h395.3% (UTI ELFEMERE TIX 70 fih HH
#£100%) T, BERBBEEOG S, HHR2% (UTI EETRAHAPHEDHEILY) Thoto
BRI, BET100%, %E TS THY, P. aeruginosa it 6 btk Lico WEMRE
K140\, HRHH78.6%, MEDHKRILIBY ThH -1

BIfEAIX198619, 2 B C—@tETHoBRE DB BIERZAD DA TH - 1w

AT-22661%, A B AMIEMA StEic s\ THR X N/ -H Pyiri- Fig. 1 Chemical structure of AT-2266
donecarboxylic acid R ERMEAITHH, FOLFRMERIT “N/w
Fig. 1 IR &) THDo FHOHEAN 7 b7 MIEL 7 ,
7 AMBHE - BHRICRY, TOFERRBENTH S, ZFLH) ‘ =z
WS Ll ARECAFLBAERL, MM LR || - 32H,0
KERC ERTHZ LML RTWAY, 4E, bhbhui, F COOH
AR DX 3 X BRI 21T - O THRET %,
I. 2 # a8y %5
1. B Fig. 2 Cumulative percentage of clinical isolates in-
1) Hi: hibited by AT-2266, NFLX, PPA and NA
UHERIFD 7 5 LI 9 B4 S 2 AH, E- coli (54 strains)
Norfloxacin (LLF, NFLX), Pipemidic acid (LA, (%) Inoculum size: 10° cells/ml
PPA) 5 J O Nalidixic acid (LF, NA) & MIC 44 100
 HEBRRET L 7co MIC JUEI, HAERE 100 cells/ml ¢
AALEFREY ST Y -t BREML Esheri-

chia coli, Citrobacter freundii, Klebsiella pneu-

™

501 | o———e AT-2266

moniae, Enterobacter cloacae, Serratia marcescens, \T-22
o————-oNFLX

Serratia liquefaciens, Proteus indole (+), Proteus
indole (=) ¥ X U Pseudomonas aeruginosa Tk 5o
2) R
FHNITLEMEITH\ T PPA X0 NA LTI 0 B e e —
. . <0.05 0.10 0.39 1.56 6.25 25 100
FEIDHENIER L (Fig. 2~1000 HATTIX, & 0.05 0.20 .0.78 3.12 12.5 50 100<
# & NFLX & O E B L T~ %0, E.coliTii, MIC (pg/ml)
A#iL NFLX LR%ET, KD OH#HA 1.56 pg/ml
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Fig. 3 Cumulative percentage of clinical isolates in-
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Fig. 4 Cumulative percentage of clinical isolates in-
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Fig. 5 Cumulative percentage of clinical isolates in-
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Fig. 6 Cumulative percentage of clinical isolates in-
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Fig. 9 Cumulative percentage of clinical isolates in-
hibited by AT-2266, NFLX, PPA and NA
Proteus indole (—) (54 strains)
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Fig. 10 Cumulative percentage of clinical isolates in-
hibited by AT-2266, NFLX, PPA and NA
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CHEMOTHERAPY

Table 1 Clinical efficacy of AT-2266 in acute uncomplicated cystitis judged by attending doctors

APR.1984

& — T, RiFfe MIC{li% /R L7 (Fig.4), E. cloac,
T%, NFLX : M%T, &HTi32kk 3.12ug/ml
D MIC Tdh - 1= (Fig. 5)o S. marcescens ix, %3+
& NFLX (iiZFST, #950% OBikkh 12,5 pg/ml |
T MIC Tihh, 2t 100 pg/ml LT CREVE
T35 (Fig. 6)o S.liquefaciens -CbREDMHE;
ThBh, S marcescens ICH L RORHERO &b 58
Ani\~ (Fig. 7)o Proteus indole(+) i Serratic
L ABR, AH & NFLX (22 $ic MIC 25~100 pg/ml
Mtk A R b ifce ¥, MRSTHERHT A#ik NFLY
21 ~2%% - T\ (Fig. 8)o Proteus indole(=)T
1%, AH22#1.56 pg/ml LT O MIC L3 hiHg
NwRLIch, NFLX ik 1 ~2%% - Twic (Fig
9)o P.aeruginosa Ci%, NFLX ¥ @%TC, Ao MIC
(32 25 pg/ml LT TH - - (Fig. 10),
2. GHBE
1) FEk
BERABF (Ccr>80ml/min) 54, Hhk
FOBEBFRLEE (Ca<l0ml/min) 4 ZOFHHY
X®E L, KA 200 mg BEEORERHOMPELOR
hiRE # EBCRIE L, % oM, Remi
REYHE LI, ok, BTLBEHTOLRRI,
FEFENT H I T, BERIEX E. coli Kp ¥ BRE
KT 5B » 7KICE D ER Lic, RkOFRIIL
1/15M Y ~ & buffer (pH 7.0) A\ 7o
2) &R
BERAE AT, N om+BEye -7 amRk
1B TP 2.2 pg/ml, BR2EER (UF) T2
BRI TRES 3.17 pg/ml TH Y, MmAPEHEEMITTH
FN3.9+1.43% X 0°10.6x1.4 hr T -7z (Fig. 1),
RPREDE — 2 INBT 0 ~ 2 B 325 pg/ml, . U
BT2~ 4B 12.3pg/ml THY, NEOAURHR
FPEIRERI362.7%, UBFCiT48R:RIR FEMEIR1. 227
LD TEMETH -7 (Fig. 12),

Cases | Excellent Good \ Fair | Poor Unevaluable|  Total
Cases with adaptation to the 1
| | 0 70
UTI Criteria* 58 10 ; 2 0
i S
Cases without adaptation to |
43 11 | 2 2 3 61
the UTI Criteria |
B i
Total 1 21| 4 2 3 13

*. The UTI Criteria is the Criteria proposed by the UTI Committee, Japan.
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Fig. 11 Plasma levels of AT-2266 in normal and
*yremic subjects
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Fig. 12 Urinary excretion of AT-2266 in normal and
*uremic subjects
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Table 2 Cases judged to be “poor response” by attending doctors in acute uncomplicated cystitis
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**UTI : Criteria by the UTI Committee

* Before treatment

AUC : Acute Uncomplicated Cystitis

: Dr.’s evaluation

Dr.
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Table 4 Overall clinical efficacy of AT-2266 in acute uncomplicated cystitis
0.1gx2;0.1gx3
0.2g%2; 0.2 3/ddy, 3-day treatment
_ Symptom | Resolved | Improved | Persisted Effect on
. De- Un- De- Un. De- Un. .
Pyuria Cleared creased | changed Cleared creased | changed Cleared ! creased | changed bacteriur
Eliminated| 50 | 16 3 | 69 99
Bac- Decreased | . | N N B ]
teriuria |(Replaced) ,l B - - 1 (1%,
;_Enchapged ! | 0 (0%
"Effect on pain on p I
_micturition ,7,70( 10_0 ?‘_’,)__ 0(0%) o 0 0% Patient tot;
Effect on pyuria 51 (73%) 16 ( 23%) j 3 ( 4% 70
——— [
() I
,Jf:*:" Excellent S ,45?,@(1@,,, . l Overall effectivenss rate
E___A,A] Moderate 20 (29%) i
. - _ SRS .
E Poor (including Failure) 0 i 100/100 (100%)
Table 5 Bacteriological response to AT-2266 IO. B8 K &9 #& 5
in uncomplicated UTI 1. A

Isolates i\tl:)z;i(r)lfs Erac(i(i)/;:;lted Persisted*
E. coli 63 63 (100%) 0
P. mirabilis 4 4 (100%) 0
K. pneumoniae 2 2 (100%) 70 7
S. epidermidis 2 | 2@00% | o
S. simulans 1 1 (100%) Ok 7
S. faecalis 1 1 (100%) 0
Total 73 73 (100%) 0

*regardless of bacterial count

@ LFRURMEEMKE (U, AUC )I13fies
L, &#l% 1H 200~600mg, 4}2~37T, 3~8AK
BEL, TOEREEXHR LI HEMX7TAOL
PATEIE DS, 3 BODOHNBHFHLRIEED T
FEREC L HESFFML, FR L LTR5E%A3 B AR
BITHEL, BIfEHIOWTIL, BELHMToBEY
fToteo E1oBlic, UTI RAISEAA RS 2 BR®D AUCE
ERECATKL, HIFE3 HBCEBELATOFIEOWTL
FEREC T DHEL DT -1

@ RBCEREBLET HEMERBEIECT,
C-UTI) 4263 X U [REGICEA O 2T EBEER BT,
B ICRR LTV B 3 X OB EB K& 8 Aok

Table 6 Relation between MIC and bacteriological response to AT-2266 treatment (AUC)

‘ MIC (pg/ml) Inoculum size 108 cells/ml l Not
Isolate | T R et R I Total
| <0.05 0.05] 0.10| 0.20] 0.39| 0.78| 1.56| 3.12| 6.25 | >6.25 done
S. epidermidis é ‘I 1/1 “ 1/1 | 2/2
S. simulans ‘! 1/1 1/1
S. faecalis 1/1 /1
E. coli 1/1 | 16/16 | 32/32 | 6/6 1/1 | 11 | 2/2 4/4 | 63/63
K. pneumoniae 1/1 1/1 | 2/2
P. mirabilis 1/1 | 3/3 4/4
Fotal 1/1 | 16/16 | 34/34 | 9/9 3/3 1/1 3/3 6/6 |73/13
(100%)|(100%)|(100%)((100%) (100%)|(100%)|(100%) (100%)|(100%)
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AAEHL, AH% 1B 200~600mg, 5r2~37T, 3
NS L, EORAMEERN L BEHIME,
sapobon2APlE B, DWTT, 9, 12, 198K
gs0d o3~ 4T O LI T Do

BRI L HERFAM S, FRAIE LT3 ~7 AMBS
grEpae, ToL FOMACL DHFE L. BlfEA
HAREHMTF =y 2 L1 SHEARXKEREL, FiRk%
RiLEEb0D 5 S, UTI RAFFMEM D Bk R
BRAEREAHICATRT S22 OV TiL, FRERIC
IBEHHEY $FT -1

0 BTREKITPICAR X EEL, FRAEYRNL
fo O3 BUGNE, RESWPHOV 7 VvARERID,
BRAc/ 7 ARMETUREASGEH S KB IR Bk L 2
Kihio B O 3HIIEREERERT, £0ib2
AR OEE T E. coli BEHXH, 14T
PRABRVES X RO A THEIRH I h T
W AMOR SR 1 B 200~600mg, 42~ 3T, #
5iMiz3~8 A ThHD. ERHEIL, 3~5HHEH
DEOKER, R (E: U THRMSS X OHHR) R0
BRSOFRICY DT o1

2. KR

O AUC DEHEHSE (Table 1) i, 2% 1014,
A, eLHB 4B, B2 5 (Table 2), RB33

Table 7 Strains* appearing after AT-2266
treatment in uncomplicated UTI

Isolate . No. of strains (%)
S.epidermidis 1 (100%)
Total 1 (100%)

*regardless of bacterial count
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T, FYRIL5.3%Thotce UTI TR
7060 (Table 3) DARFRRIFIL, FRHS0M, H2h20
AT, KEHYHRIL100% Tho7c (Tabled), MLV
PIRIRCIL, BEMRDP I YIS RATIRBT <THE
KB L X D%k L fo (Table 5), TEMDOPIER L,
E. coli ) 638k 2 b B <, P.mirabilis b 4, K.
pneumoniae I} XU S. epidermidis pi& 24, S.
simulansts LU S. faecalis & 1 4ThH s, 2 hbD
AFNTHT 5 MIC (Table 6) %452, RELEL67
BT 6.25 pg/ml LITF T 7o BSHHBAE T
Table 7 IR3T X 512, S. epidermidis 1 ¥DATH -
1o 131618, A - HENEWEA 2R b0z 143
thots

@ EREBXTHD C-UTI XU B L EhY
FLDTL MR R R RLAE S 38 T 500 ie 33 B &R,
FIREHITE (Table 8) TIXER1260, HH2AF, LK
#1061, %%H4 6 (Table 9) T, BHHRIL72% Tho
720 UTI ZEBEWCA T L Ao BHEM: IR B RAE 2161 (Table
10) ORAFRBRL, ER56, HFRIOMT, KeE
HHRI171% Tl - = (Table 11), UTI SHRABE BRI
(Table 12) Ti¥, 4 BEA110) L BE B0 5, KRVT2
BOAPNREUBOREL L ~ 20 ThoToo 4 BHOER
R(182% & BIFT, 2BETIIISH Tt

M AENE (Table 13) i, £258kh22#k88% D
KRB Th -1 E. coli 6 ¥kIs XU P. aeruginosa 6 #RIT
DT, TRIVFFARECE DHEL TV 5. BE
Ehish oDl C. freundii, P.mirabilis X O°
P. fluorescens D 1 BT 3% ThH - foo BREE L MIC
& DPALR (Table 14) (¥, MIC #JIE LiB7-248k3~
ThHd 25pg/ml LITEAHL, 2hbm5 s 0.78¢g/ml
LATFOEMRL TRXTREIhT%, REHKHEAE
(Table 15) %, YLO 2 %% &te 5% Th o1

B EHIEIPER L5065 2 FliczB®, 14 (Table 10 ©
Case 4) (X5, fud 14 (Table 10 @ Case 10) (1B &

Table 8 Clinical efficacy of AT-2266 in complicated UTI patients judged by attending doctors

Cases Excellent Good Fair Foor Total
Cases with adaptation to the
3 21
UTI Criteria* s ’ !
Cases without adaptation to
6 1 29
the UTI Criteria ! N
Total 12 u 10 ! ”
~\

*: The UTI Criteria is the Criteria proposed by the UTI Committee, Japan.
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e . o o _ e
Table 11 Overall clinical efficacy of AT-2266 in complicated UTI
0.3gx 2
8%2:3 /day, 5-day treatment
0.1gx3
=< Pyuria - | Eftecton
Bacterioria y Cleared Decreased Unchanged bacteriuria
Eliminated - 5 4 4 13 (62%)
Decreased 0 (0%
Replaced 2 3 5 (4%)
Unchanged 1 1 1 3 (14%)
Bfecton pyuria | 6 (29%) 7 (33%) 8 (38%) Patient total 21
i | Excellent 5 (24%)
- — P %) Overall effectiveness rate
| - | Moderate 10 (48
— Poor - T 2 15/21 (71%)
9
: (Including Failure) 6 (29%)
Table 12 Overall clinical efficacy of AT-2266 classified by the type of infection
Overall
Group glot‘i::ts(sfer;i:;) Excellent | Moderate | Poor :gft:ctiveness
1st group (Catheter indwelt) 1 (5%) 1 0%
2nd group (Post prostatectomy) 4 (19%) 3 1 75%
Monomicrobial
0, 0,
infection 3rd group (Upper UTI) 2 (10%) 1 1 100%
4th group (Lower UTI) 11 (52%) 4 5 2 82%
Sub total 18 (86%) 5 9 4 78%
5th group (Catheter indwelt) 1 (5%) 1 100%
Polymicrobial 6th h dwel B 2 0%
infection th group (Catheter not indwelt) 2 (9%) %
Sub total 3 (14%) 1 2 33%
Total 21 (100%) 5 10 6 1%
BT TRICKC T, FEO 5 BRORIIET m. # "

LTHY, SAUBCTHRERTHRER LT\ 5, 01
K BRREME Y 5 < b, BIRE LB - o
®;R;‘m1wu (Table 16) D5 %, WHEMRE 14
ﬂ%i%w&ﬁ%ZM,?Pﬁwzﬁ,ﬁﬁlﬂﬂ
HHRILTB.6%Cho o oo FEMBEMLIRIELE 3B (Table
B0Cue 1, 2, 17) 1%, ER2 0, EH1HTH-
Re VIVARERTRIC X BUBEICHT HEESHE
RURRI3G17:3 ~ 5 A 46I44 L, FEREL 7o d i 16
DAThot TRLITMICE\T, © - SR

REBB I e,

AR, MERPIECT AR EEF OBBIIH I X
LK, e CHEHAE7 = 2RGAENBE LI
REANTET, i, BEEORKEOXTS % 5%
%7 7 ARMERECHT A EEORRABNTSY,
BRLLTETOHEARNZ FF a1, 2075 sBH
BEECKISL AL TS

—%, BAROBRY LB L, EROFBA=>) v
HhHhHA, FLLHRIhI L7 = 2FIREBWTHI
REBHERC T 2 EHERBERPEORKEL LTH

BE LGNS P. aeruginosa, S.marcescens, Citro-
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bacter s L U° Enterobacter $znf LT\ HIEM YA

TP DAIE N,

DX RBRICRT, FILLMBIhcEY Vv
HINFEVBROBBMEHRTHD AT-2266 (%, 77 4
Btk - IRMEECIBR B2 E AL, &b RO
bOHEE 7 5 ARERECH LT EVHEN YRT
Zimb, WO THEREOET, RERIGEOHRK

roRRAELIEE RS,

YBRBREIIME 7 7 4 [t D 9 WHIC 3 HAH] D

Table 13 Bacteriological response to AT-2266
treatment in complicated UTI

Isolate g::;i?'lfs Era?(i’/(o:a)lted Persisted*

S. aureus 1 1 (100%) 0
S. epidermidis 2 2 (100%) 0
S. faecalis 1 1 (100%) 0
E. coli 6 6 (100%) 0
C. freundii 2 1 ( 50%) 1
K. pneumoniae 1 1 (100%) 0
P. mirabilis 3 2 (67%) 1
S. marcescens 1 1 (100%) 0
P. aeruginosa 6 6 (100%) 0
P. fluorescens 1 0( 0% 1
Pseudomonas sp. 1 1 (100%) 0

Total 25 22 (88%) 3

*regardless of bacterial count

APR.19884

MIC A FAFREE O HF NFLX il U Proteus ©
1TRR5 500, MTIIRABEMHEIYRL, oh
BT RTOEMT PPA, NAKIY, 1350 EL,T
PRV AN

¥, AH O NSEKICNT B MIC %, 100 pg/ml
YL HHEMEREY 1 R LBDILh - el LB LU.
# 200mg PRRBF DR FIREL MR T 5L, RERLc
stLBOEET, BVCREDRAHFTEL0LEL
hio

MmEEF % 5 T HBEETLEE (Cer <10ml/
min) IZ3siF AEF O MR MR, 510,680,
fREBA (Cer>80 ml/min) D3 . 9l 1t L ¥BICER
LT\ oo RePEUREBL, RHERAT24RMH % TT62.7
%THBHBOILK L, BALBETII48HEITL.22% L&
Vo RAMREET, @ ATIL O ~ 2 B B C 32508/

Table 15 Strains* appearing after AT-2266
treatment in complicated UTI

No. of strains %)
( 20%)
( 20%)
(2%
( 40%)
(100%)

Isolates

S. faecalis

1

S. liquefaciens

E. agglomerans

YLO

Total 5

*regardless of bacterial count

Table 14 Relation between MIC and bacteriological response to AT-2266 treatment (Complicated UTI)

MIC (pg/ml) Inoculum size 10° cells/ml ; Not
Isolate T . i ; \ | Total
£0.10 0.20 i 0.39 ’ 0.78 ’ 1.56 | 3.12| 6.25| 12.5| 25 | >2 ! done
S. aureus ! ‘ 1/1 ! 1 “ 1/1
S. epidermidis | 1/1 L1122
S. faecalis ' 3 1/1 ! 11
E. coli 1/1 | 4/4 | 111 ? 6/6
C. freundii 1/1 0/1 1/2
K. pneumoniae 1/1 1/1
P. mirabilis 1/1 | 11 0/1 2/3
S. marcescens 1/1 11
P. aeruginosa 1/1 11 | 272 | 11 | 11 6/6
P. fluorescens 0/1 0/1
Pseudomonas sp. 1/1 1/1
Total 2/2 | 5/5 | 4/4 | 1/1 | 3/4 | 2/2 | 2/2 | 2/3 | 0/1 1/1 | 22/25
(100%)((100%)|(100%)|(100%)| (75%)|(100%)|(100%)| (67%)| (0%) (100%) M
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Table 16 Clinical summary of urethritis patiens treated with AT-2266
— R \ | |
C&c . . VTreatment ;Symp-} Pyu. |
X Age | Sex | Diagnosis | Dose Route Durationimm* . Species
0. g% /day (day) | na
——— —— 1
| W E. coli
1| %5 | & | Urethritis | 0.2x2| P.O. 5 t o
1 | - | - -
—r ; 1 |
f I E. coli
92| 44| & | Urethritis | 0.1x2/ P O, = 7 |
— - B |
)i 5 Urethriti 02x2| P O ; H W | N.gonorrhocae**
rethritis 2% 2 )
S s Urethritis | 0.1x 2 i ro | 3 T N. gonorrhoeae**
1 | . | .
| | | - + -
‘ | L - N. gonorrhoeae**
5126 3 Urethritis | 0.2x2 | P'O. | 4 | -
H{ H# | N. gonorrhoea %
6| 27 3 | Urethritis  0.2x2 P O, 7 o ‘
| | | - — —
o ! - | H+” H | N. gonorrhoeae**
7| 22 3 Urethritis | 0.2x3 | P O, 3 ‘ -
a | H o H N. gonorrhoeae**
83 | & | Urethritis | 0.2x3 P O, 3 | |
- 7 Ho N. gonorrhocac**
9|8 3 | Urethritis  0.2x3 P O, 7 ‘ o o
S A —
| o H+ o+ N. gonorrhoeae**
10 | 24 8 | Urethritis  0.2x2 P O, 7
N Lo H N. gonorrhoeae**
& | Urethritis  0.2x2 P O, 7 - -
—_— | . | -
| | [ N. gonorrhoeae**
1230 | 3 | Urethritis  0.2x3 P.O. 4 1
— Ei‘,_i ;7‘[ e
H H | N. gonorrhoeae**
13146 | & | Urethritis 0.2x3 P O, 4 - -
_— : ! ‘ I -
N |— [ ‘ )
‘ ‘ L H | N. gonorrhoeae**
Uiz s ‘ Urethritis | 0.1x3 P O, 8
) _ _ _
.
| : N Ht H N. gonorrhoeae**
15 | 24 | 8 | Urethritis 1 0.1x2 P O. 4
[ | H H N. gonorrhocac
1 i u ! o H H N. gonorrhoeae**
‘; | & | Urethritis 0.2x2 P O, 6
| — _ _
[\7‘;.,‘,, ,‘ —— - | - | ‘ ++ ‘ - H+ -
R 1 3 | Urethritis | 0.2x2 P O. 3 -
| | | I + ‘H’ -

+ Before treatment

bbbt 2

After treatment
** Loffler stained

793

Dr's

| evaluat ion effects -

1
Excellent

Excellent

|
Excellent |
|

|
|
|

Fair

|
|

Excellent |

|
| Excellent |

| Excellent |
‘ Excellent :
Excellent
Fair
Excellent
| Excellent
Good
Good
Poor
Excellent :

|

Poor

|
Side
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ml T D, 0~ 8HFHNL 100pg/ml LA icfjich T
0% BLREBETIN LAY — 2208, 48R
¥ TPHINC 10 pg/ml Y& T -7z (Fig. 12), =D
R IBE 2B HE OIRBERIECH L WAL V2 5
2, AF| O FIEIYE s X ORPIREESS 10ug/m] B
MEFINRTVWDILE2ERTDL, COL 5 LEHERLE
HH L TLEFORRITHABEN/TE D, HRE
BECAK ARG LIBAOERDER, HoH\
BENTERFTS Lok B Dialyzer 7 b OFKIDOBER)
RECOWTIRBERNSTH S,

FRIRBRAS T3, Rt Bt s xt LTi, UTI 2
BYFFMERLIC X DHET FH71%, FHR100%E+<
NIRETE » Too B IRBERBREICR LTS, AL
SHBBNG L BIFLBBITHD, T ORBEME L88Y
DOHRRE MR LEBDL LD TH- ko T P.aerugi-
nosa NO6KRTNTREINTHZ LR EBET XD
DT, Thbxsld, KFD MIC 33X T 25¢g/ml
LTFThh, EROBBEHRFRCL DI BB ORBE &
FELIC o BFRERTIE, WEMEL4GIF13GCHA]
BEIC X O RELV RS, BREIE $#980% & BEFT
boto BIFEFRICBIL TiY, AUCTIXI3164, B

APR.1984

S(BBBAM Db D% 5L, B - EGEIERLL
Bl Bl oteo C-UTI BEHIF 2 41T, BEDE
BERE 2lehd, Wb —BHTH -1 C-UTI -
1%, B#628 MBE-%Enhs%  DRYIBEMLERLT:
7, BEHHY BB ONBIERAS { HBlT5
WA A bR o Tee RIEEEEMTHENERY
BbTehotce ThHD5 S, BERBEEYFT>T-bou
—HDEFTHDH, ThHICBWTIIREDORERITA
bRichotoe

BlEX Y, FEAAEHMEETRIbE LY, sk
HRBEBRECH LTI HREMFET X5 T hi-En
HrE2DRI, ¥, REEKE YOI HENE REE
i2dh, AUCKNTHDL ABREDCHET, +4HE
B ORI, SEEH LIcBEATI, £eteBLT
YRRV D e BRI TS,

(FRBRIAM) : FEAIS64E12 3 ~IEHIST4E T A)
3 [
1) 31[E BR{LFEFEFE LE FE £y 4 [,
AT-2266, kPR, 1983
2) KMERK, fAFHEX (UTI IELRE) : UTI £53HE
45 (%8 2 BR)o Chemotherapy 28 : 321~341, 1980
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FUNDAMENTAL AND CLINICAL STUDIES OF
AT-2266 IN THE UROLOGICAL FIELD

Sorcui ARAKAWA, AKIRA Fujrl, YosHiHiko Ki1TANO, SHIGENORT TADERA, MASUYOSHI HARADA,
NoBuMmAsA KATAOKA, TosHIHIKO MiTA, SADAO KAMIDONO and Jojr IsHIGAMI
Department of Urology, Kobe University School of Medicine

We performed fundamental and clinical studies of AT-2266, a new synthetic pyridonecarboxylic acid antibacterial
sgent, The results obtained were as follows,

1) Antibacterial activity: The MIC distribution of AT-2266 against 9 species, each of 54 strains, of gram-
negative clinical isolates was compared with that of NFLX, PPA and NA. AT-2266 was superior by a few tubes
against all species to PPA and NA. AT-2266 was slightly inferior to NFLX against Proteus but equal to it against
the other species. This drug had MICs of 100 p#g/ml or less against all strains.

2) Pharmacokinetics: The time courses of blood and urinary concentrations after administration of a single dose
of 200mg were compared in normal subjects (Ccr > 80 ml/min) and patients with chronic renal failure on
hemodialysis (Cer < 10 ml/min).

The blood half-life was 3.9 hours in the former and 10.6 hours in the latter. The peak urinary concentration was
35 pg/ml in the former and 12.3 pg/ml in the latter.

3) Clinical study : AT-2266 was effective in 95% of 131 patients with acute uncomplicated cystitis (according to
the Criteria for Evaluation of the Drug Efficacy for UTI, the success rate was 100% in 70 patients.) and 72% of 50
patients with chronic urinary tract infections (according to the abovementioned Criteria, the success rate was 71%
in 21 patients). The rate of bacterial elimination was 100% in the former and 88% in the latter. All 6 strains of P.
aeruginosa were eradicated. The drug was effective in 79% of 14 patients with gonorrheal urethritis. The
elimination rate of gonococci was 93%.

Side effects obtained were transient but mild gastrointestinal disorders occurred in 2 out of 198 patients.



