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Fig. 1 Chemical structure of AT-2266
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Fig. 2 Sensitivity distribution of N. gonorrhoeae to
AT-2266 and Penicillin G (40 strains)
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Fig. 3 Correlogram of AT-2266 and Penicillin G aga-
inst N. gonorrhoeae 40 strains

2100 ©®

50 ©
25
12.5
6.25
v 3.13 R
& 1.6
0.8
0.4
0.2 s
0.1 °*

0.05 H-l
0050.10.20.40.81.6 3.136.2512.5 25 50 2100
AT-2266
@® : B-lactamase-producing strains

H, 0.2pg/mlH50.78 pg/ml OFNFEEICH AL T
oo PCG It LMERRIZAORT, WHREico7e
BRI T T N TR TH - 1o

Fig. 3124k, AT-2266 & PCG DRZMAER%RL
2o PCG izt3 % MIC 2% 50 pg/ml Ll &R L 7= 3 #%



682

133~ B-lactamase pEAME (PPNG) Th - 71ohi,

Zhblr AT-2266 1L,
MIC f%mRL1e —7,
D MIC #RL ki,

0.4 50.78 ug/ml DEL >
AT-2266 |Z%tL 0.78 pg/ml
PCG izt LT 0.4 pg/ml M5

100 #g/ml LA ECIRIE S L, Wi OECHEBIEAD

CHEMOTHERAPY

APR.1984

1) REBERECHNTD AT-2266 OBHE

e MBI 2 6 BlC 35 AT-2266 DEgfRIER
R#% Table 1 IZ/RL7ce D5 H UTI KA MAR
2 X 0 HIERTREILEESY 2 1 HEEGY 6 ¥ TCORBBRYE
i3, Table 2iTiRTZE <, 201%H TRAFHR

nichH -t 100% Thoto FMEXREISFES E. coli T,
2. BRRMMRAT fehd, 3 BHMOBS TLABRE S hRERIT 10% ©5
Table 1 Clinical summary of simple UTI cases treated with AT-2266
Treatment Bacteriuria Evaluation
Case Age | Sex |Diagnosis| 1. | — -|Sym- Pyuria Side
No. Dose  Duration ptoms| | Species [Count| UTI Dr. effects
| mgx /day | (day) | | \ :
]
# | # | N.D. | |
1 | 51 | F [A.S.C.| 100x2 3 ! | Good | —
o 0 IS R S I R NS
| ! # |+ | Ecoli @ 108 !
2 56 | F [A S.C.| 100x2 3 | | | Excellent | Excellent| —
! | ‘A, _ - f o L : i
! | | b # Eeoli 100 , e
3 60 @ F | A.S.C. 100x2 | 3 : - i Excellent Excellent| —"
i I~ - - - i 1
o ‘ '+ W Ecoli | 107 ‘
4 19| F |AS. C.| 100x2 | 3 | | | Excellent | Excellent| —
| | i - | = - —
S ,,f’,, B A ,,,‘,,,, _ | o |
| } } o+ #  E.coli ; 107 | |
5 33  F l A.S.C. 100x2 & 3 - — e 'Excellent Excellent| —
: to= - - P ‘
— — | S — .
\ +  # | Ecoli | 100 o
6 28 F A.S.C.H 100x2 3 B '*) | | Excellent Excellent] —
o \ B | o - ‘ - ‘,A ) - - | L
* Acute simple cystitis
Table 2 Overall clinical efficacy of AT-2266 in A. S. C.
|
: ‘ \ i
Symptom | ‘Resoved Improved ‘ Persisted Efficacy on
. i De- Un- De- Un- De- Un- bacteriuria
Pyuria }Cleared creased | changed Cleared creased | changed Cleared creased | changed 2
Eliminated| 5 | ‘ | ! ‘ 5 (100%)
N R o |
Bac- Decreased ‘ ! ( )
teriuria |(Replaced) | I MR
Unchanged ) )
“Efficacy on painon |
urinaat(;gn pat B 5 (100%) _ ( ) ( ) Case total
Efficacy on pyuria 5 (100%) ( ) ( ) °
[ | Excellent ’ 5 (100%) .
— | S— — Overall effectiveness rate
| | Moderate ) 0
— — 5/5 (100%) uf
7 Foor | 0
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Table 4 Overall cllmcal eFﬁcacy of AT-2266 in complicated UTI
Bacteriuria Py-?ria Cleared Decreased Unchanged Efficacy on bacteriuria
e [ 5T T T T e
7 Decr;a:ed I T ( %
"~ Replaced I C %
Unchanged I (%
7”*}3;1"1:;70.;;11 ;)};:Il‘lﬂ 3 (75%) 1 (25%) % Case total 4
— N R L
- S Overall effectiveness rate
|,ii,,J Good 1
( | Poor (or Faxled) N 377 7 77077 - 7777‘ 4/4 (1007%)
Table 5 Overall clinical efficacy of AT-2266 classified by type of infection
Group l g:sec;f (gfeff:t‘;tl> Excellent‘ Good 1 Poor ‘ :eg{crtail\!eneu
I gow Caheerindwel) | C % %
. ‘ 2nd group (Post prostatectomy) ‘ 1 ( 25/) | 1 | i 100%
mtion| 8w QpperUTD (| 1w
b growp (LowerUTD | 2(%0%) | 1 Y s
L Sub total 7 ,?7‘1920_/1,,,,,, 3 } 1 L 100%
: 5th group (Catheter mdwelt) C % } ’ | %
nicaion " gfiﬁfé_@*; stheendvel) | % 4
! Sub total ' C % | ! %
B  Total 4oy s 1 0 10%

o1 Tk, TR, BREBROREIFTETH- L

Table 6 Bacteriological response to AT-2266 i
y P " FEREHITE DI o o, BRICHTHHRLY

complicated UTI

- ; S A LT S Rt
Isolates 1‘ g;)ziizi i Era(dlac)ated Persisted BIMEME R BRIRHE 8 B DB Y Table 3 IR E KD
- - — Thbo =03 H UTI FSBRMAREC L hHETRR
S. aureus B l o Eﬁg,,/) - EGNT, G 7 2 HERI0E TD 45T, TORABK
S. epidermidis 1 1 (100 %) #E % Table 4 IR LT EH 36, B8 1ATEEA
S.faecalis | 1 (o 9l1 BERI0% Thoto ShbOEAOKERIARY
E coli 1 Tan | ETIL, Table 5IeRTX5, H28, HIFO1IH
I ° _ DERENES), #4832 HREH 15, FH1HL

P. aeruginosa 2 2 (100 %) W BRI TH - T
Tol | 6 |5 (83.3%)|106.7%) B EIRIL Table 6 IR 2300 Thoo RAH

B N ‘ DXL, P.aeruginosa 2%, E.coli, S.aureus,
S. epidermidis, S. faecalis HixhZhl it 6
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Table 7 Clinical summary of male gonorrhoea treated with AT-2266
- T o T T T Tt
reatment Burning | Urethral Pyuri N. gono- uati ide eff
No. Age Dose Duration | iching discharge yuria | eqe Evaluation |Side effect
mgX /day| (day)
5 26 200x 3 3 f J_“ Jff —f_L Excellent -
e e e - -
16 44 200 3 1 3 t +i+ e e *“;“— Excellent -
Hed oo oL
1 34 200x 3 3" = t td—-F | Good -
— _ - + - —
18 3% | 200x3 3 = * £ + Excellent +
w | 4 | 200x3 | 3 * i it * Good e
2 36 200x 3 3 t +_+ ﬁ t Excellent -
2t 39 200% 3 3 + it ﬁ + Good -
n 54 | 200x3 3 + + i + Excellent +
% 54 | 200x3 3 + # # t Good -
% 3 | 200x3 3 = it it + Excellent -
% 36 2003 3 + # ht + Good -
% 55 200x3 | 3 — i_ t t Excellent -
'hq ,f‘ N
7 34 200x3 3 i ﬂ‘ +_+ i_ Excellent +
B 34 2003 3 — t+ " f i Excellent -
23 18 200x 3 3 t +i+ - +i+ i Excellent -
% 27 | 200x3 3 = it it + Good -
Q) 34 | 200x3 3 ¥ 1t 3t + Good -
) # | 200x3 3 + i i + Excellent -
3 2 | 200x3 3 = 1 + + Excellent -
YU 38 2003 3 i- +_+ -|_- t Excellent -
% 39 | 200x3 3 * it 1t + Excellent -
— »
% 4 200 3 3 t +_+ i— t Excellent -
——d
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Table 8 Clinical response of male gonorrhoea to

AT-2266
Clinical symptoms | Number Cases
and Laboratory Response

findings of cases ‘ (%)
Burning on urina-. Disappeared |13(81.3)

tion urethral itch- | 16 cases| Decreased 3(18.8)

ing Unchanged | 0
Cleared 21(95.5)

Urethral discharge| 22 cases| Decreased 1( 4.5)

Unchanged | 0

Cleared 15(68.2)
Pyuria 22 cases| Decreased 5(22.7)
Unchanged | 2( 9.1)

Tho1chi, S faecalis 1 BEHVEEREL T LASME 28kH3

MEL, BRERI83.3%Th-10

73, UTI 3EZFRMEREC X - THERRETH - 1o
fEGII1~14D 5 b, FEFILL, BEAERTEECLTT
¥ 67, ftho 3 FxfFh D BRIRDAT 104/ml Ll LM
BERVFAD DL RILNER Th - 7eh’, EREHET 46
ELER LB I NI,

2) BTHMHEMERERCSTS AT-2266 ORHE

WEMERIE R 220535 AT-2266 DS Y —
$EL T Table 7R LTco 22FEGD 5, FLRCHER
FEIREREE YT CORIFATES D, ZhbBR
BRI 2FF O%RIZ, EREKIG, 3%E 36
TROWCHETH - To RESFWHL, 22HL2BIHD
nreat, HR25, HFELGTZOBEILHHFHT
bHoto FIRPAMBRSSRIEAFIOBEL, EFHL
156, HHESH, TE2FHTHEHRIINYG Tho1o
(Table 8),

WEPE R E 2 T 5 MR F IR BT D\ Tidk Table
9 iZiRL7o%, AT-2266 @ 3 ARG L b, 2264
Bl THENHERL, MEFAZHRL 1007 Tho
1o

BEERBR L LT, 2264, FE#H156((68.2%), H
276 (31.8%) THXHIL100% Tl - 7= (Table 10),

3) &EIfeA

R E - MR DORBERIFERETILE - hEN
EIfFRIZE L BN » 1ohy, IKERERESE 3
BCEIFR TAD LI 51 FUIER 18T, KABS
Bl 1 B B TBVWEO LUTURA S X ohd, HicuE
Nz A e 3 BROMGERE,ITTRETHY, FH

APR.1984

Table 9 Bacteriological response of N. gonorrhoeqe

to AT-2266
Eradicated i 22 cases (100%)
Persisted I 0

Table 10 Overall clinical eficacy of AT-2266 in
male gonorrhoea

Excellent

15 cases (68.2%)
- 1009
Good 7 cases (31.8%) (100%)
Poor | 0
DEE-pIERIERITEER L 1o

2 41 BIER22T, R0k h AR SBA%E 1 AR
TEBWBE L TRZF L, EBROKECX)3H
HOMGEREHFETH - 1

30| BXERI27C, T OERL RSB ELIART
BUOOBTTHEY R AB Y LEL T, XH0
BEHKTHRERL

Z O DIEFIC 3\ TRIE L e 2 BIFFRBD b
M oto

V. % -3

AT-2266 3, NA, PPA E{lL7-BERvHTS
Pyridonecarboxylic acid & ThH B, = OFRHOE
FOBTETHS 7 7 ABERERCT A HENNEL
{HEINTED, 75 ARERERCHLTY, #3
RO 7 = 2FCEHT HREN 2R T LHAbh
T3, ¥i:, RBEYEDIT FUEREEEL,
Frvusisg—, HAVIRSKEDIFRIT
At ¥, hREEOMEBECHCHEN ¥ RT L VbhTY
%o 5 LIMIEFM0EEL D, AT-22661%, 4H8¥T
FTHEMET AR D55 REEREORRF L LT
DEREL IS STV B ThH B, R, &l
AR X T AR LT, AL 5k
FFERD Y OBRE OB R A RT Oh RS HMET
bBo 4, brbhistir LIREERERS &
S, OB L B-lactamase EEEWME (PPNG) 0t
BT AR ED TN B TARRIETH S0

BADL 51z, PPNG 21976 4Eic7 AV A LAX)
ACABCREINTED, HRACBEL, JE 4
HELUEOBRTEOEESNERIRTV S bAEIL
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SOOI O PPNG OfiEinidh - 1o i, &
%ﬁgmx_tﬂ'l‘ AEMICH D, bhbhORETII,
y#micisd% PPNG DY EEFEE L, 19814ETC10%,
21T L ERIEMA RO R T B &5 LT
phtoRE, & <1 PPNG X HREROBE, %
FORERO B TRIRBA R # D B IERH M 2 T
%, & (BEOR B-lactam FIC £ OREM AL,
-5, E4FITHD Spectinomycin %, 2 HALL
#ne7 = 2FITIX, PPNG KX 2 RELKICHLTD
FIRvy it 1Y (- Re HHILRT UL B39, Bt
BECALT, BORS-TLEAREYHREIEBOND
REBEFROHBEABF S hTW 505 BRTH %,
A, bhbhbifT- oD AT-2266, PCG i
#45 MIC ORIE T, PCG THI60% DikAMHIEIL L
%", 50pg/ml LA ED MIC #5RL 7= PPNG % 3 #
Abhiz0ORF L, AT-2266 Tix, 0.2~0.78 ug/ml
DEVEER MIC 2437 L, WERIREDLRILH -
to COMBEICHT5 AT-2266 OHENI DAL, #
ERER IR B BERA R OB T ORI R,
20, EBI5F, B 7 A TRBICHZ L ) FERIT
EhiRENREB ORI, Zhix, AT-2266 725, PPNG
kL BRR L Al WEERER L, TR
BECEaRATHD = LaRTH DL Bbhis,
S DIER B, KETIThit TV 5 single-
dose treatment D X 512, TX BTV VWBRERTHE
WGBSR IS TR B L 5 G LML R E
%o
RBRRIECH T 5803, BMHEENRCISWTS,
IRERBRREIC I\ T H 100% & B -EEREIR A
Abhi, MMMBMADOBE, HREERKEN E. coli
TholZ b YROER L B\ 2 505 BHHRE
BMEC 5175 100% £\~ 5 ARRIL, hETRAFK
#0 AT bh s 7T » o Cinoxacin'®, NFLX
(Norfloxacin)!® 7 " X b i 52BN T b, TH%
BRBRB T - foo MR 2 7o I IEGIAS, HEHIES
OREAPF UTI RO G-3 8, G-4 B S5
kTR, EhicEEr B LN EBEO—DLEL DR
Yo MERMICI P. aeruginosa 2 #NBREINIC
LIRFFECEL & 50
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SIPER, 366U 3 Bliciitiab Boiept, D LU,
OETCHE, B, TR L IRIE Ch D Mk Br G- T
ﬁE'C’&; -1

Z ORBEOER ORIER & U THRAREREER M 4
BEETHAHZ LBRABRTH B, Hievaey
ADOHEFTE, WCEHOMERNFEBIRL T, PR
DREIFERIZL 191 L ¥ ¥ D E\ S DT - 1%
L Lichib, SHEHIEMN LRI L CRECHERL
T RENSHS 5o

BiEX b, AT-2266 (%, RERIDREE - tAREYES
BE L LTINS CE D TAITH S L Bbh
2o

X ik
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STUDIES OF ANTIBACTERIAL ACTIVITY OF AT-2266 AGAINST
N. GONORRHOEAE STRAINS AND OF ITS CLINICAL
EFFECT ON GENITOURINARY TRACT INFECTIONS

SHoicH1i ONODERA, ToYOHEI MAcHIDA, HiRoO Suzuki, KoicHi KisHiMmoToO,
HirosHt KivoTa and Hirokazu Goto
Department of Urology, The Jikei University School of Medicine
(Director :Prof, T. Machida)
Tak1iRo OKAZAKI
Department of Urology, Tokyo Metropolitan Taito Hospital

Antibacterial activity against N. gonorrhoeae was examined as a fundamental study on AT~2266, a newly synthe.
sized chemotherapeutics, and clinical effect in 14 patients with urinary tract infections and 22 patients with male go-.
norrhoeal urethritis were also evaluated.

1) Antibacterial activity

The in vitro activity of AT-2266 and penicillin G was tested against 40 gonococcal strains of clinical isolates. In
this study, about 602 of the strains tested were resistant to penicillin G with MICs of higher than 0.78 gg/ml to
this drugs.

On the other hand, the MIC of AT-2266 ranged lower from 0.2 to 0.78 ug/ml, showing peak MIC of 0.2 pg/ml.
AT-2266 showed strong antibacterial activity against penicillin resistant gonococcal strains.

2) Clinical results

AT-2266 was administered to 6 patients with uncomplicated cystitis for 3 days at a daily dose of 200 mg, to 8
patients with complicated urinary tract infections for 5 or 7 days at a daily dose of 400 mg or 600 mg and to 22 pa-
tients with uncomplicated male gonococcal urethritis for 3 days at a daily dose of 600 mg.

The rate of effectiveness was 100% in uncomplicated cystitis and also 100% in complicated urinary tract infec-
tions. In 9 of these cases, which could be evaluated by the UTI Committee, rate of effectiveness was 100% in urinary
tract infections. The overall clinical efficacy in male gonococcal urethritis was 100% ; excellent in 15 cases and good
in 7 cases.

3) Side effects were observed in 3 patients. These included gastrointestinal disturbance (diarrhea, epigastralgia)
in 1 patient, palpitation in 1 patient and numbness of tongue in 1 patient. All these symptoms vanished after cessa-
tion of treatment of AT-2266.



