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AT-2266 (3 Fig. 1R T & 5 7e{LFR#ER % & SPyridone-
carboxylic acid FHEAEDOH LW-BOSKIEHTH 5,
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Table ! Background of patients treated with
AT-2266
Sex
Age Patients (%) |~
i Male Female
16 ~ 24 6 (8.2 6
25~ 34 16 (21.9) 1 15
3B/B~44 [ 13 (17.8) 1 12
45 ~ 54 16 (21.9) 2 14
556 ~ 64 6 (8.2 2 4
65 ~ 74 7 (9.6) 5 2
75 ~ 9 (12.3) 8 1
Total 73 19 54

EHIT-Tchd, ¥IEAITEMMEE T3 ~4 Hik, B
TiX5~6 B THS, HZRCAB LIV TRTE
BEDRDHEXTT- Teo BREIEA 1 BLHOThA
HAHEFUIBCERATEZ Lic, UTI EHarHskne
’E’ﬁm L: %%%jii’ﬁo ‘f-:o

Table 2 Administration of AT-2266 daily dose and duration

N POSC/ Period Daily dose Duration (days) .
(mg X time/day) No. of cases (%)
Disease & y 3= 5 < 7 < 14 =
S 100x 1 1 1 (1.9
100x 2 26 5 4 35 (47.9)
Simple 100x 3 1 1 2 (2.7
UTI 44 (60.3)
200% 2 4 mnet| 4 (5.5)
100x 2, 100x1 1 1 (1.4
200x 2, 100x 2 1 1 (1.9
100x 1 1 gy 1 (1.4)
\ 100 2 1 2 “1°T 3 (4.1)
100% 3 1 1 (1.4)
200x 2 1 6 1 1 9 (12.3)
. Complicated —
Lot 200 3 6 | 5 11 (15.1) | 20 (39.7)
UTI e
100x 3, 100x 2 "‘f@j’ o 1 1 (1.4)
200x 3, 100% 2 , N 1 1 (1.9
200% 2, 100X 2
100x 1 Ly ae
200x 3, 100x3 1 1 (1.4
Tatal 32 13 | 1 17 73 i’
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Table 3 Diffusion into human prostatic fluids (PF)

I |

Case ‘ i
\ | 1 2
Sample ‘ ‘
- | |
PF (ug/ml) |  1.78 0.40 |
!
| ’ ‘
Serum (pg/ml) 1.77 1.37 ?
| |
PF/Serum 1.00 0.29 ‘
! |
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AT-2266, 200 mg, p. 0., 1 hour

| | —l———\.__
: Range
3 4 | 5 m—«—gﬁ‘
i Average
| 0.29 ~ 5.5
5.54 0.29 0.43 N
1.69
1.17 ~ 1.7
1.20 1.17 1.59 —————
| 1.42
i
4.62 0.25 [ 0.27 | 1.29
[ N e
Fig. 2 Accumulative curve of MIC of AT-2266 on
E. coli 26 strains
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Table 5 Overall clinical eflicacy of AT-2266 in acute simple cystitis
Symptom Resolved ‘ Improved Persisted o
‘ ___|Efficacy on
. \ ' De. | De.  Un. De- Un .
Pyuria Cleared creased clmnged’ Cleared‘ creased | changed Cleared\ creased changed bacteriuria
Eliminated| 25 | 5 1 1 B(100%)
Bac- Decreased | N | | N
teriuria (Replaced) |
Unchangvd} |
Efticacy on pain on ! S
urination | 30 (85.7%) A4 (1 "_1%) 1 2',97%) B . Case total
Efficacy on pyuria | 30 (85.7%) 5 (14.3%) ‘ 3%
|| Excellent 25 (71.4%) ot
= Overall effectiveness rate
Moderate 10 (28.6%) ”
- e 35/35 (100%) @
7 Poor 0

Table 6 Bacteriological response to AT-2266
in acute simple cystitis

No. of

Isolates . Eradicated Persisted
strains
E. coli 30 30 0
K. pneumoniac 2 2 0
GNB 1 1 0
S. faecalis 3 3 0
S. epidermidis 5 5 0
Staphylocaccus 1 1 0
Total 42 42 0
3)  BIMEHEAE

29(7lrh UTI JE&hpiAL%eiC & O R R HIE 247 - o0l
3216 Cds B FEMIFI DOBAR—E T Table 9 1Z/R L7,
=D 5 5 UTI (i % 1T - 7216 08 H|E 1L Table 10

ITR LT aRBR21F b 12(ic %) (7, %
5) T, LAEHRIIST.1% Th- 1o BINCIRIR &M

BRI TR A L5 &, RRCKEHRL7 6 (33.3
%), Bh26 (9.5%), AE126 (57.1%) T, B
(BALAE) LZDI-BULIB], 42.9% ThoTco ME
Ricx LT, HK1260 (57.1%), B 46 (19.0

Table 7 Clinical eﬂicacy of simple UTI treated with AT-2266 evaluated by doctors

%), TESH (23.8%) Thoto

Table 1L 3RBRA CABBL X b DTH Do 216
FP1361 (61.9%) A EBEERHT, 86 (36.4%) Hl#l
BUARR R TE » 1o, BHMERETHC L 28R 136

9, 69.2%0 B TH - 123, EREHTILEHit
3, 37.5%EBRHE -1, B EBELIARDE, G-

3, G-4i1TiLFNFNT5.0%, 83.3% L Ehi-HELT
Lichs, G-1, G-50 47— 7 AGBHICEVTIE, £
NEn33.3%, 40.0% LBEHE HHEETh -1

MR8 E L Table 12 10 R Lo BERTICHMS
H-THAE L BT, GNB 12#318, GPC 48114 Th
o120 MELVZ Candida 1 ¥hi5 D, ThbuRE
T2E 17Kk Th - 70 R AIERIT 37TH (86.0
%) T, MFRFTiL GNB (33164278 (87.1%), GPC
{3118k 9 Bk (81.8%) A4k L1co LicHEifEicoWnT
Z5E GNB D5 t, E. coli 7k, K.pneumoniae 3
£k, P. mirabilis 5%, S.marcescens 1#k, Citrobac-
tersp. 1 BkBITRTBRE I NI, P. aeruginosa 7%
TiL 3 £k (42.9%) BilE%k LTchs, 4 BRASERE Lo GPC
T S. faccalis HiH B SR, BRIX8KHE
B (715%) »BEI i,

Table 1313, #5-HHBELRLIbDTHb, 118

No of cases 1 Exellent Moderate \ Fau \ Poor
- - S — ‘ —— — _— S __‘[,, - e ———
Excluding from UTI i g 0 f 1 0
committee’s evaluation ' 8 5 (62.5%) 3 (37.5%) 0 1 o
All of the cases 43 31 (72.1%) 12 (27.9%) 0 0
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Table 10 Overall clinical efficacy of AT-2266 in complicated UTI

APR.1984

— —

Bacteriuria Pyuria Cleared Decreased Unchanged Efficacy on bacteriuria
Eliminated § 7 | 1 4 12 (57.1%)
Decreased o
Replaced 4 4 19.0%)
Unchanged 1 1 ‘ 4 5 (23. 8/)
Efficacy on pyria 7 (33.3%) i 2 ( 9.5%) 12 (57.1%) Case total 21 -

~ - L — a

| " Excellent | 7 (33.3%)

} Overall effectiveness rate
o Moderate ‘ 5 (23. 8/) ‘
| e - 12/21 (57.1%)
|:| Poor . 9 <4z 9/) E ’
Table 11 Overall clinical efficacy of AT-2266 classified by type of infection
‘ T T Ot
Group | No. of cases p Excellent Moderate Poor | effectiveness
- - | ] b irate
" G-l (Catheter mdwelt) } 3 (14 3/) _' 1 - 2 33.3%
\ G-2 (Post pxostatectomy)
Single | 4 (Upper UTD) 4 (19.0%) 3 1 75.0%
infection | = " - — — .
| G4 (Lower UTI) 6 (28.6%) 3 2 83.3%
S — . S )
1 Sub total 13 (61.9%) 6 3 4 69.2%
!
- - - - - B \ =
| G-5 (Catheter indwelt) 5 (23.8%) 2 } 3 40.0% :
h/hxect G- 6 (No catheter mdwelt) -3 (14.3%) 1 ‘ ! 2 %3y

infection | A S S R

I Sub total 8 (38.1%) 1 2 | 5 | 3.5%
Total 2 7 5 9 ’ 51.1%
158D B X Lo e Thho HLIBEE YA L 1-PUIBKOKHET,

UTI Z¥EL D BAIRICENO—-K L Thux BB L
723Efi i F N Fh Table 14 & Table 15 iIZR L1
DFERE, ERAG, FRH1H, LFH 146, 182
B CHZE 83.3% Tl - 120

m % £ ##

1. HEM&IER

AHWC X % B s HEMBIERX 4 licslobi
o fH 4 DPNZL Table 16 IR LI E { Th Do 14
LBEE L LURS, Wk 1), ARSI F
FREREN 16, REORD1FITHB, D5 b
S dehE LAl MbBRBEE YL CIc 1 FIORT, fio
FEGI IS BABET 570, o ELE 5k
THEToh » 7o THHDREF DB GRS S L UTD

—

A1 H400mg # 5 AfEl, Kk\C1H200mg#%*6A
MR, ES, B4 U coTHRMCARLHE
Ltco EABTEACIEECH L, EVRLBRSY
FAt-PlE32FLMET, BERR=v ) vRHLTVV
¥ —MEEREL S EhihBo 1 H200mg 72T
Lxter oA, MERBARAY B O 2 Bfdtkn HEDIERY
Atz L LAREEICK b ctcd, 3ER
DMBEPIIRASTTEE Tl - 100 BB ThILH 4 AR
EHCHE Ltzo T8 & BB % Z I BUZ60RITHT, B
BEBL DT 600mg & 20A M, K\ T200mg ¥ 22
HIEL LBl Th Bo 200 BE X h BEOTMYHL
12T 200 mg IR Lic & & AIERIEHEA LI &0
%100 B bR HIE Ll L CREREL,
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Table 12 Bacteriological response to AT-2266 in
complicated UTI

Isolates N()._()f Eradicated Persisted
strains (%) (%)

E. coli 7 7(100 ) 0
Citrobacter sp. 1 1(100 ) 0
K. oxytoca 2 2(100 )
K. pneumoniac 3 3(100 )
P.mirabilis 5 5(100 ) 0
P.vulgaris 1 1(100 ) 0
M. morganii 1 1(100 ) 0
S. marcescens 1 1(100 ) 0
S. liquefaciens 1 1(100 ) 0
A. calcoaceticus 1 1(100 ) 0
P. acruginosa 7 3(42.9) 4 (57.1)
GNB 1 1(100 ) 0
S. faecalis 8 6(75 ) 2 (25 )
Staphylococcus 1 1(100 ) o0
a-Streptococcus 1 1(100 )‘ 0
GPC 1 1(100 ) 0
Candida 1 1100 ) 0

Total 43 37( 86.0) 6 (14.0)

FROHET 2 2 &g TN T ks - Foo TEIE D A
wRRDTANE SLK Lot C, 111 300 mg NIRBHIAR X 0
10H HEE X D EIRA/E Ulen 2D 1 11 200 mg ~J8k:
L, FTHAHRIO B GBI T Ui, BBCx LTt
SLIE CREM % 2t s, BUTCIMB U tcs ZBBLHIE RT3
{ﬁlfP A015.5% Tl 1on WHIICES - 2B IR 730111 1
B 1.4% Tl 12
2)  FEIRER A
HE S RASIE D TR 21 1 -5 12 26 (] 7C A, 4 00
(Table 17), Pelfifk e i BoA T X 7261 2180 ¢,
RTERICIDAT S TeBlE 8 Bl d b 0 5 b KHO
B ELDIBELI L2 BT, PR L s
DUCCl 5T VHIHT GiEf45) (E58IEYIEC, /IMk
B L & CHERBE G, D, BEYT L O BRI ok
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Table 13 Strains appearing after AT-2266 treatment

Isolates No. of strains (%)
E. coli 1 ( 6.7)
D mirabilis 1 ( 6.7)
Serratia sp. 1 ( 6.7)
Fravobacterium 2 (13.3)
F. odoratum 1 ( 6.7)
A lwoffi 1 ( 6.7)
P.aeruginosa 3 (20.0)
Lactobacillus 1 ( 6.7)
A. faecalis 1 ( 6.7)
P. maltophilia 1 ( 6.7)
Candida 2 (13.3)

Total 15 (100 )

Aoz, AL 600mg 5 HIEAS-C X h BUN
19.2-20.7 mg/dl, S-Cr. 2.2—2.7 mg/dl 282 -4 L
foo ikt 16 A OKRAELX BUN 25.0 mg/dl, S-Cr.
2. Smg/dl ChoTe 2HIH GEGIS5) (478 j%o Bk

C111600mg 5 HREMEE L7 BUN (312.5—>21.5
mg/dLCEEIE EA A BTce O HITIRBIMRE L IE AT
fioTELY, 34 A% BUN 2@ Lis 2 514.0
mg/dl “C& - 120 Tk & OMISTERI720685% B, I
WalEIS AT T & BHUR 2157 & L7t RM: et &, B 5

IO P EEOBEIEREE 4 8, 300.mg A 28 H
.L7& 24 BUN 3440 mg/dl, S-Cr. 1.9—2.3mg/dl
A& B Leh, AR X ATET, AL 0 L
UDOMSBERIBIC &5 < IR IEFEE D WTEEM: v\~ &
DI ETH T ABICIRTDOBEL3 7 ADRIEE s
“C 600 mg 7 14115 2 72h%, F DM BUN (1 45 mg/
dl, S Cr.ix2.1mg/dl Tk, -, 124

Iv. # fa

1. PF ~OREF4T

A 200 mg % NARES 1 BEfHI0> PF NI 341 1.69
pg/ml "G, 1A 1.42 pg/ml 'C‘ibéf}‘l;)i‘g T s
o bl 2o C oy > e RIATARZ & 1.29, T 73>t

Table 11 Clinical efficacy of complicated UTI treated with AT -2266 evaluated by doctors

No. of cases Excellent
ludi UTI
Excluding from p 4 (66.7%)

committee’s evaluation

All of the cases 27

7 (25.9%)

Moderate Fair Poor

1 (16.7%) 1 (16.7%) 0

10 (37.0%) 3 (11.1%) 7 (25.9%)
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Table 16 Frequency of side effects

CHEMOTHERAPY 737

- No. of side effects
Side effects Severity of symptoms Days appeared
—  Total (%)*
1 + +
Nausea 1 1 (1.4) 11
Vomiting 1 1 (1.4 11
Photophobia 1 1 (1.4) 1
Sleepness 1 1 (1.4) 1
Headache 1 1 (1.4) 20
Eruption 1 1 2 (2.7) 10, 30
Total No. of side effects 2 2 3 7 (9.6) Total No. of
cases evaluated
Total No. of case with side effects (%) ** 4 (5.5%) 73 cases

« No. of cases with side effects 100
Total No. of cases evaluated

+x Total No. of cases with side effects 100
Total No. of cases evaluated

4 : Discontinued due to side effect

4 : Treatment for side effect was necessary, but continued

+ : Treatment for side effect was not necessary, and continued

OFREDL29HEX 5 2 & Thb, ARIIBIMICE S
ERRRH 5, SEABTIEERTVWSEVbhTW3
2, e bORVRCEWTH Z 5 Lz & AMRX %o
ORBE B ¥ TR bhbhpifT » C X oA EHEHA
LBt A L, FREFTIE PPA LiZRAZOBTEH
BYradoL#BEINS, PPA Tidlg, D% b AT-
266 DS FEORERT, 1WRHIEKO PF PEEREMN
9.9pg/ml Thotobn b, K HEECHATS & 200
mg TIXMMEE G 1.98 pg/ml Lir %, = OfEIL AT-
266 0 1.69 pg/ml & i3iXM% T3 Bo —F Cephem %
£ Penicillin %#i2, RIEHEDTEL 0.01~0.1 BE
ThHnHYD, R{A1.11 2RTEA O Mmeh S DRI
RBi2A e D BT B 2R T IV

KM RS T 2 RIS ROV TERT
5%, 1) PF AOBREBFCEI T3 &, 2) GNB,
GPC i\ BB R "3 C &, 3) REMNRB S
AT0BI L, 4) REMCHT ML EC & (Z
DRED) %2 LBRAEOPIRMERAICE~T, Ehic
BRAME TR B, 2005 BRCHRLALLTIE D
L2 Thd, HFiEM L A2 + 5 A% GNB i b
Tl GPC, & W4} S. epidermidis % S. faecalis
RRVCABIESE Rt o 2%, BEEEEEERT S IR & o
EPS (expressed prostatic secretion, BiSZBRFE ) »»
b ChHOEA Y - L SBRCRIIND Z Eh b2

THBCIIHE N R TH D L Bbh b, il
DHBEHBILRE DORIEIC ¥ OBERS L TV 5542,
BEED L ZHB LI - TWiEy IBEBRENZ D
Tix, WTFNEYEDTRETHFETH 0

2. WRHIRF

BRGNS M LT E. coli 26D MIC D — 7 4
<0.2pg/ml G, 2> 3.13ug/ml ® MIC ¥R L1:
Bodiehotcz b, WHRHID NA 2 PPA L b 3%
BERUEOREESEY R LIS S0 6K T, KA
BFORRRICERT, FIEIR—BREHRINTNS
Z MDD B,

25 LICBVWHE 2R E LT UTI ioxf4 55285
DIRFRMHBL, BMMEE T35 356 (100%), BWHE
fEC21fh126 (57.1%) (A EVWTFhd UTI XM X
BYUTHDLR) LRMEE LTITIIENL L, BRE
LTENICAIRE B0, BMMEECORRK 100% DK
B, RROURLAENNLAR T T s88tch
Bo BHMIECST2H4®57.1%1%, MEOMWHELRN
86.0% L BNIERNHLATRREVR U S5, h
ERRPNCER D S h o e &, P.aeruginosa %
fEC42. 9% DEHRTH - fc s L &2 15 FE Gtk
Wk Bbhbe L LEEFORAMEHR L ERTHS
&, P.aeruginosa BPSET, RIEFICEHhFh42.9%
DERRL42.9% OEHRBRY b=z it~
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2z L Thbo ¥ 1= V¥CiL % B A3, Citrobacter, Ser-
ratia 0 GNB Mk Licz &k, FHOHBIEED
ghio AT TH D, ZOfIC S. faecalis,
5. epidermidis £\~ 72 GPC T b BB TH -7 ki
in vivo OREX BT TH D, BEOARFTIIAS
AEVHFLVWESTH %o

EERHHO 5 b, EMEETRIAT4ANUEDOR
s o 10t EORMIBFUTRBME T NERHR
<, Tetr ik LRI E AT 0L E
zbhio

3. ’el

HEMEIFR & L TIAERRREE 1 6, PAREEE 14,
FERETVAF — 16, TVAX¥—DR1H L3465
DRIER S, RIEFRE LB AIB 730K L 5.5% T
hoto 205 bARIEFUIHLBREED 1 flOLT, i
DRIIBIE T » 1D CHENE CHREHKERTRE Th - 7o
BEMCAME: LT, BIRAETErER L,
BETREAEIRBE R ch o 70hd, FETREL,
DEOEHIZ A OIS & D PRARER~NDRE TS
%o bhbh ORI T, EHRK, hisR, FEHL LA
bhle ZhbiXpIET2 LEDICHEETHDOT, 25
LifER% RIc b5 AR TH %o

MEREORMWETIL, 3 GIBMABI D RN % 2 s,
2RADRHEFOHBM S HNIL L E L bt FHiC
KELRWTHL, FROWBEREALSINTED,
MBRXND LSz Litledm oo

AL ICEmN TS L OERY T K
b BB TH D, Rt AR Ik L e
AT-2266 OFAEIESFHGLTL V2 E LB R,

1
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Y. TAKASE, and M. SHIMIZU : Pharmacokinetics of
AT-2266 administered orally to mice, rats, dogs,
and monkeys. Antimicrob. Agents & Chemother.
24 : 54, 1983
K. Suzukl, et al. : Diffusion of antibacterial drugs
into human prostatic fluids. International Society
of Chemotherapy : 412, 1978
K. Suzuki, et al.: Diffusion into human prostatic
fluids of new cephem antibiotic drugs. Current Che-
motherapy & Immunotherapy : 432, 1981
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DIFFUSION OF AT-2266, A NEW ORAL SYNTHETIC
ANTIMICROBIAL AGENT, INTO HUMAN PROSTATIC FLUID
AND CLINICAL INVESTIGATIONS IN URINARY TRACT INFECTIONS

KEi1zo Suzuki and Hipek1 TAMAI
Department of Urology, Hiratsuka Municipal Hospital
Yorio NaIpg, Tamio Fujita, TapasH1 Ocawa and MASANORI YANAGIOKA
Department of Urology, Nagoya University School of Medicine

AT-2266, a new oral synthetic antimicrobial agent was assayed for human prostatic fluid (PF) and administered in
treatment of urinary tract infections. The results obtained were summerized in the following.
1. Diffusion into PF: When the drug was given at a dose of 200 mg by oral route, the drug concentration into PF

achieved 1.69 pg/ml 1 hour after administration in an average (n=5), whereas the average serum concentration .
at the same time was 1.42pug/ml. The ratio between PF and serum (R value) was determined as 1.29, i.e, which

indicated that the drug concentration of PF was slightly higher than that of serum.
2. Clinical studies:
(a) Sensitivity of clinical isolates. The MIC was determined against 26 strains of E. coli isolated from the

patients of UTI treated with AT-2266. Seventeen strains (65.4%) were highly susceptible to AT-2266, i. e. they .

were inhibited the growth by the concentrations of 0.24 g/ml or less.

In comparison of two control drugs such as nalidixic acid and pipemidic acid, the in vitroactivity of AT-2266 was

superior to that of the two drugs by two-three tubes.

(b) Clinical result. The drug was administered in treatment of 73 patients with UTIL The clinical efficacy °
was evaluated according to the UTI committee’s criteria in 56 patients. In uncomplicated cystitis, all of 35 patients -

treated were evaluated as excellent in 25, good in 10 i. e. an overall effectiveness rate was 100%.
In treatment on complicated UTI, 12 of 21 patients resulted in 7 excellent, in 5 good responses. The rate of
effectiveness was 57.1%.

3. Safety: Subjective side effects were noted in 4 patients (rate of incidence 5.5%, 4/73). They consisted of 1

case of gastrointestinal disorder, 1 case of CNS disturbance, 1 case of CNS disturbance with allergic reactions and 1
case of allergic symptoms. The drug administration could be continued except in 1 patient who developed gastro-
intestinal disorder. In other 3 cases, they were, however, mild and returned normal within a few days after the
discontinuance of the drug. There were no any significant laboratory abnormal values in peripheral hematology,
liver and kidney function except slight abnormality of renal function in 2 patients.

4. Conclusion: AT-2266 was well penetrated in PF. In treatment of UTI, it showed highly effectivenesson
both infections caused by gram-negative bacteria and gram-positive cocci. As for its safty, there were no significant
problems compared with relative compounds. AT-2266 was highly useful agent on UTI and appreciable in
tolerance.



