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CHEMOTHERAPY

AT-2266 DEEHPRT Is L UMPHREBRRPIE I 343 % (5 /A FEMR

SR - P
VhE TR AR RBERIA

AT-2266 DEERBIYIA~N, 2760 RTI o T 2BKMR, ReMs X OHRA/KCOWTR

?‘Tbkﬂﬁﬁ%‘ﬁto
1.

ERT 50, LR RMEYTRT..

3.
F15 HAHE LT

AT-2266 % 1 [@ 200 mg, 1 H 3EEMHLEL, MAMER1~2ug/ml ¥ LE S,
2. BEABFALMT, RPE~OBAICOLS {NTERAL, 1~2pg/mlicBL, MhMEEC

RTI BRERAMER208 D 5 BITHEMRE X Nt (REES5%), ¥ P. aeruginosa T ¥

4, ERBBETEDION, HH4E, LER2HE, HETE LA TH- 7 (HREI2.3%)0
5. BIERILIZ LA, BEORBREFLIDDN1HH 70X THD,
6. AT-2266 {3 RTI oy LERAYE, ReEoBVW-ERTH 5,

AT-2266 i3 Fig. 1 iR TMEL AL, 7 7 ABHEHE, RIS,
£IFTRRUS T ARME, JVUBEREE, <1277
A2 SREVWHBERYRT BOOLERERTH S, RS
OEOEHE HIELLORNASHE DR ALV E SRTWS
# ARz OAEhTWBHE3h, HBEABTLRETHS
Lahal,

ok FHOFHRIL AERY &L fF L D RXRHEER kv
tt, MBC/MIC=1 » BEfeRM 2k, ED%=10.3 &
NFLXD16.3 X b h invivo RS R\ Z &, REHpisege
LERTVWA T EREEIN T B,

FicH 3 4RI DA L 35 S. aureus, SHMFR L Tc
AT LWTFHEINS S. epidermidis, S. faecalis, Pseudomo-
nas sp. SPh iz MIC 2R3 = L3R TRETH S,

bhvbhiz27f|o RTIRAFIRER U, BIRABRF 202 720
1205 B 3flic AT-2266 DEOHER L5 MFBT B &
VSENBFICOV TR R 1T e D THET 5,

I. AT-2266 OBEABTICOWT
L. Hk
AT-2266 200mg % 1 H 3 E@EO#EL, M, KF,
REPIMEEY E. coli Kp % FA\~>T Thin-layer cup-plate

Fig. 1 Chemical structure of AT-2266

"T[/\‘ C,H,
|

N N N

B X bR L 7o

2. MR

EGI 1 23 ictd, SELINRIEYEMICH T BN SER
R DB,

EH 2, 3 eo&tt, TIRKi, WIhd AMGE D

Fotiz -
Wil P. aeruginosa i k. AR TH B,

3. &% (Fig. 2, 3, Table 1)

Fig. 2 AT-2266 concentration (n=3)
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Fig. 3 AT-2266 concentration in urine (n=3)
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® 1H3EHRESTHFBEER L~ 2pg/ml LHERL
Bico

@ HHIRKREYE U TTbR, RANZPZRHh
Vllﬁiiitﬂf't?;;k?htig h3,

@ MEA~RUMF, RP~DOBTIPLE TR
LIZU®», 1~2pg/mlicElL, mpRE TR
B, b LITRRHEHMEYRL fo

I. B Kk &y 8 5
1. %% (Table 2)
B HTBKE TORABMEBF, LtE196IT, Mgk
56, BHSERIEOSMEHEI], SlKEXK4

B, PURARL I DN 3 GITh Do KRR LA
T5 b OIR26I CREINRIE, BIEITRE, S¥xe
B, BUBHNiRGE, MRMEESTH 5. KRYMR
574 1 A2 HIBRISTEE 9 RIth it T 9 4 AMTh o1,

2. BEHk B5&BIURSHM

1[0 200mg % 1 B3 (561) ¥iit4[@ (22f)
Bk L REACEORE L 1o BEHMILIH LD
4ECHRIELI-S D 16, REZKL 3 BMETHhEL:
b0 14, 7 BIEL061, 1481269, 21EM 24, 2R
M1ATH%,

3. MR

FREK MR D 5 HEKE L Bbh s b 0ik204s b,
P. aeruginosa7 #k, S.aureus4 ¥, S.pneumoniaes
¥, B-Streptococcus| ¥, H.influenzae 1 %, H. aph.
rophilus 1 8, K.oxytocal#k, E.cloacael#Th.,
1co P.aeruginosa 2 ¥k ¥ S. aureus 0 1 ¥\ WkLh
Mo fchi, MMOITHIIHE L7 (BRE%85.0%),

4. BHRHELRE

EHXE OB L OCBRIREROE( L b0 ERRE
{EDBIA % LT oXRE L o2 EXRRSH, 3%,
7 Btk, 4AHRHEL 1

Egh: BREN 3 HURNKIHERL, 28, B K
DEERIERA 3 AL EBHEL, CRP, WBC, ES
R7p ¥ ORI ENMEA 3 HLNCERREEL 0D,

B BEENT BLRCHE T 50, EHCESL,
MEREER s X OERRRAEA 7 A LA k&S 5, U
BERIRIEFIZE - 7o b Do

R : REEOELHBHOLIATH, UHLLT
bifkeT, 14HLUACEREROBES X CBRRE

Table 1 AT-2266 concentration (zg/ml)

Time after administration (hour)
Case No. Sample

0 ‘ 0.5 ’ 1 2 ! 3 ] 6 ! 12 %
Plasma ND ND 0.39 1.86 1.49 1.37 1.80 0.40

1 Urine ND ND 53 977 839 396 252 259
Sputum ND ND ND 0.41 1.06 0.92 1.36 0.61
Plasma ND ND 1.81 2.15 1.93 1.22 2.55 0.3

2 Urine ND ND 606 871 1850 688 829 866
Sputum ND ND ND 0.10 1.28 1.18 1.31 1.34
Plasma ND 1.62 2.43 1.75 1.62 2.28 0.92 0.52

3 Urine ND 188 748 1040 562 452 661 310
Sputum ND ND 1.12 2.07 2.41 2.0 2.63 131

|

N D : Not Detectable
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I _ S
Table 3 Clinical effect of AT-2266 on respiratory tract infection
Excellent Good Fair t Poor Not valuable

S ) . S .

Pneumonia 1 4 0 ‘ 0

Chr. bronchitis 5 8 1 i 0 1

Acute bronchitis 3 1 0 0

Pan bronchiolitis 1 1 1 0

Total 10 4 2 | 0 1

efficiency =92.3%

EOERLOBERHRONTHEHEL LV Do

5 4B e THEDOBA DA b S hoTeh, B
FREYFILd D, FBKRERS L OBRRE
HOE 7 HELIEVEDHD VB LD D,

5. BEIRAE (Table 3)

MR CIXEM 16, F%h406], BUESEIROINEN
ECixEDHS A, A6, LA 1M, HETME1
fl, SHESEXRTIEMSIH, B 1M, AEKEX
REIEH 1G], 16, LLAEM1HATHB. 24
ELTIEMOR, Fh146l, oK% 26, HBAREE
1fCho- e (HHHR 24/26=92.3%),

6. EIfEM (Table 4)

BEORBRYF 20N 1 fidkh - e, foBIER
RBABLRT, BRREECREL ZLcbD i
27 WOETHDREFTRODHFIC L KD T XH
VRAEAEE 2 fcled 4 EDORMCIEDTLE b D
B1fbY, XEHX 71 A2 —F 4 v 7R BLTH
5300, OFCHERTS LMD THS &\
%o

. & -3

RTI g h s FisEB RS L 1BH-SolmY
EREIhDSENBSL i Do FHGEERIETIL
REROMERB LI X 51885 e X hBH, BIE
REARTEORE Y kX hB o L bbb, LHLR=
VIVR €7 7B REV VYR, FY s ABREOR
FRRBIA S E D B2 L bIRE~OBR LT
TRTHY, +ALRBEREES S LT LV,
F#ix NFLXD, DL-8280% it ik\~CRB L Fo@ii:
L¥REHTHD, RTI b FEES R, Hicis
B BRI QEXH~0 EHBHL EE D,
TIRSAFREYREBSFICL LT > m REY VHD
L RMFRBBED 1 ~ 2 BBELHBH LA Fob
BRAITH L LisL AT-2266 i bhbh DR

T i b T A 200 mg OEOHET BRMREA 1~ 2
pe/ml L, MPRECEETSZ Lhbhote &
NRHAEFIOSENBITFRHIC X 55, FWCX B2
DHBRCH—2DERETETIHDOTHY, FHZR
o> TRBBHCAWENRTVBTHA S Z Lo WiED D
D2EXD, ZORIZ=I v T4 FRIELUL 0
bh, FHROKHEABMIELIRIFTHD = LHHE
Thbe
BEDbhbIOEOFZ RS T 58 1 B 3 @ERHEE
EDMERITH BN, TOREFBIH > T 1 HOBREA
REDO/ e 7 f AXRBLIZFavARZ Y VLS DM
o MIC *BETHREXFEOZ LMNEHALH, *h
Ahhbh OBERRICORB LD EE L B,
bhbh O21F ORI ClER 2208k D 5 5
P. aeruginosa 23 T#HH D, 5b5HAHLRLIcC ki
R DL HRVRETHD LELX Do

X® e It RTHIMBEESERYE ¥ Pl e Lich
DTHY, FROKHENBILRVDDTHDZ L2
TN, BH2.3% L BVBIRE B L EH
DEEABITIHENTWS = L ¥ BSH b 0ThHs 2
% %o

HEH IR 7 2 2FHZIITD, =732 2 485,
F = F w4 vV R%E MIC DE Y v — 7 HI A6
EENTWABHRT, Y4y —7TARZ F 74DKVHD
AEOF L LTHBLRi-Z 21X NFLX, DL-8280 itk
WT AT-2266 bbb EIAMRICELNE LD LE L
fixhs, ZFAEERINIZ LR D, RTILHLT
i1d & X b ORI 1 B REFI G LT IR
CHEHNRDTHS 5 LELRER L\,
EIfERIDOWT b, ERDF Y & 7 ABTHRAIER
B RIET 2%, FRAFOTHLVEENT
Wicht, FFOFREER~OHBBISLOTIRL,
—ODBEPRL LM LIV L LSBE bielEd
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Table 4 Laboratory findings

_ - ‘ : _
RBC | WBC | Hb Eo |Platelet| ESR i CRP | GOT | GPT | Al-p | BUN| ¢

‘¢ c N f

=) (%) |(* 1) 60 min), o

) 491 | 5,900 | 12.5 1 38.3 62 +3 33 12 8.0 | 11.0 | o7
433 | 6,300 | 12.3 0 39.1 | 107 - 22 10 7.7 | 104 | 07
) 482 | 7,500 | 15.8 1 19.7 50 +2 19 17 8.0 | 10.7 | 07
459 | 5,400 | 16.6 1 19.3 11 - 12 8 7.4 9.9 | 06
3 433 | 8,300 | 13.1 1 32.8 50 +2 1 9 6.0 | 12.4 | 06
402 | 8,800 | 11.8 4 58.6 37 +1 10 12 8.2 9.8 { 07
. 486 | 10,400 | 14.8 0 31.7 28 +2 16 9 7.6 | 19.3 | 1.2
488 | 5,600 | 14.5 0 28.1 6 - 16 10 6.1 | 205 | 1.1
5 528 | 8,400 | 15.2 2 29.0 6 - 20 17 5.9 | 12.3 | 190
494 | 7,700 | 13.5 5 27.2 5 - 17 13 | 6.1 | 17.0 | 1.3
6 347 | 4,400 | 11.0 2 25.7 90 +1 18 | 9 | 52| 171 08
361 | 5,100 | 11.2 1 23.0 55 - 30 9 51 | M5 | 09
, | 41 17,600 106 0 | 33.4 37 +3 | 13 5 8.0 ' 115 | 07
397 | 5,800 | 11.4 2 23.4 4 - 14 8 8.1 | 14.0 | 07
g 371 | 3,900 | 11.6 1 18.9 20 +1 17 11 5.7 | 10.0 | 0.8
361 | 2,700 | 11.7 0 19.6 35 - 24 15 6.5 | 12.2 | 07
o 546 | 12,700 | 17.1 16 3.7 11 +2 19 20 8.9 12.0 | 0.6
525 | 6,200 | 16.5 17 31.5 4 - 17 19 8.7 | 104 | 08
1 573 | 5,300 | 17.2 2 23.1 2 +1 20 14 7.2 | 18.0 | 0.8
617 | 4,500 | 18.2 0 16.7 1 - 27 17 6.2 | 19.2 | 0.8
" 365 | 6,000 | 12.1 0 15.4 60 +3 16 6 8.5 | 14.1 | 08
379 | 3,500 12.5 0 21.1 92 +1 14 7 8.6 | 14.0 | 08
12 385 | 7,200 12.1 0 15.5 13 +3 21 12 ' 7.6 7.3 | 06
395 | 6,600 | 12.3 0 30.8 10 - 16 14 | 6.1 | 126 | 09

i
13 608 | 17,700 | 16.5 5 29.0 18 +4 15 23  10.7 | 15.6 | 08
563 | 8,100 | 15.5 2 31.4 2 - 16 27 8.2 | 153 | 07
1 399 | 6,800 | 10.9 1 25.5 17 +1 8 6 7.9 8.2 | 05
457 | 6,600 | 12.9 1 27.9 4 - 8 7 7.8 8.8 | 05
15 498 | 5,200 ! 11.8 2 37.3 28 +3 22 11 7.0 6.5 | 0.6
455 | 6,600 | 11.1 0 35.4 11 - 27 8 7.8 7.7 | 07
16 374 |17,100 | 12.1 0 25.2 80 +5 43 25 16.9 | 18.6 | 07
354 | 7,700 | 11.3 0 26.9 40 - 14 9 11.3 | 16.5 | 07
7 417 | 4,300 8.9 3 43.1 15 +2 19 14 6.7 | 19.5 | 0.8
407 | 5,900 9.0 1 41.6 67 +3 19 15 7.1 | 16.3 __ﬂ_
18 276 | 4,600 | 10.5 5 23.2 16 +2 20 8 8.2 | 12.6 | 07
304 | 3,800 | 11.0 4 28.8 35 - 27 9 | 84 | 135 | 08
- S —_—
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Table 4 (Continued)

. e o - - .v’f;' T
RBC | WBC Hb Eo |Platelet| ESR CRP | GOT | GPT | Al-p | BUN Cr.
) ® (“12f) e |
505 | 13,200 | 14.7 1 | 422 | 35 +2 | 13 9 4.2 | 9.1 0.5
B g9 | 7,30 14.4 2 | 26.4 4 - 11 8 43 | 11.5 | 0.4
472 | 6,600 | 14.0 0 | 4.1 | 67 +5 | 12 8 8.3 | 20.2 | 0.6
| 451 [1m,600| 13.8 2 | 306 | 15 +1 | 16 8 8.9 | 24.4 | 0.6
360 | 6,200| 10.9 0 | 48.8 | 104 +2 | 16 10 | 83 | 205 | 0.8
‘21 366 | 3,700 | 10.9 1 | 315 | 26 - 12 9 ‘!’ 4.8 | 19.5 | 0.8
544 | 7,800 | 16.6 0 | 355 | 19 +1 | 15 12 | 11.4 | 120 | 0.7
;2 530 | 7,000 16.0 0 | 344 | 20 +1 | 14 11 | 105 | 123 | 0.7
“’; 394 [ 9,400 133 k, 1 | 202 | 9 | +2 | 11 | 12 | 3.0 | 11.2 | 07
. 415 | 4,500 | 14.0 0 | 201 2 - 15 12 3.5 | 13.1 | 0.7
u | M0 |10,700] 13.3 1 | 2.8 19 +3 9 7 71 | 7.2 | 05
w | 4B | 6,600 12.8 2 | 27.4 7 - 9 7 50 | 7.9 | 07
5 | 46117200 14.0 0 | 333 | 15 +4 | 18 14 45 | 9.1 | 05
480 | 7,200 | 13.8 0 | 34.0 5 - 20 14 45 | 9.8 | 05
s | A7 | 7,800 13.3 2 | 293 | 13 +2 | 15 11 5.4 14.5 | 0.5
418 | 4,800 13.1 1 | 30.0 1 - 18 14 57 | 14.1 | 0.5
2 | 535 | 7,500 | 16.3 2 | 4.8 | 25 +1 | 15 12 56 | 19.4 | 1.1
52 | 7,500 | 15.8 1 | 2.7 8 - 13 14 4.3 | 19.0 | 1.0
YRTDhOLEL D, Chemotherapy 29 (S-4) : 182~187, 1981
¥ & 3D K R EEEh: SEKERMEYROE LR
_ e BEYSE KT 5 DL-8280 DMK, Chemotherapy,
D BURRRLEEE R, FK YK Al 32 (S-1) : 185~188, 1984

AT-2266, KB%, 1983
DB R PREEIE T B AM-715 DERER.
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CLINICAL STUDIES ON AT-2266 IN THE TREATMENT OF
RESPIRATORY TRACT INFECTIONS AND CONCENTRATION
IN SPUTUM AND PLASMA

Izumi HavasH! and TATSUYA ABE
Department of Pneumology, Iwaki Kyoritsu General Hospital

The concentration in sputum and plasma and clinical investigations against respiratory tract infections were
performed on AT-2266, a new pyridonecarboxylic acid derivative.

200 mg of AT-2266 was administered to the patients 3 times a day.

The concentration in plasma kept 1 to 2 ¢g/ml through a day and that in sputum increased to 1 to 2 pg/ml after
2 to 3 hours and kept through a day.

AT-2266 was administered to a total of 27 patients with respiratory tract infections including 5 cases of pneumo.
nia, 15 cases of exacerbation of chronic bronchitis, 4 cases of acute bronchitis and 3 cases of panbronchiolitis,

The drug was administered at a daily dose of 600 mg (5 cases) or 800 mg (22 cases) for 7 to 14 days.

The drug was discontinued after four times’ therapy in 1 case because of a taste of bitter and after three days
therapy in 1 case because of a slight feeling of insomnia.

The following 20 potential pathogens were recovered from the sputum at a start of the treatment with AT-2266
and 17 pathogens were eradicated during the treatment (eradication ratio=85%).

The clinical response to the treatment with AT-2266 was excellent in 10 cases, good in 14 cases, fair in 2 cases
and not valuable in 1 case (efficiency=92.3%).

The slight feeling of insomnia was observed in 1 case and the other side effects were not observed.

From the above results, it is concluded that AT-2266 is one of effective and useful antimicrobial agent.



