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CHEMOTHERAPY

AT-2266 D LT « WIRAVPTE (REKZHFE & LAk RIE)

HEAEAUE - JUERER - PRt # - = R
KASHRBEA
JIR¥E— - FIE XA T
pRVUT el
SAIES - R - PR R - BIEE—
EHBUKFER 7 4Rt

Fih QA RTHEH AT-2266 % A\, BIRITHBIGRIE 106, AERK 8 B, AVEFRRE BB
56, it23ficsiL, 1108 100~200mg, 1 H3[ME, 4~108MOKECL b, EH26, 821
BlORH LB BWEAR XUFKIC X5 L Bbh 2 BRKREEDORE ¥ BdIch 1o BRERE
LT, 131X b E.coli 9Bk, S.aureus 2k, S.epidermidis 3s X1U* P. aeruginosa % 1 %% 13
720 €D MIC i1 108 cells/ml T E. coli $:0.39~0.2 pg/ml, S. aureus 3. 0.78~0.39 pg/ml, P.
aeruginosa (¥ 1.56~0.78 pg/ml, S. epidermidis3.0.78 pg/ml TH -1

fEFI, BRRK 46, SEREL I LT, #ENHC AT-2266 400~600 mg R AR Lo,
WiPERER LR, MEPE, RIEFD AT-2266 BE% E. coli Kp (¥ BEH &5 cup bioa-
ssay BRCHRIE Lico BAMEIBRER 1 FIDRBH PIREEIX trace TH-1chd, 2 FOKIRERH ARE
138 5-$%110~1604r T 0.224~0.820 pg/ml, PAPARH PIREEIX120~1459) T 0.0978~1.86 ¢g/ml,
AR PERENUREE(3.0.092~0.112¢g/g TH » foo @B HREY A0 L1c 1 B TIZ400mg H5-5120~134
T, R 15.7~20.4 pg/ml, [BFEPAIET 20.8~31.0 pg/ml, AATEBES.29 pg/g, 1583%D
HRIEBET 3.60 pg/g X 1Bl AMEHRIER 2 §]T600 mg $ 58309 T1.40 pg/g, 809rT0.337 pg/g
DRFEANRE 187, D 1 F13400 mg H 5412077 TO.154 pg/g O RENBE ¥ 157, AT-2266

APR.1984

DRIEFEBTIIRFTHD = LA L

LRI A REE R D HEHIC L » T, Penicillin®, Cephalospo-
rin HOZ & L, MEYK X OREMMOMBTEAR LIHD
AELFAICHEHE L TR ORTO I UEDE 55\ ik ¥8/
HAEMEL, 4%, TO—HMMIL¥HERIC L » THEZh
R eI L, &K, 2REABRIMILFRERIC
Lo THRONDHEAD SRIMERITH- T, HBEOILFRE
RLHIND $DTHBY,

BELKEREIRTVS ARBERIX, <287 14 F RO
Erythromycin (EM), Josamycin(JM) 7c &, ¥ 54127
v %D Doxycycline (DOXY), Minocycline (MINO), X=
Y » %D Ampicillin(ABPC), Amoxicillin(AMPC), Baca-
mpicillin (BAPC) 7 &icinz, £7 7 v AFK ) %D Cepha-
lexin (CEX), Cefaclor(CCL) 7z &5 1%, —EBDOIEH#B
W, ErLT/ 7 L5MEY MRe LT HEAIh TV,
ThIH LT, BRMEARELLT 75 2BEEE R L
TRARSINTV D, BRVIEAIZ19625E, Lesher bic X b
A &t Nalidixic acid (NA) ##4% & L T, Piromidic
acid(PA), Pipemidic acid (PPA) 7 ¥R I WERA S h T
AT

S, 77 BEE LY, RIBE, ©7F 7G0T LBE
B, <1275 X<t LICACHE Y LbTARGEHR AT-
2266 PR S hlco bIUT AR ER L T, HTOERER
o LTHECHY, ShI—MOEN RIS Lz AT-2266
DA, SRABRELREL, ETOR%KLHIHBRZA/L
DTHET 5o

I.® R F &

1. {ERXHR

AT-2266 12K A AMEKRALLELATRAC BT
LSRRI h7-F L\ Pyridonecarboxylic acid ##
®Thso

b2 413 1-ethyl-6-fluoro-1, 4-dihydro-4-oxo-7-(1-
piperazinyl) -1, 8-naphthyridine-3-carboxylic acid
sesquihydrate, {L¥#ERIL Fig. 1 GRTIELTH
%o HFAIL CisHuFNOs « 3/2H:0, - FH&i% 347.35
Thbo AE~KEEDOKES ¥ IERERRTERY
AL, KEHGBETOTL, BRk=g /N, 25/
A, 0.1NHCl c#}iz{ <, 0.1 N NaOH roo¥
Hei, 7rehr aBHTETRLL, 7L
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Fig-1 Chemical structure of AT-2266

HN/\' ?zﬂs
K/ z
I + 32 H0
F COOH

=7, ~FHY, KT EAEBT W, AKX
KW pH 12.7.2 (30°) TH BV,

AT-2266 i3 &H & 100mg 3 LV 200 mg @ 2 D
e LTREES I ER Lo

2. HRIEH

EMIZ19824E 6 B X h19834E 1 B ¥ T 8 H AR K
HRbiAIR s X USRI THRIE LIFERID 5 H238 % Xt
fL L RIS X D73k, B8 Hl, HiE154T
Hole 5 HLAFKIIIG, ABRITIONTH -7, HEI
T, 2RNREE DKM X UM KR SE 106,
WE3H - ABES Flomtkss XU RS - BER
84, SdEmER3IF - FoMORER L3 2 floak
RREEEES G TH D, D5 LIRS 46, Sh
B IFOFMCEELT, #i8T AT-2266 400~600 mg
YRR L, B, BER XIUCRESORR YA
L AT-2266 DEE D BIE Lico

3. BRHFO¥IE

BRSO, B - EERYESCLT, E),

B, R0RR), EHDOARNYEL, FORDORDOKEEE
KXot
% (Excellent) : #5 3 LA HEER S XUt
HERDOHE L b D, HREIC TRAEOHE
Licd D,
% (Good) : 4~ 5 ALAPIICEERDEHLL Eoi:E
TIUXBHR L b D, HREC TRAEDOHEAE
TRBVEHD S D,
P2H% (Fair) | 6 ~7 BEAREERD — 8 43 1 B
TRRBHRLIcb D, BEEMIES LI Do
4 (Poor) : 7 AL LA LTHERMBEL 7L\
MEL LD D, BEEDHEHA Lt b D,
ERBOREIX, BV SBIhLEDOS> L, BE
KeExbh, 1o O Wb DOXRA LTRAE
EL, ALy LM X h AT-2266 D MIC
RHE Lt R L D ORBIO—IE, HEA—x—1C
BRL, FrRelEREEw Y2 —1I0EN L, BEods
MR, EFOH4H & D MIC DHERF%T -0

4 W - ERPIRERHORE, REE

CHEMOTHERAPY 937

AT-2266 DIHH - KB DWBENIT D 7D Wt R
PWXRD X 517 - 10

7 LB & b TR IC AT-2266 400~600 mg # 1
MR Lab, iRl & RI Lo AT Bk 7% 8
LINTOIBE R, ey @y foz & mE
DDTRR Lico AT-2266 #4546 X b RkHRIUR: % ©
DR, ¥ PR O T REIF DU F 2 » 7 L,
FEIRERBIT 3o X OB BRI e B X & PRI BRELS
ST &R LTI, B, REIABYHE, RECH
HLmg, B, RBHE2RvwEy, SBRRKERC
TEHEIWEF L, HBXENIE —20°C I THREREL
Too REHIGKEIRIED ¥ ¥, KHEMEKRRLEH AT
RATCER L TR e Lo

FEHIP - < DR, miKTTo¥ ¥, B, B
%13 3,000 rpm 159 fEIDFOILIRED & 1§ % JIl E et
Lico MRS, TOERD 4fEELED 1/15M
phosphate buffer solution (PBS, pH 7.0) #*#nix,
polytron homogenizer C homogenate Z{E#4, 3,000
rpm 15y OIS, T EEXRIEIHE L,

AT-2266 DREREITABE Kp Bk BREBHET 2
MBI THT Lo ERAEMIIETN : =~
F—t v VB3 g w 1.5 OMKICER LR, &
FEEIABE Kp bkr 58 71 2 vEHSEHD) T 37°C,
1RER LR, TRARSY NMERK 44°C 2§
ML, 1%08aTHKRYHEEL, Bk BEbcER
9cm DYy — VI 5ml o4 L TKPREDTHEA
e Ui, EERERERFNE 1/15 M PBS (pH 7.0) & T#H
ReAEE L TERLER Lico AREEOREMRRIL0.08
pg/ml TH ot

O #® 5 & =&

AT-2266 D% Table 1 525 Table 6 IR L
Too B3 X UEREBAE MR SYE DIFIR U % Table 112,
BEEREHYE X Table 212, FEOREIC X % S IR
LK DOFE# % Table 41 /R L7, Table3Z Table2 @5
b 4 FIOFHBFCHRE LIBT3 O REBERNIBE Y,
Table 5 &i% Table 4 D&M RERFEFDFHEICE
FLICHEBABRE LR Lo

LUF R B B I D\ Tk~ %o

1. Kl - BT EGRERTEE

Table 1 RI0FIDFKE LR Lico 2FISREEZET1I@E
100mg 1 H 3[@4RA 66, 1[H200mg 1 B 3@E#HS
MNAFT, BEARZ4~THRETH 1o BEEDYH
B LIcbDiL 6 BT, S.aureus 24, S. epidermidis
16l, E.coli 3BT, 2FEBERLT6HFLBi.
AT-2266 1335 MIC i3, 10% 35 X 0¢ 108 cells/ml T
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yoL.32 S—3 CHEMOTHERAPY 939
S, qureus i2.0.78~0.39 ug/ml, S. epidermidis (20.78 FEBWZ DT LU TFIcBE T %,
pg/ml, E. coli 12.0.39~0.2 pg/ml THote, HIEYF fEFI11 A%, ki, A 55kg

pmRirekkHA L, BRRSRCEY 16, HHIAT,
PR L BN T AL BT LAF -,
LBER TOMOBERIZIe L, FHIK X5 EBbh
PERBREEOREITTD b e - 7o
EFOEMTOVTUTIRBER T 5,
fifl1 551, Rk, {5 60 kg
WRSTE 8 A0RGR X b £ MM, ik, MR» H0, 94
18, EMAE IR Lo AT & S50, — S L,
BER ERT= v — ABRWLAIMICEA L, AT-2266 600 mg
YRIRTHE L, IROKERICL Y S. epidermidis wi§ic
#, 0 AT-2266 IZ%f -3 5 MIC 2 108, 106 cells/ml & C
0.78 ug/ml #RL7o 3 BHEOERIAHT, 5 HIKTREE
LA LRI L 2o
518 24%, ¥, thE 53kg
18 X D ERIBEER, EMRAH D, STHFI2ZA 6 B, KifrH
(oo TRBL ERIBBEERIEE LT, Y-/ —AdBHxd
BLT, AT-2266 1 & 300mg ¥ 73K THE L7 3 HIC
THELEB L HE Lo BBERTE T, EABITYTH
%o
2. [REREILE
Table 2 IZ 8 PIDRRERBIFE DB F R LI 5B 3
Bl LBNERE DARIES T, WEWDM X OB TEL
P TRADRD bhich - 1ofEFIT, 2fiz&al, 1
RirESM DR ThH - oo oD 5 FUTABESIT,
LAMBEYEH LTk Y, 3HICHIMHRELX (55
1L E0H) , 1Az SMEMETES, 16z
EsIURBEREYHT 5 A - BEXLTH- 1o
2l AT-2266% 1 HE600 mg & 31T THEL, #
SHFIX 6 H~10BRI THoto RABDOKIB Lizd
DiX26IT E. coli #8725, AT-2266 icxt3 5 MIC
1310° 10° cells/ml i2T 0.2 #g/ml %R Uiz MEH¥
R 1 BT ERED, 1 BIRIE Lico BERGR
2AEBHTHY, BEWEAB LUFHIC LS L Bbh b
RREEDORIRIZIRD T b - Too
ABBliz 2, FEROBRBICFEHEITo10, 5B
AP TSR LR X b, #ETCHEfAE Livte
AT-2266 DRBEHITE 1T - 7= (Table 3) o FH#724 H 4
WA Lz AT-2266 DEi% 2 B2 400 mg, 2 FIA% 600
mg Thotent, RABEEH P AT-2266 BB, #E5
#1109 X b 1604 C trace~20.8 p#g/ml, ABZEREH P
i3 120 ~155 £ C trace~31.0 #g/ml TH H, B
BEREAMEI2 1204 ~134 1T 0.092~5.29 pg/g TH

2%

SN X 0 @RI ICT, RMRIR AT, TN, #2
h AMABTAR AT 5, IMHISTAEG ARty X b, 4 LA
Nneh, WEkiEMIns, 6 A28AKMIML s h ABZ,
RE DRI, EMHYD, AT-2266 600 mg % %45 31T
B, 8 HMMT LA, 4 BICTIRZIBIR L, AR L ¥E
Thice 5747 A 6 BINFEMHIRi% M1T Lico  #i AT AT-2266
400 mg X GUH-R Lo, MR L 2R IE , KINEFRRH-
THIRH 12043 T 20.8 ug/ml, %D 3 4} 18.2ng/ml, 4 ik
15.7 ng/ml %R L1co PINRER 120 43 CEPRliC X b 182 AEgIA |-
PYIERET 31.0 wg/ml, N 134 it L2z IRFEARH T %
20.4 ng/ml, HBPEBEPMEE(L 5.29 ng/g ik L1co ¥ FcPIRE
158 SYICHEHY U 7o SAEDTFFE-a RIRAEPYINEE(T 3.60 ug/g T
Ho oo M OFBRIIRYE TRRKITHTH - 1o KIEFEFD
HidliOFF#EAEIX GOT 16, GPT 11, Al-p 8.6 Tho7tett, ®
B##Ei2 BUN 23.5, S-Cr. 1.3mg/dl L BEDE T X8I,
FHIDOIHPIREE 35 X OSRRNBEE (% fhDFEGIIC A~ TRIREE
Tho1et, BEEOETL—HNTHAS t¥E2Lbhb, BFE
BEIIEIFEL, MBZEEIBATEL Tuioo

JEGI12 54i%, 9¥:, {hE 67 kg

FRFNS74E 4 A X b AL AR L, BRYE#HIL
T oo MR & b &EFEA BN, 6 B280 AB:, BE OB,
Eisidbh, AT-2266 600mg 7312 T7 A5 L1 48
HIERBIR LA L HE Lo 78 8 BRI MT Licst, B
EEEOTALIXFEE TH - 7oAt BRE IR L DS HELT
W oo #7AI AT-2266 400 mgh @ L, 12743 X H 1604
¥ CORIBEIRH PR IL 0.224~0.253 ug/ml iR L 720
R 145 4y ORBFERBHPIIREE X 0.0978 ug/ml, ARFEBEPIIMEE IS
0.112 ng/g ¥R L1co MM OEEFITEH T, BRAEITHTD
- Ko

fEFI13 60i%, ik, {hHi57.5kg

FERSTEE 7 AL h FHTE LRI MsH 0, 8 ARKKCIBAY
HHIh, 9A17H, EM, HHBiRPSESL Y TAR, AT-
2266 200 mg 1 B 3[E0B M B#E5E%1T- 70 4 AEERIZER
LA L HE SN, 9 A30H, EREHREIBEERHIH ¥ /1T
Lo REREBEDRIEREXPEE CREE X AL WD, #
Bijic AT-2266 600 mg A RIE L 7K AEEMRETHBEE 3s X Of
MEZEPIRRH IRBE X BIEIRALIT T o 7o WARE 155 S
U 7= [RBEEEAN IR 0.092 ng/g TIh - 1o MR- DRBER AN
TRABEITRHTH- 1o

EFI14 57i%, ik, fKE 33.5kg -

304ERT, BHRBCTEYIRERZT V5, HRMS74E4 AEE
h, BEFAELEMERSY, NHERICTERE KIREERL
I T 9 12 KN EHZ AR, CEX 1,500
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yoL.32 S—3 CHEMOTHERAPY 941
Table 3 AT-2266 concentration in common duct bile, gall bladder bile and gall bladder wall
from patients with biliary tract infection after 400~600 mg oral administration
consn, | Disanoss remerks, | AT gomentgtion st ndisted ime | hartry
:el: g’)’ isolated organism, — — findings
b°dy(l:’g e)ight MIC 10°, 10° cells/m} comr:'ugr: l':iuct gal?ll:lbfnldnder gaYlV;]llagfler before
(pg/ml) (#g/ml) (¢g/ml) (re/g) operation
11. HK, Subacute cholecystitis 20.8 at 120’ 31.0 at 120 5.29 at 134 | RBC 385
47, F, | with cholelithiasis and 18.2 at 123’ (punctured) (H)** Hb 12.1
55 kg | chronic nephritis, 15.7 at 124’ 20.4 at 134’ 3.60 at 158’ | Ht 39.0
cholecystectomy, (Appendix | WBC 4, 500
AT-2266 400 mg oral wall)* | S-GOT 16
administration S-GPT 11
Al-p 8.6
BUN 23.5
S-Cr. 1.3
12. TS, Subacute cholecystitis 0.224 at 127 0.0978 at 145 0.112 at 145’ | RBC 410
54, M, | with cholelithiasis, 0.253 at 128’ (H)** Hb 13.7
67 kg | cholecystectomy, 0.253 at 136’ Ht 41.0
AT-2266 400 mg oral 0.246 at 144° WBC 4, 400
administration 0.239 at 160’ S-GOT 18
S-GPT 17
Al-p 13.1
BUN 13.7
13. KS, Subacute cholecystitis trace at 137’ trace at 155’ 0.092 at 155’ | RBC 413
60, F, | with cholelithiasis, trace at 142’ (H)** Hb 13.6
57.5 kg | cholecystectomy, . Ht 39.5
AT-2266 600 mg oral K WBC 6,100
administration LR T S-GOT 14
by S-GPT 7
Al-p 6.2
BUN 16.6
4. CK, Acute cholecystitis, cholang- | 0.760 at 110’ 1.86 at 120’ 0.092 at 120" | ppe 397
57, F, | itis with cholecyst choledo- | 0.820 at 112 (HH)** Hb 11.8
33. 5kg | cholithiasis, Ht 35.0
cholecystectomy and WBC 3, 400
choledochotomy with S-GOT 20
T-tube drainage, S-GPT 12
AT-2266 600 mg oral Al_p 5.9
administration, BUN 15.3
E. coli 0.2, 0.2

*Not infected appendix wall,

In cases 12 and 13, the cystic duct was obstructed.

**Inflammatory degree of gall bladder wall
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mg 7 AMO&G2 2T GRS LR LA +HRBH
L O KREDOABEARDLNT Iz, 9 F20A ARHCHERL,
AT-2266 200mg 1 A 3 [A#5-% 8 HMMEFF L, 5 BEIERE
B LA LT LIz 10A 1 AFMi% ML, IR, #
JAEVIDH, T-tube I X % (K F v — o MfT LI INEE
BEOREMEILZ ST, |INNEIBAT LB, INMIAH
DOERT E. coli %#{Btco AT-2266 I35 MIC i1 108, 108
cells/ml I2T 0.2 ng/ml T 2 BBUTVBTCH D, HIKYT:
HIRh I & D B oo

#ili] AT-2266 600 mg % 4. L 110 2} D KINVEIRT |- P
130.760 ng/ml, 112 }EDMEEIL 0.820 ug/ml T 720 120
DRI U 2R ZWDONAH-PIMEE 1L 1.86 ng/ml, NFEREMIET
0.0921g/g Tdh 10

fEFI15 455%, ik, Ik 56 kg

FEFN40LE A SR ENT o T ARSI, 544F 2 A 228 BRI
THAFIN, BORIaE L2 <. 55491127 A /-IpRUmMHE,
TR OMRAREZ T T\ e 5TEILR22H, AL LI
6, R, Er2iBlh, SHERTER & L THBIRBIIC AR, CEZ
2g 1A 2EDOAMMEY14AMZT, —HEtes bHRLI2
A 6 BABHCEER Lo TItkBIsR, FEMinid % 73 AT-2266
200mg 1 A 3EOHS%7 AMMKITL, 4 AKRCEER 2 4%
LA LHE Lico WRHEBLIC T +=4RBI L H E. coli X8
Hiteht, AT-2266 icxf3 5 MIC i 108, 108 cells/ml ic T
0.2ug/ml Thotoo 12A218C Filik WifT Lichs, Fhio
REREAATFD KIR L BAYET, ERRIHEALIC b0 BHHN
o

SREEGID 3 FUTHLBIBESTH - 1D THMITE
BToh, 2FFEHLHEIRI,

3. 2HRBERER

Table 4 K2 RFERITEHE L 3 FlORRMEE K
F LUERFRE, BEFHEEDOE 1 FI0OR B RE
RicxFT5 AT-2266 DEERBEREY R~L1o AT-
2266 D5i%, 108 200mg 1 A 3@ AEARYFEA &
Lichy, StERFERD 3 FIL, MINCHEERIRERE D
7o3iz AT-2266 400~600mg D EHEAL TIT-T
Who FIFRIEEIIAMRSTRBD fcdITFER20% L T
21T, —Bf AT-2266 D 5%k L CET 2g DR
BEXT-T\WW5, BRARIZZFAI Y SBEIR E. coli
4§, P.aeruginosal fii%187-h’, AT-2266 iex3 3
MIC i1 E. coli i3 108, 108 cells/ml T 0.2 pg/ml, P.
aeruginosa (3. 1.56 3 X1°0.78 pg/ml #/R L1zs HRIK
HRIL1Flics W TER LHESh, B0 4FTHERE
HEEhic, BIfFAE JOFHI L 5 L Bbhh 5 ERK
BEBEORRIAD bhleh ot FBMERERDOH
FRPIVEEEIT Table 5 17K Lo

APR.1984

FEFIC DV TLATICBEIE$ %0

fEI19 351, i, FH60kg

S74R7 A3 HEMI L DK H D, T MBS T &t
RS LW Eh, AR, FHEYETLI. RECHKEEDL
ZREET, BIMRYBL, BREEMEBRLYAHL T, #
M AT-2266 400 mg % MfA& Lod, HEGBRY1T- 120t 120
DO RIENMIEL0.154 ng/g, BTEPINEHPIMEEIT trace
B tco FHY BRI TIER L HAES, BRLD AT-226
200mg 1 H 3RIOARE T o BEBEL LT E. coli %181-
7 3 BERD N WH DKM TN L B iz, AT-2266
DHL5- BT BMTHSA, FERZ3 BicTiERL, 2%
LHIE LT,

fEHI20 218, Btt, hE8kg

B X D B, WERAH S D574 8 A18AARE, FHhi%fioto
BEOT(LIFEFETH- 1ot BITR LD, BUSHEMBS
AP LT 7o #TAT AT-2266 600 mg ¥ F R %, RETRY
AT L7t ARES04y DR IEREPIREE I3 0.337 ug/g T - 1o
FHY AR L BRK3E, CET 2g DARMELETL,
FHik2HE X b AT-2266 200mg 1 A 3 EfE% 5 AT
Lo BEE L LT E. coli #187-2%, 3 BoEH#IIBET,
FERRIF b A% & HIE L7

fEFI21 12i%, ik, {6E 50kg

IR X b I, Eet%Fx, 574108 1 BAR, FHxkfT
Lo REOEMIPEE TH- 1od, BRAEEEEZAHL
T\ foo #7A AT-2266 600 mg X HEBHBEGTRY BT L =
2, PIRRE 30 0 RIEBEPNIREEIY 1.40 ng/g, 90 kDMl
B3 1.37 ug/ml Thotco FHYBOHKEL FHBAKLE]
[, CET 2g DAMEBELETL, AT-2266 (X F # R B 200
mg 1@E, 2B XD 200mg 1A3EDE¥EX4 R BT L
Too BKEE LTE. coli #1872, 4 BEIIIHRLTEHY,
FEREIR &A% L HIE T hico

fE 22 45%, B, hE6kg

S74E10A T4, REXHERIN, ARCTRBEEELRR
h, STEIIA1IBAR, 1237 B, IBRHH, KABE T-tube
Fra—o® BT LI fiith, BEROBEDOIHIZCPZ1A
4g % STEMEICTHEST, S574E12824H L b CEX 1.5g Allic
EEL, 5841878 T-tube ¥#HH L1 585E1A8RHLY,
RAME X b AR ORI, FHEBIN, M, WA E I,
AT-2266 600 mg 4 3 (& THe&- L 7 ARG L 7o, 4 REEE
REBHR L, BEEO E. coli L%k LAKLHTE LY,

JEFI23 3%, B, AE56.5kg

574E10 28 A ABZ, BMIEMICT 115120 BYIBRGTARTL
foo Wi CMZ 1 B 4g ®MEFL T\ o2t 574118220, A
LR F v — > X hABROHENSH Y, MT-1411g 1 H2AS8
ARMIEAL, ©OFHTH-ont, 130X CTX1g1H
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Table 5 AT-2266 concentration in serum and tissues from patients with acute appendicitis

after oral administration of 400~600 mg of AT-2266

congs, Do TPSTREAE er
y ]
ieo’fi;( Evie)ight MIC 10%, 10° cells/ml Serum a‘;‘;‘e';gfx a:};‘e‘n’d“ix before
(pg/ml) (pg/ml) (eg/g) (pg/ml) | operation
19. NT, Phlegmonous empyemic ’ 0.154 at 120° trace at 120° | RBC 425
35, F, | appendicitis with | . Hb 12.9
60 kg | localized peritonitis, | Ht 39.5
E. coli | ; WBC 9, 800
0.2, 0.2 . S-GOT 25
appendectomy, " 1 S-GPT 20
AT-2266 400 mg oral [ j Al-p76
administration | 4 BUN 9.8
| |
20. SH, Phlegmonous empyemic | 0.337 at 80° RBC 495
21, M, | appendicitis with [ 'Hb 15.3
58 kg | localized peritonitis, i Ht 40.0
E. coli ‘ WBC 11, 000
0.2, 0.2 | S-GOT 25
appendectomy, | | IS-GPT 20
AT-2266 600 mg oral Al-p7.6
administration } BUN 20.0
|
21. RS, Phlegmonous appendicitis 1.37 at 90 : 1.40 at 30 1 RBC 410
12, F, | with localized i ‘ Hb 13.6
50 kg | peritonitis, ' Ht 40.0
E. coli ! ! WBC 12,700
02, 0.2 ‘ ﬁ S-GOT 20
appendectomy, | S-GPT 15
AT-2266 600 mg oral 4 \ Al-p 8.7
administration i * BUN 15.3

2E#5- 1L, TOBG60mg ¥¥ILL D RFTEART- oo BEE
L LT P. aeruginosa %1877, HERBEREAT-2266 600
mg H3REFEL 8 AL L1, 3 BHELEIMNAL, 48
TR S R LAR) 2 HITE Lo

4. fEFD X Lds LVEIEA

FEOSRIEHR AT-2266 1< X b, BUMEKERAERRER
RSF106Y, AEEREHSE 8 Fl, HEORE X5 EMEMR
RENERE S 5 6, Ft23flicst LT, 1[E 100~200 mg,
1B 3@, 4~108HEOHEEZXRETTL THREYTT -
FRERZ) BT ES) 2 B, ABIDRELXBIco ROHRD,
EENBNITAD D ieh - Too 2FIFEZE _ETHZE 100
% DHFBIETH - 1o

BREL LT, 1361X 0 E.coli 9%k, S.aureus 2,
S. epidermidis ¥s XU P. aeruginosa & 1 ¥k, it13%
B, AT-2266 KXf+5 MIC i3, E.coli $310% 10°
cells/ml T 0.39~0.2 pg/ml THocAAKFH2i0.2
pg/ml %7K Lico S. aureus T 0.78~0.39 pg/ml, S.
epidermidis (3. 0.78 pg/ml, P. aeruginosa (3. 1.56~
0.78 pg/ml THotco ABLED 1 GUII D HR LI,
iz 2flRKEDOHR Y ADI,

BIfER & LTI, 7 va¥—, MLBER BERSBE
REORIEAIRTS b, Table 6 TiRd e, &
Flic X 5 & Bbh s BERREEOER D bhith o
7o
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Table 6 Laboratory findings before and after AT-2266 treatment on infectious diseases

—_—

cse | RBC (10 | Hb (g/dl) | Ht (%) WBC S-GOT|S-GPT| Alp | (BUN,

age: S€X | B A B A B A B

—

1.55 F | 435 | 450 | 13.7 | 13.9 | 38.5| 39.0 | 8,800
2.21F | 405 | 410 | 13.7 | 13.6 | 38.5 | 38.0 | 7,800
3.15F | 425| 430 |12.6 | 12.6 | 38.5 | 38.0 | 7,000
465F | 365| 370 | 11.8 | 12.1|37.5| 38.0 | 7,500
5.33F | 421 | 430 |13.5|13.6 | 38.5 | 38.0 | 6,500
6.35M | 485 | 490 | 14.1 | 14.2 | 39.5 | 38.0 | 7,800
7.25F | 425 438114.1|14.3|38.5|39.0| 8,600

8.24F | 435 | 444 |14.3 | 14.3|139.5|39.0| 7,800

3

9.21F | 425 | 444 | 14.3 | 14.5|39.5|39.5| 7,800
10.71M | 455 | 460 | 13.9| 14.1 | 38.5| 38.0 | 7,000
11.47F | 370 | 385|11.8|12.1|40.0|39.0| 8,900
12.564M | 425 | 4101 14.1|13.7 | 39.5| 41.0 | 7,800
13.60 F | 430 | 413 | 13.8 | 13.6 | 40.0 | 39.5 | 9,000

14.57F | 405| 397 |12.1|11.8|40.0|35.0 | 9,500

o O N

1545 F | 405| 390 | 13.9 | 14.1 | 40.0 | 39.5 | 9,700
16.18M | 485 | 490 | 14.3 | 14.5 | 40.0 | 38.5 | 9,000
1740 F | 435 | 445|14.1|13.9|40.0 | 38.5| 8,000
18.25M | 505 | 495|15.3 | 14.9 | 41.5 | 38.5| 9,000
19.35F | 425| 430 |12.9|13.1|39.5|38.5| 9,800
20.21M | 495 | 505|15.3|15.1 | 40.0 | 38.5 | 11,000
21.L12F | 410 | 425|13.6|13.7 | 40.0 | 38.5 | 12,700
2.45M | 435| 455 |13.6 | 14.1 | 38.5 | 38.5 | 4,000
23.73M | 385 | 401 |12.7|13.1|37.0|38.5| 5,000

B before, A : after treatment of AT-2266

m. = s
HAFOBFHREL R THY - T, HRBECH
PIRKEON AT, £ oM 5B/ INREMHIE
BE (MIC) DREXFTS & Ebie, BECREELTE
FBROBH LTS 2 LEHITH B, ZOBEEDE
He ki B RINEEH OB, & BRI ETHRBICE
P EABBEREC X NIED THEBETHH L
Bo (LHBEM TR O AP 510 2RIN, BEEOBIB
3 DhREOHR, KX b OHBIBIBIC OV THREX

A |Bla|B|a|B|A|B]|A
4,500 | 20| 15|18 | 12| 5.8| 5.4|15.6 | 9.8
5000 25(12(20 |10 5.8| 4.8| 9.5|11.3
6,000 15 10 6.8|18.5|11.3
4,500 (20| 15|15|10| 6.5| 5.8|15.1|10.3
4,500 | 25|18 |20 |15| 6.5| 5.8|15.0|11.3
4,500 (18 |15|15|10| 7.6| 6.6|10.1| 9.8
5,000 2520|20|15| 7.6| 6.5 9.8]11.3
5,000 3020 |25|18| 8.3| 7.3|10.1|11.6
4,500 (18 | 151510 | 6.5| 5.3|15.1|10.3
4, 300 30 25 7.6|15.0|10.5
4,500 | 25 | 16 | 20 | 11 |10.7| 8.6| 25.5 | 23.5
4,400 | 25|18 | 20 | 17 | 12.5|13.1| 18.5 | 13.7
6,100 | 35|14 (23| 9| 7.8| 6.2|18.5|16.6
3,400 | 33|20 28|12|10.8| 5.9|20.5|15.3
8,800 |45|35(35|25| 9.8| 8.6|18.5|15.0
4,000 /20| 18|18|15| 7.5| 6.8|11.3|10.6
4,300 (151010 | 10| 6.5| 5.8|15.3|10.6
4,600 | 35|20 28 |18| 8.3| 7.5|18.0|11.6
4,500 | 2515|2010 | 7.6| 5.3| 9.8|10.3
4,500 | 25|15/20 10| 7.6| 5.7|20.0|12.3
4,500 |20 (15|15 |10 | 8.7| 6.5|15.3| 9.8
4,100 | 45|20 | 35|10 |12.5| 9.8|15.0 | 12.5

! 4,000 | 25|18/20 15| 6.8| 6.5| 9.5[11.5

A N SR R N b

RTWBONR—BTHB, L, HEHIIPRBEDRE
BEXEMELTWBEE, BEELTHRRYE, KEREA
DPEE, B TOMBL L VEEAERYETIE VL
Do LinL, ThEX ABRCESVWTRETS Ltz
A ERTRET, BERO—EREATOREREEDSHK
DEBT L - THRHTHMIZL, ZhbDHRRFRF
hWHHEERTHDHEVZ LD,

LHHETHLOMRER L - T, FEOILEEES O
HBABE ORFEN TR TN A9, IH~OHEH
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BTomF, @, MEITHREERRD, B5\ Ik
T-tube IZ X BKNE N vy — L OROHEHILEH I X »
THTER TV B, L, ThHOBRHERKORH8
;TS MENES TENFOBMBL IR > TED
FHMTIIRBC L2 MIbBIce X, BEOHFEL
TWABAGORMBERRAY ZOFEF LTV A LV D,
LichioT, CIEMIET~BIT LB OB,
FHRRFCHRR LD TR THC EAFE LV LWL
oo

e, ABRROEBFBHCE T, FHIC X - TYERT 2
o5, REXALEVLDOI D, BE,SER
REEXHT5ERN e AR RELMTITeL, &
PRI R 35T B HTBE AR IRBE DL FT, RIEEHT
BH L OBI#EY R T B odicit, XD THEHTH
HEWnx X,

AT-2266 i3Ik H ARNEGAS 1 THRAR S h
# L\ Pyridonecarboxylic acid H# & Thbh, EA
WHE AR 7 + 5 A LBRWHENEET5HAREBIHE
FID—2>TH b,

AFIIREANCIER L, 77 2B E,» OFIBE,
FFTREL 7S sEME, 7V UEEREE, ~1 2
75 A2 EC IENE RT IARER TEFTH D,
BTN ORMOEROF TR AVTECE L,
KIRE 7 5 sEEECHTAEEAIL, GM X hE
Lo B BT AR TT ShicBRTE B R% R T
PiEWE L OicZ Z M % R & 3, Nalidixic acid
(NA) iHEE b EHTH %0

FOfs LcBEoMEEEL ORI RIFT, Mk
EREKFRCERL, M EEIITI3IE 4~ 6B
Thbo HBEATIZEAERBINTI, 2405 THI6S
%DRFCEIR E N D FFIDOFBO—O RITF B
ABIRD D, BT TIRBIERT, KRV, i
CBTL, K FilioPREERYER 2508 R
BT 2Rt BB TH DL, —WdEH+ic
Hetr s h, IEHBITORBHIRFLEFTH S, —MEK
B, #HS0oRRCHWT, BeloRWC EAERX
h, BRC T HHEAE EIR TV 5, AT-2266
DEAZEERII et MBR $WVWT31.9E1.1%5TH
5')’2)0

A H) A B AR AR SE 1067, RBIE R REIME 8 B,
E mERFOMORERI X 5 SRR 5 Flo
2B (E Lico & BAKAIRI3H], ABRXIOFITS
oﬁh

1 Bl 5&i 100~200 mg TH 54 100 mg #5536
B, fiBi% 200mg TH 5o 100mg B EFULARBEDOH

CHEMOTHERAPY

APR.1984

IGHIBERE T2 5 MK BB RIETH - 1o 201R%
1 A3EZMWERET LI LrL, SERELDIH
Tk, RIEMMA AT-2266 MEYRIET S I-Hic 14
i3 400 mg, 2 Bli% 600 mg X HRTIC G L, #ikiz,
FHEEOMIILEEE L fobic, 2HIKEVT, CET 2
DRETHMEY 238 XU 3EMITL, =DM AT-2266 D
PIREARLE LA, B0 1 61Tk, F424 B i3miER
D 400 mg D4, BAXH 1[E 200 mg 1 H 3EHKEY
M7 L, thFOBRIx T -t BEAKIZ4~10
BEITH B2, 4 BREEEL 460, 50446, 6H5H,
7TAE56, 8H4%, 10B14ITH%,

BREL LTHROR A OREIXI3FIX D, E. colidk,
S.aureus 2 ¥, S.epidermidis 36 XU° P. aeruginosa
%1 Bk i87-0 AT-2266 Ic¥$ % MIC 12105 10° cells
/ml 2T E. coli {3.0.39~0.2 pg/ml, S. aureus i30.78
~0.39 pg/ml, S. epidermidis%0.78 pg/ml, P.aer.
uginosa i3 1.56~0.78 pg/ml THoteo KBHE LD
% E.coli T3 16A 0.39~0.2 pg/ml, 14730.39
pg/ml TH o e Mz +XT 0.2 pg/ml XRxlie &
oD MIC BBEBEREINIE=/D Cephem #)
CEVAWCHEITH Y, FAOFRARE G IhE
fFFEisEvx b,

3G DR R, E 26, HHAMTHH-T, ®
RERY, RO ol SEEIhICEKED MIC
IHhRTH, CORKIAFOFRELT%ETHIDL
Wz Xd,

BREREHSED 5 b 4 Flic s\~ TC, BBH 3 X OHARRA
BE DBERERAT - 1o AT-2266 400~600 mg HEFAAIRE
1109y ~160312 3sVF 5 MERREREH PIIRBEIL trace~20.8
pg/ml #iR Lico FEMII1TIE 15.7~20.8 pg/ml DHLE
FIRIBE 2R Lich, fBOfTiX, 0.224~0.820 £g/ml
L HERIERE YR Lico ZFIXABATS Y, HRE
DMABEED & — 7 {HM 2 ~ 4 BRI TH B b, B
DYBL D> TRINDEL e h, BREXRLLLOL
ExbhB, HFEYVHEOY AIKIT S T-tube PR
Hicksi RS TIE, - OFMOERRT HDHEL,
EFIIITIE, BEEDETIC X 5 BB Licicd
CERERZRLICEEL b b, BENRT~OBTL
IEBSEAE DI\ EMLL, 14 TILRIBEIRH X b dER
BaR LI, IBBBEAREEIZ1204r X h 1344 T0.092~
5.29 pg/g iR Lico FEBI110 (RIEBEP B EE T PR 158
T 3.60 pg/g R Lice & DRI REDRTHRE
THBIRDETI X 2HHRR DO DB RER R L
Ezbhah, —H AT-2266 DEGBTORTFELE
HFidDEvx %,
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o

aphESD 3 6] TIX 400mg ¥ XUF 600 mg AIAREE
DREENBEYRE LI, REOR(LITPEETIA
»ORABETH - Tchs, PARBE30S X D 1209 T0.154
~1.40 pg/g DBEEXTD Iz, FEFI210 (uHRE AR
#0904 C 1.37 pg/ml ®iR Lico AT-2266 Dfichilk
gor— 7fEAMRE 1 ~ 2RRlC B b, BRNBTER
gor- 2{ERET A0, MAPREC— 785X D b
BhhLEZ ONBHOT, RELABNREIZSEORN
EIDIBARECET S IO LHEE SN D, Tk HD
AREREGERMORZ &b CEMMI 4 ~ 6 B¥M) 4
SHBTORIME X T S DERE Do
Ch HORIEEBNBER, EREDO MIC OXRY
¥rA-TEXBLDLER bh, ERRERAFAORE,
920, AB21HIT, BHRI100H Ll bR
tErbhbe
AEAELTT v ¥ —, HLBRER, ToOfhoRR
LafERIITc{, Table 6 TRTIELEFFICLBER
bhBBRREBEDRFEIIRD bl - 1o
Lichio TARIL, BMBKETEMERREE, REBEs IR
REERLT, FRBMEA V25,
# 2
BERABIEY, SBAREORTICY bl KAEXH
HASHRAMEN O R CEHMT 5o
X [
31 A AL ARE, FEy v Y v allo AT-
2266, KBR, 1983
2 AT-2266 %, KAABEHRRLH, 1982
3 tH %, ETHSE : 48 OLEas, SRS (8
HE=), 352~361H, 71 7441 = A, 1980
LH %, STENAE: 4By RRERRE

DB (FEKEAR, 3~13H, 4744 =v R,
1980

5 R %, HWAFAKRE RERX: Doxycycline ¥R

DIEMEAIBEE IO\ To Jap. J. Antibiotics 28 : 775~

777, 1975

NAKAMURA T.;I. HASHIMOTO, Y. SAWADA, J. MIKA-

MI and E. BEKKI : Dibekacin concentration in vari-

ous tissues of patients. Chemotherapy 26 : 377~378,

1978

7) NAKAMURA T.;I. HASHIMOTO, Y. SaWADA, J. MIKA-
MIand E. BEKKI: Bacampicillin concentration in
various tissues of patients. Chemotherapy 27(Suppl.
4) : 202~205, 1979

8 BEH— GEAE RERX BEERE, FF #,
ZETPR, BEER : Cefmetazole DHMEPIBEEIC oW
To & RHEIEMMPIBRE O EFFHIELICOVTo Che-
motherapy 27 : 275~282, 1979

9 NAKAMURA T. ; 1. HASHIMOTO, Y. SAWADA, J. MIKA-
MI, M. NAKANISHI, Y. KASATI & Y. SAHASHI : Cefme-
tazole concentration in infected tissues from pati-

—
=

4

=

6

=
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10)

11)

12)

13)

14)

15)

16)

17)

18)

19
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ents after intravenous administration and clinical
effect for patients with cholecystitis and peritonitis.
Current Chemoth. Inf, Dis., Proc. 11th ICC and 19th
ICAAC, Amer. Soc. Microb., Vol. | : 236~238, Oct.
1-5, 1979(Boston)

PR ¥, MADYARE, TN, 2RO, JTTR%—,
SR T, DlE [, FAM%KE : Cefamandole o AL
PUBEE I2o\ To RIS SRR BIMBIC OV To Chemo-
therapy 27 (Suppl. 5) : 348~353, 1979

RPrE—, Shra0 %, FUBRER, PR, WATPAHE,
Z R, FR®E—, SPRECF, BT 6L, SRl IR
Wik, HAFLE : Cefotaxime D AHLREPYIMREE T
To HRICRIEMBMANTIMIC OV T, Chemotherapy 28
(Suppl. 1) : 81~88, 1979

PR ¥, WAAGHE, RERCE, = L2, FRE—,
SERECF, BT BA, DN M, AAEIEHE : 6059-S DA
HUBPIREE IC o\ To HFRICHEC X A RIANBIB, Che-
motherapy 28 (Suppl. 7) : 263~273, 1980
NAKAMURA T.; I. HASHIMOTO, Y. SAWADA, J. MIKA-
M1, E. BEKKI, S. HIRASAWA, H.ABE & Y.WATANABE :
Cefoperazone concentration in bile and gall bladder
wall after intravenous administration. Antimicr.
Agents and Chemoth. 18 : 980~982, 1980

WAFARE, RERRXR, P # =E28, PRAT,
PIER 8L, FiR¥E—, WUZHE: Cefoperazone D AM
BPIIRE OV T (Rric#ATBIC SV T)e  Chemo-
therapy 29 : 637~645, 1981

WlEE—, PEBEE, RERK FN %, BEFAR,
=L, Fk¥Ek—, M 5L: Cefmenoxime (SCE-
1365) D IFEMFEPIMEE IOV T, Chemotherapy 29
(Suppl. 1) : 225~239, 1981

HASHIMOTO I.; Y. SAWADA, T. NAKAMURA, J. MIKAMI,
E. BEKKI, H. FuJiTA, M. SAITOH, H. NISHINDAIL Y.
NAKANISHI & Y. KAsAl: Cefmenoxime concentra-
tion in infected tissues from patients after intra-
muscular or intravenous administration and clinical
effect for patients with cholecystitis and peritoni-
tis. Current Chemoth. & Immunoth. Proc. 12th ICC,
Amer. Soc. Microb. Vol. | : 358~360, July 19-24, 1981
(Florence)

NAKAMURA T.;I. HASHIMOTO, Y. SAWADA, J. MIKA-
M1, E. BEKKI, H. FUJITA, M. SAITOH, H. NISHINDAI,
Y. NAKANISHI & Y. KaAsAl : Dibekacin Concentra-
tion in infected tissues from patients after intramu-
scular injection and intravenous drip infusion. Cur-
rent Chemoth. & Immunoth. Proc. 12 th ICC, Amer.
Soc. Microb. Vol. [ : 815~817, July 19-24, 1981 (Flor-
ence)

hif %, BARARE, RERX, =L, HFEEm
F, ARHEH®E, FKR¥E—. AiEZ, SEERX, BEHE
—, HO%—: Gentamicin AFMIEDH K & B %o
Jap. J. Antibiotics 36 : 55~70, 1983

EiEZ, FEEX, BAEKE— REFRX, SRR,
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A new antibiotic synthesized drug of pyridonecarboxylic acid group, AT-2266 for oral administration, having a
broad spectrum of highly antibacterial activity against various bacterial species, including H. influenzae and P.
aeruginosa. AT-2266 was administered orally in a dose of 100 to 200 mg 3 times a day for 4 to 10 days to 23 pati-
ents with infectious diseases. They were 10 cases with infectious diseases of skin and soft tissues, 8 cases with bil-
iary tract infection and 5 cases with acute localized peritonitis. The clinical response was rated excellent in 2 cases,
good in 21 cases and fair and poor in none. No adverse effects were observed.

In 7 cases of them, 4 cases with acute or subacute cholecystitis and 3 cases with acute localized peritonitis due to
appedicitis, AT-2266 was administered orally in a dose of 400 to 600 mg before the operation, and tissue specimens
and body fluid samples were taken during the operation. AT-2266 concentrations were determined by bioassay
using E. coli Kp strain as the test organism. AT-2266 concentration in common duct bile ranged from trace to
20.8 pg/ml at 110 to 160 minutes after administration. AT-2266 level in the gall bladder bile ranged from trace to
31.0 #g/ml at 120 to 155 minutes after administration. That in gall bladder wall ranged from 0.092 to 5.29 pg/g.
AT-2266 level in infected appendix wall ranged from 0.154 to 1.40 #g/g at 30 to 120 minutes after administration.
These values were superior to the MICs of almost all of the organisms which were isolated from these cases.

Therefore, AT-2266 appears to be a very useful drug when used for chemotherapy on acute peritonitis, biliary
tract infection and skin and soft tissue infectious diseases.



