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AT-2266 D PE2EHTF%E
MAEW 4 RICKITH 6 A O RR

it - BAMA - EEE - HEB—
KPGA U - FARGIE DS - 7 R —
KBAREHA SR AR

BTN ] AT-2266 0 30, 601 L UF120mg/kg/H%E ¥ — 7 A RIC6 7 HMEOK

G LT MERIRE It L, ROBRL B

1) 301 X060 mg/kg/ AW TITARE, S, RRE, MBFORE, NEELFORE, BSP
i, BBEE, Mbs LURERBREGRESR ECE W TRERAD R 5

2) 120 mg/kg/H RETI2ME 3 Bl 2 BRI REAIRICOS < ALK - BEEFRRICHE - oo

K1t

sz b, BISAEOBENE LA, AT-2266 Ik 2 BBNBLIz L A Y BH L)
10 MO 1K L DAL, BEXYEHLTHIETIADLNLM 5T,

¥705 A AEMASBECROER LR TANRE LR, BRSICHROORKEEILTHLLFFR
AR TTAE > BT, REBMFICIIETFRECHIHAR O,

UEDEER XD, FRBiITS AT-2266 DREKEEFAEIL60mg/keg/B L ¥lrxh 3,

AT-2266 (¥ Nalidixic acid, Piromidic acid, Pipemidic
acid 7o ¥ BB H T D5 LV-HEEME ©, RiNEx
Bl 77 MEHR ORI ST IR0 7 5 ABMEICK LT L4
WHRIFRYH LT\ 5, APHOHHERRO B LT —
I RERIC6 A BOUERRY 17> kO TRET 5,

1. EBHEESIUHZE

1. EREWS L URERE

77 A CHA EDM &R &4 L h A Ulciri %12
Boc—- /2R (—BIURRHTERDY) A, &
BRBARA £ Tt 3 » AMDIRLEIR % &Y, 9~104 7
BB LT b BEX A Lo BEBRMREOKEIIHE
8.2~12.2kg, #7.6~10.4kg T - 1o

1 HOFRABYBIIHEEES 3T L Lic, M ILERE20
~26 C, ATHRBI1285/] (PRI 6 BE~4-1% 6 i) TRt
RO X Y BECREF S BIWB TT, 1R
IIORB 5 — 2 (80x 85% 80 cm) IR LTzo 8K
K OKEK) (XEBRKERIC » HhIEL R,
fFARHIA YV = 2 ABERER) MO X DS ¥ AW, *
D#I400 g K& MNZ7-d D% 1 B 1[EE 21, KB
AIBE5IBBETIIFHR2BEL L, LoKIFHED
BEET-> Thrbis L 300% (583008 b
Zlco THUTA RITHEHE 2 ~ SR B S T5 L AT
-2266 DRINEIZBRFEFCE~IHENE = L BoE
BRX DL ML 5 1o ledThBo

2. BEFER LI UERE

FRBBT R EERIBREATERK L E R

A5 U, #5367 ARE LI

BEEZA RCOWTEE LICTFRAROER ¥ 8%
WICBE LT Tihcbb, 100mg/kg/H% 1A 2MKS
#L, 1»AMAEgROEET ik, —AlD
BXET, HRNIcBILEABHLRI ChHOK
HybEARE LTIM 6a0hBRER ORBLTHE
h3 120me/kg/H, SRR 60mg/kg/H, ERARZ
30mg/kg/ A X HE Lo 7ods, 30mg/ke/BIEEE
REED 2 ~ 3 fEic Y3 %,

BERYEIT AT-2266 DEARY T, YUHEFHHCAK
Xh, GBEECHELLLOTH-T, BHKEL
0.5% Carboxymethylcellulose (CMC) K##kicBS&L,
1Yo EARHIAE 1 kg 4D 4ml k75X 58
BER Tt Lizo B3R 1 BB 2 B/t T4 9 FE
L5 BRI ITY, HEYRAVWTHHABORS L,
MNIBEEICIE 0.5% CMC KB D 2% Fkic S 2 1%

3. B#HEAH

1) —&HER

—AERIBEBEL, EIRSHM®ETEAET
24EH, LSIE 2 BRIE L, BERBERRRL
Akt O BNERETEENE BIZT- 0

2) RBRZE

REE R LA 18 L BRgo 3, 5, 11, 14
18, 223 X U25BEHICATV, UREIOERICOVTUE
YA, RENEHE, REEY Lowry ek h, N
K* %5 L O°C I~ % Technicon AutoAnalyzer, Basic Type
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CIDRE LI KL, REBAYEUET Lowry 3
wl bRETH & AT-2266 i X b pseudoreaction % il
2% Sephadex G-2512 X W HAABED DL,  [FHIC &
HRIE LT

3) MEFHRE

phmmiio 3@ (—208) & 18R (-6 H), U
g0 18 (8H), 1»AR (B4H), 28 (571),
350 (91@), 4» B (121R), 5» A (1558) s
Y6 »AB (168A) DOFOHEMNICT ~ 2y v MBLE:
MERAVCTBRMRMIRE D RMA T, EDTA TH
BL % MERFRRECHE L, JUEHEB 1 RinER
¥, AmERE, MM (TOA Microcellcounter), [fil
BEBE(VTVAP~ESRE V), ~= b7 Uy Ml
(BEE) BIVAMRESE (FayR ) & L
1o

4)  MIFEERE S X O MR

BoRstk 2 BEE L 0 485 H X TORIC 7 = v fif
F b)Y MBI RIR X DRI L7 MHERRIE
BrLTBE3I»ABL 6 »BEHK 2t r v EV
M (PT, Quick —B4%) WX UOEHRATY v ES
5 25 v (APTT, Proctor 35) DRIER 1T - 720 il
IMTRERSIC OV CIREEEME L LT ADP KX U
275 vERA, RGN, BAk1 A, 3
A A% X006 » A BiC Born HOHBIC L H T Lico
5 MBEAERIRE

MEFHIRE D 7D ORI & [FBHC S o M 2 0 7Y
BUTMELERR L, Mg, Ca**, EH, REEH,
IVTF=v, BavRie—n, KEA, TAT IV,
#eyrrev, Al-P, GOT, GPT (LAt Technicon
AutoAnalyzer SMA 12/60), miEEENE (1w —
X775 — MEEKKENL) X OBHE (Na*, K,
Cl- : Technicon AutoAnalyzer, Basic Type) DHIEIC
gLt

6) BSP R

BEBAMART 1 » A (—23H), BAtAk1 » H (35H),
27H (66H), 358 (100H) X6 AH (171
B) D#0#EHIc5 % Sulfobromophthalein (BSP)
¥ 2ml/dog OIS CRBIEEIRICIEAL, %0348
b 13004 ¥ TD 104RicisiT 5 BSP oFdRx sk
T

7 REEaRE

BEBMAET 1 » A (—30R), BEtA%k1»A (28H),
32A (85H) HXv'6»AB (163H) K-
RO OWCHE, ITF, KL % MBRITERK
¥ (Kowa SLE) ek b, FHBEXERE» 2 5 (Kowa
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8) LBNMAE

BeBBRma 1 21 (—29H), B H ) (304),
34A (B4H) X6 #FH (161 H) Dotk
2 M B ORR LS IHRC X L, BIZORN
DA L PR, PQ MM, QRS WM, QT [kt Lot
RR R4 BU5E Lo

9) JNEAREIEA R A

K 51820 B, Igtex183 11 H il B 2 1R H i
Ry bR R — VBRI - BB LddToe £l
RORWEOFMCOWTRELZ O, I, O, i,
R, TSI, R, RENE, TFEG, FURIR, KR, B,
MR, RN, BRLG, fizIR, IR XOFERD
WTHERL, ELYEB LI Zhb oI,
R, |%, ® =B =B @5 55 &5,
il Vv omORE, EHT, B, BRI X ORER),
Wi, BB 5, FiEAG, BW, PR, BIUR, AEGEMHER
fhds X OMRERT & DR 1025+ v~ ) VIS
BEE - R L1

10) JRERES AR

HIRERCEIE « R Lic EROBBERICOVT25 7
« YR %, H-E §fads L0 PAS Jufa®ifi LT
B UTce F1o, LBEWIEU T Kossa, Kliiver-Barrera,
Mallory ® PTAH 7¢ ¥ O Y447 - 720

11) Fifik

FIRE HRIC KRB B0 BIAE A% E L Ralph 4
BAa LT, 1BEH1b 500 H OB EIAFM A SR
BU Lf&o

12) iYL
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e »fAH (178R) o#o&/E#E, 0, (1), 2,
4, 6, 8, 9, 10, 12, 14, 161 X V24 HIC R
4 1 ml O 2 IR L, i o KRB (LD AT-2266
P A MIEEED I X D BIE L,

13)  FRePEEMIRIE

BEBEB 1A (58, 34H (4R L6 » A
(25;8) B DR BREBHICERER L 7o 248 OB R rh DR E 1L
D AT-2266 DEZHIED X HRIE L,

14) HABANEDIRE
IEERERAER, MY, B, FH, O M R,
B (BB IOBE, B BE 8%, HERX
OB OMABH % pH7.0 D 1/15M BHRIEM T ho-
mogenize L, E.coli Kp #{§7/Ri8 & 3% ¥ cup-plate
BT X b AT-2266 OMABENIBE»RIE L1,

O. £ 8 & &
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Fig. 1 Body weight changes in dogs receiving
AT-2266 for six months
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1. -—MFER, hEdBs XU

(AEOHERIL Fig. 11C, FL\ hEfiERE R LM
{EDIERDHEREIL Fig. 2 1R L1,

fER & LT, REFR, #5458 8K6
YN BRBEINT.

-3 R Y ST AR BRI B oA,
120 mg/kg/ A B D 5 FIORBIFE 1122 F D » T 120
mg/kg/ AFETCIIEE 1 »ABETOMKERL, *+h
Lo KB L RABE ThoToo BH- D % { (31
A 1 ACHEHBOBBCIIVEO BB BRI A H
L, 1~2RM#%oBAICiiBRSV LAY LT
W ioo BERRIRIL 60 mg/kg/ HEED 1 63 X U° 120 mg/
kg/ B BED 2 5 123 bhvlz, 60mg/kg/H BED 16
(No. 252) TCizFBDOR~NE LABHCHED S, —
BEER S L O BB Ich o e 120 mg/kg/ HEE
D216 (No.351) i3 5BABEAL Y, *7-ft
D 16j (No. 353) i3 528R BEL WiBARR LY,
ZOEHABL WL BRLE Koo BELWRERRE
DR LIcZ b 2 FIOBEIISHEETL, Mbl
BHED B L NI Tr o Toe HEBRB AL LRETE
Mo BT 3 EBEL DELHIEL, BIKERA

THETDE IR 53T ED, BURE, K
AT EBIOERY 2 Licios, B423H BBasl,
BB EIEARECH L. TDKBE, ELVBKOM,
PO, BB, R, AEMERTL X oM, BE, BE, W
{LED 5ofuip L5 DIkiE, EESCELLL-ER
ROBESBH LN D 1 FDOREIERORERSR
¥ L UOBRIYIAER % fT- 7= No. 351 Liz 2 AXRAL
Thotoledd, REIERIREB LI Thb 2 BHKIC
RIF (AH, BRI ORFEORHG L HKY 5
vy, b, 4 BRI L nBExin e iR, §1
A2 — LT RER P Lct, REERIESHIC
HEL, USRELEME LcoMEE, ERE ERCH
Tllo £, ¥5218X b2 B hitT—@ED
R LE LUGEROETHARLNIY, FOREIEE
T, ZOBATINERL LiERKcER U,

LEREROREB B ICE = £ — L - MIgHEHRE O
trough level (X2 |2 $iZ#) 20 pg/ml LA L% Rkt
LTuwiedd, (RELL 1 flicis\ W TERFERSERLLE
Y HOfEIX 0.2 pg/ml AETF LTWeo ¥1o, RO
REFCO MsEhREE — ISR FER (AUCo2br)
XRABOMOBYIC B L TI3E 2 fEiciim L, HEF
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WK 2 (S IER L7 (Table 10-6)0

EYoERIZL B LB s F L B EBRTR H
120 mg/kg/ H D 1 4] (No. 352) iwhd»Hh, FARED
fbd 2 B (Nos. 301, 302) i b EBRICH T2 KL & #EE
ENDWHKROIEE WA B SR MR E Lico

2. KBz

BRI L Table 1-1~1-3 (iR Lize o, AT
TR L LB IR R BEoREET R R b i
BEARZ PARIOFAARI bALIRED HHR O
B, FOIRLAYIRE(D AT-2266 ThHoToo Lid
L, BREEDORFR X OHREEOMMERPICIXZ D X
5 iekE R B I RS s o oo RERRICS )
OEBIZR SN, AREEES S VRS HH L B
ﬁ'j-;.) E{bﬁi%&b6hfiﬁ*o f:o

3. MEFMIRE

R#Ki3 Table 2-1~2-5 iR L1, BEORMAL
FOEMGRMER, ~= 2V v bR LIUMERDOED)
1 120mg/kg/BHTS5 A AH X hADLNI, AMR
Kis LU 0B HICIERHE 4+ 8 2 5 Bt idich -
foo Fio, M/MROIEIMAIL20 mg/kg/ BEED 1 4 (No.
353) T6» AHRADLNI,

120mg/kg/ HEED No. 353 i1 BIFEDOMEWI T » 1ot -
2 7 A B ORETCIH/MROMMOM, RIEK, ~~<t2
Yy b, BICMERLENELETLKMASR LR
fohd, Zhud sz —ABie LINREOHEHIC X 5 40T
3)6 50

4. [MAREIRES X ONif/ )M AE

BT Table 3 35 X X Table 4 KR Lico MEHRESE
ZBL, WTholcd PTHECHTIEERIADLA
Tehrotze 120 mg/kg/ B 8D 2 fld APTT fiiy, H ¥
MRER LT IEEBEOE(L Th - foo M/ MTEE
AL, 30mg/kg/ BB D 1 FIIETHARLRIHES
DEBTITIWEE bR,

5. MEELFIRE

&k Table 5-1~5-8 ik Lo A — A, &u
VAFa—L IO A/G I BER BdbLhI, 7
Aa—A O BL30me/kg/ AFED 1HTIL5HAE
LIBE, 120mg/ke/H BECi 1B 1 » AE DB, fib
DL 6 » ARRBEHOLNIH, Wihd BE Tho
oo

B VAT w -, 120mg/ke/ BRETH SR D -

Yz 2B DA X R Lo

A/G Ko ERMERD FREFCEDLRIN, h
HRTAT IVHEDLERL By r HEOEICEL DD
DT 1o

APR.1984

120 mg/kg/ B R CHILRM L oo 7o 2 FlOBA, No,
351 LR\ T, 23 H HOWREMOME (Table 50
34E HOMICICR) THRMS RRER, sv7s= Y,
TAT S v IRRENALR, No. 353 1236\ Tt 2
» A B omEicke®E, 707 v, A/G, GOT,
Cl- R K izBEDORKE A BDH,

6. BSP ##

i Table 6 (7R L1 60 mg/kg/ BBD 1 fiic

BSP Hett RO EAHSR Svich, BEC L D%
PRCY 7Y [ Ar 4 1YY (hre I8

7. REIERRE

WThORILESWTHBREIC I D LBbhARERE
¥ F)*U‘Iﬁ’a 120

8. LEEME

OERBRECKVTIZ6 7 A BICXBEED 1 flichE
HRASURLBDORICH, Kt b LBbhARYE
Fﬁﬁl‘i%b 23 hf&ﬁ’o 1o

9. EBHERTLOVKHKAR

R EEORMK Y Table 7-1~7-2 1Z/RL 1 120
mg/kg/ A B TRILOERN 1 X OREOERHEMH
H1BMcE b, ¥, RO 16 (No.353) OF
OB HBFIC 4X4 mm 36 X 0° 10X 4mm O
BHoHRLRBD LRI,

FEROMIERLERSRCAD RIS, BT
1ET K, BEOHMBIRDLNI T LM,
OFDBRE, FROHENEL, TERBEEREE FEBRK
[#7s EXRBR Y SUAFCHANC LA bhS

10. SREABRFOTR

#iL Table 8 KRLIc MR CIETREORY
A 120meg/kg/ B 0 3 HLFicBdHh, BTFRER
KERRIR S URERROBRM L L, SHRZSHK
EMRO BT BET L R5h, RBETI#EDLh
fehrote (Photo. 1, 2), %7, RITEOREE LTI
FOBERCEEETRBDLNT, HEROEY - §F
1B toB LMD A bR H T,

BT, REE EEOREEOFEML(REEDEER)
(Photo. 3, 4) #3130 mg/kg/B&ED 14, 60mg/ke/H
RO 34, 120mg/kg/B BOLAR ORI, REE
EFEA~O lipofuscin BEFOWEH 120 mg/ke/A ¥
DOEED 3 Gl i\ ~THI LTy Fohs 60 mg/kg/ AR L
0% 30 mg/kg/ BRI & ABETh- o

120 mg/kg/ B BTk 1 BIOFEREC » v U ¥ BAY
RERCESK, ¥i:, FAROMIREANCET 5
BHABDRABOND | HcBHORI

FOMOB(LE LT, FRT L5 mgEssRsh
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Table 1-3 Urinary findings in dogs rece
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Table 2-4 Hematological findings in dogs receiving AT-2266 for six months
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Table 2-5 Hematological findings in dogs receiving AT-2266 for six months
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Table 3 Blood coagulation test in dogs receiving
AT-2266 for six months

Dose | Ani- PT (sec) APTT (sec)
mal Sex 'I-———-——» B —
(mﬁé) No. 3Month|6 Month|3 Month/6 Month
1| M 6.35 | 7.55 | 13.60 | 12.80
2| M 6.95 6.35 | 12.35 | 13.30
3| M 5.65 7.05 | 14.35 | 15.10
mean 6.32 | 6.98 | 13.43 | 13.73
Controi 77777 T
51 F 7.55 8.10 | 13.65 | 14.85
52 F 6.55 6.35 | 14.30 | 13.10
53 F 6.90 | 8.85 | 15.05 | 13.55
mean 7.00 | 7.77 | 14.33 | 13.83
101 | M 6.35 | 7.55 | 12.85 | 12.60
102 | M 7.35 6.30 | 14.05 | 14.85
103 | M 7.90 | 7.15 | 14.55| 15.10
mean 7.20 7.00 | 13.82 | 14.18
0 | — | -
151 F 6.80 | 8.05 | 14.65 | 14.05
152 F 6.80 | 6.35 | 13.10 | 13.60
153 6.85 | 8.85 | 15.80 | 12.10
mean 6.82 7.75 | 14.52 | 13.25
201 | M 6.85 | 7.60 | 15.05 | 13.60
202 | M 6.55 | 6.55 | 14.65 | 14.35
203 | M 7.90 | 7.35 | 14.55 | 14.85
mean 7.10 | 7.14 | 14.75 | 14.27
60 —
251 7.35 8.60 | 14.55 | 14.80
252 F 7.55 7.30 | 15.05 | 15.55
253 6.60 8.60 | 15.15 | 13.80
mean 7.17 8.17 | 14.92 | 14.72
301 M 6.10 | 8.10 | 15.55 | 15.10
302 | M 6.90 6.60 | 15.80 | 16.35
303 | M 7.35 | 7.55 | 15.05 | 15.60
mean 6.78 7.42 | 15.47 | 15.68
120
352 F 7.05 6.60 | 16.45 | 17.10
353 F 7.30 8.35 | 17.55 | 17.30
mean 7.18 7.48 | 17.00 | 17.20
2435, No. 351 CORTRLA, WFhoZtigkbiro

BIEMT B B2 Cledr - 1o

1. BBk

BEKIL Table 9 12 7R L tco 120 mg/kg/HEED 2 6
(Nos. 352, 353) 245\~ C M/E HDE T AR bt
CO263, #5558 BUBCRMER YR LSO
TERMIC I3 5 RSFR AR O TR, Ancs
EUIRERE L L E2 DD, FOMOBHOEHE
(&, 037 15 413/ N0

12, imiErhEYBEE

B3 Table 10-1~10-6 35 X 0° Fig. 3 iR L7
/D peak level |2 30 mg/kg/ HBET #75 pg/ml, 60
mg/kg/H #C 10 pg/ml, 120 mg/kg/ B BETi¥ 15~20
re/mIBEXRTHIHS , MIFHEEO EAEIL, &5
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BT LTV e 30 mg/kg/ A Rfds L 0860 mg/kg/ 1
T, 10A HBAROEIIKIF—~E Tl » 72 120mg/
kg/ ABDI78[ A TIXRRWM U MER R LAY, Chikl
Bl (No.352) D—Mff LFHTERT LD Ch -,

B 58 H D AUC o~2thr 13 30 mg/kg/ HRET 43 (24~
55)pg-hr/ml, 60mg/kg/ A ##C84(61~125)pug-hr/ml,
120 mg/kg/ AT 172 (142~241) pg-hr/ml G-
B LT Ltze 120 mg/kg/ BBET RU I RHA
1B, WEaRLAH (No. 351 » 10H His X UF No. 353
D31AH) I X O—Fef 7 M8 -RIRMMIE D EAL R L
1o (No. 352 D 178 B H) ® AUC o~24hr (£ E 529,
561 s X U° 399 pg-hr/ml) L4, HHREFICIEITS 10
H B UMD AUC o~2hr (1T LA EELT, WTFhoOR
LEA DL 3~ 7EDIHE—F LR /RL, EfED
ez EAUREE I T,

R oW EEBHERIUE OB R & { 7 5 1A
b AHIIH, % i 30 mg/ke/ BEET 4 ~ 10857,
60 35 L U° 120 mg/kg/ BBET 5 ~12RfHl Tl - 7o

13, [Rep¥EYRE

BRI Table 11 12k Lico RAF~OHEMSRIT MK
YRR L AR SR, BEHEC»bLT, 1HE—
FEDfE#R R LI 120mg/kg/H BD No. 353 Tix EL
WARTRIEOMFE LT\ 1 5 B BoEfho® L b
LI LT,

14. fABNEMEE

REIL Table 12 iC/RL1c, IMSERBE AR, #
BEPIEREIT 1/3~1/5 Thotohs, fOEPEEIT,
DB o T Bt LOFMEN, BEX R LU
R, RO, (OB BEEE, FRBE7c X Ch Y, 30mg/keg/H
B 15~30 pg/g, 60 mg/kg/BHE T 30~50 ng/g, 120
mg/kg/ARET70~170 pg/g Th - 1o

M. BEBRLTICER

AT-2266 OBMERMEA HERE © — 7 L REfHVCTRE
Lico #5E13 30, 603 X0120mg/kg/ AT, 49
L FHSHECI BYVORARLYEN L, BEKEL
T 6 7 AMBERIREORS Ui,

303 L 060 mg/kg/ BB B\ TL TR TOBREEA
CIFEREAL B 5RE I eh 10

120 mg/kg/ BT IR \WTIL, HED 3 Fld 2 Flic BT
Wicu LBEME, TR, B, ReA, R, FHFLL0
FERAIFH Lico #5230 B2 LI-BITIE, Bk,
HER, FITH ) EEL RO, EYOEENT
ERIC X 5 L BN ABRENELINT LA LA DL
Mot M0 1 BINIREERORIASLIAE (348 R
H) »b4HEOKRELZTHZ X VEEL, L,
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Table 4 Platelet function test in dogs receiving AT-2266 for six months
Extent of aggregation (%)
Dose Animal ADP 4x10-*M ADP 8x10"°*M Collagen 10 [lg/m]
. Sex
(mg/kg) No. Dosage period (month) Dosage period (month) Dosage period (month)
Before| 1 3 ( 6 |Before| 1 3 6 |Before| 1 3 16
1 M 19 25 13 19 33 76 29 85 83 73 76 | 79
2 M 20 27 16 49 58 42 26 64 76 83 3 | 83
3 M 24 76 95 88 82 79 91 84 92 83 88 I 88
Control mean 21 43 41 52 58 66 49 78 84 80 56 : 83
51 F 69 29 23 15 69 74 39 27 80 90 7 171
53 F 75 77 51 74 85 79 85 74 89 76 81 | 78
mean 72 53 37 45 77 77 62 51 85 83 79 | 75
101 M 23 18 47 24 74 31 73 82 84 71 84 85 ‘
102 M 37 28 28 42 60 83 70 73 64 87 82 | 74
mean 30 23 38 33 67 57 72 78 74 79 83 80
30 151 F | 8 | 22| 17 | 26 | 8 |3 | 25 | 74 | 73 | 8 | 76 | ®
152 F 78 12 14 9 90 20 24 52 92 78 74 | 100
153 F 39 43 8 3 54 48 11 2 75 76 1 1
mean 68 26 13 13 78 34 20 43 80 79 50 61
201 M 74 12 26 100 78 22 72 97 75 86 81 79
202 M 79 19 26 76 72 57 48 72 87 89 91 76
203 M 26 24 17 74 59 39 28 86 81 99 4 70
mean 60 18 23 83 70 39 49 85 81 91 59 75
60
251 F 73 35 36 35 81 72 72 82 77 80 88 81
252 F 38 30 9 21 33 69 16 57 82 80 58 73
253 F 84 82 78 25 77 84 84 60 98 89 80 75
mean 65 49 41 27 64 75 57 66 86 83 75 76
301 M 16 14 35 68 29 19 64 93 100 81 92 86
302 M 18 66 91 82 31 72 90 100 96 72 990 77
303 M 92 85 42 73 96 76 78 92 87 87 84 92
120 mean 42 55 56 74 52 56 77 95 94 80 89 85
352 F 81 70 26 85 83 76 47 88 76 90 72 91
353 F 66 25 19 76 70 67 31 76 80 75 13 63
mean 74 48 23 81 77 72 39 82 78 83 43 77

BELYBRLTIERFRIBDON ot CDL 57
EFLVRENRY EH L TIREERIAN =271 F 1%
BUWixYEoBESNBERRY ORI
DEABEMFRULBARLELDND, Thbd, KED
AT-2266 DEFIZX h RETRNERBEL, hrKA
Flciotc b ki LicicoBiK, #sR, 55, BoRR
EERLEDDTHAS Do 2D LRI EINT
EDTEVIFEYRECE LTVt bbb,
ERBENELHBK, FRBERE CNBEOE T
BohTwiez &, o 1 FTIBEAERC K X U%
BB T 5 L2 X VEATRAIS O REIERTERH,
CBEEXh, ALRBEHEOKRECL Y TRTORKE

ERDESLHIEHR LI LR - THXEINRDTE |

55, F0Of, 120 mg/kg/AEIIVTIL, 5 ¥ ARH
Mz isiT 2 RMER, 3L OB TFREOTAHHNRONE,
BRI OEERIREEE STl BT 5
M/E kDE T2, = oRMmct> RIEEELTHS5.
BIREOHEIET » IV BV THRLNILOTH
- T, HERNRD DBRERIBREL THWB I EnD;
FhUBORERENBEEX I LD LHERSND, &
s ohinc X b AET 5 B0 Exbhb.
AT-2266 » L OHMELXH TS AM-715 D5 » 105K
LU 20 s} 5 BHBERBROBRBIC V- THRM
BREOVEAIC, HEEENRLRIC 2 ARERINT
BY, BULAEBARLIELONS,

RSO BEOHES, 120mg/keg/R Fo2ML,



287

CHEMOTHERAPY

VOL.32 S—3

(21qeL, Burmo[o} ay3 ur swes) Aep pi gz UO PIUTWEXD : .

! ]

€el 6S1 (1148 GET 221 861 €EeI 191 SSt €6 vor1 001 €01 66 901 (1194 vet (498 ueawr
it 9¢1 €01 Set 6€1 0ST LET 91 0Ll G8 L6 16 €01 001 v6 801 Sel 601 4 €68
(A9 181 91t 148 STI 081 ¥ST LLT 961 101 194 60T €01 L6 €0t 911 801 SO0T 4 {4415
- - — — — 54 801 8E1 148 — — — - - %G8l 901 ovl 8Z1 q 16€

0zt
1448 o€l 194 121 198 121 6€1 80¢ 002 L8 86 Yot 66 06 66 (3¢ 121 611 ueaur
801 (114§ 201 o1t 1408 001 ov1 681 S61 98 88 L6 6 08 88 S0t SIT 141 n €0€
16 111 ¥6 96 1) 6 ¢01 ST11 912 S61 S8 901 Vo1 y01 L6 SOT SIT 121 611 N <0¢€
el 8G1 f €Vl 961 LET ¢91 291 (744 012 16 <01 1446 ¢01 V6 S01 TIT 921 1A § W 10€
1448 44 911 TET 8E1 4418 0St 991 6S1 101 SOt 60T €01 01 901 101 LT L1T ueowr
0c1 I€1 744 (146 (448 €61 291 (48 061 86 vot 16 001 €6 134 €6 121 121 q €62
(441 441 <9 001 141 SOt S6 121 9€1 yot 201 (444 eIl SIT yit S1T (1196 611 i 14414
691 891 GST €91 LST 02 €61 9.1 0St 101 €01 1248 16 SOL €6 (488 0zt T11 q 162

09
acl 9€1 921 €cl 0€T pel 48 081 91 001 [0 €1l [43¢ 86 601 €Il 121 111 uesw
621 0St 198 [ § LET [46 091 261 081 L6 01 0zt 121 001 801 201 (119 [40] 8 W €02
vyl 74 § 001 €01 ST1 yit 0€T ¥91 1] (418 001 )¢ Vit 06 80T 021 L31 SIT W ¢02
i£4! €el (146 Vel LE1 11 Lyl ¥81 191 [40¢ €01 Yt 901 Vo1 (414 911 Sl STt n 102
G81 081 Gst 191 G81 102 661 GLL 891 L6 (129 134 SOT S0T 8IL 1248 61T 201 ueauwx
0L ELI Lyl 991 vve | 08I S61 691 €91 (41} 201 (414 66 41)8 (448 201 [1)4¢ 001 q €61
(1] ¢4 <61 €81 SLL 081 8ve L61 6L1 6S1 16 J34¢ o1t S0T SOt 821 911 (448 1948 g (4] 8
9.1 cLl GEI eVl 0€1 a6l 4114 8.1 [4:18 66 21t 1949 1941 201 vit 021 et (1189 ad 18418

(U
ccl €E1 621 GeT vl Wi I 091 LST 001 101 (49 101 L6 194 €11 61T 1418 ueawx
ovi (448 LET LVt 8¥I QeI 0S1 651 041 £8 L8 (1194 96 6 66 00T 111 L1T A €01
9I1 0¢l (41 (1,48 0S1 (148 A48 691 SSt 10T 0t S01 S6 S6 (11898 811 811 801 N 01
601 74 & 611 611 1€ 148 Lot esI Syl LIT €Il 021 [44¢ ¥o1 14§ 021 621 91t n 101
091 291 9G1 3148 01 14 L91 191 (4414 98¢ €01 021 (119 601 €11 €11 [44 1 L1T ueaw
1.1 [ A 6€T 3148 [4¢4 SST 0se 6.1 0L1 SOt 28 121 601 c01 801 001 1498 (4148 A €S
8S1 991 S61 6€1 0€1 (146 1748 6v1 eVl 121 1248 0zt (411 (i74 0zt L2l 2€1 1A s q 14
ISt 191 GET (146 891 091 €er ¥sI 448 201 o1 0zt 011 SOT 11t (288 021 vt A 15

[oxjuo)
[42¢ 991 16T 161 14 L91 LST SLL 291 (44 [44¢ gzl SIT 1991 (448 81T 121 811 uesw
(441 0s1 (414 144 0SI £91 091 081 SL1 811 (494 121 LT 101 €11 (1] 8¢ 144" 801 N €
44 8ST 0ST 261 1448 (1728 091 Vil S91 144 601 (448 SIT eIl 021 (448 4§ 611 W 4
i 161 18T 6v1 Wi L91 1] 0Lt [4°)¢ €cl 911 (448 Yt 0zt (49 121 €21 8¢1 n T
891 ' GSI _ 1 €A . 16 ‘ LS 4 Ve _ 8 7 9— 7 0c— | 891 SST 121 16 ; L9 ‘ ve 8 — 9— ‘ 0z—
- on | @aymm)
(4ep) powad adeso(q (Aep) pouad agesoq xag
[ewruy | asoqq

(1p/3u) joamrea[0Yo [e30L

(ip/3w) asooni

SYITOW XIS Y0J 992Z- LY Bularaoar sSop ur sSulpuy Jesturaysorq Pooid 1-G dqel



258 CHEMOTHERAPY APR.1984

Table 5-2 Blood biochemical findings in dogs receiving AT-2266 for six months
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Table 6 BSP tests in dogs receiving AT-2266 for six months
Dose Animal s Dosage period (day)
ex — -
(mg/kg) | No. —23 | 3% . | 100 | m
1 M 83.2% 87.4 84.8 85.1 86.9
2 M 85.5 86.8 83.1 84.9 82.3
3 M 84.6 76.9 79.2 87.0 88.4
mean 84.4 83.7 82.4 85.7 85.9
Control [—————— |- = e -
51 F 85.8 78.5 78.6 84.1 86.4
52 F 86.7 82.1 81.7 83.7 85.0
53 F 82.3 80.0 86.1 87.5 68.4
mean 84.9 80.2 82.1 85.1 79.9
101 M 85.1 80.8 81.4 82.7 84.1
102 M 88.9 83.3 76.1 81.2 86.7
103 M 83.1 76.9 82.8 71.1 74.1
mean \ 85.7 80.3 80.1 78.3 81.6
30 —— e ——— ‘ _— —— ——— e ——— R
151 F 84.7 73.1 84.9 65.1 72.0
152 F 80.0 71.0 75.6 75.9 64.5
153 F 71.0 78.6 87.0 75.9 89.0
mean 78.6 74.2 82.5 72.3 75.2
201 } M 83.2 80.1 73.3 83.0 73.9
202 | M 87.5 79.3 75.3 74.9 84.2
203 M 81.7 80.3 80.9 80.4 85.6
mean 84.1 79.9 76.5 79.4 81.2
60 -
251 F 78.0 65.2 68.8 54.9 63.7
252 F 86.8 79.2 81.9 84.2 80.7
253 F 71.3 71.3 69.5 70.1 71.6
mean 78.7 71.9 73.4 69.7 72.0
301 M 82.7 85.5 74.6 80.0 85.9
302 M 81.8 86.5 83.8 80.2 91.9
303 | M 86.4 76.6 81.8 68.8 78.2
mean | 83.6 82.9 80.1 76.3 85.3
120 -
351 F 91.6 — — — —
352 F 79.4 64.0 83.0 81.9 73.2
353 F 80.7 68.7 69.7 80.2 82.5
mean ‘ l 83.9 66.4 76.4 81.1 77.9

*: Clearance rate (%) of BSP from plasma for 10 minutes

30, 60mg/kg/AFED—MMITRA LN TV BH, T v bD
BIOYAD CRLIIELAED LD THB, BHe
B BRE S B BIR AL I T S 0 & b 70 {, &
BN % Pipemidic acid #KE#HE LM X T
DRIEAED LRAIU Tl o too BMEFANCICRI L /e
AFRTIRIR e E 2 5,

120mg/kg/ B # 0 1 F|OBIMEKE B OEE 5 32
Bbhifee & DEEIRREDOTEMEWE & i R
FLILERAEL B 4D L LTTTIRABR T 5D,
SEMEY B L 1 2 B2ERBYHE S £\ B
(97 M) CHEERB D EFREMICHYS LT\ 7o

RURPIRR R i, ERELUT, MIEIEMRIE X D

L D B o foo FRCHBRE, K, B X CiER
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itz L A KRR L IT, AT-2266 0 EENHRE
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A A KV &,
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Photo. 1
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Photo. 2

Photo. 1 The seminiferous tubules of control dog, showing mature architecture

composed of developmental process of sperm.

x 100 H. E. staining

Photo. 2 The seminiferous tubules of dog (No. 302) receiving 120 mg/kg of AT-2266.
A decrease in the number of spermatids and a few multinucleated cells are shown.

IEIBI$ 5 pharmacokinetic parameter T % AUC
~uhr D, REHE5HD AUC 0~24hr T HilkT 2
&) AR KB FAEFAE © 60mg/kg/H B O
AUC o~21 hr 1% 92~166 (B4 134) pg-hr/ml, chih
120 mg/kg/H B ® AUC 0~24 hr (3199~399 (S5 260)
tgehr/ml Thote, —J5, BT o b O BB RRD
DREBS- 1 Fefilds L O°24BE 14 0 M BE SR 55>
AUCo~2hr ZBEH T LIS » b i T DBAENF
ik 300 mg/kg/ A B TiZ 161 pg-hr/ml & 7¢ b FifElE
MiCAZ s d DL EL bhb, %7, 120mg/ke/
RO 2 TR KRR WhGech OS24 Tl trough level
(%820 pg/ml Ll F (RABEORKAIEL RS A MEKT
(X K76 ug/ml LIF), peak level i34 30 xg/ml A - ([
15~20 p#g/ml), t1/2 4% 14.8~17.7 hr ([§5 ~10 hr),

x 100 H. E. staining

AUC 0~24 hr (Z#7400 pg-hr/ml LL =G, BKTRE - B16&
B R TR E T o 1B & DENCIEBI SN D
Nie COMBULA = 7 A Al TcHSNEHEERR
D COBWRBIOFE L X {—HK LT\ io AL TORK
EERER L OFEE L 70 AUC 0~24 hr DBIRIZFH
i 40mg/kg/B TF¥H 71 pg-hr/ml 3 X 080 mg/kg
/AT 200 pg-hr/ml Thb, ZHhHDOHEE » BE
FICHIM 5 L R &M T, RINEZ KR L7 AUC
0~24 hr #AJ THJ 200 pg-hr/ml LA EDfEA RHIREIASE L
1956, PRERYRTEEL S ELbh S, ¥
12, T v MY EHAD IRIT AR X USEO A R
BT ABRED b IRAEEHE L 40mg/kg/B (1) ~
300 mg/kg/H (R#T » 1) ORFICEH D, AUCo~24hr
Ti3#9 70 pg-hr/ml (4 ) ~#7 160 pg-hr/ml (LS o
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Photo. 3

Photo. 3
Photo. 4

F) Thoteo CHEDORHED DL AT-2266 OEEIKII7S
BAE 38 F W oD 8 VE T 8508 40 mg/kg/ H LT, AUCo0~24 hr
T 70 pg-hr/ml AT L HEE X RS,

BBl h REBC KA S BT,
IREET, BEBZ, IHEBT, SHIEESOERCE
HLESS

(FEBUIIEF544E12A 5556457 H ¥ ToORNCER L

#E)

D

2)

X ik
Vi&B— (EHE, chEF, LR, UEsT,
WSS, KPFAEME, FHE#— @ AT-2266 ORI
DI 28T » M icds 5 Eatk s X O IBHRE R
Chemotherapy 32( S-3) : 199~220, 1984
R, RFRK, HEAB—, KEAXE, LWESR,
HHEP— : AT-2266 OBUFHIFE #A3WM Ak

CHEMOTHERAPY

The kidney of control dog. No significant changes are seen.

3)

4)

5)

6)

APR.1984

x 100 PAS staining
The kidney of dog (No. 301) receiving AT-2266, showing the dilated uriniferous tubules.
x 100 PAS staining

T % 6 Ao Atk # A% . Chemotherapy 32 (S-
3) :221~241, 1984

AE % BEXx 4, HE 14 tB Bl AM750
HBUENE F4B 7 BT HBESERR.
Chemotherapy 29 (S-4) : 829~848, 1981

AR W, HE M, 4 . MEEE SERL
MEFK : AM-715 OBHEHME H5B 1K
F5@MHEMNRBR.  Chemotherapy 29 (S-4) : 849~
884, 1981

EEE, WRIED, BABE, KFRK ABAEE
RE. E2: Pipemidic acid O&M¥MIPE 38 1
RT3 B A b UNC B8, Chemothera-
py 23 : 2748~2764, 1975

TATSUMI H.; H. SENDA, S. YATERA, Y. TAKEMOTO,
M. YAMAYOSHI, K. OHNIsHI : Toxicological studies
on pipemidic acid. V. Effect on diarthrodial joints
of experimental animals. J. Toxicoi. Sci. 3: 357~
367, 1978
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Table 10-1 Plasme compound levels in dogs receiving AT-2266 for six months —First day—
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The compound was administered at 0 hr (9: 00 a.m.) and 8 hr (5: 00 p.m.) by gavage.

*: pug/ml

Fig. 3 Plasma compound levels in dogs receiving AT-2266 for six months
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Table 10-2 Plasma compound levels in dogs receiving AT-2266 for six months —10 th day—
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The compound was administered at 0 hr (9: 00 a.m.) and 8 hr (5: 00 p.m.) by gavage.

Numerals in
*: pg/ml

parentheses were not included in the mean values.
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The compound was administered at 0 hr (9: 00 a.m.) and 8 hr (5: 00 p.m.) by gavage.

*: pg/ml
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Table 12 Tissue levels of AT-2266 in dogs receiving AT-2266 for six months
. ’ . Kidney
Dose | Animal Plas. . _|Spinal U v | Pan. | Ad- |.. .. |Mus.
(mg/ke) | No. Sex ma Brain cord Heart | Lung | Liver c-;:;x n:‘—*e-j"tSpleen creas | renal Testis cle
IO R E oL ) dulla i )

101 M 2.210.52|0.61| 7.1 3.9 15 10 11 8 12| 5.0| 2.5| 5.7

102 M 4.4(0.80}1.10[14.1| 6.2 13 17 21 15 14| 87| 7.7111.7

103 M 4.3/0.68|0.66 |17.2| 7.4 25 21 17 12 13| 8.9| 4.6 |11.6

mean 3.6 0.67|0.79|12.8| 5.8 18 16 16 12 13| 7.5| 4.9 9.7

30 - B T S [ —— S— DUUEE RN [ B —_— N R P
151 F 5.711.39|1.52|16.6 | 9.1 26 35 32 20 27110.2| — |12.1

152 F 5.7)1.40|1.32|16.5| 14.2 28 42 29 20 30|13.8| — |20.0

153 F 4.3|0.7811.10|15.0|11.5 29 25 29 12 17 | 10.3 | — 9.9

mean 5.2 7_1‘19 1.31 ( 16.0 | 11.6 28 34 30 17 25(11.4] — | 14.0

201 M 7.211.5812.11}19.6|13.3 28 30 24 28 37116.3|11.8 | 14.6

202 M | 12.3|2.26]2.13!37.3|18.1 65 59 69 29 47 1 23.1118.4| 26.3

203 M 9.0 (2.06|2.44|28.4|16.1 34 37 59 35 39120.0116.1117.8

mean 9.5|1.9712.23|28.4|15.8 42 42 51 31 41 119.8 | 15.4 | 19.6

60

251 F 8.9|2.50|2.82|28.8|38.9 27 66 44 28 47 | 23.8| — 124.5

252 F 6.4(1.60|1.85]19.9]|15.6 36 43 32 23 39 113.5) — [15.1

253 F [12.0|2.18 {1.97 | 44.5 | 25.1 67 60 67 36 63|31.3| — |31.4

mean 9.1(2.09|2.21131.1]|26.5 43 56 48 29 50 (229 — |23.7

301 M |16.3 3.18 | 3.93|52.4| 32.8 82 69 82 80 60| 34.8 | 27.6 | 39.3

302 M [(19.6 |4.31 |5.28 | 72.2 | 33.6 | 138 | 127 | 127 | 190 80 | 44.7 | 37.6 | 50.3

303 M [18.9|3.54|5.04 | 8.7 | 40.1 | 145 | 108 | 106 54 64 | 45.7 | 48.4 | 62.9

120 mean 18.3 |3.68 | 4.75{70.1|35.5| 122 | 101 | 105| 108 68 | 41.7 | 37.9 | 50.8
352 F |18.5[(5.53 4.59|61.5|55.2| 206 | 115| 132 | 160| 133 |55.0} — |[53.9

353 F |20.9(5.04| — |75.9|56.8| 143 | 146 — | 191} 128 170.0| — |66.7

mean 19.7 15.24 | 4.59 | 68.7 | 56.0 | 175 | 131 | 132| 176 | 131{62.5| — | 60.3

Concentration in plasma (#g/ml) or tissues (¢g/g)
Specimens were collected at 2 hours after the last dosing in the morning.
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TOXICOLOGICAL STUDIES OF AT-2266
IV. SIX-MONTH CHRONIC TOXICITY STUDY IN DOGS

Hirom! SENDA, KUNIHISA SATOMURA, YOSHITAKA SATOH,
YuicHr Takemoto, Kumio OuNisHI, NoBuo MaTsuoka and KouicHl YosHIDA
Research Laboratories, Dainippon Pharmaceutical Co., Ltd.

AT-2266, a newly synthesized antibacterial agent, was administered orally to beagle dogs twice a day for 6 months
at daily dose levels of 30, 60 and 120 mg/kg.

The results obtained were as follows:

1) In 30 and 60 mg/kg dosing groups, there found no abnormal findings in body weight, food consumption, uri-
nalysis, hematology, blood biochemistry, BSP excretion test, organ weight, necropsy and histopathology.

2) As for changes related to the administration of the compound, 2 of 3 females of 120 mg/kg dosing group de-
veloped decrease or loss of appetite, followed by emaciation due to continual anorexia for 3 weeks or more, In 1
female sacrificed in extremis on the 23 rd day of dosing, various changes associated with limophthisis and dehydra.
tion were observed grossly and histopathologically, while alterations attributable to direct effects of the compound
were scarcely observed in all organs examined. The other female recovered by the discontinuation of dosing for 4
days, thereafter, no remarkable changes took place following the resumption of dosing. In the survivals of 120 mg/kg
dosing group, there found slight anemia on and after 5th month of dosing and proliferative changes of erythroid cells
in the bone marrow which might be a compensatory change to anemia. Furthermore, atrophic changes of seminife-
rous tubules which might suggest an inhibition of latter stage of spermatogenesis were observed histopathologically in
all males of 120 mg/kg dosing group.

From the results mentioned above, the maximum safety dose of AT-2266 in dogs was estimated to be 60 mg/kg/
day.



