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SR ALEK] DL-8280 4 R IZ 34T 5 4 MR M AT
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Fig. 1 Chemical structure of DL-8280
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MAEFHIRE : APCERIRY? SR L, FEEER (7
v/'my b E[T, BARYE (B B &MLk,
3.8% 7 = B+ bV U LR REL oM, X U
BR%CEd» o BB Avic, MERIZ>WT
X, KMk (RBC), ~<= 7Y v ME (Ht), ~EY
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7 L7 ¥ =y (CRE), REER (UN), K& (UA), 7'
a—xz (GLU), g% v ,37 (TP), 77 I (ALB),
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(UL LB 716 A BDTERRED, Nat, K* (JEEEED),
BIXUYCr(z7rif kayry—) #RELR,
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FrY Uk CEELRE K774 88 ~v b ¥
vy -z AT URERARENL, MEENICRE L
fe. 223, KF, W BEIZTOWTiX Oil red-0 4ufs, PAS
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MPICHEER LB Sh -, BERELXT- 1
%, BHL, REEHICRELE,
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1. —BRE

1D —MER

12.5mg/kg B TIiMHE L CREHMMEZBELTREL
SERIED bh b o7,

BEICHETS LEXONBEL L LT, W, &
® BREWET, HTRAE, KE BERORKEED
b, 50mg/kg BETIY, MHICHRESHET M),
Irw BT QHD, ®BE QD BXUOHE, EMA
B ORSR 24D 5% 303~ 2 RHIC B REH
I b, Z OERZERSHM O%EICAESRYD
Lz, ¥, #HE Gf) NSz B THE
iz Ew bivic, 200 mg/kg BETit, MELFACEES
30 r~2 W5 Rl A, BARESHET, LorHEH
7, BEBS IUARE, BEANUEEORFRIEEERREO
BPRICEEICED b, #HTIRPEAFERE» 56
n, BB TEY - TWe, BES 1 AZBR2ANE
5 3§82 & B R EEORD L REEORHZRL, Hl
BRLIUEBER LI, EHOE LWHHE 1HFIC2E
btV BRI EIT-os, Hol1fikE2AKEY
THeLZ2 Y Yham&k L,

2) f{&® (Table 1)

50mg/kg BETit, HiCKEEMIMGHIERIED b0
2o 200 mglkg BETIX, ML LICEERDP RBD DL
h, ZhbOROMTRABRICKS, 28AMROK
HICBEREXED O,

3) {EfE& (Table 2)

50mg/kg BETHL, MEE L b ICRHRBIC L~FHERO
Wi, HTRES1E BTRRELRITY
B BERICH~ERE 2RV ETRLI

2. BERE

D BKRE

12.5 8 X0 50mg/kg BTIREFIEDbhAP-
7co 200 mg/kg BETIXYHARR Lign 1 I CRRAR
DEEDRRVED bhi,

2) LOEXBRZE (Table3)
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Table 1 Body weight changes in dogs treated orally with DL-8280 for 4 weeks

Dose No. of Body weight (kg)
Sex | (mg/kg/day) | 4
mg/kg/day 0gS Week 0 Week 1 Week 2 Week 3 Week 4
Control 3 9.7+0.3%| 10.0£0.5 | 10.2+0.6 | 10.2+0.6 | 10.5£0.8
Mal 12.5 3 9.21+0.4 9.5%0.3 9.71+0.4 9.710.4 9.710.4
e
: 50 3 9.310.3 9.3+0.3 9.510.3 9.3%0.2 9.310.2
200 3 9.710.2 9.010.3 8.510.6 7.710.9 8.0£1.5"
Control 3 8.010.3 8.210.2 8.210.2 8.31£0.3 8.510.3
Femal 12.5 3 7.810.3 8.010.3 8.310.3 8.3%+0.3 8.31£0.3
male
¢ 50 3 8.010.6 8.0x0.6 8.010.6 8.0+0.9 8.210.9
200 3 7.7%£0.3 7.210.6 6.8+0.3*| 6.2+0.3*| 5.8%0.4*
+ P<0.05
» Mean + S.E.

» Number of dogs = 2

Table 2 Food consumption in dogs treated orally with DL-8280 for 4 weeks

Dose No. of Food consumption (g)
Sex ’
(mg/ke/day) dogs Week 1 Week 2 Week 3 Week 4
Control 3 1,750 £ 0% 1,750+0 1,750+0 1,750+£0
Mall 12.5 3 1,717 £33 1,557 +142 1,691 +59 1,725+ 25
ale
50 3 1,583+108 1,680+£70 1,460 £180 1,251 +£121
200 3 583 +143° 1,153+ 341 975+ 308 722+ 658>
Control 3 1,750+ 0 1,750+0 1,750+£0 1,737+13
F | 12.5 3 1,690 £60 1,750+£0 1,750 £0 1,627 £74
emate 5 3 | 1,390+238 | 1,397+207 | 1,625+68 | 1,537£135
200 3 860 £ 313 804 +£120° 832+304 385+ 288"
+« P<0.05
) Mean = S.E.

® Number of dogs = 2

50 3 X 1% 200 mg/kg BEDMETiE Q BE DA BE
$BEBO bhicd, FooBIFEICIREEED L
hofe,

3) R#E (Table 4~Table 6)

W0 mg/kg BECiiMElE L LR &S LU0 Na*t, K*, CI-
¥l RETHERSED bhicizd, BICEAOEMER
ETRHEM BB i,

4) M¥EPERE (Table 7, Table 8)

200 mg/kg B DOMELE TI3, RBC, Hb, Ht DBMERAS
Bobhi, e b A REBHCHRR L OB EE LR
THESKRA S, FRMAEER 2D -7,

5 m¥E4{rMmE (Table9, Table 10)

BE4B%IC, SRR L LB LEEEYTTE

BAHREhD, WTFh bESBAmM oA L
MEENRBD LN o, Y18 B #& L £ 200 mg/kg
B o 1 Tix, GOT, GPT, TG, 3 XU UN o#giniriis
»bhi,

3. JREZHKRE

1) [#3REE (Table 11)

EHRERIIHNBHLARELFTREFCIB R S 12
A, WFEh L EEICEE LTy, £l FREEY
MNigholz,

2) FREHFTE (Table 12, Table 13)

BRECEHET S LBRLRAFRRIUTOLRBY Th-
7o

BY&gkE (Photo. 1, Photo. 2) : HWERMIC KEEE



CHEMOTHERAPY FEB, 1984

108

(0 Ya9m sA) G0'0>d =

([od3u0d SA) GO'0>d *

‘'S F ued (=

€0°0F92°0 | 20°0F22°0 | T0°0F61°0 | 10°0F22°0 | 20°0F02°0 | 20°0F22°0 | 20°0F12°0 | 10°0F6I°0 10
10°0F50°0 | 00°0F¥0°0 | 10°0FS0°0 | 00OFY'0 | 00°0FPO'0 | 00°0FEO0 | 00°0OFP0°0 | 00°0FH0'0 | SUD (998)
10°0FI1°0 | [0°0F60°0 | T0°OFIL'O | TOTOFOL'O [ 00'OFOI'0O | 00°0FOI'0 | I0°OFIL'0 | 00°0FILO dd uoneIng
00°0F€0°0 | 00°0OFY0'0 | 00°0OF¥0'0 | 00°0FY0°0 | 00°0FE0'0 | 00°0FEO'0 | 00°0F¥0'0 | 00°0FE0 0 d
IS0FLI0 | LU°OFSI°0 | LI'OF02°0-| 90°0F8L'0 | SI°'0F00°0 | 60°0F01°0 | SI'OFOI'0 | 2I°0F80°0 L
80°0FSI'0 | 90°0F8E0 | 80°0F80°0 | 20°0FBI'0 | L0'OFEZ'0 | POOFEE'0 | $O'OF80°0 | 90°0FSZ 0 S (A —
YOF00°Z | YSOFELT | SO°0F00°Z | 02°0FLI'Z | 92°0F80°2 | SEOFL0'Z | SI'OFS6'L | SI'OFS86'T a spnygdury
JU0F88°0 | 02°0FLS0 |-.80°0F08°0 | €OOFSE0 | ZI'OFBE0 | OL'OFEL 0 | OT'0FLED | II'OFEE0 )
20°0F22°0 | 20°0FLI0 | 20°0F82°0 | 00°0FSZ'0 | YO'OFSI'0 | POOFLI0 | YO'OFLZ'O | ¥0'0F2Z'0 d

_ _ _ _ Acms\mauoav

6 F6 STFSOT o1 ¥ 221 e Fal 6 FIII 11568 0L F 101 sjes qawop

£ £ £ £ £ £ £ £ s3op jo "oN
20°0F¥2°0 | 10°0F22°0 | T0°0FIZ°0 | £0°0FS2'0 | 20°0FI2°0 | 20°0F¥2°0 | 10°0F02°0 | 20°0F€2°0 1d
10°0F5S0°0 | 00°0F90°0 |.000F20°0 | 10°0F90°0 | 00°0F¥0°0 | T0°0FS0°0 | T0°0FS0°0 | 10°0FS0°0 | Sud (998)
10°0FOI°0 | T0°0OFII°0 | 10°0F0L°0 | [OOFOI'0 | TOOFOI'0 | 20°0FII'0 | 10°0FIL'0 | 10°0F2I0 bd ueneing
00°0F¥0°0 | 00°0F¥0°0 | 00°0F¥0 0 | 00°0F¥0'0 | 00°0F¥0°0 | 10°0FS0°0 | 00°0FP0°0 | T0°0FS0°0 d
T1°0F2r'0 | 92°0F20°0 | SO°0F02°0 | 90°0FE20 | SI°0FS0°0 | 80°0FSZ'0 | 90°0FSE0 | OI'0FOF0 L
€2°0F0£°0 | £OOFSY O | SOOFOLO | 60°0F8Y0 | 60°0F22°0 | L0'OFS82'0 | SI'OFOP'O | 2L OFZV 0 S A -
9¥°0F€0°Z | €EOFL8T | SL'OFEH'I | 02°0F09'I | ¥2'0FE2'Z | 61°0F80°2 | 82°0FS6'T | 22°0FS0°C b spnirduy
62°0F89°0 | SI'OFO¥ 0 | €O0OFS8Y 0 | £0°0OFLEO | €0°0FLEO | 90°0FO0L0 | TL'0OFZZ0 | OI°0F02Z°0 v}
L0°0F2E°0 | €0°OFEZ0 | 00°0FOE0 | 20°0F22°0 | 0°0FLZ'0 | 00°0FOS0 | €0°0FSZ°0 | 20°0F€z'0 d

_ - - - _ _ (urw/s3eaq)

6 FII 01F 001 L F821 81F 521 PIF L01 SIF 601 01 F$01 «OT F 201 s1ex javal
£ £ z £ € £ € £ s8op jo "oN
¥ 0 v 0 v 0 v 0 1o p
002 0S s'at [o13u0) tqm\“u%i s

syoom ¥ 10j 08Z8-Td Ydm £[[eto pajeasy s3op ur ejep oiyder3orpiedondd]y g dqel



109

CHEMOTHERAPY

voL. 32 S-1

S20URISqNS [ewlIOUqe ;

(SPIRY 1[® ut Auew : g ‘spayy [[e ur maj e

‘sised ; ) ‘swstuedio ; O ‘S[[3d poo[q pai

12 ‘Spley awos ur M3y v ‘Qu: Q)

Y ‘sa3£o0oma] 1 T ‘s[eo [erayyda ;Y (e
(@:4 ‘T:4+ ‘6°0:F ‘0: —)nun xusqejor
gZ=s30p jo Jaqunpy

'S TFUedN (e
(lox3uod sa)Go 0>d =
0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 ‘ A4
€°0F€°0 0°0+0°0 0°0+0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F%0°0 0°0F0°0 0]
€0F€°0 9°0F0°¢ €0FE0 6°0F€I 6°0FE'I 0°'IF0°1 9°0F0°2 6°0FE'T 0
@SIuswIpag
€0FL0 €0+€°0 0°0F0°0 £°0FE0 €0+€0 9°0F0°1 0°0F0°0 €0FL0 4
9°0F0°C 0°0F0°€ 0°0F0°€ 9°0+0°¢ 0°0F0°¢€ 9°0F0°¢ L'0FE2 9°0F0°¢ T
L0FEC €0+LC €0FLC €0F¢€2 L'0Fe'2 9°0F0°2 €'0Fe'e EO0FLT q
0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 €0FE0 0°0F0°0 0°0F0°0 (Juaudid poorg
0°0F0°0 0°0F0°0 0°0F0°0 0°0+0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 (>S31poq 3uojay
Eo0FL1 ¢o0FL0 LA BN 0°0FS°0 ¢0FL0 ¢0FE0 ¢0FL0 0°0FS"0 putdloag
¢o0FL0 0°0+S°0 0°0+5°0 0°0F6°0 0°0F5°0 0°0FS°0 0°0FG°0 0°0F5°0 . udsoutfiqoaq)
0°0F0°0 0°0F0°0 0°0+0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 (23s091[H
¢ 0F29 €0+8°9 ¢0Fz'9 ¢°0F2'9 €0F29 ¢0FE9 ¢0F2C9 0°0FS'9 Hd
«EECF 562 +JI6F0E0°1 SEV F 948 68 F G671 622F2LE’l PIPFO0ES'T 86FI16°T 002F 1002 (y/bd") _10
@lSTFTL9 +EC1F+ 668 2eYFS02°1 92EF80I°I LSeFILL Y S9¥F20¥'1 T16F18% ‘I 92CF10L°L (4/%97) o)
90T F 8.2 8CF£86 PSCF61S SBIFIET'T 691 F¥2L 042 F 926 S02 ¥ 056 882F08€ "1 (4/b@7) BN
«C 0FE'S S EFSCI 6°0F6°S S'CF9°El 8°0F6°9 6°GF0°SI I'TFL°6 @' TF2 L (4/1m) aumjop
€ € € € € € € € sdop jo -oN
v 0 v 0 14 0 14 0 LYY
002 0s 5 2t [o13u0p ?u_..u\mwﬂmsv

SA39M p 103 0828-IA UNM A[[eI0 pajeer; sZop

Slew ur eiep srsAjeury) § oqel



CHEMOTHERAPY FEB. 1984

mo

‘b dIqe], 229G (e
(‘elrnue pamoys s3op Jay3Q) [=sJop jo Jaqupn @

‘A'SFURN
(ox3u0d sA) G0°0>g
00700 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 v
00700 0°0F0°0 0°0F0°0 00500 0°0F0°0 00500 0°0F0°0 0°0F0°0 2
0°0F0°0 01702 9°0F0°I IS ¥ 9°0F0°1 60FLT 6°0FL'1 0°0F0°¢ 0 (SuouIpog
LOFL0 6°0F¢'1 €0F9°0 90701 00700 L'0OFL0 0°0F0°0 0°0F0°T u
6 0F¢E1 LOFL1 0°0F0°¢ £0FET 00F0°¢ 0°0F0°¢ £0Fe2 0°0F0°¢ T
0 IF0'1 €021 90702 00702 €0Fe1 €0FLI LOFLT 9'0F0°2 q
0°0F0°0 £0FE0 00500 €0F€0 0°0F0°0 £0FE0 00500 €0FE0 (uswdid poojg
0°0F0°0 00700 00500 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 (-531poq auojay
270780 €060 00FS°0 0°0FS0 S0F0°1 0°0FS0 20720 0°0FS0 eurelorg
0°0FS 0 00750 0°0FS0 00750 0°0FS°0 0°0FS°0 0°0FS°0 0°0FS°0 (uadourfiqoap)
00700 0°0F0°0 0°0F0°0 0°0F0°0 0°0F0°0 00700 00700 00500 (:3s09n[9
2O0FLS 20F¢9 20%F29 20F¢9 20F¢'9 20F¢9 €0F0°9 2°0F8'S Hd
S8 OFEFISH T 9L F¥80°1 866 F 1£9 0S¥ ¥ 00T 62V F900°1 889861 SPYF 0681 (/b37) _1o
«0¥E ¥8YF8EIC EOEFOPI ‘1 192 F €56 88EF 0501 612 F1€8 891 F269°1 8EEF 00 ‘1 (4/bq7) M
«h9 9IEFLSL°T €I1ZF$0S ILIF oLy 0PI 250°1 PSIF0L6 981 FL10°1 YET T 666 (4/b37) ,eN
«E'S €'8F0°52 L1788 9°ZFFII 22F9°L 0°2F0°8 VEFT L 8 IFP p1 (4/1ur) swmnjop
€ € € € € € € € s3op jo ‘oN
12 0 1 0 14 0 v 0 2o M
002 05 szl o0 tmm\mw_%sv

SAS9M ¥ 10} 0828~10 UMM A[[eI0 pajen s30p ofewo} Wl Elep ssA[ewmiy g S[qel



CHEMOTHERAPY

yoL. 32 S-1 1
Table 6 Urinary protein excretion and osmorality in dogs
treated orally with DL-8280 for 4 weeks
Protein excretion Osmorality
Sex Dose No. of (ug/h) (mOsm/L)
(mg/kg/day) | dogs
Week 0 Week 4 Week 4
Control 3 720+ 203" 453194 1,603+275
Mal 12.5 3 1,3421815 600193 1,701 +394
ale
; 50 3 594+ 140 6321177 1,791+188
200 3 544+ 265 899+ 205" 1,195+139
Control 3 650170 1,036 1137 1,0451+332
12.5 3 5191102 410+ 49 1,551+212
Female
50 3 4171126 506 £ 56 1,221 1204
200 3 1,203+ 147 ND 1,3431+192
» Mean + S.E.

» Number of dogs=2

ND : Not determined because of anuria

LU LB BRI OB iR B O AR R E L URRMEN
bA# 503 X TF 200 mg/kg BHCHESAKICHED bhiz,
BRI BB E OIRREDO BRI D 5 V2 UL
AEBD b, ZRIZREFEER TRARKEERITAR
L LR, SEERTR T 2 RBHRGKIREL, O
bARBRLTWAHLBRESh,

¥ (Photo. 3, Photo. 4) : BEM DO EHMAR X OBEM
ROZREMR, 200 mg/kg BICHAECAONIL,
il 3 & U BRI AR D ZERRIC X Y S I AR

L, REOB/MEE > TV,

B (Photo. 5, Photo. 6) : /NEEPNMS |- B2 #BH 0 B
B2 200mg/kg ICEREEICEB Y bivic, £ DB DM
BRI ZRIRICIER LEABERNR D PAS BHEMRES
AlLTwik,

Morit RERAB %t 5 B BERAIAE DM 200 mg/
kg Bl 1 flcBRE N,

MY » o BEBEFERO Y v RS LU
vyRARBROER 200 mg/kg BHICESREICED b,

FF : FEAEA D Uit 72 v U PARREF A A D 25HEAS 200
mglkg BICHIEBEICEY bz, FFERERES & 2
Y, BROBELE LA bhit,

¥ ALRAE LRIz B 05 5 Ik 3 A% 200 mg/kg
Bo# 2 flicabhie,

TE : AIRAICERBL 200 mg/kg BOMLHITHE
hik, BRERICITTEABES X UHREOEMRRED b
hit, 2% 50 mg/kg BEOME 1 FUIC b FIBROAMAT RS
fbhk,

SUARABRGHR : A2 A0 200 mg/kg BEICHESABEIC

B ohic,

BaRR - AIERAY I % fE 2% 50 mg/kg B o # 14, 200
mg/kg BOMES 1 MICBED LR, ZThbD i
BOTIRAABRENICERY v ROBEL AL, Rk
DELIXABHICELA AR5/ 200mg/kg B
OHEER 1 FlicisVWT HED bz,

Z otz ORRE, HBFHELGE D bh
7, ThboRBRBICHEHEBMER 2, BlLoR
YERL, BELBEEORWELLERR LK,

F-BIRSIUR, EARAR, FEBL LR, URM, KEBE, K
BRfE, BT, B, FH, LEHESXVCRICIELRE
Do T,

RPERGMPICHEEPRR L. 200mg/kg B
OFICIREERBIE, £HMBOEHEL X KB ERIE
MBS EREORBIEDL S ANRED bivic, EEFH
B OB O, BREEY - Bi0ERR
KDY v BROBD, BER-BMEROZR E 4,
HpaEERE, MNE EEMBROER, BEMFET EEO
BERATLE, WROHTFHMRBETR KBEHEKED
U B A X U LR DR H3 58 e,

IIl. RFESLUER

SRHTER) DL-8280 # 4 X 4 AMENKE LES
HEEE L bR,

ZORER, —BREBETIZ 50 3 LU 200 mg/kg IR
H, Wi, BRESIET, k5D EHT, BESIUK
BWORFVBED LI, ZhbORLOBRESHEEIRE
IZAEBE LTz, 200 mg/kg BE CIFSHERESEA L
THY, Fhic-o TEEOBDVPAL» THol,
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Table 11 Organ weight data in dogs treated orally with DL-8280 for 4 weeks
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Table 12 Macroscopic findings in dogs treated orally with DL-8280 for 4 weeks

Sex Male Female
Dose (mg/kg/day) Control [12.5| 50 | 200 [ Control [12.5| 50 | 200
No. of dogs 3 3 3 3 3 3 3 3
Spleen
. focal fibrous thickening on the surface 0* 1 0 0 0 0 1 0
Cervical lymph nodes
: blood absorption 0 0 0 0 0 0 0 1
Lung
: pneumonic foci 1 0 1 1 1 1 0
: pale brownish foci 0 0 1 0 0 0 0 0
: brownish spots 0 0 0 0 0 0 1
Stomach
: bile-coloured content 0 0 1 0 0 2
: congestion and/or petechiae 0 1 0 0 0 1 0 0
Small intestine
: congestion and/or petechiae 1 1 0 2 0 1 0 3
: congestion in peri-lymph apparatus 0 1 0 0 0 0 0 0
: enlargement of lymph apparatus 0 1 0 0 0 0 0 0
Large intestine
: congestion and/or petechiae 0 2 2 0 0 2 1 1
Gall bladder
: distention 0 0 0 1 0 0 0 2
Urinary bladder
: hematuria content 1 0 0 0 0 0 0
: reddish or yellowish spots 0 0 2 0 1 0 0 0
Prostate
: atrophy 1 2 1 0
Uterus
: atrophy 0 0 0 3
Articular cartilage
: erosion or blister, distal portion of humerus 0 0 1 0 0 0 1 0
: erosion or blister, distal portion of femur 0 0 2 0 0 2 2
Thymus
: atrophy 0 0 1 1 0 0 0 1
Thyroid
: atrophy 0 1 0 0 0 0 0 0
Skin
: eruption with alopecia, ventral part 0 0 0 0 1 0 0 0

* Number of dogs showing the changes

WL BRI B LU TIEH  RE L = % H B
U LELIIEENIR b B Oz L2 b, KEHOIZ
BAEREERIGORATHS 5 LEX b,

EHRESET, LoHEHT, EEBICEED
Bz, With AR 0 PRI VE R Al Mg HaR
R ES B L Bbh s,

B, BHE7 LB T, Wit b3 LV IERAS
Bobhicz 225, RHE+BEMIC X 5 ik L&
BTMBIc X 5 R RN RE L E 2 b,

BRRE T R Xk IR P AR B B MBI A
200 mg/kg BEMEHEIC T bl A, NI 5 EH

X aEiEoBEEVRELEX b,

FROERIEDOEM, ~E/ v CVBERBLUA2Y
v MEOBE FEEHICHR S h i, 200mg/kg B
TREFCZI O ORESHAKEROEERFICTEHTH
sl b bEBEN—HLEEL ORI, 2B, £
W L §, Wintrobe {53k (MCV, MCHC) IZiZZ{bhi Ak
<, BRMBRESEMLFREFTR CRFRBERZEH R
Mofe, o THEMBRIITEL TV ocbnLE
zbhi,

A XIZ nalidixic acid 200 mg/kg/day % L 7= B
DEERY TiX, DL-8280 L Y & & IZAVIEH/ERZ R L,
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Table 13 Microscopic findings dogs treated orally with DL-8280 for 4 weeks

Sex Male Female
Dose (mg/kg/day) Control| 12.5| 50 | 200 |Control| 12.5 | 50 | 200
No. of dogs 3 3 3 2 3 3 3 3
Heart '
: perivascular histiocytic reaction 0" [0 0 0 0 0 0 1
(0)**{ (0) |(0) |(0) [(0) [(0) |(0) |(0.3)
: carcified fragmentation of cardiomyofibers, focal 0 0 0 0 1 0 0 0
(0) |(0) |(0) [(0) |(0.3)](0) |(0) {(0)
Sternal marrow
: decreased number of myelocytes 0 0 0 0 0 0 0 |1/2¢
(0) [(0) |(0) |() () [(0) |(0) |(0.5)
Spleen
: perisplenic fibrotic lesion 0 1 0 0 0 0 1 0
(0) |(0.3)[(0) |[(0) [(0) |(0) |(0.3)(0)
Mesenteric lymphnode
: decreased number of paracortical lymphocytes 0 0 0 1 0 0 0 2
(0) () [(0) |(0.5)((0) {(0) {(0) |(0.7)
Lung
: focal pneumonia 1 0 0 1 1 1 1 1
(0.3)] (0) | (0) |[(0.5)](0.3)](0.3)|(0.3)] (0.3)
Stomach
: vacuolar degeneration of parietal cells and/or 0 0 0 1 0 0 0 3
chief cells (0) |(0) |(0) [(0.5)](0) |(0) |[(0) }(1.7)
Duodenum
: congestion 1 1 1 1 1 2 1 1
(0.3){ (0.3)] (0.3)] (0.5)| (0.3)] (0.7)] (0.3)} (0.3)
Jejunum
: congestion 0 1 1 1 1 1 1 3
(0) [(0.3)](0.3)](0.5)}(0.3)| (0.3)} (0.3)] (1.0)
Ileum
: congestion 1 0 3 1 1 0 2 2
(0.3)] (0) |(1.0)] (0.5)| (0.3)] (0) |(0.7){(0.7)
: dilatation of crypt 0 0 0 0 0 0 0 1
(0) [(0) |() [() | | |0 |(0.3)
Cecum
: congestion 1 0 0 0 0 1 0 0
(0.3)](0) |(0) |(0) |(0) |(0.3)|(0) |(0)
: dilatation of crypt 0 0 0 0 0 0 0 1
(0) | |() | |[() | [ |(0.3)
: villous hemorrhage 0 1 1 0 0 1 0 0
(0) [(0.3)](0.3){(0) |(0) |[(0.3)[(0) {(0)
: blood absorption in lymphoid tissue 1 0 0 0 0 0 0 0
(0.3)](0) [(0) |0 [0 |© [ |(0)
Colon
: congestion 1 1 0 1 0 1 1 1
(0.3)[ (0.3)] (0) |(0.5)| (0) |(0.3)](0.3)] (0.3)
Rectum
: congestion 1 0 1 2 0 1 1 1
(0.3)[ (0) [(0.3)[(1.0)[ (0) |(0.3)](0.3){(0.3)
: blood absorption in lymphoid tissue 0 0 1 0 0 0 0 0
(0 [() [(0.3)[(0) [(0) [(© |(0) |(0)
Liver )
: atrophy of hepatocytes 0 0 0 1 0 0 0 2
© |0 [© |[(.5]© |@© {0 (1.0
Pancreas
: swelling of ductal epithelial cells 0 0 0 1 0 0 0 2
© [0 |0 [05]0 |0 [0 0.7
: acinar atrophy with centroacinous cell and ductal 1 1 1 1 3 2 2 2
cell hyperplasis 0.3)] (0.7)] (0.3)] (0.5)] (1.3)] (0.7){ (0.7){ (0.7)
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Table 13 (Continued)

Sex Male Female
Dose (mg/kg/day) Control| 12.5| 50 | 200 [Control| 12.5| 50 | 200
No. of dogs 3 3 3 2 3 3 3 3
Kidney
: fatty deposition of proximal tubular epithelia 0 0 0 0 0 0 0 2
(0) |{(0) [(0) {(0) [(0) |(O) [(0) |(0.7)

Urinary bladder

: congestion 0 0 0 0 0 0 0 1
(0) (0) |(0) (O E 0 i (0] (0.3)
: intramucosal hemorrhage 0 0 0 0 0 0 1 0
(0) |(0) |(0) {0):E 00l E0) = {2002 30 (0)
Uterus
: atrophy of endometrium and myometrium . ¢ ' 0 0 1 3

Mammary fat pad
: atrophy of adipose tissue 0 0 0 1 0 0 0

Articular cartilage
: cavitation or erosion, distal portion of femur

: erosion, distal portion of humerus

Thymus
: decreased number of cortical lymphocytes

Parathyroid
: cyst formation 0/2 0 0 0 1 1 0 1

Hypophysis
: cyst formation in adenohypophysis 0 0 1 1 0 0 1 0
0

ILacrimal gland
: inflamation 0 0 0 0 0 1. 0 1

Skin
: microabscess . . . s 1/1

* Number of dogs showing the changes
*+ The group mean histopathological score [0 : no change (—), 1: slight (+), 2 : moderate (#), 3 : severe (4f))
¢  Missing one dog

Photo. 2 Articular cartilage from the distal portion
Photo. 1 Articular cartilage from the distal portion of the femur from a female dog treated
of the femur from a female control dog orally with 200 mg/kg of DL-8280 for 4

weeks (H-E stain, X40)

(H-E stain, X40)

No noticeable change Cavitation with rarefaction”in the surrounding matrix
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Photo. 3 Stomach from a female control dog (H-E Photo. 5 Pancreas from a female control dog (H-E

stain, X50)

No noticeable change

Photo. 4 Stomach from a female dog treated orally
with 200 mg/kg of DL-8280 for 4 weeks(H-
E stain, X50)

Vacuolar degeneration of chief cells and parietal cells

1 BB ER MRRAEL 2 Lo@EnBohnT
w3,

INHDZ N6, BERBRELEOE(LNS 3HIKIC
L 2EHERICERY 2 BAE L OERRLHERTH
BEEZ LN,

JREFMICI, 50, 200mg/kg B¥HELEICEE W & L7 KB
AEB X O LR EIEERE OB X O S AERIT,
KO %t &% T & 5 nalidixic acid, pipemidic
acid, cinoxacin 5 X Uf oxolinic acid® " ¥ 5 & h %)

stain, ~100)

No noticeable change
Photo. 6 Pancreas from a female cog treated orally
with 200mg/kg of DL-8280 for 4 weeks

(H-E stain, X100)

Swelling of intralobular ductal epithelia associated with
deposition of PAS-positive materials in the cytoplasm

ERCLBEDOLATEY, zofoEmickm+ %L
LEx26N5, TATSUMI 59 {2 X i, pipemidic acid
X HMERETERI »AETOSRICRZBM, £
BIFEIRBERZIOARWENY, SEFALEARR
EHT 0 ALV HBMEKRO L0 TH Y, BERRY
T 5BZHE+DICL > T b0 L Bbh 3,
¥z, BOTMKS X UMK O ZE T X UHED
INERNEE LMD PAS BBHEMROLE R ) ER
DREREICOWTIE, ZhboF(e, EiEERTRE
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RBELOEEABE S h, BELAERNmMAERL
rEmicEBh oz LD, MEIC X Y MAYICHFEL
rEOEEHE—RALLTEXLNS,

—%, WEMOFHRMIE ORI, BEBY » fin
) v AREK, FERERENE, WREALRARE LR DR
HitE FEOER, RIS 0ENES X UTREIR Y
VARORNE, Zh b ORI EEOR D LIEiic
EHLTEHORAZ EhLERRMTLL E X b
%o

£ 22 BB IREEBRR L 200 mg/kg B 1 FlizH
FHERTRBERICITETMRER, AR OMD,
) yARKER ORI, FRRENES L URRET
FEOIEIHIERERLER, Thbizvwith LB
FlheEz bhi,

PEDL 5 AR EICL > T, FMOELLEBDH S
nitas, 12.5mg/kg/day OB CREM FERTRE
PEE» bh T, AEREHTICH T 2RAEEAE
it 12.5mg/kg LEEIh D,
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FOUR-WEEKS SUBACUTE TOXICITY OF DL-8280, A NEW
SYNTHETIC ANTIBACTERIAL AGENTS, IN DOGS

Mamoru NoMuRA, Fujio INAGE, MicHIYUKI KATO, KOUICHI AKAHANE,
Koj1 KAKIHATA, AKIMOTO YAMADA and TAKESHI ONODERA
Research Institute, Daiichi Seiyaku Co., Ltd.

Subacute toxicity of DL-8280, a new synthetic antibacterial agent, was investigated in
dogs by 4-weeks consective administration of a daily dose of 12.5, 50 and 200 mg/kg.

At a dose of 12.5 mg/kg, no changes were seen which were attributed to treatment. At
90 mg/kg, there were salivation, vomiting, hypoactivity, reddening of the skin surface, atrophy
of the thymus seen occasionally in a few dogs and erosion of the articular cartilage in most dogs.
At 200 mg/kg, the above signs were increased both in frequency and severity, and one male dog
fell in moribund condition because of severe emesis. Other changes included, emaciation, ano-
rexia, hypouresis, hemoconcentration, decrease of myelocyte in the sternal marrow, decrease
of lymphocyte in the mesenteric lymph node, vacuolar degeneration of pariental cell and/or
chief cell in the stomach, atrophy of the hepatocyte, swelling of the pancreatic ductal epithelial
cell, fatty deposition of the renal proximal tubular epithelia and atrophy of mammary adipose
tissue. All of the changes except for arthropathy were considered to be due to malnutrition
and/or dehydration.

From these results, no-effect dose of DL-8280 is presumed to be 12.5 mg/kg under the
Present experimental condition.



