122 CHEMOTHERAPY

FEB. 1984

Bk K] DL-8280 » 5 v Mzt 5 26 :@E O 1BIEREHE

hIEE S « KBFIEE - HHERE - IWEEE - IEFFR
B — B BR A & - R BFIEAT

ARLHEA] DL-8280 o 10, 30, 90, 270 mg/kg % 7 v bic 26 WMBR#EL, BUEELRL
o TORER 10mg/kg TiX, MHEHLOMICEAED bhizhok, 30mg/kg Tit, TEPICES
<IBPRHIE M ORBIC X B L Bbh 2 Wl OILRS IR REE & OMICENBH Shizhof, 0mg/
kg TiX, I, WHBILRS X UCKBEBEOHRTELERE (osteochondrosis L IFED) DM B b
7. 270 mg/kg TiX, ThLICHX TKIE, BIRNIRFHBOBRROMMABBEhE, ZhbnHb
KEBEFROTL T 13 BN OKRECEBE L, 30mg/kg LF0RAKTIE, Bt FEETRETEN
BHLhRP oz kb, ZEREMGTICE T 2 RAEEAKIZ 30mg/kg L#EESNE,

DL-8280 (X 5f—REHEASH PREIFEATICE W THAU AR
Shic x4+ L ROERAERTH D, bhbhii ZThET
EHOHICBTIAMENE, v PRIV R BITS EaM
BEIZHOERMEEHTE A, SEIZT v MosiT S 26 M
BOBMEBEERM L TRET S,

KBREHELUHE

1. #HREHS

DL-8280 it Fig. 1 nitE* B+ 3 RE GO RMEY
KTV CRIZ TV, ERICIIYDPRFEFTE
& hiz Lot. No. 106 38 XX 107 % A &2ERL
720

Fig. 1 Chemical structure of DL-8280
0

F COOH
NN

HJC’N\) O\J\CH:«

2. {ERSY

Sle:SD %7y MEHE S CEER LI, Shit#
PR EREIRENXFMEA LY 4 BRFRFCHAL, 91
FIREICHIE S ¥l 0 bIVR LR BT CEEOILIL
TWBLbDEBATHW, EREAMHMEOKE &4
154~186 g, iff 115~147 g Th o7z, AFIZTRTEER
23+2°C, IBEE 55+10% DEHENT 1 yr—Y 5L >
IRAELTITY, 85 WERSH MB-1) SXuk Ok
EK) FEBICERS ¥,

3. Em#Es

1) FAEORE

7y b0 4EESHEERRY ICEWT, 90mg/kg ¥
TORARTIIEIL 2 h o7 270 mg/kg T, #K

€, CESMMHLZLEOTEI BB S h, &6iT810
mg/kg TIXZh b OE{ENFEEBHON T, Zh b
DRER B L UEXRAOEKTEHE (W 10mg/kg) %
EZRL, FRABRTIIRFAEL 270mg/kg &L, UT
90, 30, 10 mg/kg DE 4 AKkEFELE,
2) ERBOWK
FEREHZ, LRAARRICHEEE M5 BHLL,
ERMHEE ORHEER L UMENE TE 52—t
3X5ICEERS LI, FROSKE XULEDOA
BRIUTOLBY TH B,
1. xms¥
la. xR 1388 (H5, #5) : 13 AMBERS
Ib. *FR 26 EE (3 10, B 10) : 26 EMBERS
Ic. x5 BEIGE (5, #5) : 26 BMBERRS
% 5 EH LR
1d. X 13 BEISERE (45, #5) : 26 AMBEEE
5 13 AR ELER
O. 10mg/kg B
Da. 10mg/kg 13 @R (HES, #E5) : 138 10mg/
kg &5
Ob. 10mg/kg 26 @EE (# 10, #E 10) : 26 iEfH 10
mg/kg &5
M. 30mg/kg &
Ma. 30 mg/kg 13 5@ (# 5, # 5): 13 3R] 30 mg/
kg &5
Mb. 30mg/kg 26 @R (B 10, #E 10) : 26 &R 30
mg/kg 5
IV. 90mg/kg &
IVa. 90mg/kg 13 B8 (# 5, M 5) : 13 i 90 me/
kg &5



yoL. 32 s—1

CHEMOTHERAPY 1123

Vb, 90mg/kg 26 FEE (& 10, # 10) : 26 37K 90

mg/kg 5
V. 270mg/kg &
Va. 270mg/kg 13 ¥ (B S, #E5) : 13§ 270
mg/kg 5
Vb. 270 mg/kg 26 BE (B 10, # 10) : 26 3R 270
mg/kg &5
Ve, 270mg/kg 5 MEIHREE (HE5, #5) : 26 MM
270 mg/kg ¥5-% 5 @M LR
vd. 270mg/kg 13 SBEIERE (HES, #5) : 26 HH]
270 mg/kg # 51 13 AR EALER
3) EmoWmy

EROEGHIC, FRAKBIEDOLERLFERL,
5mifkg/day D—EHRE LD X HIT 0.5% CMC ik
EMATREBL, —HOME (0.2, 0.6, 1.8, 5.4%) »
EHErANL,

4) BEEES X U5

£#07y rThEhFEOREK:E, 1A 1ME, &
78, 13EM £7i2 26 M (BFfn56 46 A 8 H~MEHn
564125 10R) B/ v FERWTREOKE L,

4 RE

) —KBE

—BRER : BREHMPIRER 2EUE, EEBHRTI
BRIEES vy hO—EREZBE LI,

BE, FEES XUHSKE : 5 8MPE 1 BRIEL
f2o
2) BERE

7y M BEESMBURROBALFAKD H ik & B
», UTORER1T-7,

B, BEXSICLERRE  R5MA A1, # 54,13
BLU26EDII Loz, »H 13:8E EA# B X U270
mglkg 13 BEI R OMELESR 5 ITx AV CHR 18 2, TEH
REB L LERBRER 7o 72,

RRE: 5 BRIV 26 BEORLDIC, TTOH)
WERB Yy —CiB L, 8BRRELE, BRUHD 46
RREBOERKRE (oH, B, yuty  —Fy, F b
VB, Bl BEUCREEOSEREITO L L biT, 238
MRICo & jRE&, BA, Nat, K*, CI" BXU) VF—4
it kERE L,

RERE : "By — YA ToRBEPICHEE SN %E
BRI L, guaiac #EIC X 2 W MLRG 2 BTz,
MPFEAHRE : 13 X0 26 BRAIDBREHTHR, & 5
Y MEI-F AR TICKOER L, FMHKK RBO),
~?h2 Yy ME (H), ~E S EUEE (Hb), 8K
B (Ret), [ Bk (WBC), HMEREBIESR, @
NR¥ (PLT), 7= ke v EUREE (PT) & & U

R/AMIERLIE (G/E) 2RIE L e,

Mg ELENRE « M E AV, GOT, GPT, 7%
VM7 2778 =+ (ALP), AL T I/ RTF
¥—+ (LAP), hY 7Y+ 54 F (TG), 2y v 257
5 —+ (CHE), v’y v ¥y (BIL), 7 v 7 ¥ =1 (CRE),
REER (UN), REE (UA), /v a—=x (GLU), RIK
B (TP), 7o 7 3 (ALB), &#y v (P), 2L R7
v —) (CHO), TA 73y - 4wy vl (A/G), Na*,
K+, CI- 8 X Ur Catt 2 RIEL 1,

3) REFNHRE

HIRE L URBARONE : BREEDHEHIRT S
bz, W, O, M, OB, OBF, W, B, IR, iR,
THEE, PRI ARRSIUCEREKHL, BEERZAE
L, ERZoONWTik, RAMESDHE L, 1RV
HBEooBEYRAIEL, NAYERLREHL .,

REAIRENRE « ETR BRI T, AR,
KEBEHE, MBRAMEY o %8, EEAR, B, /ME, KB,
B, BERE, MR EME, %, BIZR, FE, AR, KEB
F, KEBE® XU ERHE 0BG, KEBHH, EHHFH,
RIS LU —F—RREMHL, 10% HEEEST L~ Y
v (e LBRAERY ViR CTEELREE, X774
VA, A7 hF LY v— A Y URERZITY, HBRY
BICRFE LT, RBEITICIT oil red O Befa %, K
BBEH XU LB Msic ity 7 5= O AL
70

4) EEBICRIT3RERER X HRERGENRE

270 mg/kg 26 EMEEHTHRELPEST S B &
BIEEBIROWTIX, FhbnEEMEZ L6572 Hxt
ER XU 270 mg/kg B0 5583 LU 13 @EIBRHD 7
vy PERAWTRERToM, ELSBRETRIELL
BT 13 BREEOREIERL 2 o7,

= 5% iR

1. —fEE

1D —&iER

106 L1 30mg/kg BTIIREHMMEBUTCERE R
ERIZBED ORI o72, 0mg/kg B TRMENEE
5~6 X DB bhic, 270 mg/kg BE TR X VK
ErfE3~4 XV REMATERIIBEETAHLN,
¥ REAABBEEOHFE R KRS 12HL VR Sh T,

b5 22 FICHBEOE 1 EAKENRKEIRE ) B
Tl

2) & (Fig. 2)

270 mg/kg BOHIZ, HEOHICOZ T S BEOKE
HHE AR bhilc s, EORIIXRBE L RKOHE
R LI,



124 CHEMOTHERAPY

FEB. 1984

Fig. 2 Body weight curves of rats treated orally
with DL-8280 for 26 weeks
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Fig. 3 Food consumption in rats treated orally
with DL-8280 for 26 weeks
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3) {EfEEF X UEK/KE (Fig. 3, Fig. 4)
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Fig. 4 Water consumption in rats treated orally
with DL-8280 for 26 weeks
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Table 1 Electrocardiography data in rats treated orally with DL-8280 for 26 weeks,
or in rats kept untreated for 13 weeks thereafter

H.R. (beats/min) PQ (msec) QRS (msec) QT (msec)

Control [270mg/kg| Control | 270mg/kg | Control | 270mg/kg | Control |270mg/kg

0|468+17 | 406140 |35.4%1.3|40.1+1.8|17.9+£0.9|15.5+1.1 |48.2+2.0|50.1£1.8
4460116 |454+37 |37.8+1.0|41.7+£2.6)17.3+1.6 (15.8+0.4 [50.7+1.9(53.2+3.0
13 (441112 | 449129 |38.1+1.5(39.0+1.6 |15.7+0.6 |15.0+0.5 |48.2+£1.9|51.3+3.7
Male 26 | 466+ 4 | 444128 [40.5+0.6 |39.7+1.5|17.1+0.8 |18.1+£0.6 [51.4+2.8|53.8+2.3
R5 | 437+13 | 443+19 [39.1+0.9 (41.2+1.2116.7+0.3 [17.3+0.8 |51.0+2.2|54.6+2.3
R13 472117 | 434+17 |39.5+1.2|42.6+£0.6 |17.9+0.4 [ 17.7+1.2 |50.5+2.2 |51.8+2.3

! 0]420+50 | 488+ 5 |36.7+0.4 (37.4+1.8 |15.4+0.6 |16.8+0.7 |47.4+1.4 |52.8+2.2
41460+10 488+ 7 |38.4+1.3|37.0+0.9|15.7+1.2|14.41+0.8 |52.3+3.0|50.1+1.8
13|426+13 | 458+13 [37.8+1.6(36.1£0.9|15.4+0.5|16.6+1.1 |53.2+1.1 [56.2+2.4
26 | 440410 | 512+13°* {35.84+1.3|35.0+0.9|16.7+0.7 [ 19.1+0.6* [ 53.3+1.5 |54.5+2.1
R5|430+13 (481 +14* (35.8+2.2|36.6+£0.9 |16.6+0.9|15.6+0.9 |56.1+1.9|52.6+1.3

R13|423+17 | 453+ 7 |39.6+1.7 [37.2+0.8 (17.0+0.4 |17.9+0.8 |51.9+0.8 [ 53.8+1.7

Sex Weeks|

Female

Each value represents mean + S.E. from 5 rats.
R5 :recovery for 5 weeks, R13 : recovery for 13 weeks
= P<0.05 vs control

Table 2 Urinalysis data in male rats treated orally with DL-8280 for 13 weeks

Group Control 10mg/kg 30mg/kg 90mg/kg | 270mg/kg
Volume (ml/h) 0.37+0.04 | 0.30+0.03 | 0.39+0.04 | 0.39+0.03 | 0.34+0.05
Na* (uEq/h) 32.2 +£2.1 |22.0 £2.2*|27.1 +4.5 [26.4 +£2.9 |21.8 +2.9*
K* (uEq/h) 97.4 +5.8 [79.4 +4.4*(93.3 £7.6 [89.7 £3.2 [88.9 %7.3
CI~ (uEq/h) 43.0 £2.3 (34.5 £2.4* |39.4 +4.2 |38.6 £1.6 |37.5 £3.6
Protein (mg/h) 0.5 0.1 0.3 £0.0*| 0.5 £0.1 0.4 £0.0 0.4 £0.1
Lysozyme (ug/h) 0.0 +£0.0 0.0 0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
pHY 7.4 £0.1 7.0 £0.3 7.7 £0.3 8.0 £0.0°| 7.8 +£0.4
Glucose® 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Ketone® 0.0 0.0 0.0 £0.0 0.0 +£0.0 0.0+ 0.0 0.4 £0.2
Urobilinogen® 0.7 0.1 0.6 +£0.1 0.6 £0.1 0.8 £0.1 0.7 £0.1
Blood pigment® 0.2 0.2 | 0.0 £0.0 | 0.6 +0.2 | 0.0 £0.0 | 0.0 +0.0

E 1.0 £0.0 0.8 +0.2 1.0 £0.0 0.8 £0.2 0.8 £0.2
L 0.6 +0.2 0.4 £0.2 0.6 +£0.2 0.6 £0.2 0.2 £0.2
Sediments® R 0.0 £0.0 0.0 £0.0 0.4 £0.2 0.4 £0.2 0.2 £0.2
(0] 2.4 £0.2 2.4 0.2 1.8 £0.2 1.6 £0.7 1.6 £0.6
C 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 ‘0.0 +0.0

Each value represents mean+ S.E. from 5 rats.

* P < 0.05 vs control

9 Urolabstix unit (—:0, +:0.5, +:1, +:2, #:3)

b E:epithelial cells, L:leucocytes, R:red blood cells, O:organisms, C:casts
(0:nil, 1:a few in some fields, 2:a few in all fields, 3:many in all fields)

DLAN 210mg/ke BMEICTWD b, hbO% 3. RERHRE

5013 5 WEIMRE T b d o Tc, 1EHIT b RTRE 1) JRBEER (Table 16~Table 20)
OMICEBE L RTEA SRR S I, WFhbBE B 0#Ex R L UMK EROEMNA, #5138 kO
By e FRARR A3 22 2 o e, 26 E D 30, 90 38 L T° 270 mg/kg BEDMERIZRW b,

Rleo2ERARICHEELTW., ERARHEREL
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Table 3 Urinalysis data in female rats treated orally with DL-8280 for 13 weeks

Group Control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
Volume (ml/h) 0.30£0.07 | 0.25+0.03 | 0.27+0.06 | 0.28%+0.04 | 0.26+0.04
Na™ (uEq/h) 18.1 +£2.2 [18.7 £1.6 |16.0 +£1.6 |14.3 +3.2 [18.8 £1.2
K* (uEq/h) 56.0 +£9.9 [59.5 +3.5 [56.8 £2.9 |46.4 £7.6 |65.0 £7.9
Cl~ (uEq/h) 26.2 £3.9 (26.4 +1.8 (24.6 £1.6 |21.9 +3.7 [28.9 +2.6
Protein (mg/h) 0.0 £0.0 0.1 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Lysozyme (ug/h) 0.0 £0.0 0.8 £0.8 0.0 £0.0 1.0 £1.0 0.0 £0.0
pHY 7.4 £0.2 7.1 £0.4 6.5 £0.2* | 7.7 0.2 8.0 £0.0
Glucose® 0.0 £0.0 0.0 £0.0 0.0' £0.0 0.0 £0.0 0.0 £0.0
Ketone® 0.0 £0.0 0.0 £0.0 0.3 £0.2 0.2 £0.2 0.0 £0.0 »
Urobilinogen® 0.8 £0.1 0.5 £0.0 0.5 £0.0 0.5 £0.0 0.8 £0.1
Blood pigment* 0.0 £0.0 0.0 £0.0 0.0 0.0 0.0 £0.0 0.4 0.4

E 1.0 £0.0 1.0 £0.0 0.8 £0.2 1.0 £0.3 1.2 £0.2
L 0.4 £0.2 0.6 0.2 0.6 £0.2 0.6 £0.2 0.2 £0.2
Sediments®R 0.2 £0.2 0.2 £0.2 0.6 £0.2 0.2 £0.2 0.2 £0.2
0 2.6 +0.2 1.4 £0.7 1.4 £0.5 0.8 £0.4*| 0.8 +0.6*
C 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

Each value represents meant S.E. from 5 rats.
« P < 0.05 vs control
o Urolabstix unit (—:0, +:0.5, +:1, H:2, #:3)
b) E: epithelial cells, L:leucocytes, R:red blood cells, O:organisms, C:casts

(0:nil, 1:a few in some fields, 2:a few in all fields, 3:many in all fields)

Table 4 Urinalysis data in malle rats treated orally with DL-8280 for 26 weeks

Group Control® 10mg/kg 30mg/kg 90m g/kg 270mg/kg
Volume (ml/h) 0.40+0.04 | 0.38+0.05| 0.41+0.02| 0.40+0.02| 0.39+0.03
Na* (uEq/h) 45.2 £2.0 |47.5 +£3.7 [50.8 +2.9 (49.8 +£2.9 |50.7 £3.2
K* (uEq/h) 90.3 +£6.2 [{92.7 £5.5 [95.7 +4.1 |94.9 £3.7 [96.1 £6.1
Cl~ (uEq/h) 42.4 2.1 [50.2 £3.1 |52.0 +£3.5*|51.1 +4.0 |52.4 +4.1
Protein (mg/h) 0.7 £0.2 0.6 0.1 0.5 £0.0 0.5 £0.0 0.5 £0.1
Lysozyme (ug/h) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
pH'> 6.9 £0.1 6.8 0.1 7.3 £0.3 7.9 +£0.1*| 8.0 £0.1°
Glucose® 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Ketone® 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Urobilinogen®” 0.5 £0.0 0.5 £0.0 0.5 £0.0 0.5 £0.0 0.5 £0.0
Blood pigment‘) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

E 0.8 +£0.3 0.8 +0.1 1.1 £0.2 0.9 £0.3 0.9 +0.1
L 0.7 £0.2 0.5 £0.2 0.5 £0.2 0.1 £0.1 0.5 +0.2
Sediments®R 0.3 £0.2 0.1 0.1 0.6 £0.3 0.4 £0.2 0.1 +£0.1
0 1.6 £0.3 1.4 £0.4 0.4 £0.2* | 1.0 £0.4 0.1 £0.1*
C 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

Each value represents meant S.E. from 10 rats.
* P < 0.05 vs control
8 Urolabstix unit (—:0, +:0.5, +:1, +:2, #:3)
b E: epithelial cells, L: leucocytes, R: red blood cells, O:organisms, C: casts
(0:nil, 1:a few in some fields, 2:a few in all fields, 3:many in all fields)

¢ n=9
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Table 5 Urinalysis data in female rats treated orally with DL-8280 for 26 weeks

Group Control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
Volume (ml/h) 0.22+0.05 | 0.24+0.03| 0.24+0.03| 0.28+0.03| 0.26+0.03
Na* (uEq/h) 28.2 +2.8 |28.3 +2.8 |(29.5 +2.8 |37.5 £3.2*|35.3 £3.1
K* (uEq/h) 50.9 +5.3 [54.6 +4.4 [56.1 +6.5 [63.5 £5.7 |66.4 £5.9
Cl- (uEq/h) 28.4 +£2.2 (28.3 +£2.5 [32.5 +3.7 |40.5 £4.0° [40.5 £3.0°
Protein (mg/h) 0.4 £0.3 0.1 £0.0 0.5 £0.4 0.7 £0.6 0.2 £0.1
Lysozyme (ug/h) 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
pH') 7.0 £0.3 7.4 0.3 7.5 £0.3 7.5 0.2 7.6 £0.2
Glucose” 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0
Ketone ¥ 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.1 £0.1
Urobilinogen®’ 0.5 £0.0 0.5 £0.0 0.5 £0.0 0.5 £0.0 0.5 £0.0
Blood pigment® 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

E 0.7 £0.2 0.7 £0.2 0.7 0.2 0.9 £0.2 1.5 £0.3*
L 0.5 0.2 0.3 £0.2 0.7 £0.3 0.2 £0.1 0.6 £0.3
Sediments® R 0.1 £0.1 0.1 £0.1 0.0 £0.0 0.2 £0.1 0.0 £0.0
0 0.6 £0.3 0.6 £0.3 0.4 £0.2 0.6 0.3 0.3 +0.2
C 0.0 0.0 0.0 £0.0 0.0 0.0 0.0 £0.0 0.0 £0.0

Each value represents mean + S.E. from 10 rats.

* P < 0.05 vs control

s Urolabstix unit (—:0, *:0.5, +:1, H#:2, #:3)

b E:epithelial cells, L:leucocytes, R:red blood cells, O:organisms, C:casts
(0:nil, 1:a few in some fields, 2:a few in all fields, 3: many in all fields)

Table 6 Fecal occult blood reaction in rats treated orally with DL-8280
for 26 weeks, or in rats kept untreated for 5 weeks thereafter

Sex Male Female

Dose (mg/kg/day) 01030902700 |10 |30 |90 |270
13-week treatment |No. of rats | 5 | 5|5 (5| 5 | 5 5
Negative® [5"| 55|41 |5]|5]|5 1

Positive oj0(0|1] 4 |0fO0O]O0]|2]| 4

26-week treatment | No. of rats | 9 {10|10(10{ 10 |10|[10|10| 10| 10
Negative 6/6(1|2|1|8(8(4]|3]| 3

Positive 3141(9 9 |2 6 7

5-week recovery No. of rats | 5| 0 5|5|0(0 5
Negative 3 4 (4 . 5

Positive 2 1|1 . 0

a) Occult blood reaction
v No. of rats

RRQILEBERIIEML TV, ZoBREREL FIBHED b, VTR LEED, i ARE
(BYL, #MEGH0ELINERTLIE L D Th - B E RS o,

Ro ¥R RIR OMxR X UHE B RO B 5 26 2) JRELHIFTR (Table 21~Table 23)

D 20mg/kg BOMITTD bhic, LALEBBIV BERCEET S LEDhAERUTOLEY Tho
BRoERMNL, 2heh 133805 X058 ok 2o

KCEBLE, 12200 b B REBICH B L FEELT B8 (Photo. 1) : FIERAYIC, FEARAMEE 13011826
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Table 7 Hematology data in male rats treated orally with DL-8280 for 13 weeks

Group Control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
RBC (10°/mm®) | 7.76+0.15| 8.19+0.10| 8.08+0.07 | 7.93%0.24 | 7.95+0.07
Ht (%) 4.8 £0.7 [45.0 £0.7 [45.4 £0.3 |44.5 £0.2 | 44.3 0.3
Hb (g/dl) 15.5 £0.2 |15.8 +0.2 [15.7 +£0.2 |15.5 £0.2 |15.5 +0.1
Ret (%) 1.7 £0.2 | 1.5 £0.1 | 1.9 +0.2 | 1.6 £0.2 | 1.9 0.2
WBC (10°/mm®) [11.3 +2.1 | 9.3 +0.8 | 8.8 +£0.9 | 7.7 +£0.6 [10.1 £1.0

N | 9.2 £1.4 [11.8 £1.9 [10.8 +2.6 |13.3°+2.9 |11.0 +3.2
L [88.1 +1.8 |85.6 +1.9 |86.2 +3.2 |83.5 +2.9 [86.7 +3.6
Differential’ E | 1.2 +£0.3 | 1.3 £0.5 | 2.4 £0.6 | 2.2 £0.7 | 1.3 +0.6
(%) B | 0.0 £0.0 | 0.0 £0.0 | 0.0 £0.0 | 0.0 £0.0 | 0.0 +0.0
M | 1.5 £0.6 | 1.3 £0.5 | 0.6 +0.2 | 1.0 £0.4 | 1.0 +0.6
O | 0.0 £0.0 | 0.0 £0.0 | 0.0 £0.0 | 0.0 +£0.0 | 0.0 +0.0
G/E 0.88+0.07 | 0.74+0.16| 0.74+0.06| 0.85+0.12 | 0.82+0.008
PLT (10°/mm®) | 0.72+0.06| 0.78+0.05| 0.69+0.05| 0.75+0.05 | 0.76+0.04
PT (sec) 10.2 +£0.1 [10.3 £0.1 |10.1 +0.2 |10.2 +£0.1 |10.1 0.1

Each value represents mean* S.E. from 5 rats.
* P < 0.05 vs control

2) N:neutrophils, L:lymphocytes, E: eosinophils, B:basophils, M: monocytes, O:others

O: others

Table 8 Hematology data in female rats treated orally with DL-8280 for 13 weeks

Group control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
RBC (10*/mm®) 7.59+0.12 | 7.45%+0.35| 7.48+0.11| 7.451+0.16 | 7.45+0.13
Ht (%) 44.9 10.2 |42.9 2.2 [ 44.5 £0.2 [(43.9 £0.9 |44.1 £0.3
Hb (g/dl) 16.3 +£0.1 [15.3 £0.9 |16.1 +0.1 [16.1 £0.3 |15.9 £0.2
Ret (%) 1.3 $0.1 1.9 £0.6 1.3 £0.1 1.5 £0.2 1.3 £0.1
WBC (10°/mm?*) 8.7 £1.0 9.8 £3.2 8.0 1,2 6.6 £0.3 8.3 £1.0

N |20.0 +3.4 |20.3 +£8.7 (11.8 +1.3 |12.2 +£0.8 |10.6 +1.8°

L |77.1 £3.1 |77.1 £9.2 |85.2 +£0.8*|83.7 +1.0 |[86.4 +2.2*

Differential® E 2.3 0.8 1.3 0.4 2.1 £0.3 2.3 0.6 2.2 £0.4
(%) B 0.0 £0.0 0.0 0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

M 0.6 £0.2 1.3 £0.7 0.9 £0.7 1.8 £0.6 0.8 £0.5

0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 0.0 0.0 £0.0

G/E 0.76+0.07 | 1.00+0.20| 0.77+0.07| 0.67+0.09| 0.61%0.16
PLT (10°/mm®) 0.83+0.05| 0.81+0.09| 0.72+0.04 | 0.64+0.04¢] 0.69+0.04
PT (sec) 9.7 0.1 9.8 +0.1 9.8 £0.1 9.6 +0.2 9.4 £0.1

Each value represents mean + S.E. from 5 rats.
* P < 0.05 vs control
) N:neutrophils, L:lymphocytes, E:eosinophils, B:basophils, M: monocytes,

O: others

oML L b iC 30mg/kg BETHRA &, 90 mg/kg BT
BRIT, 270 mg/kg B TEFITED b, LA LIRS
B IR LR L oI RBH bh b o i,

KEBE & A (Photo. 2~Photo. 6) : HHEREEZ S
L2TOERBICRWT, ARIBEEEOPREIUT 0—
BOBELHRD bhic, ARENICIE, RETERRD

JRFH 72 Bal & ¥ - 7 B ik B DIEE S B bhvk. T
DREEICII/INESELIR LB R ML, SHE
I EREARSE X CER D REIC & 3 /NERBRAED
b (37— 1), BARSOER BT, £
PRICABAALGN, £OET ORI REEARD
WHRH bR (RaT7—2), 2a7—1~20%tE
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Table 9 Hematology data in male rats treated orally with DL-8280 for 26 weeks

Group Control® 10mg/kg 30mg/kg 90mg/kg 270mg/kg
RBC (10°/mm®) 8.40+0.06 | 8.29+0.14 | 8.45+0.14 | 8.32+0.12| 8.43+0.10
Ht (%) 45.3 +£0.4 |44.9 0.5 [45.8 £0.4 |45.0 £0.4 |45.3 +0.3
Hb (g/dl) 15.7 +£0.1 [15.7 £0.2 |15.9 +0.1 |15.7 +£0.2 |15.8 +0.2
Ret (%) 1.6 £0.1 1.7 £0.2 1.5 £0.1 1.4 £0.2 1.7 £0.1
WBC (10°/mm*) 8.4 £0.4 8.1 £0.5 8.3 0.5 8.7 £0.4 8.6 0.4

N |22.7 +2.9 |18.4 +1.5 [17.2 £1.5 [16.7 £2.5 |17.1 +3.3

L |75.5 £3.2 |78.9 +1.6 [80.2 £1.5 |79.7 +£2.7 |81.2 3.3
Differential® E | 1.4 £0.4 | 1.9 £0.4 | 1.9 £0.5 | 2.6 £0.6 | 1.2 0.3
(%) B 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

M 0.4 £0.3 0.9 £0.3 0.8 £0.3 1.1 £0.3 0.6 0.2

0 0.0 0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0 0.0 £0.0

G/E 0.97+0.05| 0.87+0.03| 0.78+0.08 | 0.92+0.04 | 0.86 +0.04
PLT (10°/mm®) 0.68+0.03| 0.69+0.03| 0.73+0.03( 0.75+0.04 [ 0.73+0.03
PT (sec) 10.5 +£0.2 |10.2 +£0.1 |10.2 +0.1 |10.4 £0.1 (10.6 +0.1

Each value represents meant S.E. from 5 rats.

« P < 0.05 vs control
) n=9

b N:neutrophils, L:lymphocytes, E:eosinophils, B:basophils, M: monocytes,

O: others

Table 10 Hematology data in female rats treated orally with DL-8280 for 26 weeks

Group Control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
RBC (10°/mm®) | 7.59+0.11| 7.52+0.09| 7.70+0.12 | 7.60+0.09 | 7.59+0.09
Ht (%) 45.1 +0.6 |45.4 +0.5 |45.6 +0.5 |45.6 +0.3 | 44.4 +0.5
Hb (g/dl) 16.2 +0.2 |16.1 +0.2 [16.3 +0.2 |16.1 +0.2 |15.8 +0.3
Ret (%) 1.6 +0.1 | 1.6 +0.1 | 1.5 £0.1 | 1.6 +0.1 | 1.6 +0.2
WBC (10¥mm®) | 6.1 +0.3 | 6.4 £0.3 | 6.0 +0.4 | 6.8 0.6 | 7.3 +0.4°

N |22.3 +1.5 |21.6 £2.5 |16.6 +0.3° [15.4 +1.9* |16.0 +1.9°

L |75.3 £1.5 [75.7 +2.5 |80.1 +£0.6° | 81.4 +1.9* | 81.7 +1.9*
Differential> E | 1.6 +0.3 | 2.0 £0.2 | 2.7 +0.4 | 2.6 +0.6 | 1.3 +0.3
(%) B | 0.0 0.0 | 0.0 £0.0 | 0.1 +0.1 | 0.0 £0.0 | 0.0 +0.0

M | 0.8 +0.2 | 0.8 0.3 | 0.6 +0.3 | 0.6 £0.2 | 1.1 +0.4

O | 0.0 £0.0 | 0.0 £0.0 | 0.0 £0.0 | 0.0 0.0 | 0.0 +0.0

G/E 0.80+0.05| 0.84+0.05| 0.81+0.04 | 0.72+0.05| 0.71+0.07
PLT (10%mm®) | 0.72+0.02| 0.70+0.04 | 0.75+0.03 | 0.79+0.03| 0.77+0.04
PT (sec) 9.7 0.1 | 9.7 £0.1 | 9.7 0.1 | 9.9 £0.1 | 9.5 0.1

Each value represents mean = S.E. from 10 rats.

+ P < 0.05 vs control

») N:neutrophils, L: lymphocytes, E: eosinophils, B:basophils, M: monocytes,

O: others

RLEKBEEIC MBI A EABESRS bR, &
bRt 2P Tit, REVSBIKEREE CEL
MARRUL AR Eh T, REEEOKEICIZ
KM OWAE L T bh, REFEICDAEEICEK
HEERHEAROBEER bBA S (x27-3),

= DEFEICE - e KEEEBIC X W ERAYIC A & FE Ok
FRED» b O FIRENRTD bz, BLE 0 E 1L
i1, BEBRCIHBRICORT, BERBIUVREL
LIRESEAN D oS, FORERRIFZ E 3R &
V265 L LITITFIHBL TV, MREAZREL 2 %
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Table 11 Serum biochemistry data in male rats treated orally with DL-8280 for 13 weeks
Group Control 10mg/kg 30mg/kg 90mg/kg 270mg/kg
GOT (IU/L) 116 5 124 14 152 +29 116 15 115 +7
GPT (IU/L) 6 =t 2 37 + 4 49 16 37 8 33 1
ALP (KAU) 26.1 £ 2.1 25.8 £ 3.5 24.7 £ 3.8 25.6 £ 2.8 41.2 £ 4.5°
LAP (IU/L) 65 + 2 67 + 3 69 + 3 68 + 4 66 t 2
TG (mg/dl) 194 +32 169 16 202 £20 199 +26 183 +29
CHE (ApH) 0.36+ 0.01 0.37+ 0.01 0.33% 0.02 0.33+ 0.01 0.37+ 0.02
BIL (mg/dl) 0.20+ 0.01 0.20% 0.01 0.25+ 0.04 0.20+ 0.01 0.19+ 0.01
CRE (mg/dl) 0.64+ 0.08 0.59% 0.06 0.76+ 0.10 0.70+ 0.06 0.55+ 0.06
UN (mg/dl) 23.1 £ 1.1 22.6 £ 1.0 23.6 + 1.1 22.4 £ 0.9 22.5 £ 1.4
UA (mg/dl) 1.3 £ 0.1 1.4 £ 0.1 1.4 £ 0.3 1.0 £ 0.1 1.1 £ 0.2
GLU (mg/dl) 186 11 197 +18 196 +11 182 7 175 %5
TP (g/dl) 6.12+ 0.11 5.85+ 0.12 5.79+ 0.09° 5.80+ 0.12 5.78+ 0.03°
ALB (g/dl) 3.63+ 0.03 3.58+ 0.05 3.57+ 0.06 3.53+ 0.07 3.60+ 0.01
P (mg/dl) 5.4 £ 0.4 4.9 £ 0.3 4.6 £ 0.3 4.6 £ 0.3 5.3 £ 0.6
CHO (mg/dl) 76 £ 5 63 £ 4 64 £ 5 72 7 74 5
A/G 1.46+ 0.03 1.58+ 0.03* 1.61+ 0.03* 1.56% 0.03 1.65+ 0.02°
Na* (mEq/L) 142 =+ 1 141 =1 142 =+ 1 143 £ 1 142 =1
K* (mEq/L) 5.1 £ 0.2 4.9 £ 0.3 5.1 £ 0.3 4.9 £ 0.2 5.1 £ 0.2
Cl~ (mEq/L) 101 =+ 2 104 0 9 + 2 101 £ 2 101 +£1
Ca* (mEq/L) 4.8 £ 0.1 4.7 £ 0.1 4.7 £ 0.0 4.7 £ 0.1 4.7 £ 0.1

Each value represents mean+S.E. from 5 rats.
+ P < 0.05 vs control

Table 12 Serum biochemistry data in female rats treated orally with DL-8280 for 13 weeks

Group Control 10mg/kg 30mg/kg 90mg/ kg 270mg/kg
GOT (IU/L) 201 +39 214 51 145 15 228 54 212 t41
GPT (IU/L) 71 18 66 16 54 12 78 25 65 t14
ALP (KAU) 16.9 = 1.2 23.5 £ 5.1 23.9 + 2.6° 19.5 £ 3.6 26.4 £ 4.6
LAP (IU/L) 63 + 3 64 £ 3 62 £+ 2 66 + 2 59 2
TG (mg/dl) 100 15 124 21 116 *14 109 +27 129 +22
CHE(ApH) 0.95+ 0.07 0.81+ 0.17 1.09+ 0.08 1.14£ 0.15 1.06+ 0.09
BIL (mg/dl) 0.21+ 0.01 0.22+ 0.02 0.20+ 0.01 0.19+ 0.01 0.19+ 0.01
CRE (mg/dl) 0.61+ 0.06 0.63+ 0.10 0.61+ 0.05 0.63+ 0.02 0.56+ 0.05
UN (mg/dl) 22,5 £+ 1.1 21.5 £ 1.9 21.3 £ 1.1 21.4 £ 0.7 22.4 £ 1.6
UA (mg/dl) 1.2 £ 0.1 1.4 £ 0.2 1.4 £ 0.3 1.5 £ 0.1 1.3 £ 0.2
GLU (mg/dl) 174 9 165 15 210 +27 187 10 174 + 8
TP (g/dl) 6.27+ 0.11 6.29+ 0.13 6.12+ 0.09 6.19+ 0.19 6.46+ 0.13
ALB (g/dl) 3.75+ 0.06 3.73+ 0.10 3.79+ 0.05 3.86+ 0.08 4.00+ 0.08*
P (mg/dl) 3.7 £ 0.4 4.1 £ 0.4 3.9 £0.3 3.4 +£0.2 4.1 £ 0.3
CHO (mg/dl) 79 +7 84 6 7 4 83 5 86 *10
A/G 1.50+ 0.04 1.46% 0.05 1.63+ 0.02* 1.66+ 0.05° 1.63+ 0.02°
Na* (mEq/L) 141 £ 1 142 =+ 1 141 1 142 +1 142 1
K* (mEq/L) 4.5 £ 0.3 4.7 + 0.4 4.2 £ 0.2 4.2 + 0.1 4.3 £ 0.2
Cl~ (mEq/L) 103 +1 103 %1 104 1 103 +1 100 £1
Ca* (mEq/L) 4.8 + 0.1 4.8 £ 0.1 4.8 £ 0.1 4.7 £ 0.1 4.9 £ 0.1

Each value represents meant S.E. from 5 rats.
* P < 0.05 vs control
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Table 13 Serum biochemistry data in male rats treated orally with DL-8280 for 26 weeks

Group Control® 10mg/kg 30mg/kg 90mg/kg 270mg/kg
GOT (IU/L) 103 £ 8 131 + 9° 151 27 128 10 113 = 8
GPT (IU/L) 32 4 39 3 5 10 39 +£5 34 4
ALP (KAU) 249 + 2.9 25.2 £ 2.0 22.7 £ 2.5 21.2 £ 1.5 27.9 £ 2.2
LAP (IU/L) 67 t 2 71 £33 68 + 2 67 1 66 L 2
TG (mg/dl) 169 £15 161 16 169 t12 170 +£13 163 *12
CHE (apH) 0.31+ 0.01 0.36+ 0.01° 0.33+ 0.01 0.33+ 0.01 0.32+ 0.01
BIL (mg/dl) 0.16t 0.01 0.17+ 0.01 0.16t 0.01 0.16+ 0.01 0.16t 0.00
CRE (mg/dl) 0.56+ 0.04 0.56+ 0.06 0.55+ 0.04 0.49+ 0.03 0.47+ 0.03
UN (mg/dl) 22.5 £ 0.6 22.7 £ 0.9 22.1 £ 0.7 21.2 £ 0.7 22.1 £ 0.5
UA (mg/dl) 1.2 £ 0.1 1.3 £ 0.1 1.3 £ 0.0 1.3 £ 0.1 1.3 £ 0.1
GLU (mg/dl) 188 t 4 187 x5 187 + 4 190 + 4 192 £ 5
TP (g/dl) 5.78+ 0.03 5.91+ 0.07 5.81+ 0.05 5.82+ 0.05 5.79%+ 0.08
ALB (g/dl) 3.50+ 0.03 3.63+ 0.04° 3.62+ 0.02* 3.64%+ 0.03* 3.64t 0.03*
P (mg/dl) 4.9 + 0.3 4.8 £ 0.1 4.9 + 0.2 4.9 £ 0.1 5.3 £ 0.2
CHO (mg/dl) 60 £ 5 78 £ 5° 67 + 3 67 + 3 77 £ 5*
A/G 1.54%+ 0.02 1.59+ 0.02 1.65+ 0.02* 1.68+ 0.02* 1.70+ 0.03*
Na* (mEq/L) 140 + 0 140 £ 1 140 =+ 0 140 = 0 140 £ 0
K* (mEq/L) 4.8 £ 0.1 4.8 + 0.2 5.0 £ 0.1 4.9 £ 0.1 4.8 £ 0.1
Cl- (mEq/L) 9 <1 97 1 98 1 97 £ 1 9% £ 1
Ca*™ (mEq/L) 4.37+ 0.06 4.38+ 0.04 4.43+ 0.04 4.37+ 0.03 4.40+ 0.05

Each value represents mean £S.E. from 10 rats.

+ P < 0.05 vs control

%n =9

Table 14 Serum biochemistry data in female rats treated orally with DL-8280 for 26 weeks

Group Control 10mg/kg 30m g/kg 90m g/kg 270mg/kg
GOT (IU/L) 166 +22 166 +19 198 +24 238 +38 300 +31°
GPT (IU/L) 50 +6 50 + 4 5 + 6 73 +16 69 + 9
ALP (KAU) 15.4 + 2.1 19.7 + 1.7 12.6 + 0.6 15.5 + 1.6 21.6 + 3.5
LAP (IU/L) 60 + 2 61 +1 60 + 2 64 + 2 66 + 3
TG (mg/dl) 183  +46 153 +24 198  +36 132 +11 148 +13
CHE (ApH) 1.22+ 0.06 1.30% 0.06 1.22+ 0.07 1.11% 0.05 1.12+ 0.11
BIL (mg/dl) 0.19+ 0.02 0.18+ 0.01 0.20+ 0.02 .17+ 0.01 0.24+ 0.03
CRE (mg/dl) 0.68+ 0.18 0.60+ 0.08 0.70+ 0.13 0.51+ 0.04 0.52+ 0.03
UN (mg/dl) 22.7 £ 0.9 22.8 £ 0.8 22.3 + 0.6 21.7 £ 0.7 22.3 + 0.8
UA (mg/dl) 1.3 £ 0.1 1.1 £ 0.1 1.2 £ 0.1 1.3 £ 0.1 1.7 £ 0.3
GLU (mg/dI) 167 +5 169 + 4 172 + 7 169 + 4 170 + 9
TP (g/dl) 6.76+ 0.13 6.75+ 0.11 6.80+ 0.14 6.57+ 0.08 6.84+ 0.16
ALB (g/dl) 4.05+ 0.06 4.08% 0.04 4.15+ 0.08 4.03+ 0.05 4.06+ 0.10
P(mg/dl) 3.1 £0.3 3.2 £ 0.2 3.3 £ 0.3 5+ 0.3 4.2 £ 0.3*
CHO (mg/dl) 98 +6 98 + 6 97 +7 102 +6 143 +17°
A/G 1.50+ 0.03 1.54+ 0.04 1.57+ 0.04 1.59+ 0.02* | 1.49+ 0.07
Na* (mEq/L) 139 +0 139 +0 139 +1 139 +0 133 +1
K* (mEq/L) 4.4 0.1 4.3 + 0.1 4.4 £ 0.1 4.4 0.1 53 + 0.5
ClI~ (mEq/L) 98 +1 98 +1 98 +1 97 £1 9% + 1
Ca* (mEq/L) 4.50+ 0.07 4.57+ 0.09 4.51+ 0.06 4.48+ 0.04 4.65+ 0.11

Each value represents mean +S.E. from 10 rats.
* P < 0.05 vs control
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Table 15 Serum biochemistry data in rats kept untreated for 5 weeks
after 26-week dosing of DL-8280

Sex Male Female

Group Control 270mg/kg Control 270mg/kg
GOT (IUu/L) 118 £10 142 22 179 +32 224 40
GPT (IU/L) 4 <5 57 £+ 8 62 + 4 56 <+ 4
ALP (KAU) 23.5 £ 4.8 24.8 £ 4.8 13.6 £ 1.5 12.6 £ 2.1
LAP(IU/L) 65 + 3 72 £ 5 59 +£ 2 61 + 4
TG (mg/dl) 189 +29 162 £ 5 148 +£21 155 137
CHE (ApH) 0.37+ 0.01 0.39+ 0.02 1.50+ 0.08 1.23+ 0.10
BIL (mg/dl) 0.18% 0.01 0.17+ 0.01 0.17+ 0.01 0.19£ 0.01
CRE (mg/dl) 0.49+ 0.05 0.36+ 0.02° 0.36+ 0.08 0.47% 0.09
UN (mg/dl) 22.1 £ 1.4 22.1 = 0.4 19.9 £ 1.3 21.3 £ 1.2
UA (mg/dl) 1.2 £ 0.2 1.2 £ 0.1 0.9 £ 0.0 1.3 £ 0.1
GLU (mg/dl) |175 £ 7 172 £ 4 153 £ 5 166 +12
TP (g/dl) 6.18+ 0.07 6.09+ 0.14 7.15£ 0.16 6.59+ 0.16*
ALB (g/dl) 3.60t 0.02 3.64t 0.05 4.18% 0.06 3.94% 0.09
P (mg/dl) 4.3 £ 0.2 4.5 £ 0.2 2.4 £ 0.2 2.4 £ 0.2
CHO (mg/dl) 82 17 101  £22 97 7 118 +14
A/G 1.40+ 0.03 1.50+ 0.06 1.42+ 0.05 1.48+ 0.04

Each value represents mean £S.E. from 5 rats.

* P < 0.05 vs control
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Table 20 Organ weight data in rats kept untreated for 5 or 13 weeks
after 26-week dosing of DL-8280

Sex - Male Female
Group Control 270mg/kg Control 270mg/kg
No. of rats ' 5 5 5 5
5 weeks ‘
Body weight (g) 531.7 +28.0 v 575.8 £19.3 291.1 +10.6 303.2 £12.1
Adrenal (mg) 52.9 £ 3.1 55.1 £ 2.7 73.1 £ 6.0 66.6 £ 3.1
(mg/100g) 10.0 £ 0.7 9.6 £ 0.4 25.1 £ 1.7 22.0 £ 1.0
Cecum(A)  (g) 5.40 + 0.56 | 6.43%+ 0.36 | 3.82+ 0.34 | 6.21+ 0.67*
(3/1008) 1.01+ 0.09 1.12+ 0.08 1.31+ 0.09 2.041+ 0.17°
Cecum(B)  (g) 1.33+ 0.11 | 2.03+ 0.10*| 1,03+ 0.08 | 1.56+ 0.02°
(g/100g) 0.25+ 0.02 0.36t 0.02° 0.35f 0.02 0.52+ 0.02*
Cecum(A—B) (g) 4.07+ 0.46 4.39+ 0.28 2.80+ 0.27 4.66+ 0.67*
(g/100g) - 0.76 £ 0.07 0.77+ 0.06 0.96t 0.08 1.52+ 0.18*
13 weeks I - i T o
Body weight (g) 577.8 +16.6 604.5 +£31.6 324.2 £23.9 312.9 £16.0
Cecum(A) (g) 5.36+ 0.44 7.10+ 0.83 4.42% 0.50 4.60t 0.14
(g/100g) 0.93+ 0.07 1.17+ 0.13 1.38+ 0.15 1.49£ 0.09
Cecum(B) (g) 1.43%+ 0.07 1.72+ 0.19 1.14+ 0.06 1.30+ 0.06
- (g/100g) 0.25+ 0.01 0.28+ 0.02 0.35+ 0.02 0.42t 0.01°
Cecum(A—B) (g) 3.93+ 0.39 5.38t 0.70 3.284+ 0.48 3.30+ 0.16
(g/100g) 0.68+ 0:06 0.89+ 0.12 1.03+ 0.15 1.07+ 0.08

Each value represents mean +S.E..

Cecum(A). : with content, Cecum(B) :without content

* P < 0.05 vs control

Table 21 Pathological findings in rats treated orally with DL-8280 for 13 or 26 weeks

Sex Male Female
Findings
Dose (mg/kg/day)| 0 |10|30{90|270| 0 | 10| 30|90 | 270
13-week treatment No. of rats 5(5|5[5|5|5|5|5|5](56
Cecum : enlargement olofl1|]2|5|0]0|0|1]|5
Adrenal : enhancement of lipid
deposition in cortex 0 0|0 0
Medial femoral condyle
: white plaque 1/3|1(3]4]0(0]0]|3
: osteochondrosis-like change 2/3(1(4]4|0(0]0]|3]1
26-week treatment No. of rats 9|10{10|10| 10 |10|10(10 (10| 10
Cecum : enlargement 0(0|3|8|10(0|0]4|10(10
Adrenal : enhancement of lipid
deposition in cortex 0] - 0|10 0 3
Medial femoral condyle
: white plaque 1{1|]5|6|10(0f0(1|0]| 2
: osteochondrosis-like change 114|588 |]0(0f1(|3]| 4

s No. of positive cases
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Table 22 Pathological findings in rats kept untreated for 5
or 13 weeks after 26-week dosing of DL-8280
Sex Male | Female
Findings
Dose (mg/kg/day) | 0 | 270| 0 (270
5-week recovery No. of rats 5|5 1|5|5
Cecum : enlargement |1 |02
Adrenal : enhancement of lipid
deposition in cortex 0(0|0}O
Medial femoral condyle
: white plaque 14 |0}2
: osteochondrosis-like change 1|15 ]0({2
13-week recovery I No. of rats 5(5 |5]5
Cecum : enlargement 0|2 1]0]0
Medial femoral condyle
: white plaque 03 |0] 2
: osteochondrosis-like change 113 |0]2
)  No. of positive cases
Table]23 Incidence and severity of changes of the medial femoral condyle in
rats treated orally with DL-8280 for 13 or 26 weeks
Treatment Male Female
. Severity')
period 0| 10 | 30 | 9 | 220 | o | 10| 30 | % | 270
13 weeks - 391 2 | 4 1 1 5|5 (5] 2 4
+ 2 3 1 3 2 0 0 0 2 0
+ 0 0 0 1 2 0 0 0 1 0
# 0 0 0 0 0 0 0 0 0 1
26 weeks - 8 9 6 5 2 10 10 9 7 6
+ 1+ 0 2 2 0 0 0 0 2 1
+ 0 1 2 1 1 0 0 1 1 0
# 0 0 0 2 7 0 0 0 0 3
Incidence 3/14 | 4/15|5/15 | 9/15 | 12/15 | 0/15| 0/15 | 1/15 | 6/15 | 5/15
Mean score 0.2)03(05]1.0( 1.9 0 0 (0.1 |05 0.9

a) —:no change,

+: thickening of articular cartilage with local defect of subchondral bone (score 1),
4: fissure formation and proliferation of fibrous tissue in bone marrow (score 2),
##: fissure extending to articular surface and extensive fibrous lesion (score 3)

b)

¢)

Dose (mg/kg/day)
No. of rats

L LI L TV e, Osteochondrosis (3E WG DEKE
NELEEICLS Lsh, ZoRBEFRRICOVWTIIERE
2B XUHFEHERFIROWTHEA R Sh TV 3238
5 TRV, —AYIZ osteochondrosis X AFID A X,

vy, UBIVT S CHEEMICRET S L2,
FOBREERIC X 3 BREVREORERCFE LFRET5

L&hTW5, CRAIG BYiE, 4 X, KICKBDORE,
FHEESE OKE T BRI oML ) bR E
{, TDX ) RERER~OREANERERTLLT
WY EFTW3, Iy MEBWTH, ERHIREMIC
HARTHEMNSEL <, BRI L TRRICAR
BnBRBICZ>TRY, KEROHEbESIHO
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Photo. 1 Cecums from a female control rat (A) Photo. 3 Femoral condyle (rom a male control
and a rat treated orally with 270 mg rat (Safranin O stain, X20)
/kg/day of DL-8280 for 26 weeks (B)

Photo. 1 R . " . s .
Thickening of articular cartilage associated with

Enlargement in a treated rat local defect of subchondral bone

Photo. 2 Femoral condyle from a male control
rat (Safranin O stain, X 20) Photo. 4 Femoral condyle from a rat same as

in photo. 3 (H-E stain, X50)

No noticeable change
Accumulation of chondrocytes in deep layer of
the thickened cartilage and small cavities (score

D
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Photo. 5 Femoral condyle from a male rat trea- Photo. 7 Adrenal gland from a female control
ted orally with 10 mg/kg/day of DL- rat (Oil red O stain, X1C0)
8280 for 26 weeks (H-E stain, X50) "

No noticeable change
Proliferation of fibrous tissue just below the area
of accumulated chondrocytes (score 2)

Photo. 8 Adrenal gland from a female rat trea-
ted orally with 270 mg/kg/day of DL-
8280 for 26 wecks (Oil red O stain,
% 100)

Photo. 6 Femoral condyle from a male rat trea-
ted orally with 270 mg/kg/day of DL-
8280 for 26 weeks (H-E stain, x20)

Fissure extending to the articular surface, hyper- Enhancement of lipid deposition in zona fascicu-
plasia of cartilage constituting outer wall and ex- lata cells
tensive fibrous lesion (score 3)
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TWENTY SIX-WEEK CHRONIC ORAL TOXICITY
OF DL-8280, A NEW SYNTHETIC ANTIBACTERIAL
AGENT, IN RATS

MicHiyuk: Kato, HirosH1 OHNo, MITSUYOSHI YOSHIDA,

AxIMOTO YAMADA and TAKESHI ONODERA
Research Institute, Daiichi Seiyaku Co., Ltd.

Chronic toxicity of DL-8280, a new synthetic antibacterial agent, was investigated in
rats ’by 26-week consecutive administration of a daily dose of 10, 30, 90, or 270 mg/kg.

At a dose of 10 or 30 mg/kg, no changes were seen in rats except for cecal enlargement in
the 30 mg/kg group which might be attributed to alteration in intestinal flora. Rats treated
with 90 mg/kg showed salivation, cecal enlargement and an increase in incidence and severity
of spontaneous lesions in the medial femoral condyle, resembling those of osteochondrosis in
domestic animals. In rats treated with 270 mg/kg, excretion of soft feces and an enhancement of
lipid deposmon in cortical cells of the adrenal gland were also seen.

The cecal enlargement and the change in the adrenal gland disappeared until 13 weeks
after c&ssatlon of dosing, while the lesion of the femoral condyle still remained.

From' these results, the maximum no-effect dose of DL-8280 was considered to be 30 mg/

kg under the present experimental condition.



