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CS-807 n&&M Iz BT 2475 (58 3 #)
4 2B 5K, HEMES L REERERAR

# B3, MRTF - FKIRESR - P)I| R
BB - BEEREE - (LTS
SRS H LSRR

CS-807 DHAMBED—BRE LT, E—7/VREBOTAEBMEMR L L T 800 mg/kg Hi[E
&l TEAMEMHE L LT 100,200,400 mg/kg % 28EM), MEBMBRE L L T 25,1008 X U
400mg/kg % 6 » ARBEERS L, BHEERRN 2T,

AMENRRTIIHMER SO BATERSRTH 5 800mg/kg THEADOEEIBDShz
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B3 SN o Tz, BHEBEHERRT Y RESHRD 400 mg/kg & TEADOKIRED Sz -
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BATEHESRTH S 400 mg/kg L EZ 5N,

CS-807 HEHBREHT -7/ ¥ LRAEME L
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DO—BELTE—ZVRICB T3 atEN, BEAMENY,
BHEEEERFTLIOTHRET 2,
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Fig. 1 Chemical structure of CS-807

COOCHOCOOCH (CHs)2

CH20CH»
N C-—CONH

NOCH:

HzN

2. fEREm

YL MHFFCEE, BRENIE—S VR EEMH
BEEFEICIIE 10112, A, AE9.1kg), 1 16
(11 B #h, AE 9.4kg), 280 ELH 5 RBRIC 121
126 (11~12» A #, & & 8.3~10.6kg), M 1261
(11~12% B, A& 8.1~11.2kg), 6 » ARTEERS

SRERIC I3 1 1660 (10~16 4 A 8B, {AE 9.4~10.5kg),
I 1680 (10~16» A ¥, 1% & 8.2~10.6kg) X AV 7z
EYNLEE 22+ 2°C, EA 128%R87H, #K12E/H
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BEBTH2 800mg/kg & L, MEHES 1HIEE LT
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4, WEEESB X URESE

1) —eRfE

LTNOFERIT BT HERSERAMATE 2:8M, BH 1
EHHRIE S BR L, BREOENE & PRREL, &
ENFRTIIMEREE 1, 4,7.560, F0BALS
FRGEERTE L NGRS 4 R 2 @), $e5R D 2408
%3 THELT-o, BEMEGFESERS L U6 2
FRIES R SSBRTI3, EHREH LS5 4 R0 2
BB E1To, UL, 1, BEACIRESHIORE
DHTH720

2) k&

WTFNOFERT b 1BSEBART 2 2 L 3B/ 7z -
<HE 1 BEERHIEL L, aUENSRRTRES%
24 (5 BB A DREERT) 6,138z, 28HRMbEE
BEFBTIX6,13,21, 27812, 6 » ARDERKRSHER
TiEE 1 EHEL 2,
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APTT Biziz 3.13% 27 =87 + U v AKBHEE, Z
histizid EDTA-2 4 Y 7 A% B CEERG1E % 1
L CIIREHORRE I U T, AR D 72 0D 1l
Li:—8a/ RBREIC L D, TR 4SHIKER,

25000,/ 5T 105MRLAMEL TN &8, 21U
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BT RIRBINART 12, 5 B, 5% 245N, 7, 14H,
280 MRy 5 3% T I SRR 12, 5 B, #8514,
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counter, ), HMMRFEFAE L L T, FHEK
(Ba), ¥k (Eo), #74Ek(Ne), V> /8K (Ly), #
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%), 7N7 3% (Albumin, Bromcresol green i),
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ELT. FTHERL DI OWLTIREGRIZCRIEL
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BEEM: UREEBENRE 21To0, BRBIR
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1377 VETEE L, BEEMBESTIZERN, B3R
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WTNOFRIC BT b B SHIHIRFEC L -8
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BToEPCREEEZ on s AEYHEHSERSI N
6 » AREGE 5 AR T3 25mg/kg B £ 100mg/kg
BO& 1 BICHTEIES S & IR R0 s 2488
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DS D—MARREDZALIIEES Sz o Tz,
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BB X U6 » BRIEGRSIBRC BT 51 R OKEDH
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Table 1-1 Body weight (kg) changes after single oral
administration of CS-807 in dogs

Dose Dog Days
Sex
(mg/kg) No. —7 1 6 13
1 M 9.1 9.1 9.1 9.1
800
2 F 9.4 9.5 9.8 9.4

—7: Pre-administration, M : Male, F : Female
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Table 1-2 Body weight changes in dogs treated orally with CS-807 for 28 days
(N=3, Mean+S.D.) (kg)

Male Female
Dose
(mg/kg)

-2D 6D 13D 21D 27D -2D 6D 13D 21D 27D
0 8.8 8.8 9.0 8.7 9.1 9.1 9.1 9.4 9.0 9.2
+0.7 +0.5 10.5 $0.6 +0.6 1.3 1.2 +1.3 t1.2 +1.2
100 9.2 9.1 9.3 9.1 9.2 8.7 8.6 8.7 8.4 8.4
+0.8 +0.8 +0.8 0.7 +0.6 +1.8 *1.8 *1.9 +1.8 +1.8
200 9.2 9.3 9.5 9.1 9.5 9.0 9.1 9.2 9.0 8.9
+0.7 +0.6 +0.7 +0.8 +0.8 +0.6 +0.5 +0.5 +0.5 +0.6
400 8.8 9.1 8.9 8.8 8.7 8.7 8.7 8.7 8.8 8.7
+0.8 +0.9 +0.5 10.6 +0.3 +0.9 +0.9 +1.0 +0.8 +1.0

—2D: pre-administration, D : Days

Table 1-3 Body weight changes in dogs treated orally with CS-807 for 6 months
(N=4, MeantS.D.) (kg)

Mal Femal

Dose ale emale

K

me/ke) | i | gw | sw | 12w | 16w | 20w | 26w | —iw | aw | sw | 12w | 16w | 20w | 26w
0 00| 99| 99| 96| 94| 91| 93| 94| 93| 90| 90| 90| 91| 9.2
+0.4 | +0.3 | 0.5 | 0.4 | +0.3 | 0.4 | 0.1 | £1.1 | 0.9 | 0.9 | 0.9 | 1.0 | £1.0 | £1.1
25 96| 95| 92| 92| 91| 88| 90| 85| 86| 80| 81| 80| 78| 7.9
+0.4 | 0.5 | +0.7 | 0.8 | £0.7 | 0.8 | £0.8 | £0.7 | 0.4 | 0.6 | 0.6 | 0.4 | 0.6 | +0.5
100 9.7| 97| 95| 96| 96| 95| 97| 86| 86| 82| 84| 84| 84| 86
£0.4 | £0.3 | 0.4 | £0.5 | 0.5 | £0.5 | 0.5 | 0.4 | 0.4 | £0.3 | £0.3 | 0.3 | 0.3 | +0.4
400 94| 95| 93| 93| 91| 87| 89| 87| 87| 83| 85| 85| 85| 85
£0.3 | 0.4 | £0.4 | 0.4 | £0.7 | £0.9 | £1.0 | +£0.4 | £0.3 | £0.3 | £0.5 | £0.5 | 0.6 | +0.8

—1W: Pre-administration, W: Weeks

(kg)

Fig. 221 Mean body weight changes in dogs treated orally Fig. 2.2 Mean body weight changes in dogs treated orally
with CS-807 for 28 days with CS-807 for 6 months
: Control o fControl

——: 25mg/kg 1 . '_100 mg/kg

1 — . — : 100 mg/kg - igg mg;kg

10 -——mm-- : 400 mg/kg 10 : 400 mg/kg
B oo} —rmememmem— —=== ER)
8! 8
1 11
10 10

)

9 — e T—— x 9
e s

-2 3 13 21 2 -1 4 8 716 20 %

Day of administration Week of administration
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3. Mi Table 3-1 Urine volume in dogs treated orally with CS-807 for
285 MHLE 5 BAIRO> 400mg/Kg BEOD 1 B35 & UF e (N=3, Mean£5D) ()
6 » FRbEE S SERMONERD 1 iR P—i Viale Female
M AEROW DA ST LS, TRTORNIEEE Dose
BT ~_TEERL I, (ma/k&) | _en | ep | 2D | -6p | o | =D
4. BokRE S URR, RIE 0 143 143 143 280 333 | 29
AMENBRUNOBROEKE, REOER%E +40 | £15 | £ 25| 187 | +292 | 200
Table 2-1, 28 LUt Table 3-1, 2iZiRL7,
s SN I DA D I e
18ADFREHER (P<0.01)i/ETF LSRR, % '
AR E b BBERTIIERE - RO M EREZIIRD & 200 247 | 260 | 20| 13| 157 | 1
nimots, FRECBLTIE, MEREEH TEAD R I e e I e
PSSR & reds, REEICHHRT 2 & 5 2ZFRMREDR 400 197 | 160 | 140 167 | 13| 13
»gmémt biﬂﬁ)én&b*ofco + 83 + 40 t 26 + 31 + 29| £ 45

Table 2-1 Water consumption in dogs treated orally with CS-807
for 28 days
(N=3, MeantS.D.) (ml)
Male Female
Dose
/kg)
(merke —6D 9D 23D —6D 9D 23D
0 457 593 590 597 720 670
+ 92 | +40 | £ 92 | £237 | +286 | +271
100 580 643 630 577 640 617
+106 + 51 + 95 +191 +173 +176
200 643 683 630 533 567 613
+ 51 +240 + 79 + 31 + 25 + 35
400 677 597 633 510 567 550
+ 32 + 64 + 55 + 40 +125 + 87

—6D : Pre-administration, D : Days

—6D : Pre-administration, D : Days

5. ¥WEmME

BHRE VT RTOBRER TR TH T2,

6. MPEFAIRE

MBEFEARZERER % Table 4-1~5KxRL7 &
HEESR S & U 28AMERR SR TIIRIEIC LS
MBAAPREMADO LRI T Sz dp-oTz, 6 » AR
G SRR T2, R L B 5RO LB T 100mg/kg
BOBOERALERS + o> R 75 A F OB &
54,12,24,268), 400mg/kg BHOEDOIFIREAE
DEE 5 438), HOEKGAEDGE ES5 208)
CERE (P<0.01)0sEH Sz,

7. MBEICFAME

MBAECEERERE R % Table5-1~5iZRL T

Table 2-2 Water consumption in dogs treated orally with CS-807 for 6 months
(N=4, Mean+S.D.) (ml)
Male Female
Dose
/K|
(me/ke) —1W oW 18W 25W —1w oW 18W 2BW
0 607 635 572 600 567 570 612 565
+ 83 +103 +180 + 95 + 78 +153 +178 +153
25 485 620 575 560 632 787 677 805
+111 1164 + 69 + 73 + 95 1248 +163 +411
100 572 830 587 632 665 725 617 710
+118 +655 +168 +258 + 48 +186 +140 +260
400 622 632 657 632 617 630 600 610
+122 + 60 + 37 +126 +153 + 61 +129 + 69

—1W: Pre-administration, W: Weeks
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Table 3-2  Urine volume in dogs treated orally with CS-807 for 6 months (N=4, Mean+S.D.) (ml)
Dose Male Female
(mg/kg)
-1W 9w 18W 25W -1W 9w 18W 25W
0 177 132 142 182 150 130 170 170
+ 49 + 27 + 26 + 65 + 21 + 27 + 54 + 27
25 117 130 110 115 185 257 225 377
+ 15 + 51 + 11 + 34 + 69 +230 + 9 +415
100 160 387 150 230 207 230 210 305
+134 +601 +120 +220 + 55 +193 + 98 1204
400 115 87 *®77 107 170 135 167 192
+ 28 + 33 + 15 + 17 + 60 + 23 + 75 + 47

—1W: Pre-administration, W: Weeks
* : Significant at 1% level compared with control

AMENSER TR & 5 ML REHDEE)
33D & nigdpolz, 28BMEGKR SRR T, MR
B LB EHOHBT 100mg/ kg BEOMEHFD H Ly o A
DEfE (&5 248) ,200 mg/kg BOHDF b)) v LD
EiE (5 148), o027 v7F = OEE &5 248),
400mg/kg B¥DMED ALP D &fl, D+ b Y 7 AD
EEEGE24E)CEEZ(P<0.01)2358 D 5 72,
6 » ARTERR SRR T3, MR LESHOLLE T
25 mg/kg BEDMHED ALP DIE(E (%5 168), HDRE
IV AT u— L OEE S 16,20,24,268), H#HOK
EHOEME (%5 208), #D ANy Y ADOEMES
168), D GOT O H 1l #& 5 268), 100mg/kg B
DEEDF bV T AORE (5 248), D GPT OF
{E (&5 4:8), HOREJDEME (RS 8,128), 400
mg/kg BEOBDBE ) L Y OIEE 5 8,20, 26
), HDOBRE ) LE Y DEE S 208), HORESD
OBl (185 8:8) cEEZE (P<0.01) b3 sl

8. FFHHERRZE (BSP 38R) B & UBHAERZE (PSP
HER)
28H RER IR SSER B & U 6 » B RES IR SHERIC
$11% BSPHRER B & U PSPHRERD#ER % Table 6
Rl ZhoDHBRICH T 2RAEBEIC, BEICLS
-7 E oYY (RIS IRV A
9, LEX
28E RS IR SR B & U 6 » ARSEFRSRER &
L ICKRECBHR L 7o OERIDE LIZFED S vig o 7,
10, EREMHIBRE
28 filEgE IR S ER 1 & U 6 » ARSI 5B &
TR L -IREB & UtREHEDRE 132D
shizd o7z,
11, HEREEAIR
BEEMHMOBBORES & U#EF% Table 7 17K
L7z, FEEAMOBE & CIRIBICIZRIEIC &L 508
FE Uy (Rae SR A

Table 4-1 Hematological data after single oral administration of CS-807 in dogs
Dose Dog Sex Days RBC Hb Ht MCH MCV MCHC WBC PLT PT APTT
(mg/kg) No. x 105 g (%) (pg) (1®) (%) x10°  x10* (Sec.) (Sec.)
mm? a mm®  mm?
-5 6.65 15.9 49.0 23.9 74 32.4 8.5 36.2 11.5 19.2
1 M 1 7.01 16.6 51.5 23.7 73 32.2 8.6 38.0 11.6 17.9
7 7.14 17.1 53.5 23.9 75 32.0 7.1 40.2 11.6 18.0
14 6.80 15.8 50.0 23.2 74 31.6 9.9 35.0 11.6 18.7
800
-5 7.21 16.6 51.0 23.0 71 32.5 8.2 35.7 10.5 19.7
2 F 1 6.90 16.0 49.5 23.2 72 32.3 7.1 32.7 10.8 21.8
7 7.39 17.2 53.5 23.3 72 32.1 7.6 34.9 11.0 19.6
14 7.59 17.4 55.0 22.9 72 31.6 9.2 32.7 10.5 19.0

—5: Pre-administration, M : Male, F : Female
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Table 6 BSP and PSP tests in dogs treated orally with CS-807 for 28 days and 6 months

(Mean+S.D.)
28 days 6 months
Sex BSP (%) PSP (mg/dl) Sex BSP (%) PSP (mg/dI)
Dose Dose

(mg/kg) -D 25D -12D 2p | (me/k®) —2W  25W -IW 4w
0 M 2.8 2.5 0.14 0.1 0 M 2.6 1.6 0.13  0.10
£0.5 0.6 $0.02  +0.02 £0.6  10.3 £0.02  £0.01
F 3.0 2.3 0.2 0.13 F L9 1.7 0.4 0.11
£0.2 0.8 +0 £0.02 £0.5 1.0 £0.02  +0.03
100 M 2.6 24 013 0.1 25 M 2.8 2.4 0.2 o0.11
£0.2 0.5 £0.02  +0.01 £0.5  +0.4 £0.02  £0.01
F 2.6 2.0 0.13  0.12 F 2.5 2.0 0.13  0.10
£0.3  £0.3 £0.03  +0.02 £0.5  £0.6 £0.01  £0.01
200 M 3.4 2.1 0.2 0.09 100 M 28 25 0.14  0.09
+0.8 0.4 £0.03  +0.02 £0.4  £0.5 £0.03  +0.01
F 2.5 1.7 0.4 0.12 F 29 1.8 0.15  0.10
£0.1 0.2 £0.03  +0.01 £0.3  +0.6 £0.02  £0.02
400 M 27 16 0.14  0.10 400 M 2.6 2.9 0.11  0.08
£0.7 0.5 £0.02  +0.01 £0.6 1.1 £0.01  £0.02
F 29 1.9 0.18  0.11 F 2.9 2.1 0.13 0.0
£0.2 0.4 £0.04  +0.01 $0.8  £0.5 £0.03  +0.01

—9D, —12D, —2W, —1W: Pre-administration, D : Days, W: Weeks, M : Male, F : Female

Table 7 Amplitude and latency of ERG in dogs treated orally with CS-807 for 6 months
(0, 25 mg/kg : N=4, 100, 400 mg/kg: N=3, Mean+S.D.)

Male Female
We
( Dc;s: ) eeks Amplitude Latency Amplitude Latency
meske (uV) (msec) (uV) (msec)

A-wave B-wave A-wave B-wave A-wave B-wave A-wave B-wave

0 -3 32 61 13 31 39 99 13 31
+13 +17 +1 +1 +10 +32 +1 +1

25 31 68 13 30 35 88 12 30

+12 +20 +1 +1 +15 +36 +1 t1

25 -3 31 71 14 31 36 127 13 30
+7 +24 t1 +1 +12 +27 +1 1

25 36 60 13 31 38 150 13 30

+ 3 +14 +1 t1 +10 +22 +1 1

100 -3 28 103 13 31 36 92 13 31
+9 +18 +1 +1 + 8 +23 t1 0

25 35 129 13 31 32 107 13 30

+10 +54 +1 +1 + 4 +24 +1 1

400 -3 20 76 13 32 41 86 14 31
+ 3 +12 1 +1 14 5 1 1

25 26 75 13 31 35 110 13 31

+ 6 +22 + 1 + 2 + 4 +12 +0 +1

—3: Pre-administration
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2) PRRER

EXRCB A WMBERDOFRE Table 8-1~3
WWRLTz, 6 » AR S SR i3 rH R & KkRED
MTH RO L AERE(P<0.0D)ERT LOIRY
ot 28EMEMESERTIX, 200mg/ kg BEB &
UF400mg/kg BEDIED TEK, 200mg/kg HOHDE
EOBTRIE R HIHE (P<0.01) 2R/ L7,
L7

3) FPOEARRERIRRR

WIhOBERRICB VLTS, RECBIRT 2 & 5 2R
3TWD oz ore,

1, * %

¥ -7 78 LARDEMETH S CS-8070D1 X i
B3 2HELRE 280 MERERSHKR 6 »AM
BERSHERET o1, EFBRL bBORE B X U
BREFRCBITEENThOBRSTARELZBARTH S
800mg/kg, 400mg/kg %4 SN ICFERL TREL
ToRER, MK, MRECFAREE, WERC—E
BEx AT, Thbb, MEFHRETIE6 » ARLEG
B 5B D 100mg /keBEDO D EMLEF b o YK S S
A FEEDOIE(E, 400mg/kg BEOHEDIFHERTFED
(EfE, HOMREIEOREs R L ERELRLI
75, FERGHEDRWE ErSREICERALI:bD LR
£z 5N%\0, £, MBALZARETIE, 288H
EGRY S SERD 100mg/kg BEOMEHED A Vv & 7 LADIE
@, 200mg/kgBEDHEDF +Y) 7 LDIEE, BD7 Vv
7 F = D{EME, 400mg/kgBEDHEDT N HY) KR
7 7 ¥ —EOEME, HDF M) Y ADEECHEREE D
BTEREZ2TAD, 6 » AMEGREHARTIE, 25
mg/kg BOHDT LAY KA T 75 —¥DIEE, HD
Bav AT u—VOEE BOREQDEME, Hosr
v AOEME, MO GOT OEME, 100mg/kg B
DF ) v LDEE, Ho GPT OFfE, HOREAD
{EfE, 400mg/kg BDREDKRE VN E Y DESE, HD
BEVYAVECOBIE, HEORERDIEEC R L DR
THEEEZ%BT, MEECEIREED ZhsDEL
i, EGERRELTIRRL I ERPBRERRIGHDRVLZ L
55, CS-807DEFCEAEL:bD LIZEZ Sz,
RBEEICB VT, 28HMEGKRSHERD 200mg/
kg BB & UF400mg/kg BEDHED T EM, 200mg/kg
BOBOIADH TSR & ORICEREZE 2R LT,

Table 8-1 Organ weights after single oral administration of CS-807 in dogs

Adrenal Prostate Testis Epididymis Uterus Ovary

Pancreas Kidney

Lung Liver Spleen

Thyroid Heart

Hypo-

Brain

physis

4.5 7.7 7.4 1.6 1.8

22 19 27 27 0.62 0.51

254

0.10 0.65 0.64 80 73

88

0.42 0.51

2.6

22 26 28 0.51 0.52

91 83 245 32

0.36 0.33

0.06

80

Sex

No.

Dose

(mg/kg)

800

R:Right, L: Left, M : Male, F: Female
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hoDZES X HEEMOD 6 » ARMERRSHEBRO
400mg/kg BCTD SN TRV &, :-FARKIG
MWD Eds, CS-807 DRFICHEAL b DL
RELONRY, FT:, —HHRMEHERT 6 » AMERER
EZE80 25,100mg/ kg BECEMORTROAH & 153,
RABRGHDR NI L, BHMOEETHELL 2
ZE, P, YPTRAROSMLENET Y 7
1B LN AR L UL T3 2 L %Ens,
BECRBRLZL LD LEML T, ZDELO—MHR
ROBE TEDIcHEaESA SN, EOWEIIE
T & 5T CS-807HRMETH 3 = LSRR hi,
—%, TOBEEH»S CS-807REDRINELEE SN S

08, BRARIHSRE > & 2FEH D BT LRI ML ABA & h
Twd Y, fe2BMERICAVIRERDOS &5 6 KK
IROMABH AT A N5 & L3I - TH B
LSRN,
UEDRRERET B L, CS-807D1 Xi2BIF5 28
HMB L U6 » AN SO N R 400mg/
kg L#Ex N3, ARRIZHKICIIT 5EEFD 1H
B8 200mg/body TH 2 Z & S 100fE LA i kEY
T3 LfEEEN, BREMOBHESTHLLELONS,
X [
1) SHPRF 7 EXRER

TOXICOLOGICAL STUDY ON CS-807 ACUTE,
SUBACUTE AND CHRONIC TOXICITY STUDIES IN THE BEAGLE

MASAHIRO MORI, CHITOSHI TARUMI, MASAO HAGIWARA, YASUMITSU NAKATSUGAWA,
NAOCHIKA MATSUNUMA, NOBUHIRO MIYAKOSHI and KAzuo YAMASHITA

Laboratory Animal Science and Toxicology Laboratories, Sankyo Co. Ltd., Tokyo

CS-807 was orally administered to beagles for 1 day (at a dose of 800mg/kg/day), 28 days (100, 200 or
400mg/kg/day) and 6 months (25, 100 or 400mg/kg/day). There were no treatment-related changes in
physical signs, body weight, food and water intake, urinalysis, ophthalmoscopic examination, serum chemis-
try, hematological parameters, fecal occult blood test, liver and renal function tests, gross or histopath-
ological findings. Dosage levels of 800mg/kg/day and 400mg/kg/day were the maximum doses which could
be administered singly and serially. From our results, we estimate that the maximum no-effect doses of CS
-807 in beagles are 800mg/kg/day for 1 day, and 400mg/kg/day for 28 days or 6 months.



