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Fig. 1 Chemical structure of CS-807 and R-3746
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Table 1 Influence of CS-807 and CCL on the spontaneous locomotor activity in mice

]
Drug Dose Group Locomotor activity
(mg/kg.p.0.) (count, mean+S.E,)
Control 6 27221187
25 6 2508 +264
CS-807 100 6 22381165
500 6 2324229
2000 6 2658 230
Control 6 1744 £ 254
25 6 1877£222
CCL 100 6 2086 + 165
500 6 1859+ 169
2000 6 1758 £ 228
§ : Determined for 60min starting from 30min after drug administration.
Each group consisted of 3 animals.
Table 2 Influence of CS-807 and CCL on the thiopental-induced anesthesia in mice
Dose Duration of anesthesia Percent change
Drug N
(mg/kg.p.o0.) (sec, mean+S.E.) from control
Control 10 185t 5
25 10 190+ 12 + 3
CS-807 100 10 197+ 8 + 7
500 10 200+ 8 +9
200 10 188+ 9 + 1
Control 10 238+19
25 10 226116 -5
CCL 100 10 233+ 16 -2
500 10 24417 + 3
2000 10 280t16 +18

Table 3 Influence of CS-807 and CCL on the electroshock-or bemegride-induced convulsions in mice

Dose Incidence of convulsions (%)
Drug N
(mg/kg,p.0.) Electroshock Bemegride

Control 10 100 90
25 10 100 80
CS-807 100 10 100 100
500 10 100 100
2000 10 100 90
Control 10 100 90
25 10 100 90
CCL 100 10 100 100
500 10 100 100
2000 10 100 100
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Table 4 Muscle relaxant effects of CS-807 and CCL determined by the traction test in mice
Failure of traction (%)
Drug Dose N Time after administration
(mg/kg,p.0.) .
goep 30min 60min 120min
Control 10 0 0 ]
25 10 0 0 0
CS-807 100 10 0 0 0
500 10 0 0 0
2000 10 0 0 0
Control 10 0 0 0
25 10 0 [1} 0
CCL 100 10 0 0 0
500 10 0 0 0
2000 10 0 0 0
Table 5 Influence of CS-807 and CCL on the temperature in rabbits
Drug Dose Change of temperature
(mg/kg.p.o.) ('C, meantS.E, n=5)
Time after administration
(hr)
0.25 0.5 1.0 2.0 3.0 4.0 5.0
CS-807 10 —0.06 -=0.12 —=0.06 —0.02 0.14 0.16 0.20
+0.06 +0.07 +0.05 +0.07 +0.05 +0.09 +0.13
100 —0.08 —-0.08 —0.02 0.14 0.14 0.20 0.22
+0.04 +0.04 +0.02 +0.02 +0.07 +0.10 +0.11
1000 0.08 0.12 0.14 0.12 0.24 0.28 0.26
+0.02 +0.02 +0.04 +0.04 +0.03 +0.04 +0.07
CCL 10 —0.04 —0.04 0.00 0.00 0.08 0.12 0.14
+0.02 +0.05 +0.12 +0.11 +0.04 +0.04 +0.04
100 0.02 —0.08 0.02 0.02 0.10 0.16 0.14
+0.04 10.07 +0.09 +0.06 10.07 +0.07 +0.09
1000 0.04 —0.06 —=0.10 —0.08 0.04 0.10 0.12
+0.02 +0.06 +0.06 +0.04 +0.04 +0.10 +0.08
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Table 6 Influence of CS-807 on hemodynamic parameters in the anesthetized dog
Dose Time HR MBP Resp CF Resist
(mg/kg,i.d.) (beats/min) (mmkHg) (cycles/min) (ml/min) (mmHg-min/mi)

Before 149+ 14 1275 5.6%0.7 15510 0.83£0.05

5 min 14614 12745 5.9+0.8 15710 0.81£0.05

10 min 145112 125+6 5.5+0.9 156 8 0.81+0.04

25 15 min 146£13 126 £6 5.4£0.7 159 8 0.80£0.04

20 min 144£13 12616 5.6£0.7 157+ 8 0.81+0.04

30 min 14314 126 +6 5.8£1.0 152+ 7 0.83+0.04

45 min 14513 126 £5 5.6+0.9 155 6 0.82+0.04

60 min 143112 1275 5.5%0.9 153+ 6 0.83+£0.04

Before 14114 126 £5 5.3£0.9 148 5 0.85+0.02

5 min 140£13 1274 5.8%£0.9 155¢ 7 0.82+£0.03

10 min 141£12 1264 5.8%0.9 157+ 8 0.81+0.03

1000 15 min 14112 12514 6.0%1.1 156+ 8 0.81£0.04

20 min 41£12 12614 5.5+0.9 158+ 8 0.80+0.03

30 min 144 £11 1242 5.9%£0.8 156+ 8 0.8010.03

45 min 141+12 122+2 6.1+1.0 151+ 8 0.81+0.03

60 min 142110 12212 5.3£0.9 156t 6 0.7940.02

Each value (meantS.E) from 4 experiments

Time: Time after administration, HR : Heart rate, MBP : Mean blood pressure,
Resp : Respiration, CF: Carotid blood flow, Resist : Resistance of the carotid artery.
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Fig. 2 Influence of CS-807 on the EEG and EMG of an unanesthetized rat
with chronically implanted electrodes

: Before administration (Awake phase),

: Before administration (Slow wave sleep phase),

:50 min after an oral administration of 2000 mg/kg of CS-807 (Awake phase),
: 61 min after (Slow wave sleep phase),
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: Motor cortex,
: Hippocampus,
: Electromyogram
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Fig. 3 Influence of CCL on the EEG and EMG of an unahesthetized rat with
chronically implanted electrodes
A : Before administration (Awake phase),
B : Before administration (Slow wave sleep phase),
C: 53 min after an oral administration of 2000 mg/kg of CCL (Awake phase),
D: 111 min after (Slow wave sleep phase),

Cm : Motor cortex,
HIP : Hippocampus,
EMG : Electromyogram



voL 36 S—| CHEMOTHERAPY 337

SWS !

P S

AW
SWS "

P S

3 4

5 (hr) §

Fig. 4 Influence of CS-807 and CCL on the arousal-sleep cycle of the rat

A : Control,
B : CS-807 2000 mg/kg, p.o.,
C: CCL 2000 mg/kg, p.o.,
AW: Awake phase,
SWS: Slow wave sleep phase,
PS : Paradoxical sleep phase.
A : Onset of sleep

T AR B THEEERIZRD Shis oz,
6) Bk L TEC RIDT
SHRERTRD Z v b iz CS-8078 & Uf CCL 12000

mg/kg #EOKREL, 6BEIChI 20T BT
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Table 7 Influence of CCL on hemodynamic parameters in the anesthetized dog
Dose Time HR MBP Resp CF Resist
(mg/kg,id.) (beats/min) (mmHg) (cycles/min) (ml/min) (mmHg-min/ml)

Before 144£17 1247 4.110.3 134 6 0.94+0.09

5 min 148116 126 +6 4.340.2 137t 8 0.93£0.09

10 min 145117 129t6 4.310.3 142110 0.9310.09

25 15 min 148 £ 17 1286 4.31£0.3 141t 9 0.9310.09

20 min 146 £ 15 13117 4.310.3 142+ 7 0.9410.08

30 min 145114 12816 4.310.3 138+ 7 0.94+0.07

45 min 146 + 12 12816 4.310.3 136t 4 0.9510.05

60 min 14817 12817 4.410.2 137 4 0.9410.07

Before 143118 13017 4.3120.4 144t 9 0.9140.03

5 min 148119 132+8 4.11£0.3 148110 0.90+0.04

10 min 144117 13318 4.11£0.5 151£10 0.8910.03

1000 15 min 148118 1338 4.1£0.3 151+11 0.89+0.05

20 min 146+ 18 13117 4.310.4 151t 9 0.88+0.04

30 min 143120 130£7 4.210.3 148+ 9 0.8910.04

45 min 143119 13116 4.3+0.5 145+ 9 0.9110.05

60 min 14419 1307 4.310.4 147+ 8 0.89+0.03

Each value (meantS.E.) from 4 experiments.

Time: Time after administration, HR : Heart rate, MBP : Mean blood pressure,
Resp : Respiration, CF : Carotid blood flow, Resist : Resistance of the carotid artery.

o7z (Fig.2, 3), 7178 EIcBLT L RESET~
ER(RBO SN » o7z, Fig diTREnzd L5k
RE—BEIARY 1 mmmfrm: CS-807D&5ic X h iR
R R DB B A E S DT

»ohiz, CCLO¥ETI, Aﬂ%ﬂ#ﬁsﬂ@ﬁﬁ, %ﬁ&
RN, ARHREEEIRR B & VRS 1
YHR SNz,

7) BB RIZTRAR

Table 5z CS-807%7-12 CCL %5 L T 5Bk
¥ TOREHID & DEBOEILEE T L1, CS-8078
LUCCL & $i210, 1005 X UF1000mg/kg DFE 1Y
Bizdy, v ¥DOERERICERCEEL RIS
otz

2. TR, (ERERS X UHEEERCRITTIAR

1) WR, I, O3, (OERB L USEERITIC
Rizy A

Table 6, 7 B X U Fig.5icRx&h 3 X35z, CS
-807% & U CCL D258 & U*1000mg/kg D+ #5883
#8513, R5H60MEDOHEER OB, FHIMmE,
i, SERmSTS & OERICER BRI
Rpotz,

2) BEMERIEEMEL Vi & 3 MERIGICRIZT
-2

Table 8 iZiR&h 5 X 51z, CS-8078 L 1 CCL D
258 & UF1000mg/kg D+ _1EBAK 512, FFErR D

norepinephrine & 2 H, acetylcholine i & 3BE
8 & UTIBEEIIREAR: & 5 RERIGN L T, BBL
MERRIZS ko tz,

3) BEETATRERERIC X 2 BHEIRE I R s

Fig. 6 io7R&N3 X5, B 3128 T CS-807
8 & UF CCL 1000mg/kg AR 543, _H5augst
ATRRME D ESTHIIC & 2 BRI L €, RS
*Ris otz

4) HELEOER I BT S

TLE Yy MEHAZEATHOWEHS L VELEDL
MBCH L, R-374685 X FCCL X 1 X105~1X
10~‘g/ml DB T (1 ~13%) DIEER %R LTz,

3. FEBCRIZTRE

1) HHRHBOER T TR

Fig.7,8, 9,108 X 1L T & 51, R-37468
SUCCLIX 1 x10~°g/ml £ TOMEITHWT, &
ENEY VRER, VYFERR, S NS, ot
R, 8 X UIHHRFESOBRER E /-3 L T
Ho BB RIZE ko7,

2) SRR

Table 9z Ra&N3 &L 51, R-37468 L UFCCL IR
1 X10°g/ml DWEIZ BT, FHELEY MEBOD
acetylcholine ¥ X Uf histamine i X 2 §EE X U#
7 v M EEE O norepinephrine i X 2 EIC L
TR EA CHETERERE R P o T,
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Fig. 5 Influence of CS-807 administered intraduodenally
on the electrocardiogram of an anesthetized dog.

Fig. 6 Influence of CS-807 and CCL on the contraction of
the nictitating membrane induced by electrical
stimulation of the sympathetic nerve in the cat.

A, B: Before and 60 min after an i.d. administration of 1000 mg/kg of
CS-807, respectively. ’

'C, D : Before and 60 min after an i.d. administration of 1000 mg/kg of

CCL, respectively.

'8

+ + L 4 b
Histamine R-3746 CCL
107%g/ml 107g/m 107 g/ml 10~ g/mi

Fig. 7 Influence of R-3746 and CCL on the isolated
tracheal muscle of guinea pig.
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Fig. 8 Influence of R-3746 and CCL on the spontaneous motility of

isolated ileum of rabbit
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Fig. 9 Influence of R-3746 and CCL on the isolated vas deferens of rat
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Fig. 10 Influence of R-3746 and CCL on the spontaneous motility of
isolated uterus of non-pregnant rat
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CCL » 5mln
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Fig. 11 Influence of R-3746 and CCL on the spontaneous motility of
isolated uterus of pregnant rat

4, HEBRICRIZTIE

1) BRMCRIZTRE

Tablel0iZR&EN3 X512, 5y bOBFEIWE I OEE X VAR IEWER 2R LT,
%f LT CS-80713.25, 100, 500mg/kg D+ = H BB £ Y

1345% L R MEIER 2R~ L72. —H CCLIZ, 25
mg/kg CIRAR LB TR kh 7245100 mg/kg

STREERHERRIZE hol83, 2000mg/kg T Table ISR ENS & 512, <7 ADSSAERLE
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Table 8 Influence of CS-807 and CCL on the blood pressure response to norepinephrine,
acetylcholine and the bilateral carotid occlusion in the anestetized dog
Response in mmHg to
Drug Dose Norepinephrine Acetylcholine Carotid occlusion
(mg/kg.id.) (1~3ug/kg iv.) (1~3ug/kg iv.) (1~1.5min)
Control 374 -46t4 3542
25 3614 —4814 3612
CS-807
Control 3414 —47+2 37+2
1000 36+2 ~46+4 33+3
Control 4114 —4313 3715
25 39+2 —4715 4115
CCL
Control 4312 —43%4 42+4
1000 411 —50%5 36+5
Each value (meantS.E.) from 4 experiments.
Table 9 Spasmolytic effects of R-3746 and CCL in the isolated organ
Inhibitory ratio (%)* against
Drug Conc Ach Hist NE
(g/ml) (1x107%g/ml) (1x10%g/ml) (1x107°g/ml)
Guinea pig ileum Rat vas deferens
R-3746 1x107? 0.5 3.6 4.3
CCL 1x1073 0.4 9.1 3.1
= :Mean of 5 determinations.
Ach: Acetylcholine, Hist : Histamine, NE : Norepinephrine
Table 10 Influence of CS-807 and CCL on the gastric secretion in rats
Drug Dose N Gastric secretion Percent change P
(mg/kg,id.) (ml/100g/4hr, mean+S.E.) from control
Control - 10 3.410.3 - -
25 10 3.1+0.4 - 0.8
CS-807 100 10 3.2+£0.4 - 0.7
500 10 2.9£0.3 -16
2000 10 1.9+0.3 —45 <0.01
Control - 10 4.3£0.3 - -
25 10 3.9+0.3 =11
CCL 100 10 2.410.2 —44 <0.01
500 10 1.3+0.1 =70 <0.01
2000 10 0.7£0.1 —84 <0.01
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Table 11  Influence of CS-807 and CCL on the intestinal propulsion in mice
Drug Dose N Percentage traversed Percent change P
by charcoal powder
(mg/kg,p.o.) (mean £ S.E.) from control
Control - 10 53.4%2.9 - -
25 10 61.0%2.2 +14
CS-807 100 10 60.7+2.8 +14
500 10 56.41+2.2 + 5.6
2000 10 59.2+2.6 +11
Control - 10 57.0+2.7 - -
25 10 56.213.6 - 1.4
CCL 100 10 60.514.2 + 6.1
500 10 64.5+2.7 +13
2000 10 47.3+2.8 -17 <0.05
Table 12 Influence of CS-807 and CCL on the defecation time in mice
Drug Dose N Defecation time of . Percent change
charcoal powder
(mg/kg,p.0.) (min.mean+S.E.) from control
Control - 10 430+53 -
25 10 436157 + 1.5
CS-807 100 10 472144 + 9.7
500 10 369152 —14
2000 10 446140 + 3.7
Control - 10 500+ 33 -
25 10 535126 + 7.0
CCL 100 10 455148 - 9.0
500 10 483131 - 3.4
2000 10 485129 - 2.9

izt ¢, CS-807i%25, 100, 5008 X UF2000mg/kg @
BOR5ETERELREE PRI & kot CCLIZ2000
mg/kg CEERZNSBRELBENRE SN,

3) HEEREEIC BT

Table 1227 R & N3 X 31T, 77 ADPEERG I
L T, CS-8078 & Uf CCL ™25, 100, 5008 X 1F2000
mg/kg ¥ COROBRESETCHERLEELRIZE o7,

5. WRBRCRIZTHE

Table 13iC Z DR R Lo 7Y PZBWTCS
-8070258 & Uf100mg/kg DEOKR S5 Tit, RE, B
RERE, LEB I UVREEECHS» PR RIZE
zhotz, 500mg/kg T 0~ 6 REERDEBEE L85
BROBEE LA B & U 6 ~24FF RO Cl-Hetghmns
H5NTz, 2000mg/kg TRREELRNSARLEREDOR,
2, KrO@Eitighn, REEEDEMHTED & hiz,

CCL m100mg/kg A EDEOREIZ L D, REDOED,
Na*#htto#ED, K*, Cl-Hhttomghn, REEEDE
RSNz,

6. MK HE

1) #Simnfer

Table 4z "& 3 & 5, RS-374638 & U CCL
13106~10"% g/ml OREFIC BT, AR L THIL
ER %R & otz

2) MAREC R E

Table15iZREh 3 & 512, CS-807% £ U* CCLi
25, 100, 5008 & 1Ur2000mg/kg DEOFKS BV T,
Sy rOPTBLUAPTT cERERHER2RIZER
»holz,

3) MR BT B

Tablel6iz R N3 & 51, CS-8078 & UFCCLi}
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Table 13  Influence of CS-807 and CCL on urine volume, osmotic pressure and electrolytes in rats
Dose Volume Osmotic Total Na' Total K* Total CI
Treatment (mg/kg, po) (ml/3 rats) Pressure (uEq/3rats)
(mOsm)
(0—6 hr urine)
Control - 9.5+0.8 969 + 30 1371 £179 802 £ 51 1988 + 180
CS-807 25 10.5%0.5 927 146 1648 £ 67 704 + 83 2246 £ 40
100 10.5+0.6 908+ 11 1591 £108 815177 2210 £ 140
500 8.0+0.8 1250+91° 12421105 7547 1796 £ 76
2000 5.510°%° 17804 58°° 766+115° 946 167 1324£171
(6—24 hr urine)
Control - 11.3+1.7 17991162 2604 +284 1449109 1996 £+ 136
CS-807 25 10.3+0.2 2012131 2665 180 1730+ 68 2158176
100 11.2+0.6 1915+129 2767179 1652+ 102 22181166
500 11.5+0.5 2115+139 29491124 1784 £ 52 2612+127°
2000 9.5+0.9 2125143 2464 £ 246 1841 £103 2397£50
(0—24 hr urine)
Control - 20.8%+2.2 3975+372 22501143 3984 +244
CS-807 25 20.8+0.4 4313198 24351114 4404 £ 39
100 21.7+1.2 4358+ 30 2467 £138 4428£139
500 19.5+1.2 4191115 2538150 4408 151
2000 15.0+0.9 3230+296 2787+41° 3721+212
(0—6 hr urine)
Control - 11.7£0.2 809+£23 1290+ 87 932137 1864 117
CCL 25 10.5£1.8 1001488 1437 £155 1016+ 54 19891124
100 7.5+0.9°° 1326+87°° 980+ 53° 1044 £ 148 17861198
500 7.2+£0.3** 1400+ 32°* 772+ 116° 1160+ 104 1725+135
2000 8.3+0.9°° 1516 £ 205°* 1114+196 1371+60°° 25121118
(6—24 hr urine)
Control - 9.310.4 1939+123 2161 £160 1456 £173 16351192
CCL 25 9.01+0.5 2276 +157 2305163 141478 1896 £ 69
100 9.5+0.6 2114£115 22301155 1568 +105 1998 £35
500 10.7+0.4 2107 £169 2366+ 44 162129 3326+130°°
2000 10.24+0.7 2252303 1598+ 83* 1465182 3994 +288°
(0—24 hr urine)
Control - 21.0+0.5 3451100 2388+179 34991130
CCL 25 19.5%2.3 34721118 2430+94 3885177
100 17.0+0.3 3209+105 2612155 3784 221
500 17.8+0.6 3138+158 27811113 5051+15°
2000 18.5£1.6 2712115 2835%119 6506+192°*

Each value indicates mean+S.E. from 3 determinations

* % :p<0.01, * :p<0.05
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Table 14 Hemolytic effects of R-3746 and CCL on human erythrocytes determined by Akaishi's method

D Conc. Optical density Hemolytic ratio
TUgs
® (g/mD) (mean+S.E., N=10) %)
R-3746 10 ¢ 0.12 £0.006 0.95
10° 0.13 £0.005 1.00
101 0.14 $£0.01 1.10
10° 0.14 +£0.02 1.10
CCL 10°¢ 0.13+0.02 1.00
10 ° 0.1510.01 1.20
10 * 0.131£0.01 1.00
10° 0.13+£0.01 1.00
Saline - 0.1110.002 0.87
Distilled water - 12.66+0.7 100

Table 15 Influence of CS-807 and CCL on the blood coagulation in rats

Drug Dose Prothrombin time Activated partial
thromboplastin time
(mg/kg.p.o.) (sec,mean+S.E.N=10) (sec,mean+S.E.N=10)
Control 18.6+0.2 30.9%+1.5
CS-807 25 18.410.2 32.0+1.4
100 18.1+£0.4 30.3+1.1
500 19.310.4 30.8+3.2
2000 19.210.2 34.4+3.9
Control 17.91+0.1 20.210.2
CCL 25 18.3+0.3 23.410.8
100 18.0+0.2 22.6+0.6
500 17.9+0.3 20.3+0.2
2000 18.0+0.2 24.0+0.8

25, 100, 5003 X 1F2000mg/kg DEOKRSIC BT,
Z v MIVIMED ADP 2 & % ex vivo i B} 2 8HEINT
LCERLRERRIZE kol

7. BEEMRE A RIS E

Fig.12i27R& N3 & 512, R-37468 X U CCL D
1 X108 X U1 X10%g/mlDBEICB VT, HH
v R AHE— B D IR & B IHEIR L
THERRIZI R -T,

8. MEEICKIZTTHE

Tablel7iCREN3 & HiZ, CS-8078 L U CCL D
25,100, 50035 X UF2000mg/kg DEOKREGIZ LD T v

r OIFEHECEE BB St o1,

9. RFHEHER

Table 18I R& N3 & 52, R-37468 & UFCCLiZ
0.15 L U1.0%DMET, TLEY b BECBVLIR
B ER 2 & ko,

10, HRRSAESRISME

Table19icRa N3 & 51, CS-8078 XU CCLR
15 & US%OMEEIC BT, vy FIRKEEITL TRl
HEREBDoT,

IV. BIELOUICEEE
CS-807nAMDENER =M% BT, vV A, 7V
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Fig. 12 Influence of R-3746 and CCL on the isolated phrenic nerve-
diaphragm preparation of rat.

Table 16 Influence of CS-807 and CCL on ADP-induced aggregation of rat platelets ex vivo

Drug Dose N Aggregation Ratio and % Change from Control
(%, meantS.E.)
(mg/kg,p.0.) Ratio % Change Ratio % Change
1.25«M ADP 5uM ADP
control 10 23.6+4.5 - 54.1%3.1 -
CS-807 25 10 17.0+4.7 —28 50.213.5 -7.2
100 10 20.8+4.3 -12 53.3+2.7 -1.5
500 10 20.6%+5.4 -13 53.0+3.9 -2.0
2000 10 17.8+2.8 -25 51.4%2.7 -5.0
1.5uM ADP 6uM ADP
control 21 15.6+2.7 - 51.8%+2.2 -
CCL 25 10 11.4+3.3 —-27 51.9%+3.9 +0.2
100 10 16.5+3.1 + 5.8 52.0+2.3 +0.4
500 10 21.2+3.2 +36 54.512.4 +5.2
2000 10 17.3+2.5 +11 52.6%+2.0 +1.5

b, BELEY b, UHF, 2aBLIUA X AW
BER RSB Tz,

CS-807Tn#5&izFRI L LT, HEEEHKRARY S
SHRVEALGHRIRT 28 T Lz, BARERIIK
S5R8BOBHED» S, 7 ABLUT v b Tid 2000mg/
kg, V¥ ¥, 238 L U4 X Ti31000mg/kg DFEO
FHEBARE L Lic, In vitro DERRTII,
CS-807TDIEMAR#MM TH 2 R-3746% vy, BEBE

R 1X107F i 1 X1073g/ml & Uiz, HEEEME L

Ti& cefaclor (CCL) 2\ 7z,

1. HHEEEERICL T CS-807I BB L RIT
ahdrot, Thbb, CS-80712A - HEOHHEN
KBTIV ARBIT5—TE), BEREHNRCES
RIZ&T, FECEHER, TURRER, BEtEERER
Ehepolz, 7y MZBOLTH—MTE, BRMKEICE
BERIREhoT:, VHFIZBWT, EERBICRE
PRIZ& oI, CCL bERTH o7z,

2. W, TEEREER, BEMHEERICHLT, CS-807
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Table 17 Influence of CS-807 on the blood-glucose level in rats

Drug Dose Blood-glucose level (mg/dl,mean+S.E.,.N=10)
(mg/kg.p.0.) (% change from before)
Time after drug administration (hr)
Before 1 2 4
Control 84+2 7942 7812 792
(—6) (=7) (—6)
CS-807 25 B4+2 8012 78+2 80t2
(-5) (=7 (=5)
100 8412 8113 802 82+3
(—4) (=5) (-2)
500 85%+2 76+2 772 801
(-11) (—9) (—6)
2000 8513 8415 78%3 83+3
(-1) (-8) (-2)
Control 9242 8712 8412 8412
(—5) (-9) (-9)
CCL 25 89+3 83+2 811 8212
(=7 (-10) (—8)
100 9112 80+2 802 89+2
(-12) (—12) (-12)
500 922 831 78+2 82+1
(~-10) (—15) (—11)
2000 90+3 90+2 792 81+2
(0) (—12) (—10)

BEELREELRIZA hoT, Tbb, CS-807i3,
FEERICBVWT, FER, MUF, Oh, SERmy, O
%X, norepinephrine iZ X 28, acetylcholine iZ
X 2BE, WRSEEIRGAEC X 2 RECHERRIZE R
olze FEER ITB T, LBRRE BIRRARER) HAT
BREORIBIC & EEURC B BUR S oz, %
rEtELE Y MADER L UAZTUREO LS X
VISEHCEE 2 RIS otz CCL bEBRTH -
72

3. EEECNL T, R-3M46BEREELRIZE
wotz, Thbb, HHELEY MER, VY¥E
BB, 7 v NEEE, MRS L UIBHRFEORIBLV
BREEIONL T, FRLHERRIZS kot T2
HELE Y MNERRIZIVTH acetylcholine, #i his-
tamine fEA 2R & 7, W7y PEFEECB W IR

norepinephrine fEf %R & ZH oz, CCL bEHT
Dotz

4, HEBRCHLT, CS-80TEHRBIIBVTE
BHREIERLLEDAT, McELVWEEERIZSR
Mote, Thbb, CS-8071 7 v b IZ B\ T 2000
mg/kg D+ —HEEARS BV TEER BRiEr
B a e/, 500mg/kg LT CREERERIZRS N
rol, —HERRRYTH 5 R-37460 1000mg/
kg OBIRABS TRERZERARR ko,
CCL i3 100mg/kg & D HE BB pIHER £ R~L
2o U AKBIT D HROBEAREALR X UHHERE
L TCS-80TRARZEELRIZS 2ol
CCL i1 2000mg/kg DO EIC & D BERBLEE
R EPERADBIES R S iz,

5. WRBRINL TR, 7y MiZBWT CS-807D
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Table 18 Local anesthetic effects of R-3746 and CCL on the guinea pig cornea
Drug Conc. No. of animals with positive local anesthesia
(%) ] .
Time after administration (min)
5 10 20 30
R-3746 0.1 0 0 0 0
(pH 6)
1.0 0 0 0 0
(pH 6)
CCL 0.1 0 0 0 0
(pH 6)
1.0 0 0 0 0
(pH 5)
Saline - 0 0 0 0
(pH 6)
Ten animals were used for each concentration.
Table 19 Local irritability of eye mucosa of rabbit by CS-807 and CCL determined by the Draize test
Mean Score (N=3)
Drug CS-807 CCL
Conc. 1% 5% 1% 5% Max@um
Prossible
Score
Time (H) (D) (H) (D) (H) (D) (H) (D)
1 24 48 72 96 7|1 24 48 72 96 7 24 48 72 96 7|1 24 48 72 96 7
Site
Cornea 00 0 0 0 0f(0 0 0 0 0 0 00 0 0 0/0O 0 0 0 0 O 80
Iris 00 0 0 0 O0j0O 0 0 0 0 O 00 0 0 0/0 0 0 0 0 0 10
Conjunctiva 00 0 0 0 0[O0 0 0 0 0 O 00 0 0 0{0 0 0 0 0 O 20
Total score 00 0 0 0 0f0O 0 0 0 0 0 00 0 0 0{0 0 0 0 0 0 110

H:Hour, D:Day

ERE®D 500mg/ kg DEORS CRIBEEDEE FR,
Cl-geftDgnss & 5 tz, 2000mg/kg TIXEE 2D
SHELRREDHED, Krofigin, RESEDKEM
BRoON:, EREFIEES LTI, CS-807D
HRE BRI AR S, ZROBEBHD, BH
BREABOETFTORNol 2 LI X BTHER L 3,
CCL @ 100mg/kg A LDEOREIZ X b, REDED,
RESEEDEIHR Sz,

6. MAERIZHFL T, CS-8078 & UR-374613EE
REERRIZERp oz, TRbb, AZA U TEI

EREREY, 725 v MIBW TMaREREB & U]
B L CRE R HE 2 RIZE ko572, CCL &
FskCH o7z,

7. ZDfthiz, CS-807% 7212 R-3746i3, v b D
SRR —AEA, 5 v b OIUSEICER s
ERIZET, &7, TAEY MABIEOWTRITHEYE
R%z, 79 ¥R TRHIEMEE R 257,
CCL v[@ETH -7z,

8. EEED & 51, CS-80TiXREAED 2000mg/
kg DEOF -3 +"HBARSIC LY, BELRER
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GENERAL PHARMACOLOGY OF CS-807

SHINSAKU KoBAYAsHIY, TosHIHARU KAMIOKAY, SE1jI KUMAKURAY, MASAHARU Fukami?,
NoBUYOSHI IWATAY, MASAHIRO MORI® and YUKINORI KAWAHARA?
1) Biological Research and 2) Product Development Laboratories, Sankyo Co. Ltd., Tokyo

We studied the pharmacology of CS-807 and R-3746, an active metabolite. Cefaclor was used as a reference
compound.

The doses of CS-807 administered, orally or intraduodenally, were up to 2000mg/kg in mice and rats, and
1000mg/kg in rabbits, cats and dogs.

The concentrations of R-3746 in vitro were up to 10~* or 10~*g/ml.

On the central nervous system, CS-807 showed no significant effect. Namely, gross behavior, locomotor
activity, thiopental-induced anesthesia, electroshock- or bemegride-induced convulsions, and muscle co-
ordination in mice, gross behavior and spontaneous electroencephalogram in rats and body temperature in
rabbits were not influenced by CS-807.

On the respiratory, cardiovascular and autonomic nervous systems, CS-807 showed no significant effect.
Namely, respiration, blood pressure, heart rate, carotid blood flow, electrocardiogram and blood pressure
response to norepinephrine, acetylcholine or carotid artery occlusion in anesthetized dogs, contraction of the
nictitating membrane induced by electrical stimulation of the cervical sympathetic nerve in anesthetized cats,
and the beat rate and contractile force of isolated guinea pig atrium and papillary muscle were not influenced
by CS-807 or R-3746.

Movement and tone of isolated guinea pig tracheal muscle, rabbit ileum, rat vas deferens, and pregnant or
non-pregnant uterus were not influenced by R-3746. R-3746 showed no spasmolytic effect against acetyl-
choline, histamine or norepinephrine in isolated guinea pig ileum or rat vas deferens.

Gastric secretion in rats was slightly but significantly reduced by an intraduodenal dose of 2000mg/kg of
CS-807, though at 500mg/kg no significant effect was observed. Intestinal propulsion and defecation time in
mice were not influenced by CS-807.

On the urinary excretion system, an oral dose of 2000mg/kg of CS-807 caused a slight but significant
decrease in urine volume and increase in potassium excretion and urine osmotic pressure in rats. At 500mg/
kg, a slight increase in urine osmotic pressure was observed.

On the blood, CS-807 showed no significant effect. Namely, haemolysis of human blood, coagulation and
platelet aggregation in rats were not influenced by CS-807 or R-3746. Isolated rat phrenic nerve-diaphragm
preparation and blood glucose levels in rats were not influenced by CS-807 or R-3746. CS-807 or R-3746
caused neither local anesthesia in guinea pig cornea nor local irritation in rabbit eye mucosa.

As shown above, significant effects of CS-807 were observed only at 2000mg/kg but not at 500mg/kg, which
presumably would be 60-120 times the clinical dose (200-400mg/day). This suggests that CS-807 would not
cause any serious adverse effects clinically.



