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352 
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1°00 
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2-in-I 

0-1-¢ 
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Q0
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do

0
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' 1°60 
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10,0 
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0.32 “f 
0532 
~0u32 
"0032 
R0032 
0,32 
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»0,IQ 
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0,032 90,32 
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2/2 
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I/2 
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INTRAVENOUS TOXICITY‘T0 MICE 
DILUT REACT. REACTION SIGN A 

ML/KG FRACT- 
IRREGULAR RESPIRATORY RATE 
YRESTLESSNESS 
INC LOCOMOTOR ACTIVITY 
‘DEC LOCOMOTOR ACTIVITY 
INC SENSITIVITY T0 PAIN 
ABNORMAL REACTION TO PAIN 
INC SENSITIVITY T0 TOUCH 
PSOCIAL INTERACTION ALTEREO 
INC REARING FREQUENCY 
INC PREENING 
'TREMORS=REST AND MOVEMENT 
IRREGULAR RESPIRATORY RATE 

362 
79 

Z24 
124 
129 
429 
131 
132 
432 
140 
144 
362 

IRREGULAR RESPIRATORY DEPTH361 
79 RESTLESSNESS 

INC LOCOMOTOR ACTIVITY 
INC SENSITIVITY T0 PAIN 
-ABNORMAL-REACTION TO PAIN -~!Nc 5ENSITIVITY*T0~TOUCH 
PINNAL REFLEX DEPR 
RUBBING N055

_ TREMORS=REST AND MOVEMENT 
IRREGULAR RESPIRATORY RATE 
RESTLESSNESS 
Lac LOGQMO1QR@A£tL%L¥¥§;£A 
INC SENSITIVITY TO PA3N 
-ABNQRNAL REAcT1oN T0 PAIN 
INC SENSITIVITY T0 TOUCH 
PINNAL REFLEX DEPR - 

TREMORS=REST AND MOVEMENT 
’!RREsULAR RESP1RATORY RATE 
RESTLESSNESS 
INC.LOCOMOTOR ACTIVITY 
INC SENSITIVITY T0 TOUCH 
TREMORS-REST AND MOVEMENT 
IRREGULAR RESP1RATORY RATE 
RESTLESSNESS 
IN: LOCOMOTOR ACTIVITY 
-INC SENSITIVITY T0 TOUCH 
TREMORS=REST AND MOVEMENT 

224 
129 
429 
1:1 
331 
:40 
144 
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19 
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429 
131 
331 
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362 
‘79 
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0.0£0 
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INTRAVENOUS TOXICZTY TO MICE 
REA€T$ON SIGN 

IRREGULAR RESPIRATORY RATE 
RESTLESSNESS 
inc 5E~51T:v;TY To TOUCH 
TREMORS=RES? AND MOVEMENT 
!RREGULAR RESPIRATORY RATE 
RESTLESSNESS 
?REMOR5°REST AND MOVEMENT 
YQQEGULAR RES°?RA?0RY RATE 
RESTLESSNESS 
CERCLING MOVEMENTS 
am: SENSITIVITY TO TOUCH 
ENC PREENING .

_ YQFMORS'RES? AND MOVEMENT 
RESTLESSNESS 
czacaxue MOVEMEN?E 
N8 EFFECT‘ ~ ~~~ ‘- 

362 
79 

131 
144 
362 
79 

144 
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79 
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140 
144 
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REA€T£0N 5100 MIN. 
ML/KG FnAcT. APPR D355 

MG/KG 
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32,0 
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3200 
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1°00 
19.0 
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INC SENSZTZVEYY v0 TOUCH 
SOC1AL~INTERACTION ALTERED 
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SUB-CONVULSIVE MOVEMENTS 
LON POSTURE 
TR5MORS=REST AND MOVEMENT 
EYELID PTOSIS-NONPARALYTIC 
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MYDRIASIS 
HEMATUR A 

4 I 
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IRREGULAR RESPIRATCRY DEpTH5b1
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144 
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“\ MG/KG 

32-0 
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10.0 
1°00 

3=2 
352 
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Q INTRAVENOUS TOXlCI?Y =0 Mxcs 
DILUT REAC7. REACTION SIGN MIN» 
ML/KG FRACT= APPR 

EYELZO PTOS!$°NONPARALYTlC 

DEC LOCOMOTOR AC?IVITY 
TREMORSQREST AND MOVEMENT 
EYELID PTOSI3’NONPARALY$lC 
?RzMcRs=R£sT AND MOVEMENT 
EYELID PTos1s=~oNPAaALYTiC 
TREMORS-REST AND MCVEMENT 
EYELID PTOSIS°NONPARALYTIC 
TREMORS—RE5T AND MOVEMENT 
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BACKWARD MOVEMENTS 
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STATE SOLID 
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1UUoD 
103°C 
§C3oQ 
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DEC MUS€LE'TGNE=TRUNK ‘ 

DEC 
DEC 

MUSCLE TONE—LIMB5 
PREENING . 

LOw"PO5TURE 
PLACZNG REFLEX A83 ' 
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INTR§VENUU$ YUXIII Y ?Q MICE mz~. use» MIN: 
APPR REE R£C02 

P3LOERECTION W12 30 6 : 

TREM0R5=RE5T AND mcvemaut 144 so * 
TREMOR5-MOVEMENT ONLY _24~ o * 
avinzv PT05I5~NONPARALYT1C :49 12a * 

TREMORS=RE5T AND MUVEMENT 
TREMOR5=MOVEMENT ONLY 244 Q 

144 30 *
O 

EYELID PTOSiS=NONPARALYTIC 149 60 * T 

EYELID PYOSI$=NONPARALYTI€ 149 60 ‘* . 

NO EFFECT 73 

N0 EFFECT 13 
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M5/K3 
32Q=D 

Z9009 
100.5 
100°C FQR ;vu,Q 
103:0 
IOQQQ 
102.0 
130,0 
108,3 
EQQQC 
100,0 
1QG¢U 
303.0 
ZGi,0 
32,0 
32,9 
13.0 

~__ e 
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9ILUT QEkCTo 
ML/KG FQACTo 
32.9 

10,0 
19-0 
1090 
10,6 
19.0 
”10;O 
10,0 
10,0 
10,0 
i9=G 
10,0 
1G¢0 
10,0 
1090 

U30! 

O0 
(UFO 

10.0 

. .\ 

RA?IO 

2/2 

2J2 
2/2 
2/2 
212 
1/2 
212 
1/2 
2/2 
1/2 
1/2 
i/2 
1/2 
2/2 
1/2 

1/2 
2/2 

2/2 
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LDSO 186.0 "56¢0"5bO¢0- 
M5950 103 =0o5b=5¢6~ 
LD50iMED5O 10090 

IN?R5VEN§U§ ?QXICITY TO MECE 
REA{T§CN SIGN MINQ 

DEfiTH 

DEC LCCOMOTGR ACTIVIT¥ 
SGCIAL INTERACTEON AL” 
DEC HEARING FREQUENCY 
LOW
2 

Fn 70 N1 

?0S?URE 
.XOPHTHALMOS 
!NC szE5P!Rm'b”RY DEPTH

D 

74 
124 
122 
632 
241 
45 

1&1 
ERREGULAR RESPIRATORY QEPTHQ51 
Difi 
MOT 
MOT 
MOT 
MOT 
MO? 

RESPERA?0RY.RA?E 
DEF HQRZZONTAL WIRE 
DEF VERTICAL SCREEN 
DEF HQRIZONTAL 5TRIP 

V€RTiCAL ROD DEF 
DEF R0?A~ROD 

P!LGERECTION 
DEC LCCOHOTOR ACTIVITY 
VREMORS-MOVEMENY ONLY

. 

TREM3RS~MOVEMENT ONLY 
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02: RE5PIRA?ORY RATE 
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MQT 
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SC€!AL INTERACTION ALTERED 
DEC REARIN6 FREQUENCY 
DEC PREENING 
EYELZD PTO5IS=NONPARALYTIC 
PUPILLARY LEGHT REFLEX A55 
MYDR¥A5I= 
DEC RESPERATORY DEPTH 
INC RESPIRATORY DEFTH 
ERREGULAR RESPERATORY DEPTH361 
YN{ RESPiR#TORY RATE _162 

IRREGULAR RESPIRATORY RATE 

DEC LOiOMOTOR ACTZVITY 
Sifi 
DEC 
DEC 
iN€ 
IRREGULAR RESPERLTCRY DEPTH 

EAL INTERAQTION ALTERED 
REARENG FREQUENCY 
PREENING 
RESPIRATORY DEPTH 

DEC RESPERATORY RATE 
KRREGULAR RESPIRATQRY RATE 

DEC LOCOMOTOR ACTIVITY 
DEC REARING FREQUENCY 
D5C ?REEN!NG 
KRREGULAR RE5PIRfiTORY DEPTH361 
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NO EFFECT 

:61 
162 
262 
362 
171 
Z71 
471 
371 
771 
671 
175 
375 
124 
132 
632 
240 
149 
152 
154 
261 
151 

362 

124 
132 
e32 
240 
161 
3&1 
262 
362 
324 
632 
240 

73 

MIN& DEG’ MZNQ 
RPPR 

fDO@GI@GI!D$@OO@@O

V

0 

oboooommowoom 

,_ 1. .-,1-.-. .-» -.~ 

30 
15 
15 
15 

Qooo 

30 
r10- 

COUQU 

REE

§

* 
Qt! 
*** 
*** 
**§ 
*i§

i

§

Q

i 
. _..~‘~v 

* 8 

* 5 

PAGE A 
9455 

RECOV 

In

Q

U0
Z
1
1

1-

¢k
1 
-$

@ 

0-

u

- 

/\§



'7 

D
,

i 

, _ U‘ , , ,_.__. >, _ . ._ §,,.;,~.\.‘,. ,- W, >'. ._ ‘=-._. 1.- .;_ "1-_z'~,__ -. 1,.J'*"'- .k ~' <>- » -~' 
.7 \-"v ' 

__ *","»-' 
, ,.4'€.._,_,<._,_ \ -1~;_»<.,§ v - 

'-"<1-~ . - 
- 

‘ .- _ - - ' -<

0

> 

%;é31g§fi&~ 4 PAGE 6 940 : 

‘ 
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STATE LIQUID 

DOSE 
MG/KG 
Q-80 
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0.80 
_ 0,80 
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0.80 
0,80 
0080 

' 0080 
0.80 
0,80 
0°32 
0.32 
0.32 
0,32 
0.10 
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INTRAVtNUUS TOXICITY TO MICE 
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40:0 
40,0 
40.0 
4000 
40,0 
40,0 
1690 
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DOSE 
.MG/KG 
OQBO 
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OQBO 

IIOQQQ 
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ML/KG FRACTI 
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40,0 
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INTRAVENOUS TOXICITY TO MICE 
REACTION SIGN 

DEC LOCOMOTOR ACTIVITY 124 
INC SENSITIVITY TO SOUND 130 
INC SENSITIVITY TO TOUCH 131 
SOCIAL INTERACTION ALTERED 132 
“DEC” RE'3WYNO“F‘R’E’@D’EW€*’F“”‘ "“"“" *6 3 2 
EYELID PTOSIS-NONPARALYTIC 149 
MYDRIASIS 154 
INC RESPIRATORY DEPTH Ibl 
IRREGULAR RESPIRATORY DEPTH361 

INC SENSITIVITY to soumo 130 
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U080 
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5:32 
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5°32 
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‘1ATE LIQUID 

UZLUT REACT; 
HLfKG FRACTO 
QOQO 
40,3 
Qfimfl 
QOQG 
4090 
16°C 
15°C 
16,0 
‘.650 
16,0 
L600 
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~. EXTRACT 1495:, 

Z/Z 
2/2 
2&2 
1/2 
Z/2 

Z/2 
2/Z 
2/2 
Z/2 
2/Z 
2/Z 
2/Z 

xmtanvauous TOXICITY TO MIC 
REACTION SIGN 

vac LOCUMOTOR ACTIVITY" 
SOCI#L xmreaacwzou ALTERED 
Q§Q_REA§ING FREQUENCY 
INC RESPIRfiTORY“D€PWH*“““““ 
IRREGULAR RESPIRATORY RATE 

DEC LQCOMOFOR ACTIVITY 
INC SENSITIVITY YO SOUND 
SCCIAL INTERACTION ALTERED 
DEC REARING FREQUENCY 
INC RESPIRATORY DEPYH 
DEC RESPIRATORY RAIE 

NO EFFtCT 

;- 71].’-V-_*»'..-._ ~ 

;._¢_'_¢;s~_.3_;;;;;g‘;;b_£vzf- _ > 

: -"*="..:f¢{:~!‘;\*‘ *5».-1
. 

» , ».».»@;.-:.. .,- ;_- /%-Q , _.| ___ _., .’. 
'1 v ‘I-xx " . ~":»-~.-=3 _ --. 

. ,,... .. _ 7. I . 

~ .<-v.- -, Y» Q

E 

“124 
132 
632 
161 
3&2 

124 
130 
132 
eaz 
1&1 
252 
73 

G$oo¢

¥ 

3 * 
240 * 6

0 

» 
l 

. 
< 

‘__ .;_;_v 9;‘, Q»--.__ ~ -. 

MING DEG“ MEN: “ 

APPR REE HEQQVE 

Zé 
Zk 

' g, ‘ =3$ 
\. 
J-‘W 

02 
30 
24 
24 
Zn 
Z» 

1'!“

Q»



DOSE 
MGIKG 
0.80 
0,80 
0:30 
0.80 

0,80 
0080 
0080 
0.80 
0,80 
0.32 
0.32 
0.10 
0.10 

DILO 

~ ‘ -7 EXTRACT 150000 

DILUT REACT. 
ML/KG FRACT= 
'40,0 
40,0 
40¢0 
40:0 
40,0 
40,0 
-40.0 
40.0 
40.0 
40,0 
1600 
16.0 

5.0 
5.0 

112 
1/2 
1/2 
YT? 
1/2 
1/2 
1/2 
1/2 
1/2 
1/2 

2/2 
2/2 
1/2 
1/2

O 

STATE L}QU;gW_"__M_mE"u“_mMm"."_‘Mn“__. . . . 

INTRAVENOUS TOXICITY TO MICE 
REACTION SIGN 

DEATH "" E 74 
DEC LOCOMOTQR ACTIVITY 124 
LOW POSTURE 241 
EEYELID“P¥0$T5*N0N?fiRFE*TT€“Y3?” 
PUPILLARY LIGHT REFLEX gas 152 
MYDRIASIS ‘ 154 
INC RESPIRATORY DEPTH 101 
IRREGULAR RESPIRATORY DEPTH361 
DEC_RE5PIRATORY RATE 

_ 
202 

IRREGULAR RESPIRATQRY RATE 302 
PUPILLARY LIGHI REFLEX ABS 152 
MYDRIA§IS 154 

PUPILLARY LIGHT REFLEX ABS 152 
MYDRlA$!$ 154 

H20 , 

.0 ._'-,f. ._;};.‘,' ,1. .540.‘ .-H V ._. 
' 

-’.~‘ 41¢ 's:'I;"»?-F’. $2‘ 
Q *.L1"\'~'r.">"-'>" ‘*‘ 

'- ,' _"-!~'~..\‘ 5-;";__3,-..-:1. _.f
' 

MIN. DEG- MEN: T0 
APPR 
-300 
30 *
O 

-r" 6:41;“

8
8 

15
0 

15 
O 

8
8 

8
8 

REE RECOVER 

1&0 
20 

***" ~W@»1e0 
' so 
ii‘ 6Q 

00 
as 

_ 

so 
as 

~ 60 
** 50 

60 
* 60 

n‘\ 
_ > 4 ~ . - . 

» ~ 
,- _. .4‘ ,.. 

___>_ M H J‘ . 
.. -'- 0-.v_;~V?_ 

\_, .. ,"-, __ 
=' ..,-_,<.-



DOSE 
NGJKG 
0980 
OQ80 
9030 
0°80 
G‘8O 
0.80 
0030 
C085 
0.80 
0.80 
0080 
Q¢8Q 
Q;8Q 
3,80 
9:80 
C080 
0.80 
0030 
0.32 
0,32 

$- 

DTLUT REACT» 
ML/KG FRACTO 
60,0 
40,0 
40,0 
4000 
49.0 
40,9 
4000 
40.0 
40,0 
éU,Q 
4000 
4000 
40,0 
40°C 
40:0 
4000 
40.0 
6000 
1500 
16.0 

2/2 
2/2 
2/2 
2/2 
CZAZA 2 

2/2 
2!2 
Z/2 
1/2 
1/2 
1/2 
2/2 
2/2 
2/2 
2/2 
Z/Z 
1/2 
1/2 

2/2 
2/2 

aTATE-LZGUTB--u-~~_m__m.-~o“~@u“_.~_W_~.. . 

INTRAVENOUS TOXICITY TU MICE ' 

REACTION SIGN 

DEC.LOCOMOTOR ACTIVITY 124 
DEC SENSKTIVETY TU SOUND ‘Z30 
SOCIAL INTERACTION ALT&RtD 132 
DEC REARING FREQUENCY 632 
SM&rCON¥H&5£¥£mMQM£MENlS»wm$§6§ 
05¢ PREENING 240 
TREMORS-REST AND MOVEMENT 144 
EYELID PTOSIS=NONPARALYTIC 149 
LACRIMATION - so 
PUPILLARY LIGHT REFLEX ABS 152 
MYDRIA$lS 2 154 
DYSPNEA 60 
INC REbPIRATORY DEPTH 161 
DEC.RESP1RATORY DEPTH 261 
05¢ RESPIRATORY RATE 262 
INC RESPIRATORY RATE 162 
MOT DEF VERTICAL ROD 311 
MOT DEF INCLINED STRIP 611 
oec LUCOMOTOR ACTIVITY 124 
oec sewsmvnv T0 scum: 230 

,;,_';_. 1113- - _- .; .__ 
-,_A_\ vhf)": -Y.-1,5:-. 5Q 
J: .-_‘_.11‘;Z ti’,-’ ;:'5f‘._ ' 

" : -' ;.,_=-_.1' ’_*.-.;';;‘. 2: mf@‘ 

uoécaooyo

U 

U19 

OCDQCDQ 

ii-‘X’ 
*., . 

<1’ 

I"l'* 
‘I 

~‘l"R 

-- i 

I’ 

'I' 

‘I 

‘I’!-‘ll’ 

‘I 

hI\lI\"'\\n1 BQJUVU 

MINo DEG‘ MENQ Y0 
APPR REE RECOVER 

24$ 
188 
Z40 
Z40 
$3 

240 
60 

Z40 
60 

129 
Z29 
66
3 

125 

122 
129 
120 
IZC 
129



T ooée 
MG/KG 
0,32 
0,32 
0,32 
0.32 
0.32 
0.32 
0.32 
0,32 
0.32 
O.1O 
O01O 
O¢1D 
0010 
Oo1O 
OQLO 
OQZO 
0010 
O¢1O 

OIL»
> 

T

T

I 

DILUT REACT. 
ML/KG FRACTO 
16.0 
16.0 
16,0 
16.0 
16-O 
16,0 
16,0 
16.0 
16,0 
16,0 

UI\J!\J'IU*\JIU\U\UIU\

0 
a
0
0 
0
0
0
0
0 

OOOOOOOOO 

Z/2 
2/2 
2/2 
2/2 
272 
2/2 
2/2 
2/2 
2/2 
1/2 

2/2 
1/2 
2/2 
Z/2 
2/Z 
2/2 
1/2 
1/2 
1/2 

. 1.1) - 
_

_ 

~"»';: ;- 3'-"‘ . 

' ‘.~:?"'-."'.-""‘~3I-';'f? *T“~f"" - 

“'-“ 
-'»~ =»i;“;.@.»_;:<=.;‘@ 

I-* Z~,».:"',.- #4"-» -- _C. -. 
_ _‘.‘f;,_,,___- .-,.~~ . 

'~ " 
1 *- 

, _:f': -_;-.» 

INTRAVENOUS TOXICITY TO MICE 
REACTION SIGN 

SOCIAL INTERACTION ALTERED 
DEC REARING FREQUENCY 
DEC PREENING 
TREMORS-REST AND MOVEMENT 
EYELID PTOSISSNONPARALYTIC 
PUPILLARY LIGHT REFLEX ABS- 
MYDRIA51S 
INC RESPIRATORY DEPTH 
DEC RESPIRATORY RATE 
MOT DEE INCLINED STRIP 

LOCOMOTOR ACTIVITY 
SENSITIVITY T0 SOUND 
REACTIVITY To Soumo 

DEC 
INC 
INC 

132 
632 
Z40 
144 
149 
152 
154 
161 
262 
671 

126 
130 
330 

SOCIAL INTERACTION ALTERED-J32 
DEC REARING FREQUENCY 
oec PREENING 
TREMOR5—REST AND MOVEMENT 
INC RESP1RATORY DEPTH 
osc RESPIRATORY RATE 
H20 

632 
240 
144 
161 
262 

MIN. 
APPR 

U1 

MIDI 

I-1 

OQGOOIIWQOQ

w 

M 

CDOUGJOCDQCDLII 

PAGE A-79 
EXTRACT 2- 

DEG" 
REE 

‘I’ 

‘iii 

‘X’! 

<I 

iii?
* 
I‘ 

‘I’ 

Mxlv 
RE 

" ‘ 1»; -_'. ":m,v_-L-_-» ‘___ 
, V;_:7im .1 »"“~'~':‘ ~*‘.* ~- '.~ _-v.=v-1-$' . ~ ,_ »~-._ t~~,'*";'I"'i:?r'?"'1" ‘ R 

'11 1‘ fir; . 
'_ ‘.\'-"" <~.- -—~ "' 

_-_!,,.'_ 5"..;§e§;g1



STA?E‘L!QUID
\\ 
DCSE 
MG}KG 
0080 
§¢30 

; 
0a80 
0,80 
0.80 
0:30 
0080 
0q50 
0.80 
0080 
0:80 
0.80 
0q§0 
0030 
0,32 
0.32 
0'32 
0¢3Z 
0.32 
0,32 

. *2 ‘. - " 1
- 

"*,'U"'!'-*""i‘~.&‘~‘- . - ‘

' 

' §:~'--1;-» 1 ¥:,.\' L 
'2»? -7:-'3? "1-'~“-'=~,%.-4“ tr‘. ~'~ 1. 

_ -;»._ 13.‘; "" ,- ‘>-. ' _,, 1 

""-—‘<'. Q'~" ;.>s,;_¥ 

' "'*"»""';'?‘~’»’*-"-"“'z F "*,,,. 
*5»: 

- 

7 

, 
1.~_;§Y<“".*~-/“ " “ ~~1:j,-1: 3Y1» ‘:3'v="-‘ 

<,, 
1:-' ., 

*2 
. 

,~- ‘ ’-/-.:‘~»-1=;~»+?->: 1
’ 

DILUT REACT- 
MLfKG FRACTQ 
40,0 
40,0 
40.0 
40,0 
40.0 
40.0 
4000 
40,0 
40,0 
40.0 
40.0 
40,0 
40,0 
40,0 

[.0 

tn 

yd 

Q-A 

‘-4 

|-I 

O'O*U‘O*O"U*

I
0
6
O
0
O 

OOOOOO 

2/2 
2/2 
1/2 
2/2 
2/2 
2/2 
2/2 
2/2 
2/2 
2/2 
2/2 
112 
1/2 
2/Z 
1/2 
212 
2/2 
2/2 
1/2 
2/2 

~' ' EXTRACT ’l4lC~ 

INTRAVtNOUS TOXICIYY TO MIQE 
REACTION SIGN 

oz: LULOMOTOR A§TIV£TY 
use PREENING EYELIDmPIOSES—NONPARALYTIC 149 
PUPILLARYTLZGHT REFtEx*ABS*152 
MYDRIASIS 154 
sec RE5PIRA?0RY DEPTH 261 
INC RESPIRATORY oevru 161 
IRREGULAR RESPIRATORY DEPTH361 
INC RESPIRATORY RA¥E 152 
DEC RESPIRATORY RATE 2»: 
IRREGULAR RESPIRATORY RATE 3&2 
MOT oer HORIZGNEAL STRIP 411 
MOT DEr VERTICAL R00 211 
M01 par xucazmeo STRIP » ¢?1 

124 
240 

LOCOM07OR ACTIVITY 
SENSITIVITY TO SOUND 

INC SENSITIVIYY T0 TOUCH 
STRAUB TAIL 
INC PRhENING 140 
IRREGULAR RESPIRATORY DEPTH361 

DEC 
INC 

£24 
130 
131 
Z33 

MIN 
APP 

U)

0
R 

QUUZOKDCIOGOQWCINN 

30 
.15 
15
8
8
O

0

~ 

EG= 
REE 
*'!&'l* 

*-Xi“ 

if 

‘I’ 

* 
‘I 

‘Fr 

~X' 

‘Iii 
‘I’ 

ms 2 . . 0. W 4 ;~. .... , .1. . <..,. _. > _-~..-.~.4*>_ -- ‘- 4‘: ~ -1-=». 
' "'3 "‘ ' 3"-» " ~ -‘.2 . 

-- 
. 

_- ---_-__—, 
" ,-.~,___¢-1.‘~1!:l§2§‘_,*;,_:;*'-_-3;’ £3 -_/-:_Vv,_:;:~»,‘»fl _~~_ 

SAMPLE 

MZN~ 

6 3 
G _ 

G 1. 
~ v 

'. 
up
0- 
‘Q 

5 3 
, - u s 

-'. ‘J 
'_. -0 
~‘ -\ 
- . J

1
» 
--

1

\ 

F2 -’ 

:3
Q
2L 
n. 
.'; 

:- 
uh 
I.U

f 
L.‘ 

,- 

'1. 
.-
_ 
J
Q 

.» 
- 
E 
'~ 

,1

n



7 DOSE 
N6/KG 
0.32 

0,10 
0¢10 
0@I0 
0.10 
0.10 
0,10 

DILQ 
0.80 
0.80 

0932 
0.32 
0,32 
0,32 
0°10 
0,10 

D OIL: 

DILUT REACT. 

':‘”€'f;;,*;L;» .__ -_, -M. . 

- --354:. :3 ~* 1- 3}-,~,-;_ 
~ :-."~.~ .*-I»¢"4=;~!; =—=*t,'- 
,1,--7.:-_.:-* Y:-;.v<‘~=". 
A _,-. .3. :'.-- :. '*»v5;§§; PAGE A-8 

INTRAVCNOUS TOXICITY TO MICE 
RtACTION SIGN 

ML/KG FRA€TO 
16.0 

U\U'\U1\-I\U\U\ 

0 

co

0
0
0 

OOOOOO 

-40»9 
40°C 
~40,0 

16.0 
I600 
l6oQ 
16,9 

500 
5,0 

SAMPLE #1 

SAMFLE #2 

I ) Q 

. .'_' _,~- ___. ____,_ M-,,< _.-C,-4, . 3--.¢=u M _,, _ - ,___, __ ‘ ._ >7 _, - ,;‘;<~' ,1 I--;_x-~ 4..-17-16,‘.-__;,;“f.__,» - ' 
, 

> 
,"__1.__"»;: V; “_ - »-. ,1 , 

__.__ . .‘,:.;‘_; _‘ 

J _;; " 
1.. ,;'_.;-.. .- 

""‘~-*" "" ' ‘ "’- 
__ 

' 
/T, .'_'Tf“’.i't';';-15$"; >*"“'~" I‘ 1' 'W“" ' * ’ “""~*~" ..1 ':=§i":5f'=T"i‘i'='§§~2'=~-F1 ~'*~.-*.1:.¢_:» 3‘ 

2/2 
2/2 
2/2 
I/2 
1/Z 
I/2 
1/Z 

1/2 
1/2 

Z/2 

I/2 
2/2 

1/2 

IRREGULAR RESPIRATORY RATE 

INC SENSITIVITY TO SOUND 
STRAUB TAIL 

2 INC PRtENING 
INC SCRATCHING 

362 

130 
Z33 
140 
#40 

IRREGULAR RESPIRATORY DEPTH3612 
2 IRREGULAR RESPIRATORY RATE 

H20 

DEC LOCOMUIOR ACTIVITY 124 
IRREQULAR RESPIRATORY DEPTH361 
IRREGULAR RESPIRATORY RATE 362 

INC semszravziy TO souwu 130 
INC SENSITIVITY TO TOUCH 131 
IRREGULAR RESPIRATORY DEPTH351 
IRREGULAR RESPIRATORY RATE 362 

STRAUB TAIL ass 
no EFFECT vs 

H20 "' C 

LARGE PARTICLES - SUFERNATE USED 

FINE FARTECLES - GOOD SUSPENSION 

362 

30
0
0 

15 
15
8
8 

15 

MING 
APPR

0 

30 
15
8 

30 
0
0 

ii-11' 

*
* 

EXTRRCT “ 

SAMPLE P‘ 

DEG= M1 
REE RE 

I’

C 
SA 

I80 
60 
60 

60 
60 
60 
60 

30 

S21“ 
MPLE 

@\»\



DCSE 
I15 -IKG 

U¢8U 

0,32 

3.10 
Solfl 
0,10 
9,10 
G¢iO 
3¢1O 

D;L¢ 

STRTE LZGUZD 

46,0 
16.9 

5.0 
5»O 
5,0 
5,0 
5¢0 
5.0 

DILUY REACT, 
ML/KG FRACT- 

2/2 

2/2 

2/2 
1/2 
2/2 
2/2 
2/2 
2/2 

~ ' ‘“*"" _., PAGE A-5; EXTRAS’ _- 

IN?RAVtNOUS TCXICIFY TU MICE 
REACTION SIGN 

DEATH 74 

DEATH :=% , 14 

DEC.LOLOM0?0R ACTEVITY 124 
vac SENSITIVITY 10 soumo zao 
SOCIAL INTERACTION ALTERED 132 
as: REARING FREQUENCY -eaz 
05¢ PREENING 

' 240 
EYELID PTQSIS=NONPARALY?IC L49 

H20 

-35;‘; 1.-‘ ~ ~ , 

~13(,__ _,__, 
'1 . __:%_;,_‘:_¢?_ _ ,_._.»v_v_)__'-:‘_.v..>= ‘,> _ -:w*¢~¢¢§w 

';:\b:."vY_,f'-Ti‘ .§’.§i; ft-51;: . .

' 

.¢fi4%$mrq U 

MINo EG " 

APPR - TLL,I' 

"\b\G\('\



0 

‘ : 1' "~" ""-"-*' * ~ -‘.1 ¢_X=R.A.4 L-J‘-'~' 

SYATE LIQUID 

D355 
MQJKQ 
D.80 
5°33 
0,35 
$083 
Q¢30 
Q¢8O 
C380 
Qafig 
U033 
QQBQ 
U080 
0:80 

V 

@080 
’ U089 
g 

QDBQ 
i 

3080 
' a.ao 

C¢8Q 
0.32 
0,32 

. 0.32 

DELU? REACT? 
ML/KG FRA€T¢ 
$0.8 " 2 
40°C 
4Q§0 
4000 
405$ 
43.0 
4093 
#ooQ 
€Q¢0 
40¢Q 
QQQQ 
4000 
4000 
6090 
50,0 
‘)0-90 
49:0 
40°C 
16.0 
16¢O 
16,0 

ZZZ 
2/2 
Z/2 
2?? 
2/2 
1/2 
1/2 
2/2 
ZZZ 
Z/2 
2/2 
2/2 
2/2 
2/2 
2/Z 
Z/2 
232 
Z!2 
2/2 
Z/2 

INTR#VtNOUS TCXICITY TU MI 
RtACTZON SZGN 

RUBBiNS NOSE 
as: Lucomoroa Acvz~ * 

SOCIAL INTERACTION H 
cs: RZARiNG FREQUENQY DEC?PRtENING***?#@~*~* 
EYELZD PTOSES=NONPARALYTiC 
PUPILLARY Lgauv REFLEX ABS 
MYDRKAbIS 
DYSPNEA - 

‘-

J 
0'1 

[" 

-.- 

-=<| 

-c

W RED 

‘:- 
\¢E 

SE0 
124 
132 
632 
2&0 
149 
152 
154 
60 

IRREGULAR RESPIRA?QRY DEPTH361 
DEC REbP3RATORY DEPTH 261 
IRREGULAR RESPIRATORY DEPT 
IN€ RESP1RA?ORY RATE 
DEC RESPIRATORY RAPE 
IRREGULAR RESPIRATORY RATE 
MOT DE? HORIZONTAL $TR1P 
MOT DEF ROTA=ROD

' 

MOT DEF INCLINED STRIP 

DEC LOCUMOTOR ACTIVIT Y 
SOCIAL INTERACTION ALTERED 
DEC RtARING FREQUENCY 

-*"_§r{>"*"" "54-::i1_L,J . - 
§€"-iif» §‘ ;‘-5-5]-1:-. 7"*r“’5 ,1‘ '}£JPyM?w, 

' 

\_-,_$.;V1;"~__:>yJ,_i : if. ‘ 

""'\;.“._““‘;-lg‘-\"1. .' -v 
" D ' 1 > V .9

H 361 
162 
Z62 
362 
471 
?71 
671 

124 
132 
632 

MIN: DEG” m:Ne “H 

APH% Q ' rE"qVE3
L 

wv- 

H‘. 

m\nu 

m4zc>wt:u@mu>m\flO€DCIO 

.44 

15 
15 
15 

-1» 

REE 
19* 

, v
* 

-er 

az-

f 

**~)t- 
‘X’ 

~l'** 

fl'*%'.'~ 

.!

€ 

(D

G 
D 
f.)\ 

,.

G
»U 

'_u 

_ .. {C 

-' Y -V V 

" ~ ‘. I '-: -.‘-*--”‘ ,-w=.¢=,, " "»'-,:» V » - -A--. ‘.5-. 1"’.-'-,-> :41; "1 ;l’..’£-"t@/“‘-"'::iw'>';=‘. '~'~S?;'_. .' yd" "*‘“"-5r’_""‘~Q% 
. 

'?‘;‘"T"‘-'7' ‘ D ¥HE5&5QMHHEl!I5IIIHAH5IEQ5HlaéaanmgHIIlI!II5!!EII!IEHEQ555!§IE!l5!HIlR§§§§5§iEi|i| 

0. 

nn_ , '1 e - @._ '~» 
.. . ,- 
-I Ln ‘ - »- 
.-. ._ 

.~ 
Q0-‘ .- 

65 
‘L1- 

3.: ~- 

4~_-.. 

,. . £*~ 
'\ -' .” 
, .. 
.-

L _. 
.- ,_ 

-- 

¢;.~,--

E -. - 
.".‘A _ -. 7§" — (- 
!_\‘ ¢L.'- 
2!:-‘ -"'¢ 
Z‘-" ‘_-._ 

1,‘- 
.\ u»- o..1 --4- 

.,k§'.



“' ~iIi*~'=r:=1r»‘1:-== =-. 
__,,,»_._, -. '~ my 

. ,_ , .. 

DOSE 
MG/KG 
0°32 
0.32 
$032 
0032 
0.10 

DIL¢ 

DILUT REACT. 
ML/KG FRACT¢ 
16.0 
16,0 
10.0 
16.0 
5,0 

2l2 
2/2 
2/2 
2/2 
2/2 

J . _ 

. _ 
- .-_- _~__-g. 

¢?£f§* H PAGE A-8~ 

INTRAVENOUS ?OXl€ITY T0 MICE 
REAQTZON SIGN 

rut RESPIRATORY osvwn 161 
IRREGULAR RESPIRATORY DEPTH361 
02¢ RESPIRATORY RAYS 262 
IRREGULAR RESPIRATORY RAx& 362 

mo EFFE§T vs 

H20 

MIN» 
APPR 

GOING 

1 -. .. __ _ 
_ _ ,,.. __ _ 1 M 

"" “' - - -— ~--_-»- .~._.__-'_.-....__.'__._-___, _" :"T‘- _ ‘W 5' 4‘; = ‘=»~ ,_ ,- * 
- 5,; 

- _. . ;;.>x 

EXTRACT Z1 

DEG= MIR 
REE REQ

%R



D355 
MSZKG 
Q¢$O 

§°32 
D032 
U=32 
0°32 
0,32 
0°32 
0¢32 
0,32 
0,32 
0=32 
G-32 
0¢32 
0,32 
0:32 
0.32 
0.32 
0032 
0°32 
0,32 

' ~— EXTRACT z;eoos W 

‘ STAFE LIQUID 

DILUT REACT¢' 
HLJKG FRACT¢ 
40°C 

1§,O 
i6=O 
16.0 
16°C 
3,690 
1603 
16¢O 
16.0 
16,0 
16°C 
1600 
16:0 
16,0 
1600 
16.0 
1600 
16.0 
16¢O 
16.0 

2/2 

,2/2 
25,2 
2/2 
1/2 
2/2 
2,-’2 
2/Z 
2/2 
2J2 
2/2 
2/2 
2f2 
2/Z 
2/Z 
2/2 
2/2 
232 
1/2 
1/2 

INTRAVtNOUS TCXICIYY T0 MECE 
' REACTION SIGN 

DEATH 
DEC LOCQMOFOR AC?IVITY 

74 

124 
DE€ SENSITIVITY TU $UUND““230 
oec SENSETIVITY T0 TOUCH 
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PHYSICAL, NEUROLOGICAD: AND BEHAVIORAL EXAMINAQIONS 

ON SQUIRREL MONKEYS 

Compound Number-p2438*§: (solnn H20 LV.) 

Time 
hrs 

Monkey Dose_ Weight 
§e7=g:.;&+,I-7o..g {lg/kg _'g.. __ u

0 

&_”x A iflffects 

A- 

F3 18.50 650 0.00 
_ Female " 

0.20 

0.30 

. / 

Ll 

0.35 
0.40 

. 0.45 

0.50 

0.50 

_ (o 

In shuttle box: crouch; quiet; 
Normal reactions to all stimuli 
Normal reactions to all stimuli 
On attempted handling by experiment 
plastic immobility; incoordinaticn; 
balance poor; grasp good; eyes 
to fixate to visual cue; pupils 
normal; reacts to light by attempts 
orientation responses. 
No improvement.

p 

Imnrovement; better locomoto: 
1- 0 nation; proper visual rixation 

Often lewns head to one side(ab 
posture; alert response to soun 
balance still poor; in unusual 
belly-down ilat position with h 
oriented at 45°L upwards; glass 
stare fixated on ceiling. 

Same as above; palpebral closu: 
still in spread—out, head-up 
position. 

Very slow, halting locomotion; 
anorexic; palpcbral closure; 
palpehrol opening to sound cue. 
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PAGE A-/ 
PHYSICAL, NEURDLOGICAL, AND $EHAVIORA§.BXAMINATIQH$ 

ON SQUIRREL MONKEYS 

Compound Number-Z4383: (soln. H20 I..V.) continued 

Monkey 0 Dose Weight Time 
Effects ésaeéllfise @190/ska 9"-2 hrs: 

0 0 _ 0 

P3 
Female 

Still postures with head.angled 
upward: palpebral closure; 
palpebral opening on sound is 
only reaction; balance still H 

poor. 

18.50 0.70 

0.80 Head écvn(sleep-sedation?); no 
response to sound. 

0.90 Head up, fixates on ceiling; 
glassy stare. 

1.05 Anorexic; fear responses to 
experimenter; locomotion much 
improved; balance better. - 

2.20 Eats apple; fear response to 
experimentes: locomotion good 
(coordinated). 

2.50 Normal reactions to all 
stimuli cues. -» 

4.00 Normal reactions to all 
stimuli cues. 

24.00 Home caqe: “normal reactions 
to al; stimuli cues. 
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Still postures with head angled 
upward; palpebral closure; 
palpebral opening on sound is 
only reaction; balance still 
poor. 
Head éc*n(sleep-sedation?); no 
response to sound. 
Head up; fixates on ceiling; 
glassy stare. 
Anorexia; fear responses to 
experimenter; locomotion much 
improved; balance better. 
Eats apple; fear response to 
experimenter: locomotion good 
(coordinated). 
Normal reactions to all 
stimuli cues, -~ 

Normal reactions to all 
stimuli cues. 
Home caqe: normal reactions 
to al; stimuli cues.
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ON SQUIRREL MONKEYS 
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In shuttle box: alert; 
tail groom. 

Alert; sneeze; groom;i 
coordiaatednlocomotion; 
pupillary response normal. 
Constant sneezing; nose to grill. 
Sneeze;'normal coordination oi 
locomotion; groom; alert; 
crouch, head down. 
Quiet; crouch; alert; 
locomotion good. 
Locomotion good; coordinated. 

Alert: normal response to all 
stimuli cues. 
Normal response to all ~ 
stimuli cues. 
Normal response to all 
stimuli cues. 

Very slight momentary balance 
loss during locomotion: crouch_
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M°nkeY Dose Weight. Time 
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Normal response to all 
stimuli cues. 

Normal response to all 
stimuli cues. 

Normal response to all 
stimuli cues. 

Home cage: 1ncrmal»:esponse.. 
to all stimuli ones.
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL 
EXAMINATIONS 

ON SQUIRREL MONKEYS 

Comgound Number-:2808: (soln. 1/ILON HCL l.V.) 

Monkey Dose Weight Time 
S£X-&1NOn mg/kg 9“ _ 

hrs. Efreccs 

F6 645 Pre- 
Females Dose 

4.04 0.00 

0.20 

0.40 

0.60 

8.08 1.20 
(L2.l2)cumulative 

' 1.40 

1.60 

16.16 2.60 
(28.28) cumulative 

2.70 

3.00 

In snuncle box: monkey 
approacnes, not flees when 
expeiimenter nears. 

Normal responses no all 
stimuli cues. 

Alert; coordinated locomotion; 
pupiilary response normal; 
normai.reac;ions_uo_all 
stimuii cues. V 

Same as above; normal. 

Same as above; normal. 

Normal ieactions no all 
stimuli cues. 

Same a>'above; normal. 

Same as above; normal. <- 

Normel reaccions to all 
stimuli cues. _ 

Same as above; normal. 

Noxmai £¢aCtl0flS no all 
stimuii cues.
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ON SQUIRREL MONKEYS 

Compound Number-2808:" (soln. 1/'3.-'JN HCL I,‘J.)C 

Monkey Dose Welght Time 
Sex &_No, mg[kq i gg _hrs Ezfects 

cntinted 

E5 l5_l5 3.40 
Female '(28.28)cumnlative 

3.60 

4,00 
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Normal reactions to all 
stimuli cues. 

Same as aOOV8; normal. 

Home cage: normal 
all stimuli cues. 

Home eaaez normal 
all Stimflll cues. 
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AL EXAMINATIONS V. PHYSICAL. Nsunoroercir; Ann BEHAVIOR._p p_ 

Qua-I:-‘flow 

on squxnssrgmonxrysp 

3 Mgnkey Dose Weight: Time 
" rs 

-Qompound 1§1pu1-nber-2*8§0:W (soln-. H20 I.V.) , 

;W p_ 4pEffects __ _g”_ W 5 _ Sex &,No._ mg/kg ' 

j;q,;_ _W 3 

* A2 31-25 764 0.00 “ Male '

, 

0,20 

3‘ 0.30 
<_ '1 

0.40
I 

l . 

§§- 0.45 

$3 " 

” 0.60 
ii ii. 
vi; fit; ea a§~ °'7°
w 

3”‘ 0.15 §%% 

E3? 
és¥i “ 

T; 
U . 80 

£5‘ 
_.§"'*§'- ,» gel 
;-;»2§_§ 7.. .1 of; -= . . 
»_v.-- ». 
,-'1-‘KI 

-1 ~.¢ 

fix L aaa~ as;~ 24 oo 1% - * 
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In shuttle box: immediate 
vertical nystagmus; tonic 
convulsions; prostration. 
Ataxia; faulty equilibrium; 
poor visual orientation- 
fiXaLl0fl7 pupillary response 
normal. 
Crouch; emes;s;xhead.doy§.’ 
Emefiisi eyes shut; crouch 
posture. 
Escape reaction to experimenter; 
no lignt cue response; 
improved general activity. 
Shuttles to light cue; alert; 
good orientation(proper 
fixation). 

-~ 
Alert; normal reactions to 
all stimuli cues. V 

Hind leg stand; exploration; 
proper shuttle and escape - 

respowees; eats apple. 
Normal reactions to all 
stimuli cues. 
Home cage: normal behavior. 
Home cage: normal behavior. 
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Q §@YSICAL, NEUROLOGICAL, ANP BEHAVIORAL EXAMINATlONS " 

on SQUIRREL momxzys 

. Comgound Number-Z850: (soln. H20 l.V.) 

Monkey Dose weight Time 
Sex $130. Q9/kg’ gzi hrs, com Effects 

l0.0 728 0.00G 
Male 

0.36 

CISU 
\';_".* 

0.70 

0.80 

1.00 

l.20 

1.50 

4.00 

4.20 

.Q' 

'.<- ,-»~. 

-I 

Negatlve relnrcrcement shuttle: 
all monkeys shuttle after 
shock,

_ 

Pupillery response normal; 
crouch; alert: normal huddle; 
shuttles on cue; ‘ 

Quiet; all huddle(normal); 
croucn; Gwefiili first in ail 
shut:les(normal)J‘ 1 

Same as above: normal.» 
Positive reinforcement shuttle: 
G firs: all the time; crouch; 
alern anfi quiet in between. - 

No change Ln behavior or 
shuttle order. 
G Still first; alert; cues 
pzogezlyz crouch. 

(End) no change. 
Negative reinforcement shuttle: 
G flfflti crouch; quiet; alert. 

G fJ..I$L all the time; quiet; 
crouch. 
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. PAG 
PHYSICAL, NEUROLOGICAL, AND BEHAVIQRAL HXAMINAI;ON$ - 

ON SQUIBREL MQNK§¥S 

-compound Number-§850: (soln. H20 I.V.) continued 

Mgnkgy Doset Weight Time ~ 
“ ' 

qi hts, Z_ 1Effects Z _i Sex & ,r~1q_,_ mg/kg 

E A L

G 
Male 

10.0 4,40 

4Q6O 

4.75 

4.80 

5.20 

G first all the time; quiet; 
crouch. Normal. 
(End) No change. 
Positive reinforcement shutt 
G reacts well to cue; fast; 
eats reward. 

shuttles feadily¢~G»fizst 
all the time; crouch; 
alert in between. 
(End) G‘always first; crouch 
huddle; alert. 
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PHYSICAL, NBURO§DGIgAL,fANQ BEHAVIORAL EXAMINA?ION$ 

on souznssn MONKEYS 

‘Compound blurnber-;785ZO: (soln. H20 I.V.) 

Monkey Dose. Weight. Time 
‘ Sex-&+No. mg/kg gs; "hrs. Effects 

G 15.0" i715 0.00 
- Male ‘ 

0.05 

0.10 

0.15 
0.20 

0.25 

0.30 
0.60 

0.65 

0.70 
' 0,80 

Q) Q :7 
1.20 

Negative reinforcement shuttle; 
alert; head orientations; 
active: seeks contact. 
G fast; pupillary response 
normal; cues properly; alert; 
now sits apart from group. 
G fast and alert. Normal 
behaViOI8ls£ES§On5§eP§$W§§R;@j_ _, 
shuttles. 
Same as above; normal.

~ 

Crouch; 
G cues p 
overall 
normal. 

Same as 
Positive 

alert. 

roperly; alert; 
activity as.above: 

above: normal. _ 
reinforc 

self-inspection(g 
G first 
Normal. 
Normal. 
G fHu F.’ N. 

Normal 
stimuli 

to shuttl 

alert. 

reactions 
cues. 

ementsshuttlez 
room}. 

e; normal. 

to all 
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PHYSICAL, NEUROLQGLCAL, AND BEHAVIORAL EXAMINATIONS 

on soplagsp nogxsysc 

'Compound Number-2i8i5l: (soln. l/l0N IQV.) 

Monkey Dose Weight Time ' 

Effects c_ Sex &LNoJZ mg/kg izgr. uhrs. 0 or Z
i 
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F2 
Female 

In shuttle box: alert; 
coordinated locomotion; 

‘ normal reactions to all 
stimuli cues. - 

8.96 685 0.00 

Normal reactions to all 
stimuli cues. 

0,20 

0.40 Same as above; normal. 
0.60 Same as above; normal. 

Normal reactions to all 
stimuli cues. * 

17.92 
u 

1.20 
(26_88)cumulative 

4 1.50 Increased locomotory activity; 
slow spontaneous shuttles: 
walk. 

zfioo 
coordinated movements; 
Increased locomotion; slow 

proper 
reactlons to investigator, 
lignt, sound, shock. 

2.20 Same as above; normal. 
Pupillary response norm 
normal reactions to all 
stimuli cues. 

26.88 2.40 
&53.76)cumulative 

' 2.60 Normal; self-grooming. 

I-iiiii-inn ' 

al: 

7.1,? - ~ v:"'~,‘.-; 2.-’-£12-‘ ';'»~-.,'--,.:.~ .1 V.-; ',~w.:~_ _ 
"'_1,i'_-“’§-av.‘ '==‘,<"-‘:>'i”:"(?.=7f-f'“J'§;i" iZ:i*;'f‘7"§‘:'v ' 

~ 

" ‘ ":2 'J..'.T'_’ ' '3," ->-_--=—.'=%_1-<\-l;_..;-3-q§::-.. 7r-——1*>'> »-.»=~. Y"-v."»77"P":':"" 2!‘ ~ , 0, I , _ ._1~ _ w 
, 

a“ ; _._...-~, ., ,‘.....~,, . er > -__ , . r" -- e. ,,.



_ , _._‘ , 
. ,;,_.___,_,__.e_,_,.,_..-. _.,:_’._.__.__“,,,.._..._..v_..v..,,.;.' __ __ ,,e___.,....._,_.,,...,. , _‘_, _ __,.,_ ..._,._,_;_,. ..__,._ “,4, _ _ 

_,_.,_,...._,,._,e____,.,.‘.,_ - ..,N.,_: ..,_.:.,_ __ _ _, o 

.,._ V ~_.._.__.~,‘v___/,‘1T,~__...., . _ _. . - ,. _. _, __ V. __ > _( ,1» 
( ; _ ,~‘\,‘.1'v_p_, _. .1; ,. _{ ., _rJ_ ,_ ,_, _ _. ,\. . .1": 37"T..- , _ 

. _ 
, 

. . . . _ , , 

. , .( _ . . < ‘ . _ ,. 

4rr,;;"I-;- ;~_..;.¢v=;.‘-_-_-- _ 
'¢-' 1*.’ -~ '_~_- _‘. _ 

1-"1-,'_-'_~_'.' .-';:.':, _.-'._‘--r’. ~--‘-,";',>.-.--_-'v,¢_._..1.-..1_';.-;. ;;> '= ‘.;',('.'_;»,.'__-3_';:'-=..=“ ._ 
.<-'»\,'_2.-_>,¢;"-,‘ '.; :-1‘,-,_ * ,', ' ’- ;_ 

‘?_.";';_'-»,f-:-',‘;.;.;.Zf ~ , 2 . _- .'_*;.:_, 1'_g;§'I=', "v/:‘;;'I>"-~ ;~~-;" §,Y,=_-1,_'_;_;~;;4'-£J-;;j"=£~;i-_-~ .-.‘»5-/1=:*‘,zft~J.¥_'/.; ’{:_.‘->7 '-".'_,',\>:'<f'4',-‘:1-_,,!Y'i§ .-7-".‘;("f?_' 7:; 
"‘ 

.‘ -,1 _=x.'--1"; ,:~/ 1'. ; 
- 

~_ 

_ 
.. 

3." 

-1.-' ;-Q £%§ %%% 
'~;- =. . 

'- a 
#15 -wh% 

=- .1‘; -‘Q 

-.~ fififik 
~%wmg ~1='~'i'r.-=i~"§r%g*§‘ 

:- 

_.1-~-‘;?., 

222:1; -~

3 

_:‘-,:,%»_j-“u 

fi%5 3%; 
R1‘ ;~ -- 

1‘°5”;. 

iii 
-.273 
E--43, L 
»;:n~1,, 
jj-‘_:¥,¢:_z_ 

~;==5~f§f3'{J 

*M%fim 

‘Zn!’ _ 
;,'_.’.' . 

‘I n 1 

~_=~.§_"*: =; 
__A_<_-.-? -. 

giu 
4;” ' 

#.;—»§‘¥
v 

_. ~=:> ~ 
3‘§$ 3'} 
J :1’-1 . 

..'<' 
-'.~~ 

~, 
V‘ 

.,@, 

§é1: 
ii; 
,)._§‘; 

: J 
$5? 
1;;

" 

3?: <. 

7:5‘. 
.. ¢; ». 
_.,... ._. .*- -1 
=e;z' -_ _. ,_ 1. 

:2-;»j _-I mm » 

._. 

$‘_;a; 

¢’»=v'~'_.>e 

9'§~-7'41” 
1*/ZVU are =. 

’ "-*' 

: 
‘-7 

"w ,i‘f;~ %,i 
Eaéa @m%* ~ i 
.:~=.6 .,- 

$4 

_<.£¥'*,i§'_"t
‘ 

\‘. ‘R ."-' 

v .. 
:.¢*."= F -e"?;"‘ 

-=1; J" 5’- 

ax» 

H’ .< 

we» 
11,2.» ’ 
: 51.“->:>_,_~f', 

_e:éi_' >1. 
.71!‘ §' 

#1‘ 
"'-' 

~;>-.» 
‘ii-"» 
'_-.-M3
4 

»:"1>'f’é 4 22% 
‘E21,’. wee 

9.1 
> -.<i- _ I 

- ‘. 
= -'_ 

-..‘" 
_,,- $$fl5 

._<__ av, 

ifififi er 

zz ,_;.,... ,4! :.a.—4’|no‘&'[47la-ho’ ' >-¢=sc.:44:~.“..a...;¢..¢es..¢-' 
'> ' ‘.i.up$m a-"?h..-~—"%.aLt-1-.5-¢~&=’_.a_.k"¢.¢~‘“' ' 

r 
,4.‘ "S...-'e:-.;..-.:'.;-4-~ @.uz:3‘- z2.»uAswr-Ea-"Lea.-¢>'~k~.u-a ~.- +1 ~@..-=

" 

--

0 

-- ,_ 
-.

* 

('
V 

#7 

PAGE A 4 

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS 

UN SQUIRREL MONKEYS 

gofiqound Nnumber--12851: (soln. 1/um HCL 1.V.)cont.inued 

Monkey _» Dose Weight; Time 
Sex &1No. ring/"kc; e._ 

Eff ECtS e 
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gHYSICAL¢ NEUROLOGICAL,flAND BEHAVIORAL §XAMlN§TION$ 

on SQQIRREZL Mouxsxs 

Number—2 8 6 7 (so ln . 

Time 
hrs, 

Harvey Dose Weiant- ~. - ~ .. :1? v ”. mq/kg _ Q, _ ....-......... -._—- ..- ,I— 

B- " 910 
Z Hale 

Pre- 
Dose 

2.00 0.00 

< 0.20 
I,‘

. 

‘~ ‘ 0 .30 

0.40 

1-10 

1§9o 
f“\ Gs

Q .60 
O0)cumulative 

IJN 

20- 
.30 

2.40 

‘, 

H20. SQ)‘ 

_ _ W Kffiegts H 

Pulse: 300-400/minute 
Respirations: 100/minute 
Pupil size and reflex normal. 
In shuttle box: normal reactions 
to all stimuli cues. 
Shuttled to liaht cue. 
Shuttling spontaneously five 
times/minute; appearance and 
behavior normal. . 

Shuttled to light cue. 
Appearance and behavior normal; 
reduced loccmotory activity. 
Normal reactions to all 
stimuli cues u 

._ 

Generally sitting very still; 
shuttled spontaneously three 
times in four minutes. 
Behavior as at previous interval; 
awake and alert; shuttled to 
light cue; pupil size and reflex 
normal. '
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Normal reactions to all 
stimuli cues. 
Pupils seem constricted. 
Shuttled to light cue (response 
to light cue delayed); movement 
sgightly SLOW and awkward. 
Pulse: 300/minute 
Respirations: 72/minute 
Pupils: constricted

r 

Did not shuttle to light cue or 
to high electric shock; sat bent- 
over as if in distress. 
Head hung Low, face on floor. 
Movements sluggish: shuttled to 
light cue and to electric shock, 
but only if doors closed, then 
opened after cue or shock; 
shuttled spontaneously a little. 
Salivation. 
Appearance and behavior normal: 
shuttled spontaneously at normal 
rate; pupii size and reflex normal. 
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In shuttle box: reactions perfect; 
ears well. 
Locomotion coordinated; alert; 
papillary response normal. 

Same as above; 

Same as above; 

Same as above; 

normal. 

normal. 0 

normal. 

Excellent locomotion; normal 
reaccions to all stimuli cues. 

Same 
Same 

Same 
Eats 

as above; 

as above; 

as above; 

apple. 

normal. 
(grooming) normal. 

normal. .- 

Normal reactions to all 
stimuli cues. 

Home cage: normal reactions to 
all stimuli cues. 
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL sxnmxmfrlous 

ON SQUIRREL MONKEYS 

Comgound Number— 5034: (soln 

Monkey_ Dose Weight Time 
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Home cage: normal reactions 
to all stimuli cues. 
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ON SQUIRREL MONKEYS 

- Compound Number-5049: (soln. 0.5% Methylcellulose 1.v.) 

Monkey ' Dose Weight Time 
Sex & No. mg/kQ_ g. fihrs Effects 

F4 2.40 » 670 
Female I.V. _ 

0.00 

0.05 

c'~ 0.50 

1.50 

9.50 0 

(ll.90)cumulative 
1.80 

2.00 

2.20 

2.40 

19.00 2.60 
“ (30.90)cumulative 
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In shuttle box: normal reactions 
to all stimuli cues. 

Pupillary response normal. 

Normal reactions to all.stimuli 
cues; eats food. 

Same as above; alert; locomotion 
coordinated. 
Same as above; quick; locomotion 
excellent. . 

Same as above; normal reactions 
to all stimuli cues. 

Normal reactions to all
' 

stimuli cues. 

Normal reactions; eats; - 
exploratory behavior. 

Quiet (normal); eats food. 

Normal reactions to all 
stimuli cues. 
Normal reactions to all 
stimuli cues.. 
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PHYSICAL, NEUROLOGICAL, AND BEHAVIQRAL 

ON SQUIRREL MONKEYS 

Comnound Number-—049 (soln 0 5% Methylcellulose I V ) 

contlnued 

Monkey Dose Welght. Tlme 
Sex & Nn._ mg/kg“ hrs 

i i Effects 

19 Q0 2 80 Puplllary response normal, 
general behavior unchangefi Female (30 90)cumulat1ve 

“mm

h 

”~“" 

”"“"'~—-H!'MI* 

?'Q'*"1.'v~\¢¢"m"Pl'~II'fl~ 

Eats apple, normal reactlons 
all stlmull cues. 

3 40 Normal reactlons to all 
stlmulz cues 

4 00 Same as above, normal 
el normal reactlons 24 00 Home cag 

all stlmuli cues 
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PHYSICAL, NEUROLOGICAL, AND PEHAYLORQL E§AMINATIONS 
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Compound Number—<5058p: (so1n.. H20 SQ ) 

Monkey Dose Weight 
Sex & No. mg/kg 9’. 

Time 
hrs.

B 
Male 

1.00 

870 Pre- 
dose 

0.00 

O.20- 5 
'0.30 

0.50 

l.l0 

2.20 1.10 
(3.20)cumulative 
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1.10- 
1.30 

1.30

Q 

Effects 

PAGE A-# 

Pulse: 222/minute 
Respirations: 90/minute 
Appearance and behavior norm 
Pupil size and reflex normal 

r 

' a

t In shuttle box:* normal reac 
to all'stimuli cues. 

l. 

ions 

shuttledzspntaneonsly;at:mean:;;a- __ 
rate of nine times/minute; 
appearance and behavior normal. - 

General exploratory behavior 
shuttling; standing; looking 
around; hand manipulation of 
floor.‘ 

Pulse: 252/minute
_ 

Respirations: 96/minute 
Pupil size and reflex normal 

Normal reactions to all 
stimuli cues. 

Decreased activity. 

Previous shuttling activity 
resumed. 
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PHYSICAL, NEURQLOGICAL, AND BEHAVIORAL EXAMINATIONS 

‘~ 
.

' 

9ngsQuIRRsL.moNKEys 

Compound Number-IIIIDSOS8: (soln. H20 SQ ) continued 

Monkey Dose Weight Time . 

Sex & No. mg/kg’ V g. hrs. i _ 
Effects 

B 4.50 1.80 Normal reactions to all 
Male (7.70)cumulative stimuli cues; 

_ 

1.90 Pulse: 264/minute 
Respirations: 78/minute 

- Pupil size and reflex normal. 

— Continual contact huddling; 
"minimal locombtbry activity{' 
awake; alert; appearance and 
behavior normal generally. 

. 

1.80 
{ i 

2.30 

2.30 
2.80 

~ Increasing locomotory activity, 

2.80 Shuttling spontaneously eight 
times/minute.

\
\ 

01 .1 ._ . _ ,...,.._ . 
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PHYSICAL, NEUROLOGICAL, AN? BEHAVIORAL EXAMINATIONS 

on SQUIRREL §ou1<§s_zs_ 

Monkey Dose Weight 
Sex & No mg/kg g 

Time 
hrs. 

Compound Number--5113} (soln. 0.5% Methylcellulose I V I 

" 16 0 625 

32 00 
(48 00)cumulat1v 

0.00 

0.05 

0.20 

0.40 

0.60 

0.80 

1.00
e 

1.10 

1.30 

1.50 

1.70 
1.90 

In shut 
to all 
Very'ac 
self-gr 
number 
Eats; a 
all sti 
Same as~ 

Same as 
Natural 
Immedia 
activit 
Alert; 
motor a 

Palpebr 
reacts 
Normal; 
Same_as 
Same as 

Effects 
tle box normal reactlons 
stlmull cues 
tlve, spontaneous locomotlon, 
oomlng deflnlte LHCIEBSQ 1n 
of shuttles 
ctlve, normal reactlons to 
mull cues 
=above,'normal‘“ " 

above, normal 
shuttles, normal 

te lncrease 1n overall 
y, eats 
eats, good coordlnatlon of 
ctlvlty - 

al closures, arouses and 
normally to all stlmull cues 
locomotlon good 
above, normal 
above, normal
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EN SQUIRRELAQONKEYS 

Y Compound Nu£nber—‘5ll3: (soln. 
continued 

Monkey Dose Weight Time 
Sex & No, mg/kg g. hrsi 

F3 32_gQ 2.10 
Female (48.00)cumulative 

2.3U 
4.00 

24.00
v
\ 

.>n~--ii"-amm - - -»' - 

.../9 

J . .. _

3 

0.5% Methylcellulose I.V;) 

Effects ' 

Normal reactions to all stimuli 
cues. < 

Same as above; normal. 
Normal reactions to all stimuli 
cues. 
Home cage: normaI reactions to 
all stimuli cues. Airs A

Q



PHYSICAL, NEUROLOGICAL, AND BEHAV1ORA§ EXAMINATIONS 
' ' 
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PAGE 

on SQUIRREL MONKEYS 

Monkey Dose Weight Time 
Sex & No mg/kg _nrs. 

.k/ » ‘,4, _ 

2 00 805 0.00 

0.20 

0.40 

0.60 

0.80 

1.00 

1.20 
1.40 
1.60 

2.00 

4.00 

24.00 

Comoound Number- 5113 (soln. 0.5% Methylcellulose I.V;) 

Effects 

In shuttle box; negative 
reinforcement; G quick; alert: 
selfegroom; first in shuttle. 

Normal behavior during intervalsr 

Alert; normal reactions to all 
stimuli cues- 

-1 -~ 
response excellent. _ 

Quick reaction to stimuli. 

(Positive reinforcement shuttle}: 
normal.

' 

Crouch; alert. 

Movements quick; responses normal
- 

Locomotion quick; some palpebral 
closure. 
Normal reactions to all stimuli 
cues.. . 

Home cage: normal. , 

Home cage: normal reactions to 
all stimuli cues; _ 

»-.» 

= ~._.- . ~,, $ -.
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS 

ON SQUIRREL MONKEYS 

.*Compound Number.-—\-5129;: (soln. H29 I.V.) 

Monkey Dose Weight Time 
Sex & No. mg/kg f g: ‘hrs. Effects 

F5 4.40 680 0.00 
Female ' ' 

0.20 

m_ MW 0.30 
'...».,,,- 

0.40 

0.45 

5.80 po.9o 
(l0.20)cumulative 

1.00 

1.10 

1.15 

In shuttle boxz. good locomotion 
response to shock; crouch; contact 
huddle; alert; good visual 
orientation - fixation. 
Pupillary response normal; normal 
reactions to all stimuli cues. 

Eats apple; sluggish movements. 

Quick reaction to sound; very 
frightened (possibly sedated?) 
(slow?). - 

Crouch; palpebral closure; alert; 
eats apple. 

Quiet; crouch; alert. 

Normal reactions to all _ 
stimuli cues. 

Slight anterior—posterior rocking 
movement during crouch; however,t 
alert; anorexic. 

Crouch; head down; palpebral 
closure; alert to sound, shock, 
cues; normal escape reaction to 
investigator. . 

_.,_
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“PHYSICAL"NEURDLOGICAL AND.BEHAVIORAL EXAMINATIONS I I 

QN SQUIRR$L MONKEXS 

Qompound Number-Q5129: (soln. 

Monkey Dose Weight Time 
Sex & No. mg/kg i g.i _hrs 6 

H20 I.V;) continued 

Effects 
F5 5 80 1.40 

Female’ (l0.20)cumulative 
7.40 

, 1.60 
(l7.60)cumulative 

1.70 

1.75 
\‘ J4‘ — 

2.00 

2.10 

2.20 

2.30 

2.60 

3.00 

6.00 
' 

24.00 

V. 

Alert to sound; crouch; 
palpebral closure. 
Increased locomotory 

Good grasp reflex; n 
reactions to sound, 
Normal escape reaction to ‘ 

"activities. 

ormal 
light. 

investigatormtstit*anorexrc7“"”fi*" 
crouch head down, 

Palpebral closure, 
react to stimuli, h 

alpebral 0 

uick to 
QVGIQ

l

w 
Very quick; nervous; escape 

: ' P closure. 

_ _ 

' q
o

9 reaction to investi 
Palpebral closures; 
Normal reactions to 
stimuli cues. 
Same as above; norma

a Same as above; norm 
Home cage: normal. 
Home cagez. normal r 
all stimuli cues. 

,__ __., ;.,_. 

ator. 0 

alert_to sound 
all 

1. 

1. 

eactions to
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS 

on SQUI RREL MONKEYS 

Monkey 
_ 

Dose Weight Time 
Sex & No. ‘mg/kg fi 

g. ’ihrs » Effects 

PAGE 

Compound (soln. 0.5%. Methylcellulose I.V.) 

F2 2.34 676 0.00 
Female .0 

0.20 

' 0.30 

(" 0.90 

, 1;; 4.68 ~ V 1,05 
(7.02)cumulative- 

1.25 

1.45 
b 1.55 

2.00 

5.59 2.20 
(l2.6l)cumulative 

2.40 

2.60 

2.70 

3.00 

In shuttle box: normal 
to all stimuli.cues. 

Pupillary response norm 
active; normal reaction 
stimuli cues. 
Same as above; normal. 

Same as above; normal. 

reactions 

al; alert; 
s to all 

Eats;nnormal;reactions:in;adjr:;l;;. 
stimuli cues. 
Crouch (normal); normal 
to all stimuli cues. 

Same as above; normal; 

Same as above; normal. 

Normal reactions to all 
stimuli cues.

_ 

Normal; eats. 

Good locomotion; self-g 

Same as above; normal. 

Same as above; normal. 

Normal reactions to all 
stimuli cues. 

Home cage: normal reac 
all stimuli cues. _ 

reactions 

eats.

~ 

room; eats. 

tions to
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PHYSICAL, NEURDLOGICAL, AND BEHAVIORAL EXAMINATIONS ‘ 

QN SQUIRRELmMONKEY$ 

Qomnound Number—-‘9346-29: (soln, H20 I.V.) 

Monkey DOSE Weight Time . A 
Sex 5 N9 mg/kg_ ghrs, ' Effects i 

._.__.. Q-“,4 as». 

Pre- 
dose 

0.00 

0.20 

0.30 

0.40 

0.50 

0.55 

0.60 

Temperature--101. 8 ° F , 

Pulse--188/minute_ ". 
Respirations--68/minute,’ 
Pupil size—-l.5mm _~* 

In shuttle box: normal A 

reactions to all » 

stimuli cues. 
Alert; normal reaction to 
sound;riight,;axperimenmar4aaa~ 
reaction to shock.‘ , 

V ; Temperature—-101.4 F “ 
Pulse--228/minute 0 

Respirations--80/minute > 

Pupil size--1.5mm ‘_ W 

Normal reactions to light, 
sound; no reaction to shock; 
good locomotion-escape to 
experimenter. 
Same as above; no change. a 

Slight bob to shock; all else 
normal. - "s 

Better shock reaction; lifts 

Normal reactions to light, 
sound; alert; twitch to shock
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS 
PAGE 

ON SQUIRREL MONKEYS ‘ 

Qompound Number--Q9346-29;i (soln, H20 I..V.) continued 

Monke Dose Weight Timey 
Qex &.N<$~ I39/’1<<3. _ 1;» hrs. Effects 

F6 
Female 

5.55 0.61 
0.80 

1.50 

1.80 
2.00 

3.00 

24.00 

Jerk-—escape reaction to shot? 
Escape reaction to shock. 
Escape-—jump reaction to shock 
Alert; active: ignores apple, 
Temperature--l00.8° F ' 

Pulse--212/minute 
Respiratfons=*9fi7minfi?E“*““““ 
Pupil size--1.5mm 
Normal reactions to all 
stimuli cues. 
Normal reactions to all 
stimuli cues. ‘

--
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PHYSICAL, NEUROLQGIQAL, AND §EnAv:oRAL EXAMINATIONQ 

ON_SQUIRREL MONKEY$ 

Qo*.5x_:>oun§WNum1:ie*;:.-_934 : (soln . H20 I ._V'.) 

Monkey Dose Weight Time, 
Sex & No. mg[kg g. hrs.’ 

F5 . 708 
Female 

Predose 

10.45 » 0.00 

=

' 

\ . 

0.30 

0.35 

0.40 

0.60 

2.6b 

- 4;oo 

W f 
Effects 

Temperature: l0l.6VF. 
Pulse: 228/minute 
Respirations: 88/minute 
Pupil size: l.0mm. 

In shuttle box: normal reactions 
to all stimuli cues. 
Normal; exploratory behavior; 
alert; self-grooming. 
Temperature : 1'01 . 4° F .. ' 

Pulsez" Z28/minute 0 “ll 

Respirations: 80/minute 
Pupil size: 1.0m 

Crouch; palpebral closure; 
self-groom. 

;

‘ 

Eats apple; normal. 
Same as above; normal. _ 

Normal reactions to all 
stimuli cues. 
Normal. 
Tempe ra ture : 1 0 l . 4° F . 

Pulse: 220/minute 
Respirations: 72/minute 
Pupil size: 1.0mm 
Home cage: normal. 

Home cage: normal reactions to 
all stimuli cues.
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