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LD5C  320.0 GREAT

MEDSC 5640 «18,0=180¢0=
LC50/MEDSO UNK

INTRAVENOUS TOXICITY TO MICE
REACTION SIGN

JEC LOCO NOTOR ACTIVITY 124
NEC SEMSITIVITY TO SCUND 230
'\”IA‘ INTERACTICN ALTERED 13¢
nEC REARING FREGUENCY 632
TyELLID PTOSISNCNPARALYTIC 149
“Q‘I"LRY LiGHT REFLEX ABS 152
MYDRIASIS 154
INC RESPIRATCRY DEPTH 161
IKREGULAR RESPIRATORY RATE 362
MCT DEF HORJZCONTAL STRIP 471

NOT EE VERT ¢A ' 371
¥ E E YERTICAL ROD 271
"ﬁ* o3t ‘NC’INED STRIP 671
LOW POSTURE 241
DEC LCCOMOTOR ACTIVITY 124
TUCTAL INTERACTION ALTERED 132
DEC REARING FREQUENCY 632

EYELID PTJOSIS-NONPARALYTICI 149
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LDSO 220.0 .18000‘280009
MECSO 108 '0056'5.6’
RATIO LDSQ/MEDSQ 12040

STATE ScLID

' INTRAVENGUS TOXICITY 7O MiCE
CcsE

DILUT REACT. REACTICN sicN

MINes JSE{= Ints T
MG /KG ML/KG FRACT. ADDR Dee ECAvErD
3200 - 32,0 2/2  DEATH v 74 23
10,0 10,0 272 DEC LOCOMOTOR ACTIVITY 124 c  sxe Lsl
1000 100 1/2  ABNCRMAL REACTION TC PAIN 4z3 22 a2
160,0 12,0 2,72  INC SENSITIVITY TC TOUCH 12} 32 * a0
1000 10.0 2/2  3CCIAL INTEZRACTICN ALTERED 132 S i
100.0 10,0 172 EYELID PTOSISeNCNFARALYTIC 145 30 » 1T
100,0 10,0 2/2  MYDRIAS]S 154 §  kn# 157
1000 1Ce0 1/2 IRREGULAR RESPIRATORY DEPTNZel 13 £l
100,0 10,0 272  INC RESPIRATORY RATE . 182 3 » 2a0
3240 3.2 2/2 DEC LCCOMOTCR ACTIVITY 124 o) # £
32,0 3.2 272  SCCIAL INTERACYION ALTERFD 132 o 1
1060  10.0 2s/2 DEC LOCOMOTCR ACTIVITY . 124 o * 50
10,0 10,0 272  SCCIAL INTERACTION ALTERED 132 . ¢ 32
10,0 10,0 2/2  [NC PREENING 1640 i3 P
10.0 10,0 172  MYDRIASIS 154 0 #*h e
3,2 3,2 '2/2 DEC LOCOMOTCR ACTIVITY 124 ) » 27




- | PAGE

. §:
- - INTRAVENCUS TOXJCITY TC MICE v

LeosE DILyy REACT REACTICN SIGH MINe DEG= MI7

m MG/KG  ML/KG FRACTs AEPR  RLE ET
1.0 10.0 2¢7 NO EFFECT 73 -

250.0 25,0  z¢2  DEATH | 74 0

200.0 20.0 0/2 DEATH 3 T4 0

160.0 16,0 0s2 DEATH 4 9
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LD50 280e0 =22040~36040=
«MEDSC 0056 '0018-‘108'
RATTO LDSC/MEDSQ 500,40

STATE SauL1ID

S INTRAVENOUS TCXICITY TO MICE
DISE  DILLT REACT. REACTION SIGN MINo O

£G MiNe T3
MGG  ML/KG FRACTs APPR  RET RETIVER
320.0 - 32,0 2/2 DEATH 74 c
13C,0 10,0 272 DEC LOCOMCTCR ACTIVITY 124 0  w= 357
100,.0 10,0 272 INC SENSITIVITY 7O TOUCH 131 o] 2 s o3
100.0 10,0 272  SOCIAL INTERACTION ALTERED 132 ! 2a¢
100,0 10,0 2/2 DEC REARING FREGUENCY ... ~. 632 0 122
19060 10,0 2/2 DEC REARING HEIGHT 732 ] tac
100,0 10,0 2,2z DEC PREENING - 240 0 122
108,0 10,0 1/2 EYELID PTOSI3«NONPARALYTIC 149 60 * 158G
100.0 10,0 272  MYDRIASIS . 154 - 0 * 385
100,0 10,0 2,2 PUPILLARY LIGHT REFLEX ABS 152 0 300
10040 10.0 272 INC RESPIRATORY RATE 162 0 * G - 33C
1000 10,0 2s/2 MGT DEF KORIZONTAL WIRE 171 ) » Lo
100,0 10,0 2/2  MOT CEF VERTICAL SCREEN 271 s R 18C
10040 10,0 272 MOT CEF HORIZONTAL STRIP 471 0 » 180
102.0 10,8 272 MOT CEF VERTICAL ROD - 371 ) * T80
100.0 100 272 MOT DEF ROTA=ROD 771 9 » 183
1000 10.0 2742 MCOT DEF INCLINED STRIP 671 0 * 240
32,0 3.2 272 DEC LOCOMOTCR ACTIVITY 124 0 T2 30
32.0 3,2 172 INC SENSITIVITY TO TOUCH 131 0 * &C
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L0506 1020 =79e0~12040~
. MEDS0 0032 »00i0=140~
RATIO LD30/MED30 31C.0

h TNTRAVENCUS TCXI€ITY TO MICE
RZACTe REACTION 3IGN MiNo DEG= Miic

Lose SILLT T<
102.2 2.0 172 DEATH 7% 0

1099 2.0 1s2 DEC LOTOMOTOR ACTIVITY 124 0 wHw &C
102.0 2.0 172 1Ng LOCOMOTCR ACVIVITY 224 240 * G 300
103.0 2.0 1s7 DEC 3ENSITIVITY 70O soyND 230 0 - 13
160,0 2,0 142 DEC SENSIT{VITY To.Toucw 231 .0 * 12
1050 2.0 1s2 INC SENSITIVIYY YO 7OuCH 131 180 * G 203
1080 2,0 172 DEC REARING FREGUENCY 632 0 3%
123,0 2.0 1/2 INZ REARING FREQUENCY 432 240 G 20
103,0 2.0 1s2 Limp TAIL . 333 0 13
1000 2.0 172 ATAXTA 35 i5 #* 3C
10960 2.0 g2 DEC PREENING 249 0 30
10700 2.6 172  INC PREENING 140 240 G 300
16360 2,0  1/2 FPLACING REFLEX ABS 442 0 Bs-
1€J60 2.0  1s2 GRASPING REFLEX ABS 642 o ~ 13
£20,0 2,0 177 RIGHTING REFLEX ABS 842 0 LE
100 2.0 172 LARYRINTHINE REFLEX A33 042 0 g
£0%9 Z.a 1s2 PO3ZITION SEN3E REFLEX ABS =42 ) 15
100,49 2,9 ts2  EyELID PTOSIZ=NGNPARALYTIC 149 60 * 12¢
10540 200 1z PUPILLARY LIGHT REFLEX ABS 152 0 15
100,0 2,0 is2 MYDRIASIS 154 0 1s
100,90 2,0 1/2 HEMATURIA 358 15 a0
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TRREGULAR RESPIRATORY RATE
DEF HORJZONTAL WIRE

MCYT
MOT
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MOT
MOoT
MoT

REACTION SIGN

RESPIRATORY DERTH
RESPIRATCRY RATE

DEF
CEF
DEF
CEF
DEF

VERTICAL SCREEN
HORIZCNTAL STRIP
VERTICAL RCD
RCOTA=RQD
INCLINED STRIP

RESTLESSNESS
SQUINTING

DEC
INC
INC
DEC
INC
DEC
NS
NG

EYELID PTOS}SQNOAHARA.vTvC
PUP!&LARY LIGHT REFLEX ABS

LCCOMOTOR AC’IVITY
LOCOMOTOR ACTIVITY
SENSITIVITY TO TCuCH
REARING FREQUENCY

REARING FREQUENCY

PREENING
PREENING
SCRATCHING — —— -

MYDRIASBIS

TRREGULAR REZPIRATORY RATE
PTeQERECTION-= . oo om-

RESTLESSNESS
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B
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IRREGULAR RISPIRATORY RATE
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MEDSC QoS8 wleil3=lal=

£ D50/11EC50 22060
INTRAVENGU
REACTION SIGN
DEATH

DEATH
pEec LOTOMOTCR LCTIVITY

SOC{#LifNYERAC?fQNVALTEREanl e

SEC REARING FREGQUENCY
ATAXIA

CLONIZ CONVULSICNS
oo1STHOTONGS
FANNED=FLEXED DIGITS

t ow POSTURE .
EATSNSION OF LIMa5
UNUSLAL PCSTURE

S AcING REFLEX ABS
GRASPING REFLEX A8S
{ABYRINTHINE REFLEX DEPR
TREMCRE=REST AMD MOVEMENT
RIGHT ING REFLEX ABS
MIOSIS .

INC RESPIRATCRY RATE

[RREGULAR RESP IRATORY RATE

NGUS - TOXE€1TY- T0-M1
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T4
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, cs
| INTRAVENOUS TOXIZITY TG MIZE g
~ post DILUT RFALT. REACTION SIGN MIMNe DEGe HMIN
' KG/KG  ML/KE FRACT. . APPR  REE REC
10040 10,0 1/7 MOT DEF HORIZONTAL Wigk 171 0 5%
10C,0 *0.,0 1s2 MoT DEF VERTICAL STREEN 271 0 e
1000 10.0 147 MOV DEF HORIZONTAL STRIP 471 0 xx% G
100,.0 10,0 342  NCT SEF VERTICAL ROD a7l 0 rx%¢ G
10740 {00 1/2 - MOT DEF ROTA=ROD 171 0 ExE
1000 1060 142 MOT DEF INCLINEC STRIP 671 0 kxx G
32,0 3,2 272 DEC LOCOMOTOR ACTIVITY 12¢4 0 Awx
3Z00 ®2 242  INC SENSITIVITY 7O TOUCH 131 30 *
32,0 3,2 2,2 SOCIAL INTERATTICN ALTERED 13¢ g
32,0 3,2 2/z DEC REARING FREGUENCY 632 0
320 2e2 172 MYDRIASIS is4 8 x¥
15.0 10,0 272 INC LOCOMOTCR ACTIVITY 224 C  RE¥
1600 1060 2/2 MIOSIS 254 8 we
342 3,2 273 INC LGTOMOTOR ACTIVITY 226 0 K%
362 362 2,2 MYnRIASIS i54 8 * %
i 4707 1076 242 INC LOCOMOTOR ACTIVITY 224 0 *
0e22 3.2 272 NO SFFECT , 73
130,06  13.0 0Os2 DEATH SR 7SR A
7240 7«6 072 DEATH ' 74 0

DiLo 0ol N HLL GS C H2U




LD50 13000 «100,0=16000=
4 MEDSO 596 =138=18c0
RATIO LDS0/MED30 2240

- e - CPHTRAVENOUS -TOXFCTTY-¥8 MICE -

PN s X &

CosE DILilT REACTe KEACTION 316N MINe DEG= MINg 7
MGIKG  ML/KE FRALTe ' APPR REE REICVE
£00a0 9,0 27,2 DET LOCOMOTCR ACTIVITY 124 g k% G 3%
109.0 10.0 2¢2z DEC SENSITIVITY TO PAIN 229 40 16
16940 0.0 202z DEC SENSITIVITY TG SOUND 230 69 * 15
10060 10,0 2s,z  SOCIAL INTERACTION ALTERED 132 0 G 3%
£03,9 1.0 vy DEC- REARING. FREQUENCY: . - 832 0. B T
100e9 100 272 DEC PREENINMNG 240 0 G 23
100,90 12,0 2/2 LOw POSTURE 241 29 A
100,90 $0,0 272  EYELID PYOS[5=NCNPARALYTIC 149 60  #*** & 20
10040 10,0 272  PUPILLARY LIGHT REFLEX .AB3 152 30 23
100,90 10,0 2¢2  MYCRIASIS 154 39 * Ta
100,0 100 2s2  INC RESPIRATORY DEPTH 161 0 26
30060 0.0 272  IRREGULAR RESPIRATORY DEPTH361 0 12
16C.0 T2.0 242 DEC RESPIRATORY RATE 252 0 24
109,0 10,0  2s2  IRREGULAR RE3PJRATORY RATE 362 9 -
10960 \0e0 is2 MOT CEF HORIZONTAL wiRE 171 ¢ * .
15C.0 10,0 2s2 MCT CEF VERTICAL SCREEN 271 8 * 3
108.C 10.0 272 MOT DEF HORIZONTAL STRIP &7l g RaE 1
10G.0 10.0 242 MOY DEF VERTICAL ROD 371 0 * 12
10C,0 10,0 2s/2 MO7 DEF ROTA-ROD 771 0  Raw s
10043 1000 242  MOT CEF INCLINED STRIP 671 Q0  muk »5
109.0 10,0 0 12

222 LOW CARRIAGE 175
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272
172
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142
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172
272
2/2
2/2
172

072

INTRAVENOUS TOXICITY TO MICE

REACTION 35IGN MINe
APPR
DEC LOCOMCTOR ACTIVITY 12¢ 30
RUBSING NOSE 340 15
PUPILLARY LiGHT REFLEX ABS 152  a¢
"MYDRIASIS 15¢ 30
INC RESPIRATORY DEPTH 161 15
DEC RESPIRATORY RATE 262 15
IRREGULAR RESPIRATORY RATE 142 13
DEZ LOCOMQTCR ACTIVITY 124 60
NG EFFECY 73
DEATH T4 0
DEATH 74 0
DEATH T4 ¢

0e5% MeC: SUSP Q3 C H2zZO0

DEG=
REE

*
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RE<
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W —

LCS0 6360 =5040=79,0~
A MEDSQ 0032 w0010=1e0~
RATIO LD50/MEDS0 20340

STATE 359010

e e s oo PHTRAVENOUS TOXITITY TO MICE- -
jolal -t SILUT REACTe REACTION S13N MIN, DEGe MINg TC
MG,X3  MLKG FRACTo _ APPR REE REZOVER
10%.% - 100 272 DEATH 74 0
32,40 3,2 2,2 DEC LOTOMOTOR ACTIVITY 126 69  #a# I
3200 3,2 272 S0CIAL INTERACTION ALTERED 132 0 L2l
32,0 3,2 2,2 DEC REARING FREQUENCY 632 3D 120
32,0 3,2 1s2 STRAUB TAIL 233 0 z
3260 3.2 Y73  ATAXIATT 5 R 22 d
3%e9 30,2 172 INC PREENING _ 140 120 tas
32,0 3,2 142 Ex7ENSION OF LIMBS 34} 0 s
32,0 3,2 17z  UNUSUAL POSTURE . . 541 o) 8
32C 3.2 i1s2 INS RESPIRATGRY DEPTH 16l o) cx
22,0 3.2 1,2 DEC RESPIRATORY RATE 262 0 ¢ x
32,0 3.2 172 MOY CEF HORIZCNTAL STRIP 471 9 ~ % 3
3200 3.2 /2 MOT DEF INCLINED STRIP 671 o * s
10,0 19,0 243  INZ PREENING 140 60 Lo

3.2 3,2  1y2 HZAD TWITCH : $31 60 *  1izC
3.2 1.2 742  INC PREENING 149 60 LaT




- FAGE
. 4

INTRAVENCUS TCXICITY TC MIcE

DosE DILLT REACT. REACTION SIGN MINe SEte
N MG/KG  ML/KG FRACT. APPF  Rii A

1.0 10,0 1/7 HEAD TWITCH 531 180 5
10 10.0 2/2 INC PREENING 140 &0
0,32 3.2 1/2  INC PREENING 140 &0
0e32 3ed 1/2 INC SCRATCHING 440 60
0,32 3.2 1,2 NO EFFECT | 73
0s10 100 2/2 NO EFFECT 13

79.0 7,9 2,2 DEAtK 74 c

6340 6e3 1/2 DEATH 74 144G

50,0 5.0 0s2 DEATE T4 o

DILe | H20 G5 C H20




LCSO 16060 =130:s0=200e0=
N ‘MEDSO le8 =0eS56=5,6~
RATIC | DSO/MEDSQ 8840

STATE ScLiD

- INTRAVENOQUS TCXICITY 7O MICk

Sess DILUT RFACT. REACTION SIGN MIHe 0EG= =iviy 50
MG/KG  ML/KE FRACTe ' _ APPR  REZ REIQVER

32040 32,0 27z - DEAT® Te 0
10%e0 10.0 272 DEC LOCOMOTOR ACTIVITY 124 0 exx 302
1032 12,0 172  INC SENSITIVITY TO TOUCH 13} 0 s &9
122,06 10,0 2/2  SCCIAL INTERACTION ALTERED 132 e 2o
10240 10,0 272 DEC REARING FREQUENCY - 832 0 303
100,0 - 1C.0 2s/2 STRAUB TAIL 233 o 3
100,0 10,6 272  ATAXIA 35 I 2 5
106C.0 10,0 172 MIXED CONVULSIONS . 33% 0 5
16C.0 10,6 272 OPISTHCTONOS . 38 0 5
1 10C.9 10,0 272 DEC FREENING 240 ) 9l
13040 10,0 272 PLACING REFLEX ARS 442 0 s
102,0 1C.C 2/2 GRASFING REFLEX ABS 642 0 - 2
1000 100 272 RIGHTING REFLEX ABS ga2 0 :
10240 1060 2/2 LARYRINTHINE REFLEX ABS 0e2 v 2
.. 109,0 1C,7 272 PRGSTRATION 43 0 &
199%.0 1C0.0 272 TREMORS<REST AND MCVEMERNT l4e R -1
100,0 10,9 242  MYDRIASIS 154 DI 2 A 1§92
100,0 10,0 272  INC RESPIRATCRY RATE 182 0 * 330
0 Rt 130

100.0 10,0 172 MOT DEF HORIZONTAL wIRE 171
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3
J3 TOXIC TC MICE :

: CCSE DILUT RF4CTe REACTION ZIEN MIke CEG= MIN.
N MG/KG  ML/KE FellTe APPR  REE R&LC
 lo0va  1Cen 1s7  IRREGULAR KI3PIRATCRY RATE 362 13 -

32,0 2,2 rsz NG EFFECT 73

4000 ¢Te0 zsz  DEMIN ' | 74 0 wex
50,0 25,0 z/2 DEATH 74 ¢
200.0 2C.°0 0s2 DEATH 74 o]

DILe 0e5% MeCo 3USFE &GS < H2C




STATE ScoLIC

DAOSE

MG/KG
32040

10060
100.0
160,90
$100«0
100,0
100,0
100.0
100,0
100,0

10000 .
100,0- "
100.0 -

100,C

160.0: -

10060
100,90
100.0
100.0
100,0

DI uT

ML /K6

32,0

10.0
10.0

10,0

1Ce0
10,0
10,0
10,0
10,0

10,0

10.0

10,0
10490
© 10,0

10,0
10a0
10,0
10,0
100
10,0

RATIC

REACTe
FRACTe

272

242
2/2

222

2/
242
2/2
272
2/2
2/2
2/2?
2/2
2/2
242
2/2
272
272
2/2
2/2
2/2

L0550 18040 =585e0=560e0"
MEDSO 10.0 -3.2-32;0’
LD50/MEDS0 18,0

INTRAVENOUS TCXICITY TO MICE

REACTICON SIaN MINe

, APPR

DEATH T4 0
DEC LOCOMOTCR ALTIVITY 124 0
DEC SENSITIVITY TO PAIN 229 0
DEC SENSITIVITY 7O SOUND 230 8
DEC SENSITIVITY TO TOUCH 231 8
PINNAL REFLEX ABS ' 431 1Y)
sOciAL INTERACTION ALTERED 132 0
DEC REARING FREQUENCY | 632 0
LiMp TAIL 333 0
DEC MUSCLE TONE-TRUNK 237 8
DEC MUSCLE TONE=~-LIMBS 437 3
DEC PREENING 240 c
LOW POSTURE 241 30
'EXTENSION OF LIMBS 341 8
PLACING REFLEX ABS 462 0
GRASFPING REFLEX ABS 642 0
RIGHTING REFLEX ABS 842 0
LABYRINTHINE REFLEX ABS 042 0
POSITICN SENSE REFLEX ABS =62 o)
‘PROSTRATION | 43 8
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T RAE—— SAMFLE ®<

LD50 150e0 =5640=36000=
MED').C 00013“506'3-‘3g‘356-
RATIO LDSO/MEDEQ 1,032

37AaTE SoLil

. INTRAVENCUS TOXICITY 7O MICE
DILUT REACTe I=ACTICN SI6N MINe DEG= I%a TO

goss

MGKG  ML/KG FRACT. — _ APPR  REE RITCVER
3299 32.0 272  DEATH T4 0

10C:0 10,0 z#7  DET LCTOMOTOR ALTIVITY 124 0 #a% G 303
1326 10.0 =42 DEC SENSITIVITY 7O SOUMD 230 15  #x% G 33¢C
109,0 10,0 142  EYE CPACITY ) 147 60 340
£100,0 10,0 g7z MYDRIASIS 0 T 0 154 60 » 325
$1G0e0 1000 272  INC RESPIRATORY DEPTH 161 O 330
100,90 10,6 2,2  DEC RESPIRATCRY RATE 262 0 209
100,20 10,0 272  MOT DEF VERTICAL =IREEN 271 15 xxe 308
1000 10,0 272 MOT CEF HCRIZONTAL ~741y 471 1S E T2 35C
1000 10,0 202 Mot TEF VERTICAL ROC 371 15 #5 % 350
10860 16,0 2/2 MQOT DEF ROTA=RCD 771 15 *an 133
105090 160 272 MOT DEF I CLihac STRiP 571 15 #* 3ac
100,0 16,0 z72 PILOERECTION 72 60 - 245
10060 100 172 iLCwW CARR!AGE 175 0 200
163,0  10.0 142 SQUINTING ' 79, 60 363
32,9 3.2 172 ABNCRMAL REACTICON TO FAIN 425 &0 269
32,0 3,2 1s2 DEC SENSITIVITy TO SOUND 230 15 *# G 300

1240 10,0 i/2 DEC LOCCMOTOR ACTIVITY 124 0 * <20




— : PAGE
s

, SAMFL
: INTRAVENCUS TCRICITY TO MICE
DOEE CILUT RFACT. REACTICM 3IGN MINe DEG= MIN.
N MG/KG  ML/KE FRACYe APPR  REE REL:
19.0 1040 z/2  IKC SENSITIVITY 70 TOUCH 131 15 &
3.2 3,2 222  INC LOCOMOTGR ARQTIVITY 226 a »
362 3.2 2s2  INC SENSITIVITY TG PalN 12¢ &9
302 3.2 2y2 INC SENSITIVITY 70 TOUCH 131 15 %% G
3.2 3,2 2/2 SQUINTING 79 1%
1.0 12,0 2,2 INC LOCOMOTOR ACTIVITY 224 c »
1,0 18,0 172 INC ZENSITiVITY TO PAN 129 &0
18 1040 242 [N SENSITIVITY TO TCUCH 131 30 *
1,0 10,0 7272 SQUINTING 79 15
0e32 342 272  INg SENSITIVITY 70 TOUCH 131 30 * G
0,10 10,0 2/2 INC SENSITIVITY 70 TOUCH 131 i3 *
0e032 3,2 272  INC LOCOMCTCR ACTIVITY 224 o #
0,032 3.2 1/ INC SENSITIVITY TC TCulH 131 60 ¥ G
0.001 10,0 272 INC LCCOMOTOR ACTIVITY 224 o *
£.00 1Co0 377  ENC SENSITIVITY 70 ToyCH 131 &0 v G
30223 302 . 272 NG EFFECY ' 73
j) DIt 0o5% Melo SUSP QS € H2C




L1D50 110 w8,39<l4,0~
‘ MEDCSO 0036 =lelB8=1le5=
RATTIO LLCsS0/sMEDZ0 280

INTRAYVENQUS TOXICITY TC #MiCE

noSE OILUT REALT. REACYICN SIGN MINe DEG= MiMN, 72
H3/KG  MLKG FRACT. ' APPR  REE RECCYER
10560 " 196G 252 CEATH T4 v}
32,0 3,2 272 DEATH 74 ¢
1300 1060 272  INC LOCOMCTOR ALYIVITY 224 0 %xi 2&3C
130 10,0 2,2  INZ PHONATICH - 128 39 T35
10,0 16.¢  zy2 NC SEWSTTIVITY 10 PAIN 129 15 125
19,0 t10e0 272  INC SENSITIVITY TO TOUTH 131 30  #xw 120
1040 10,0 272  SCCIAL INTERACTION ALTERED 132 0 &S
10.0 10,9 /2  MYDRIASES . 1l3a 8 * 208
1060 100 242  INC RESPIRATORY SEPTH 151 0 38
12, 10,0 242 INC RESPIRATCORY RATE 162 0 * 2
13,9 10,0 1/2 IRREGULAR RESPIRATCRY RATE 382 0 3
2,2 3,2 2,2  INC LOCOMOTCR ACTIVITY 224 0 rx% 1a¢
5.2 3,2 272 INC PHONATISN 128 39 e
362 3¢2 222  INC 3ENSITIVITY TO PAIN 125 15 ’ 3¢
EXY- 3,2 272  INC SENSITIVITY 7O TCUCH 131 20 #%% G 32
542 3.2 272  SOZIAL INTERACTION ALTERED 132 o 30
342 3.2 242  INC FREENING 140 15 aC
3.2 3,2 272 RUBBING NOSE 240 15 : 38




o INTRAVENOUS TCXICITY TO MICE :
DOSE DILUT RrACTe REACTION SIGN MINe DEG= MiIN

D MG/KG  ML/KG FRACTe APPR  REE REC
' 3,2 3.2 172 EYELID PTOSIS=NONPARALYTIC 149 60 % |

1.0 10,0 2/2  INC LOCOMOTOR ACTIVITY 224 0 #xk

1,0 10,0 p/2  INC SENSITIVITY To TouCH 131 30 *

0e32 3.2 2/2 NO EFFECT 73
16,0 16,0 2/2 DEATH 74 0
13.0 13.0 2/2 DEATH 14 0

7.9 7.9 0,2 DEATH % 0

DILe. H20 Q@S C€ H20




3TATE SCLID

cn::

Vo -

MG#KG

1050
2209

iCe9
1342
1069
10,0
20,9
1040
18,50

3040

2.2
302

-,

W W W W LW
o e o ® 0
SN NN N

RATIO

SILUT REACT
ML/KG FRACTe

242
272

272

242

2/2

2/2
2/2
372
142

272
272

242

2/2
e/2
242
12
172

LDSO  16e0 =1340-20c0=
MEDSO  0el8 =24058~0,%6-

LD30/MEDSO 88,0

INTRAVENOUS TCXILITY TO

REACTICN SIGN

DEATH
DEATH
INC LOCOMOTOR ACTIVITY

DEC. LOCOMOTOR.ACTIVITY. .

INC PHONATICN

INC REACTIVITY TC SOUNC

B0CIAL INTERAITVION ALTE

INC RESPIRATORY RATE
MCt DEF VERTICAL ROD
MOT DEF INCLINED STRIP

INC LOCOMOTOR ACTIVITY
INC FPHCNATION

INC REACTIVITY TC SCUND
S0CTAL INTERACTICH ALYERED

RUBBING NOSE

MYDRIASIS

MCT DEF VERTICAL RCO
MCT DEF INCLIRED STRIP

MICE

74

224
124
i28
330
132
162
371
671

224
123
33¢C
132
340
154
371
671
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FAGC
- - cs =
“ INTRAVENOUS TOXICITY 7O MICE
DCsE DILI;T REACT. REACTICN SIGN MINe DEGe Mii.
N MG/KG  ML/KG FRECTe APPR  REE RELC
140 10,0 2/2  INC LOCOMOTCR ACTIVITY 224 0 #xe
10 10.0 272  MYDRIASIS 154 15 *
0,32 3,2 2/s2 INC LOCOMOTQOR ACTIVITY 224 0 *
Q.10 1060 242 NO EFFECT 73
20,0 4,0 272 DEATH 74 0
150 3.2 /2 DEATH 14 s
2.0 12,0 0,2 DEATH T4 0
Dlie H2C S € Hz0




LDSO 140e0 1004022500 0=
~ MEDSO ooc:oeo. 1BwCelge
RATIO LDSQ/MEDSC 518

INTRAVENGUS TOX
REACTICN 3

leks CILUY REACT. G MINg DSGe MIN:
MG /KG MLKG FzalTe APPR REE RESC
3250 32,0 z¢z  DEATH TS 5

f) 10G,.C 16,0 2,2 DEC LOTOMCTLR ASTEIVITY 3is o} wx¥E 3

iC0eC iCe? zre SCCIAL JNTERACTICN ALTERID 122 C- G
10C,0 iC.0 242 EC REARING FREQUENCIY £32 9 G
1880 19,5 229 “EC PREENING 249 o]
1eled 100 242 EYELID P?GS;aeﬂu%“AsA'Y 1T 169 29 ek G
150.C 10,0 1/2 MYDRIASIS iS4 v} ¥ G
20C,0 1W0eC  1s2 MICSIS ive 120 e
12000 10,0 252 IRREGULAR RSSFPIRATORY DEPTH3SL ¢
1680 1C0 s INZ RESPIRATORY RATE &2 ] W
10040 1C.0 j/2 MOT CEF ROTA=RID Tl 8 *
150,0 3G a2 MCY CEF INCLINED STRIP &7 & *

2.0 %62 es2 DEC LCTOMOTCR ALCTIVITY 1é4 2 N

32.0 Se& 2.2 Q0CIAL INTERALTION ALTERED 113 o

32,0 el 242 £2 RIARING FRIQUENCY 432 2 .

2, 3.8 el? ING FPREENING 1&s =0

32,490 362 217 MCT DEF ROTA=RCD 77y 8 %

32.0 3.2 2/2 MOT DEF INCLINED STRIP &7 3 *
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SAMP:

PDSO 13000 =10C,0=140,0=
MECEC Zeb ‘ieS“;Bo{_}'

RAT?O LDSO/MEDSC 2240

INTRAVENCUS TOXICITY T4 MIgs

COsE DILuY REALT. REACTICN 316N Milo DEG= Mji

MGAKGE  MLAKG EpiCTe APPR  REE REC
. $03.0 1042 ¢z DEC LOTOMOTOR ACTIVITY Lia 0 sx G
D) 100:0  1Ce0  tsz  DEC SENSITIVITY TO PAIN 225 33

15C.0 iCaC 272 SCCIAL INTERACTION ALTERED 1Zg c G

T s 15,0 2z DEL REAQING FREQUENDY - P ¢ N

1586C 10,0 zsz  LOw POSTURE zal 3¢

1053 10,0 272  EATENSION OF LIMES 353 8

1306% 10,8 =42 PRG 5 TRATION ¥ 15

1580 1Ce2 272 LID PTCSIE=NORPARALYTIC 149 3¢ fxx

(000 10,6 g2 tA,RIMr?;ON 50 30 exw

£39,.0 10,0 272 PUPILLARY LGHT REFLEX AR5 122 g

10Ul 198 2/z MYDRIASES i3% 3 *

iC0.0 18,2  zs2  IRREGULAR REZOIRATIRY DEPTHIEL 3

iCUeD £Go0 272 INC REZPIRATORY RATE 182 2 ¥

H e 1c,d 242 DEC RESPIRATORY R&TE 262 0

100,90 10,7 22 IRREGULAR RESPIRATCRY RATZ 342 ¢

1528 . ,o 272 MOT DEF UO“’"’N?‘L STRIP 47} ¢ ¥

1085 1C,£ 2/2 MCT CEF VERYTICAL RCD 273 v} ®ed

160,90 100 342 MQY DEF RQTA=R0D v7a ° *

10Ge3 1€l 2/2  MCT DEF INCLINED STRID ATL 0 kew

100,49 0.0 272 LCw CAMRIAGE i3 13




DosE
MG/KG

32,0
32,0
32,0
3240

10,0
100

3.2
20040
160,06
13040

7940
DIL.

DILLUT RFACT
ML/KG FRACT‘

3.2
3,2

242

16,0
100

3,2
20,0
16,0
1340

7.9

2/2

272
272
742

I
242

INTRAVENOUS TOXICITY 7O MICE
REACTION SIGN

BEC LOCOMOTCR ACTIVITY 124
DEC REARING FREQUENCY 632
1RRZGULAR RgSPIRATORY DEFTH361
IRPEGULAR REZPIRATCRY RATE 362
IRREGULAR RESEIRATORY DEPTH36L
IRREGULAR RESPIRATORY RATE 362
NO EFFECT 73
DEATH 74
DEATH 14
DEATH 14
DEATH 74

0e5% MeCeo

SUSP QS € H20
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LDs] 32040 e (0e0wle0+ie
MEDSC S6e0 «184C=LlB8Ce0-
RATIC LDOSC/MEDESO 600

e o< . INTREVENGUS TCXICITY TO M

nnsE LT RPACTS R”AC?EC"i SICH 5INe DBEGe  WIN, T2
MG /KG w /<r FBACTe APPR  REE REZCYER
320,0 32,8 12 - DE&TH e 9
32340 32,0 i1s2  DEC LCCOMOTCR ACTIVITY 124 2 wwx G 300
322.0 32.3 172 DEC SENSITIVITY 70 PAIN 229 8 - rac
3231 32,0 1+z DEC SENSITIVITY TC SOUND 230 g  wam 2¢
323.C 32,0 12 DEC SENSITIVITY TC TOUCH 231 8  kan 2
32800320~ 17z ~—DEC REARIMG-SREQUENEY -~ L>832 - —& . -~ =G 2%
320¢9 3240 152  LIMP TAIL 333 8 L2C
3230 32,0 1s2 DEC MUSCLE TONE=TRUNK 237 8 &<
32800 3200 172 DEC MUSCLE TONE=LIMES 437 8 L3¢
32049 32,0 172 DEC PREENING <240 .0 ¢ o
223,0 32,9 1/2  LOW POSTURE 241 &0 240
325a0 326U 142 PRCSTRATION 43 2 572
32042 32,0 tg2  EYELID PTOSIS=NCNPARALYTIC 149 30  *»% & 300
z23,0 32,0 y1s/2 PUPILLARY LIGRT REFLEX ASS 132 8 - 320
2340 32,0  1s2  MYDRIASIS 154 8 L2 120
22C.0 22,0 12  INC RESPIRATORY DEPTH Lel 0 &
525,0 22.0  ts2 DEC RESPIRATCRY DEPTH 261 8 30
320.2 32,0 172  CEC RESPIRATORY RATE 252 o 3
22040 32,0 172  INC RESPIRAVCRY RAT 162 8 * 33
320.0 3200 s2  IRREGULAR Q==¢"FA‘Cﬁf RATE 362 0 2
323,0 32,0 1y2 MOT DEF HORIICNTAL WIRE 171 0  kx# 120

H




PAGE

<s
SAMPF.
INTRAVENDUS TCXICITY 70 MILE

CCsE DILUT REACT. REACTICN 3IGN MINe OCEGe M
I MG/KG  MLKG FRACTe KPPR  REZ REC

22040 32,0 ts2 MOT DEF VER7T:CAL SCREEN 271 g kx#

320,90 32,0 1y2 ™07 DEF HORIZONTAL STRIP 471 0  #ax

320,0 32,0 is2 MOT DEF VERTICAL RGD 371 I S

32040 3260 142 Mot DEF PROTA=RGD 771 o £as

320,9 32,2 1,2 MCt DEF INCLINED 3TRIP 571 0 Fxi

1000 10,0 2¢/2  DEC LCCOMOTOR ACTIVITY 124 g «

100,00 10,0 2,2 SCCIAL INTERACTION ALTERED 132 )

100,0 16,6 272 DEC REARING FREGUENIY 832 ¢

193, 1C.0 gs2 DEC PREENING 240 G

£0C,.0 iC.0 272 INC RESPIRATORY DERTH 151 el

100,0 10,0 2/2 DEC RESPIRATORY RATE 262 0

1000 10eG 2/2 IRREGULAR RESPIRATCRY RATE 362 v

100.0 1%eD 1s2 MOy CEF HORIZONTAL STRIP 471 ol »

32,0 3.2 242z NC EFFECLY ' T2

DIl De5% Mele SL3P 085 € H20




RATIC
STATE SQLIl
nACE DILUT RFACT.

3250 22¢ /2
1000 108 s/2
$02,.0 10.0 142

32:3 3;2 2le
Dile

L050 180e0 =5640=560.0«~
MEDSG 5%e0 wiBeC=180e0-
302

LDSG/MEDSOQ

INTRAVENCUS TCXICITY TO MICE

REACTION SIGN

DEATH

SEL LOCOMOYCR ACTIVITY
PURILLARY LIGHT REFLEX £33
MYDRIRSES

NO LFFECT
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PAGE

LD50 18060 =56eG=56Ce 0
M_EDSO 0056 "0.13"108"‘
RATIO LDSO/MEDS0 32C,0 '

ZTATE ScLID

o INTRAVENOUS TOXICITY TO MICE
DOSE  CILUT RFEACTe REACTION SIEN MINe DEG= MIiw

MG/KG  ML/KG FRACTe APPR REE REL
2560 32,0 »s2 DEATH 74 o

:) “00,0 . 1060 .242 DEC LOCCMOICR ACTiVITY 124 R L
1000 10,0 27z DEC SENSITIVITY TC PAIN 229 e
2000 10,0 272 DEC SENSITIVITY 70 TOUCH 231 8 *
$0040 10,2 272 PINNAL REFLEX ABS 431 8  ka-
10060 16.0 2s2 30CIaL INTERACTION ALTERED 132 ) G
209,06 10,0 2/2 DEC REARING FREGQUENIY €32 o G
$00.0 10,0 272 STRALB TAIL 233 o)
10040 16,0 is2 CLONIC CONYULSIONS 136 o
10060 16,0 i1s2  TONIC CONVULSIONG : 238 0
15060 10,0 272 CPISTHCTONCS 38 9
£00,0 10,0 272 DEC PREENING 240 o)
10060 100 2/2 LOW PCSTURE 241 )
10C,.0. {6,0 2,2 RIGHTING REFLEX ABS 842 )
108.0 10,0 2,2 LABYRINTHINE REFLEX DEFR 942 0
1000 100 242 EYELID PTOSIS=NONPARALYTIC 149 13 *
10040 10,6 243 PUPILLARY LIGHT REFLEX ABS 152 ]
10040 10,0  4/4  MYDRIASIS 154 s ¥
100,0 16,0 272  INC RESPIRATORY DEPTH sy 0
100,0 10,0 272 DEC RESFIRATORY RATE 262 0




FAGL

= cs
INTRAVENGUS TSXICITY TO MICE :
DGSE  DILUT RFACTe REACTICN SIGN MINe DEG= Min
) MG/KG  ML/KG FEACTe APPR  REE REZ

10C,0 10,0 272  IRREGULAR RZSPIRATORY RATE 262
1060 10eC 2s/>  MOT CEF HORIZONTAL WIRE 171, 0  *#x

(o)

100,0 10,0 242 MOT DEF VERTICAL STREEN 271 O wan
1CCeC 1C«0 2/2 MCT CEF HORIZONTAL STRIP 471 0 xa%
103,0 10,0 272 MOT DEF YERTICAL ROC 371 0  x##
102,90 10,0 2/2  MOT CEF RCTA=ROD 771 0  wxE
10500 i0e¢0 272 MCT DEF INCLINED STRIP 671 ¢ ks
32,0 3,2 1+2 DEC LOCOMOTOR ACTIVITY 124 66 *
2240 22 §s/2 EYELID PTOSIS=NONPARALYTIC le9 60 Ad
32,90 3,2 72,2 LACRIMATION 50 8 »
32,0 2,2 272 PUPILLARY LJGHT REFLEX ABS 152 8
32.0 3.2 "2/2  MYDRIASIS 154 8 x#
10.0 1¢,0 172 EYELID PTOSIS=-NONPARALYTIC 149 60 *
120 100 272 LACRIMATION 50 8 x
1060 10,90 2/2 PUPILLARY LIGHT REFLEX AB3 152 8
16,0 iCal 272  MYDRIASIS 154 8 *%
342 3. 242 PURILLARY LIGHT REFLEX ABS 152 8
3e¢ 302 242 MYDRIASIS 154 8 #
o 1.0 10,0 32,7 PUPILLARY LIGHT REFLEX AB3 152 . @8
‘j) 140 10.0 2432 MYDRILSIS ' l18a 8 *
i 362 242 NC. EFFECT .. .. . 73 S

Dils 0e5% MeCe 5UZP QS .C H20




- ’ PAGE

¢S ¢
D
LDSO 3640 =26,0=49,0=
. MEDS0  0e56 =0el8=1le8-
RAT1O LDSO/MEDS50 6300
STATE SOLID
. o= INTRAVENOUS TOXICITY TO MICE
D2SE DILUT RFACTe REACTIGN SIGN MINe DEGe Mik.
MG/KG  ML/KG FRACTe APPR REE RECC
100.0 10,0 2/2 DEATH : T4 0
22,0 - 3,2 172 DEATH ~:7 - 74 0= -
3200 3¢2 172  INC LOCOMOTOR ACTIVITY 224 0 wxx
3260 3,2 1s2 DEC LOCOMOTOR ACTIVITY 124 15 ke
32,0 . 3,2 1/2  INC PHONATION 128 15
3240 3,2 1/2 DEC SENSITIVITY 70 PAIN = 229 15
3240 3.2 1,2 INC REACTIVITY TO SCUND 330 0 %% G
32,0 '3.2. 142  INC SENSITIviTY 70 ToucWw 131 15 *
32,0 342 172 HEAD TwITCH 531 0 +
32,0 3,2 1s2 DEC REARING HEIGHT 732 0
3240 3.2 1/2 STRALZ TAIL 233 0
32,0 3,2 172 ATAXIA 35 0  RuE
32,0 3.2 1/2 CLONIC CONVULSIONS 136 0
32,0 3,2 172 DEC PREENING 240 0
32,0 3,2 172 EXTENSION OF -LIMBS 341 0
32.0 342 1s2  MYDRIASIS 154 0 R G
32,0 3,2 3,2 INC RESPIRATORY RATE 162 0 »
32,0 3,2 172 MOT DEF HORIZGONTAL WIRE 171 0wk
32,0 3.2 1s2 MOT CEF VERTICAL SCREEN 27l 0  #EE
32.0 2,2 172 MOT DEF HORIZCNTAL STRIP 471 ¢  wwE




INTRAVENCUS TOXICITY TO MICE

DOSE = DILUT RFACTe REACTION SIGH MINe DEG= MIN,
D) MG/KG  ML/KG FRACTe APPR REE RECC
| 32,0 3,2 172 MOoT DEF VERTICAL RCD ’ 371 0  #xx
320 3.2 1/2 MOT DEF INCLINED STRIP 671 0 man
10,0 10,0 272  INC LOCOMOTOR ACTIVITY 224 0 Kk
1060  10s0 2/2  MYDRIASIS 154 0 x G
10,0 10,0 1,2 MOT DEF VERTICAL ROD 371 0 *
10,0 10,0 1/2 MOT DEF HORJZONTAL STRIP 471 0 *
342 3.2 2,2 INC LOCOMOTOR ACTIVITY 224 0 waw
3,2 3,2 1/2 MYDRIASIS 154 0 *
1,0 10,0 2,2 INC LOCOMOTOR ACTIVITY 224 0 *
1,0 10,0 172  MYDRIASIS 154 0 * G
140 1000 1s/2 1RREGULAR RESPIRATORY DEPTH361 0
0432 3,2 2/2 NO EFFECT 73
50,0 5.0 2/2 DEATH 74 0
40,0-—-——440- ~1/2 - DEATH - T4 0
2540 5.0 0s/2 DEATH 764 0 wew
DILe H20 G5 C H20

D

X
OO0y




LDsQ 1160 =8e9=1%e0-
- MEDSO 0e56 =0elB=log~
RATIO LD50/MEDS0 20,0
STATE SoLIP

- mmr e e o - INTRAVENOUS TOXISITY TC MICE.

DosE DILUT REACTe REACTION SIGN MINo DEG= Mikg =2
MG/KG  ML/KG FRACTe APPR REE RELOVER
3260 3,2 2/2 DEATH T4 o
1040 10,0 2s2 DEC LOCOMOTOR ACTIVITY 124 0 dax 153
10,0 10,0 242 SOCIAL INTERACTION ALTERED 132 0 250
1040 10,0 2,2 DEC REARING FREQUENQY 632 ) 243
10,0 10,0 172 STRAUB TAIL - 233 8. - ks
100 10,0 1/2 SUB=CONVULSIVE MOVEMENTS 436 8 s
10,0 10,6 272 OPISTHCTONOS 38 0 19
10,0 10,0 2/2 DEC PREENING 240 0 187
10,0 10,0 172 EXTENSION OF LIMBS . 341 8 3¢
19,0 10,0 272  UNUSUAL POSTURE . 541 0 )
1060 10,0 1s2 LABYRINTHINE REFLEX DEPR 942 8 3¢
1540 10,0 2/2 TREMCRS=REST AND MOVEMENT 144 8 * 5
1040 10,0 2,2 PUPILLARY LIGHT REFLEX ARS 152 8 - xe
10,0 10,0 272 MYDRIASIS 154 8 * s
10,0 10,0 272 INC RESPIRATORY DEPTH 161 0 12
1040 10,0 272 IRREGULAR RESPIRATORY DEPTH361 0 30
10,0 10,0 2,2 IRREGULAR RESPIRATORY RATE 382 0 55
10,0 10,0 272 MOT DEF HORJZONTAL WIRE 171 0 #¥%# 20
1560 10,0 272 MCT CEF VERTICAL SCREEN 271 0 eux 50
0 Rk 12d

10.0 10,0 272 MOT DEF HORIZONTAL STRIP 471




- PAGE

¢S
INTRAVENQUS TOXICITY TO MICE
DOSE  DILUT REACT. REACTION SIGN MINe DEGe MIi.
N MG/KG  ML/KG FRACT. APPR  REE RZIl:
10,0 10,0  2/2 MQT DEF VERTICAL ROD 371 0 Hax
100 10.0 272 MOT DEF ROTA=ROD 7711 0 L)
10,0 10,0 2,2 MOT DEF INCLINED STRIP 671 0 k%%
10,0 10,0 272  SPASTIC GAIT 375 0
3,2 3,2 242 DEC LOCOMOTCR ACTIVITY 124 0  #ak
3,2 3,2 272 SCCIAL INTERACTION ALYERED 132 0
3e2 3.2 272 DEC REARING FREQUENCY 632 0
3.2 3.2 1,2  TREMORS=REST AND MOVEMENT 144 8 *
342 3.2 172 PUPILLARY LIGHT REFLEX ABS 152 8
3.2 3.2 172 MyDRIASIS 154 8 *
3,2 3,2 2/2  INC RESPIRATCRY DEPTH 16l 0
3e2 3.2 172 IRREGULAR RESPIRATORY DEPTH3sl 0
3e2 3,2 272 IRREGULAR RESPIRATORY RATE 362 0
1e0 10,0 2,2 DEC LOCOMOTOR ACTIVITY 124 15 #
1.0 10,0 242 DEC REARING FREQUENCY 632 15
140 10,0 2/2 DEC PREENING 240 15
Q432 —332—-2/2 - NO EFFECT -~ - - -~ 73
20,0 440 2s2 DEATH 74 0
1540 3,2 2s/2 DEATH 74 0
’:) 13,0 2,8 o772 DEATR ——— 7T Yo O -
DIie 10% TWEEN 20 GS € HZO




LD50 18000 =14060~22040=~
MED50 0e56 =0el1B=le8~
RATTIC LDS5S0/MEDSO 320,0

STATE SQLiID

= m e o INTRAVENQUS' TOXICITY TO MICE
DISE  DILUT REACT REACTION SIGN MINe DEG= MI

No 7C
MG 7KG ML/KG FRACTo ' APPR REE RICQYER

320:0 32,0 272 DEATH T4 0
13060 10,0 2/2 INC LOCOMOTOR ACTIVITY 224 0  #ua ez
10600 10,0 2/2 DEC LOCOMOTCR ACTIVITY 124 15 %xw 303
150,.0 10,0 2,2 CIRCLING MOVEMENTS 02% 0 's
103e0 10,0 272  SOCIAL INTERACTION ALTERED 132 . 0 . G 3209
100,00 ~ 10,3 272 DEC REARING FREQUENCY 632 0 L2C
100,90 10,9 272  ATAXIA 35 0 * 15
10990 10.0 372 DEC PREENING 240 0 20
199,0 10,0 272 GRASPING REFLEX ABS . 642 0 30
10040 10,0 1/2  MYDRIASIS 154 0 %x» 24
10360 10,0 272 INC RESPIRATORY RATE 182 0 * 30¢
100,0 10,0 172 MOT DEF HORIZONTAL WIRE 171 0  Man 180
109490 10,0 ts/3 MOT DEF VERTICAL SCREEN 271 0  Wu 18C
10,0 10,0 2,2 MOT DEF HORIZCNTAL STRIP 471 0  *xw 24§
109.0 10,0 272 MOT DEF VERTICAL RCD 371 0  Haw 24l
102.0C 10,0 272 MOT CEF RCTA=ROD 771 0  %xw 228
105,0 10,0 242 MOT DEF INCLINED STRIP 8Tl 0 %xx Ry
$10C,.0 10,0 172 PILOERECTION 72° 120 249
0 xaxi 120

32,90 3,2 2/2 INC LOCOMOTOR ACTIVITY 224




T —

I
W .
wr

INTRAVENQUS TOXICiTy TO MICE

_ COSE  DILUT REACTo REACTION 3IGN ‘ MINs DEG= #Irl,
M MG/KG  ML/KG FRACT. ASPR  REE RETC
3240 3.2 (/2 SHOVELNOSE MOVEMENTS $25 15
32,0 3.2 1,2  INC PHGNATION 128 69
32,0 3,2 2/2 SQCIAL INTERACTION ALTERED 132 0
3240 3,2 2s2 DEC REARING FREQUENCY 632 g
32,0 3.2 142  MYDRIAS]S 154 o "%
3200 32 272 INC RESPIRATORY RATE 182 0 *
32,0 3,2 2,2 Mot CEF HORIZONTAL STRIP 471 0 %
32,0 ‘3,2 2/2 MOT UDEF VERTICAL RCD 371 0 *
320 3.2 242 MOT DEF INCLINED STRIP 671 o ¥
10,0 10,0  2/2  INC LOCOMOTOR ACTIVIT 224 0 #rx
100 10.0 2/2 MYDRIASIS : 154 0 xR
3.2 3,2 272 {Nc LOCOMOTOR ACTIVITY 224 0 LA
302 3.2 242  MYDRIASIS 154 8 i
302 3,2 172 INC RESPIRATCRY RATE 162 0 *
140 10,0 2s2 DEC LOCOMOTOR ACTIVITY  lz4 13 *
i. 10,6 3,2  INC RESPIRATORY RATE 142 0 *
0632 3e2 272 NC EFFECY 73
f © 25C 0 25,0 - zs2  DEATH T4 0
) 200.0 26,0 2/2 DEATH 764
1690 16,0 072 DEATH 7 o T4 0
135,20 12,0 0/2 DEATH ’ 7% G
DIle 0e5% MeCe SUSP Q5 T H20




Lb50 560 =184,C=18060~
N MEDSC 0018 =0+056=0y56=~
RATIO LD50/MEDSO 310.0

STATE ScoLiC

CoommTmommemeses - INTRAVENQUS TOXICITY 70 MICE
DOSE  DILUT REACTS © REACTICN SIGN MIiMNe DEG= HiNe 7

MG/KG  ML/KG FRACTe APPR  PEE RECQOVER

100,0 10,2 2s2 DEATH 74 0
32,0 = 3.2 2,2 CEC LOCOMOTGR ACTIVITY = 124 5 ®ax% G 303
3240 3.2 272 DEC SENSITIVITY TO PAIN 229 8 188
32,0 3,2 272 DEC SENSITIVITY 10 SOuND 230 8  %a® 120
32.9 .. .3.2 . 272 DEC SENSITIVITY T0.TOUCH .. .23l  ..8. #=x% ¢ 300
32.0 32 172 PINNAL REFLEX ABS ' 431 o} &0
22,0 3,2 272 SOCIAL INTERACTION ALTERED 132 0 G 320
3200 302 272 DEC REARING FREGQUENCY 632 0 G 359
32,0 3.2 172 STRAUB TAIL . 233 a i3
32,0 3,2 272 LIMP TAIL ) 333 0 60
32,0 3.2 272 DEC PREENING 240 0 & 20C
32,0 3.2 272 LOw POSTURE 241 60 128
32,0 3,2 272 EXTENSICN OF LIMBS 3431 60 -~ 120
3260 3.2 272 PLACING REFLEX ABS 442 0 120
32,0 3.2 272 GRASPING REFLEX AES 64¢ 3 LI
32,0 3.2 272 RIGHTING REFLEX DEPK 742 8 50
32,0 3,2 272 LABYRINTHINE REFLEX DEPR 942 60 120
32,0 3,2 272 POSITION SENSE REFLEX ABS =42 0 220
3240 3.2 272z  TREMORS=MOVEMENT OMLY 244 ) * 8
32,0 3.2 30 #x% G 230

272 EYELID PTOSI3<NONPARALYTIC 149




DosE
MG/KG

3240
32,0
32,0
32,0
32,0
3260
32,0
32,0
3200
32.0
32,0
320

32 .o b

32,0
3260
32,0

10,0
10,0

10.0 -
10,0 .

10,0
1060
10,0
10,0
1000

362
262
3.2

DILUT REACT
ML/KG FRACTe

LWL WW G WL W W WWW W

172
272
2/2
272
272
2/2
/2

1/2

242
272
272

272
242

2/2
2/2

2/2
1/2

Y A

272

272
‘282

2/2

242

272
1/2
1/2
172

2/2
172

272

INTRAVENQUS TCXICITY TO MICE

IRREGULAR. RESPIRATORY RATE . 362--. 8.-

SQUINTING

DEC LOCOMOTOR ACTIVITY
INC LOCOMOTOR ALTIVITY

SQUINTING

INC LOCOMOTOR ACTIVITY

REACTICN SIGN
LACRIMATION 50
PUPILLARY LISHT REFLEX ABS 152
MYDRIASIS 154
HEMATURIA 358
INC RESPIRATORY DEPTH 161
DEC RESPIRATORY DEPTH 261
IRREGULAR RESFIRATORY DEPTH361
DEC RESPIRATORY RATE 262
INC RESPIRATORY RATE 162
IRREGULAR RESPIRATORY RATE 362
MOT DEF HORJZONTAL WIRE 171
MOT DEF VERTICAL SCREEN 271
MoT DEF HORIZONTAL. STRIP 471
MOT DEF VERTICAL ROD 371
MOT DEF ROTA=ROD 771
MOT DEF INCLINED STRiIp 671
DEC LOCOMOTOR ACTIVITY 124
INC SENSITIVITY TO TOUCH 131
~.80cIAL INTERACTION ALTERED 132
DEC REARING FREQUENCY 632
"TREMORS«MOVEMENT GNLY 244
EYELID PTOSIS=NONPARALYTIC 149
IRREGULAR RESPIRATCRY DEPTH3&1

79

124
224
79

224

EYELID PTOSIS=NONPARALYTIC 149

NO EFFECT

H20 §S C K20

73

MINa
APPR

15

o [0
0000000 ®WOODO MO

w
o

wwo
(s No No Ne]

i29
8

28
30
20
32

0
120

DEGe=
REE

)

2.

it
* %
* %9
*x
96 %
*x%

* £ R

MIN.
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Ty

v F

vy v ¢

[ ES R R IR B IO |




3TATE SoLID

DOSE
MG /KG

100

10,0

VIRV
& O
LS AN

= e 4= s 0
000000
o ®» o ®» @ O
[aXoNoNeRo e

1040

RATIO

DILUT BEACTe
ML /KG FRACTa

2/¢

2/ 2
172
222
272
272
272
2/2

272
1/2
2/2
272
272

272
247

1/2
272

212

D50 546 w1o8=18.0-
MEDS50 O 1=3=3c2-3°302=3°

LDS0/MEDSO 5,600

INTRAVENOUZ TCOXICITY 7O MICE

REATTION BIGN

DEATH

INC LOCOMOTOR ACTIVITY

INC FREENING
YREMCRS=MGVEMENT ONLY
EXOPHTHALMOS ~~—="%

DEC RESPIRATCRY DEPTH

INC RESPIRATURY RATE
IRREGULAR RESPIRATORY RATE

INC. LOCOMOTOR ACTIVITY
HEAD TWITCH

s0cIAL INTERACTION ALTERED

INC PREENING

“INC SCRATCHING

TREMORS=RESY AND MOVEMENT
TREMORS=MCOVEMENT ONLY

p1e NFRECTICN

RESTLESSNESS

INC LOCGMOTOR ACTIVITY

224
140
244

46
261
162
342

224
531
132
140
440

144

244
7

79
224

MINs
APPR

[y
~

WOoOOOOO O

-

30
15
120
120

180
180

3 %

222

e -
Mo

- .
RELDY

(M
A D

et g8 (x] w
e N N - B 1D [ YT} (e Co o
€O O CHAR DY R € OO

grue

¢
)

o
wu
e XX
(&)




DOSE
") MG/KG

Je32
0c32
032
0632
0.32
V.32
0032
D32
0,32

0.10
Cel0
0,10
0el0
0.10

0,032
0,032
9,022
0,032
0,032
0,032

) 06010
T 0,010
0010
0,010
3,010
06010
3e2wm3
3o2°3
3c203
3,2w3

100w3
1.0=3

Zoomb
DibLe

L
s d et (ot fus s

(C) GO VHNWwWw eNoNoRolNe oyt

"o o

DILUT RFACT.
ML/KG FRACTe

22
3,2
3,2
362
3,2
3,2
32
3.2
3,2
o}
0

10,0
10,0
100

10,C
1040

3.2
3.2
3'.2

®

w
]

 /

N OO0 NN OQOC OO0 NN

® © & ©°

1/2
2/2
272
212
ts2
1742
272
172
i/2

2/2
172

i/2

272
272
2/2

272
272
172
2/2
2/2

242

1/2

*-ns}'?‘ﬁl" -

272
1/2
2/2
242
172
172
272
i/2

is2
172

272

INTRAVENCUS TOXIZITY TO MICE

REACTION SIGN

DEC LCOCOMOTOR ACTIVITY
SCCIAL INTERACTICN ALTERED
INC PREENING

INC SCRATCHING

UNUSUAL POSTURE
TREMURS-RE3T AND MOVEMENT
TREMORS=MOVEMENT CNLYy
EYELID PTOSIS=NONPARALYTIC
RESTLESSNESS

INC LOCOMOTOR ACTIVITY
HEAD TWITCH

INC PREENING
‘TREMORS=REST AND MOVEMENT
TREMCRSoMOVEMENT ONLY

RESTLESSNESS

INC LOCOMCYOR ACTIVITY
HEAD TWITIH

-INC PREENING

TREMCRS=REST AND MOVEMENT
TREMCRS=MOVEMENT CONLY

RESTLESSNESS
INC LOfO“OTOR ACTIVITY

HEAD TWLICH -

INg PRFFN;NG

INC SCRATCHING
TREMOR3=REST AND MOVEMENT
'TREMOKS=NOVEMENT ONLY

INC LOCOMOTOR ALTIVITY
TREMORS=REST AND MOVEMENTY
TREMCRS=MOVEMENT ONLY

NO EFFECT

CIRCLING MOVEMENTS
NO EFFECT

NC EFFECY

M20 @S € K20

124
132
140
440
541
144
244
149

79

224
531
140
1464
244

79

224
531
140
144

264

9

224
531
140
440
144
244

2246
144
244

73

0235
73

73

MINo
APPR

30
e
120

120
30
120
0
30
180

0
60
120
120
0
180

0

120
120

180

60 .

69
69
123

60

60

DEG=
REE

B

* %

P

Miiv,
RES

.
-
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IR Rl o 2

D80 58060 =18c0=15%00
MEDSO 302=3=iel=dwlcince
2ATIC  LDS0/MEDSD 175,000
INTRAVENOUS TOXRICITY Vi 2ice
UiLuf wEACTO REAZTION SIGR HiNe DEG=s MINe TC
Mi./XG FRACT : APPR  REE REISYER
10,0 372  DEATH T 0
352 272 SEL LOCOMOYLR RCTEVETY P2a ag #* 283
ig2 272 Pye SENSITIVITY YO TOULH 13l &0 * 243
3.2 3,2 PINwAL REFLEX @fEPR. . . 331 30 » 43
3,3 372 HEAD TWIYCAH ' 531 &0 e w2z
5,2 272 SOCIAL INTERACTION SLTERED 332 0 SSy
3.2 272z DEC REARING FREQUENLY £32 30 245G
3.2 /2 TREMORS=RESY AND MOVERZNT  Llaé 0 * il
2.2 272 INC RE3PIRATHRY DEPTH ) 141 0 £
3,2 \ DEC RESPIRATORY DEFIA z&d 8 &0
302 272 INC RESPIRATORY RATEZ 12 0 L] 2
3,2 172 DEC RESPIRATSAY RATE 282 15 X
3,2 272 IRREGULAR RESPIRAYORY RaTZ 352 15 - 506
R 272 RESTLESSNESS 79 39 1
£C,0 372 INE LOTOMOTOR AXTIVITY 224 &0 * Ll
10,3 272  DEZ LOCCHMOTOR ACTIVITY 124 120 * e
10,0 772 INC SENSITIVIYY TO TCGUCH 121 &0 » % ad
12;2 272 socIAL INTERALTION ALTERED 132 0 280
a'vat

%42 TREMORS=REST AND MAVEMENT 144 0 * 10l




- 93:

INTRAVENOUS TOXICITY TO MICE

‘ DOSE DILUT RFACT. REACTION SIGN MINe DEG= MIN,
) MG/KG  ML/KG FRACT. APPR  REE RECO:
1040 10,0 342 IRREGULAR RESPIRATORY RATE 362 0
10,0 10,0 2/2 :ResSTLESSNESS 79 30
3.2 3e2 1/2  INC LOCOMOTOR ACTIVITY 224 30 *
3,2 3,2 242 DEC LOCOMOTOR ACTIVITY 126 120 * :
3,2 3,2 272 INC SENSITIVITY TO PAIN 129 30 i
3. 362 172 ABNORMAL REACTION TO PAIN 429 60 N
3,2 3,2 2,2 INC SENSITIVITY 71O TOUCH 131 60 * :
3¢2 302 272 SOcIAL INTERACTION ALTERED 132 )
3,2 3,2 1,2 INC REARING FREQUENCY 432 8
3,2 3,2 272  INC PREENING 140 60 :
302 '3¢2 272 YREMORS=REST AND MOVEMENT 144 0 * 3
342 - 3,2 2,2 IRREGULAR RESPIRATORY RATE 362 0 N
3,2 3,2 1/2 IRREGULAR RESPIRATORY DEPTH361 8
362 362 2/2  RESTLESSNESS 79 30 :
1.0 10,0- 272  INC LOCOMOTOR ACTIVITY 224 8 *
100 1040 272  INC SENSITIVITY TO PAIN 129 30
1.0 10,0 1s2 ABNORMAL REACTION TO PAIN 429 60~ :
1e0——1058—272 - —INC SENSITIVITY-TO TOUCH 131 30 * :
160 - 10,0 2,2 PINNAL REFLEX DEPR 331 8 *
1,0 10,0 1s/2 RUBBING NOSs , 340 30
1+0 10,0 = 272  TREMORS=REST AND MOVEMENT 144 0 * :
1,0 10,0 202" IRREGULAR RESPIRATORY RATE 362 - 0
1.0 10,0 2/2  ResSTLESSNESS 9 15 :
0e32 --3,2 .22  INC LOCOMOTORACTIVITY.i:. 224 ..- 20> % #
0,32 3,2 272  INC SENSITIVITY 7O PAIN 129 15 :
0s32 342 272 ABNORMAL REACTION TO PAIN 429 40 :
0.32 3.2 272  INC SENSITIVITY 7O TOUCH 131 15 %% G
0e32 3.2 1/2 PINNAL REFLEX DEPR . 33l 8 *
0,32 342 272  TREMORS=REST AND MOVEMENT 144 0 * ;
0,32 3,2 272 IRREGULAR RESPIRATORY RATE 362 8
0e32 ‘3¢2 '2/2  RESTLESSNESS 79 8 H
0,10 10,0- 2/2  INC LOCOMOTOR ACTIVITY 224 0 *
0el0 1040 3/2  INC SENSITIVITY TO TOUCH 131 30  ###% :
0,10 10,0 2,2 TREMORS=REST AND MOVEMENT lé4& 0 #* :
0,10 10,0 2/2 IRRRGULAR RESPIRATORY RATE 382 0
0010 1060  2/2  RESTLESSNESS 79 30 :
0,032 0,32 272 INC LOCOMOTOR ACTIVITY 224 0 *
0¢032 0432 2/2 - INC SENSITIVITY TO TOUCH 131 15 *#* G :
Ce032 0,32 272  TREMORS=REST AND MOVEMENT 144 0 *




PAGE

%

INTRAVENOUS TOXIC:ITY 70 MIC

DosSE DILLT RFALT. REAZTION ZIGA MINe DFG= IN,
) MG/KG  Mi/KG FRACT. : APPR  REE RECC

0,032 0,32 172 IRREGULAR RESPIRATORY RATE 362 0
0.032 032 2/2  RESTLESSNESS 79 30
0,010 10,0 173 INC SENSITIVITY To TOUCH 131 30  #x# G
0,010 10,0 242 TREMORS=REST AND MOVEMENT 144 ) *
0.0l0 10c0 2/2 1RREGULAR RESPIRATORY RATE 362 0
0,010 10,0 22 RESTLESSNESS 79 8
3e2w3 362 t72  TREMORSeREST AND MCVEMENT 144 ) #
3e2%3 3,2 242 IRREGULAR RESPIRATORY RATE 362 ¢
323 3,2 212 RESTLESSNESS 79 o
1.0w3 10,0 172 CIRCLING MOVEMENTS 025 8
1,023 10,0 272 INC SENSITIVITY TO TOUCTH 131 8 *
1c0e3 10,0 172 INC PREENING 140 0 4
1023 10,0 1y2 TREMORS=REST AMD MOVEMENT 144 1) #*
1e0w3 10,0 12  RSSTLESSNESS 790 |
3g2mb 3,2 1/2  CIRCLING MOVEMENTS 02s )
3o2s b—F52—--rs2 NO EFFECY e = 73

Dlle 0o5% MeCo SUSP QS C H2O




LD50 18040 =55,0°560e0~
MEDSO  000.182546=3=0,056m
RATIO LD50/MEDS0 10,000 -
STATE S0i10

e ——e— e INTRAVENOUS FOXECTTY -TO- MICE-

DosE DILUT REACT, REALTION 5IGN MINg ©DEG= MIN, 7C
MG/KG  ML/KG FRACT« ‘ APPR  REE REIICYER
3220 32,0 zr2  DEATH T4 0
1390, 19,0 272 DEC LCCOMOTOR ACTIVITY 124 0  tax K Y
1090 10,0 1s/% INC 3ENSIVIVITY 7O TOUCH 131 3¢ # G - 3cc
*00,.0 10,0 2,2 SOCIAL INTERACTION ALTERED 132 0 ¢
195,90 10,0 272 DEC REARING FREQUENCY 632 0 & 33C
10549 10,0 272  SUB-CONVULSIVE MOVEMENTS 436 15 s,
. 100,0 10,0 272 LOW POSTURE 241 15 32
£33e0 19:0 272 TREMORS=REST AND MCVEMENT 144 0 * 12
L0960 10s0 272 EYELID PTOSIS=NONPARALYTIC 149 30  #x% 6 50
10069 10,0 1/2 PUPILLARY LIGHT REFLEX ABS 152 8 240
100.0 10,0 1,2  MYDR1IASIS 154 8 * 2105
200,90 10,0 272 HEMATURIA 358 15 - 230
00,2 10,0 272 1Nz RESPIRATORY DEPTH 151 0 ~ 120
10000 190.0  2s2 IRREGULAR RESPIRATCRY DEPTH341 0 120
202,93 10.0 2,7 DEC RESPIRATORY RATE 262 0 1z0
100,0 10,0 202 IRREGULAR RESPIRATORY RATE 362 0 120
1000 1060 1/2 MOY DEF VERTICAL ROD 3271 8 *# G 333
32,0 3,2 272 DEC LOCOMOTGR ACTIVITY 124 60 # 153
320 3.2 0 * £C

272 TREMCRS=REST AND MOVEMENT 144




PAGE

- 7 23.
INTRAVENOUS TOXICITY 7O MICE
_ DosE DILUY REACT. REACTION SIGN MINe DEGe MI%.
“) MG/KG  ML/KG FRACTe APPR REE ReECL
32,0  3+2 1s2 EYEL!D PTOS!S=NONPARALYTIC l49 30 *
19,0 10,0 272 DEC LOCCMOTCR ACTIVITY 124 60 *
1040 10,0 22  TREMORS=REST AND MOVEMENT 144 0 *
10,0 10,0 1s2 EYELID PTOSIS=NONPARALYTIC 149 30 *
302 3¢2 22 TREMORS=REST AND MOVEMENT 146 ¢ *
3,2 3.2 1s2 EYELID PTOSI5=NONPARALYTIC 149 60 .
140 10.0 2.2 TREMORS=REST AND MOVEMENT 144 0 %
100 10,0 172 EYELID PTOSIS=NONPARALYTIC 149 120 r G
0e32 302 2,2 TREMCRS=REST AND MCOVEMENT 144 o} #
0¢10 10,0 272  TREMCRS=REST AND MOVEMENT 144 O *
06032 3.2 1,2 BACKWARD MOVEMENTS 325 8
0032 3,2 172 CIRCLING MOVEMENTS 025 8
00032 3,2 272 TREMORS=REST AND MOVEMENT 144 ) #
0 91 10,0 242 NO EFFECT 73
Dlle DeS5% MeCo SUSP Q3 C HZO




LD50 180,90 =58,0=540as0=
B MEDSO 362 0100010¢Ov
RATIO .LDS50O/MEDSO 560

""""" : -INTRAVENQUS TOXICITY 70 MICE

DOsE DiLuT REALTo REACTICN SIGN MINs DEGe HIN, 72
MG/KG  ML/KG FRACTe o APPR REE RECLYER
320.0 32,0 z/2  DEATH 7% 0

100,0 10,0 o242 DEC LOCOMOTOR ACTIVITY 124 0 wAE G 200
£03.0 10,0 272 DEC SENSITIVITY 70 TCUTH 231 8 * -
100,90 10,0 272 30CIAL INYERACTION ALTERED 132 0 G 35C
123,90 10,0 27 DEC REARING FREGUENCY 632 0 G 30¢
100.0 1060 272 LiMP TAIL 333 0 ]
$0040 10,0 272 DEC MUSCLE YONE=TRUNK -~ 237 0 &3
120,0 10,9 272 DEC MUSCLE TONEeLIMBS 437 0 3
10060 19,0 272 DEC PREENING . 240 . 0 123
100,0 10,0 272 LCw POSTURE 241 0 &C
109,0 10,0 1s/2 PLACING REFLEX AB3 T 442 0 &L
$03e0 100 272 EYELID PTGSIS=NONPARALYTIC 149 8 *® G 00
100,¢C 10,0 272 INZ RESPIRATORY DEPTH 161 o - 12s
107.0 10.0 2/2 DE¢c RESPIRATORY RATE 262 0 t3h
1000 10,0 2,2 MOT CEF HORIZONTAL WIRE 171 0 was 1o
109,0 10,0 272 MOT DEF VERTICAL SCREEN 271 0 * 125
10000 1060 272  MOT DEF HORIZONTAL STRIP 471 0  wa 126
109,0 10,0 2,2 MOv DEF VERTICAL ROD a7l 0 #aw 128
19060 10,0 272 MOT DEF ROTA=ROD 771 0 R iz2
10000 1000 2/2 MOT DEF INCLINED SYRIP 671 0  kax 124




- | e
 INTRAVENOUS 7OXITItY TO MICE
DosE  DILuT REACTe REACTION SIGN MINe DEGe= MIK-
N MG/KG  ML/KG FRACTs APPR REE REIC
100.0  10.0 2s2  FILOZRECTION g2 30 6 -
32,0 3,2 2/2  TREMORS=REST AND MOVEMENT 144 30 ®
3240 a2z 2s2  TREMORS=MOVEMENT ONLY 244 O #
32.0 302 173 EYELID PTOSIS=NCNPARALYTIC 149 129 ¥
10,0 10,0 1s2  TREMORS=REST AND MOVEMENT 144 30 *
10.0 1040 1s7  TREMORS=MOVEMENT GNLY 264 O *
10e0  10%0 3s2 EYELID PTOSISeNONPARALYTIC 149 60 * 7
342 3.2 172 EYELID PTOSIS=NONPARALYTIC 149 60 * .
3,2 3.2 17z MO EFFECT 73
1.0 10e0 242 NO EFFECT ' 73

Diie 0e5% MeCo SUSP QS C H20




LD50 180.0 =55,0=550.0~
MEDSY 108 =0o56*544~
RATIC LDBO/MECSC 10060
3TATE 350110
: INTRAVENDUS TOXICITY TO MIcE .
0032 DILLT REALZT. REATTION SIGN MiN, DEGe Mide 1o
MG/KS ML/KG S=ACTe ' AFPR  REE RECOVER
323, 32,0 72 DEATH 76 0
223,90 10,0 272 DEC LCTCMOTOR ACTIVITY 126 30 #%% T o0
00,3 10,0 272 5CCIAL INTERACTION ALTERED 122 ) & - ang
09,0 10,0 2,2 DEC REARING FREQUENCY £32 0 G 3¢
138.0 19,0 272 LOWw PUSTURE 241 Y] 3 3T
1000 100 172 EXOPHTHALMOSW ‘ 48 O . 3
:089,9 10,0 T2r2 INE RESPIRATORY DEPTH 181 G &8
10540 10,0 172 IRREQULAR RESPIRATORY LEPTH3IAL 30 4
10960 10,90 272 DEC RESPIRATORY RATE 262. 9 53
103,7 16,9 172  MOT DEF HORIZONTAL WIRE  iT1 8 #* 3590
10068 106 §/2  MCT DEF VERTICAL STREEN 27l 8 * 23C
100,90 0,90 172 MOT OEF HORIZONTAL STRIP &71 8 * 223
$23.9 16.0 /2  MOT DEF VERTICAL ROD a7l 8 anx 35¢
103,90 10,0 272z MOY DEF ROTA=ROD 771 8 * G a3
03,0 10,0 172 PILGERECTION 72 30 6 330
32,9 3,2 172 DEC LOCCMOTOR ACTIVITY 124 15 * G 3.0
32,9 3,2 2.2 TREMORS=MOVEMENT QNLY 244 0 # iz
0 * LS

13.0 10,0 272 TREMORS=MOVEMENT ONLY 244




LB - A

22+

T INTRAVENOUS TOXICITY TO MICE
05SE DIL)T REACTe REACTIGON 3ISN
-7} MG/KG  ML/KG FRACT.
342 3.2 272
1.0 10,0 2/2 No EFFECT
De5% MeCo SUSP Q5 € H20

MINe DEGe~ MIN:
APPR  REE RELL

TREMORS=MOVEMENT ONLY 244 0 x
73

Dile




z o

[AN®)
»m
o

~
329’.0

1030
0040
100,90
1rA 0O

R R A
10040
100.0
106,.0
10060
1000
13G,.0
109.0
10,0

2240
3249

10.C
10,0 .

LD50 18000 =55;0=560a0=
MEDSO 1000 =3e2032,p~
LD50/MEDS0 1840

INTRAVENQUS TCXICITY 7O MICE
kZACTION: 3IGH

[w B
m
h3

5T

€

T4

DET BENSITIVITY 7O PAIV 229
sociAL INTERACTION aALTEZRED 132

DEC REARING FREGQUENLY 632
LIMP TALIL L 323
LOW POSTURE 241
EY:LID pTOSi:“NONQAKALYch 149

YDR1AS]S 154
INC RESPIRATORY DEPTH . 161
DEC RCSPIRATORY RATE 262
MOT DEF VERTICAL ROD 37!
MOT DEF ROTA=RGD 771
PILOERECTION - 72

EYELID PTOSIS=NONFARALYTIC 149
PILOERECTION | 72

EYELID PTOSIS=NONPARALYTIC 149
NO EFFECT - 13
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—

SosE

MG/KG

302

DIiLe

FRASL

- " ¥<
INTRAVENCUS TCXICIVy TC MTzE

DILut REACT. REACTICN 2IGN MiNe DEG= M

MLYKG FRACT. APPR REE Rg.

3.2 2r2 NO EFFECT 73




- LGS%0 5600 <10o0=320:0=
MEDSD 1000 =302w32,0+
RATIO LD50/MEDSO Seb
STETE ST
INTRAVENOUS TOXICITY 74 MyCE :

SCtz TILUT REACT. REALTISN 31IaN MiNe DEGe  MIM, T2
MGsRG  MLJRG €RACTo ’ sPPR REE RElovyex
IEAEPRY [ v72  CEATH T !

35,0 HOPRY 172 SEC LOCOMOTOR 2CTIVITy 13+ 0 %% G - 0D
1050 ifigd 167 DEZ SENSITXVITV T3 PAYR 223 15 30
Lan.g G, /32 EC SENSITIVIYY TGO TOUCH 231 30 B 136G
15354 10e0 172 DEC REARING FREQUERCY. . 832 0 - G Lo
1Gd49 10,0 Tyyg2 EYELID "PYOSIS=HONPARELYTIC 143 120 #%#k G 360
05,9 1d,8  &sz  MYDRIASIS 184 40 x* G 35U
iooel 18,¢ 173 INC RESPIRATCRY DEPTH 151 .0 G 300
1023,0 §3,0 177 IRREGULAR RESPIRATORY DEPrn3sl 8 G 380
030 13,6 1/% DEC RESPIRAYTORY RATS 282 0 G 3cd
350 ida i i72 MOT CEF HORIZONTAL StuiF 41 50 * 253
2G3.30 19,8 72 MOT DEF VERTIZAL ROD 371 32 2 7 BC cIvie
13040 19.¢ 1/2 MOT OEF ROY&=RAD 771 30 ki FESY
VY] Loa 172 MOT DEF INCLINED 5TRIp &7} 320 * 258
169,90 13,8 172 OW CARRIAGE 175 0 1590
52,0 3.2 1,2 DEATH (2 0

32,8 2.2 1/2  DEC LOCOMUTOR ALTIVITY 124 8 # 150
3260 3.2 112 CEZ SENSITIVITY TO TOLKH 231 30 * 120




INTRAVENQUS TOXICITY TO MICE

DosE DILUT REACT, REAZTION 5IGN MINe DEGe MIi..
ﬁ MG/KG ML/KG FRACTe APPR  REE REZ
) 32.0 3.2 1s2 DEC REARING FREQUENCY 632 0 G
32,0 3,2 1,2 EYELIC PTOSIS=NONPARALYTIC 149 s} ® G
32,0 3.2 1/2 LOW CARRIAGE 175 0
32,0 3.2 172 MYDRIASIS , 154 60 at G
10.0 10,0 172 INC RESPIRATZRY DEPTH 141 69 G
1060 10.0 is2 NO EFFECY 73
3,2 3.2 272 NG EFFECT 73
DIl ' 005% MeCo SUSP QS T H2C
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LDS0 5640 =18,0=1280,0-
_ MEDS0 128 =0e535%5e6~
RATIO LD30/MEDSG 3140
5TATE SOLIC
.. < . .+ - INTRAYENOUS TOXICITY TO MICE

DosE DILUT REACTe  REATTION SIGN MiMe DEGe MINe T3
ME/KG  ML/KG FRACTe APPR  REE RECCVER
10‘-50'3 :—.oeo 272 DEATH 76 o]

22,0 " 3,2 242 DEC LOCCMOTCR ACTIVITY 124 0O wEx G 30T
32,0 3,2 172  ABNORMAL REACTION TO PAIN 423 30 B RS 1+
32, 3.2 202 DEC SENSITIVITY 10 SOUND 230 15 « G 3%
3240 3.2 272 DEC SEMSITIVITY YO TOUCH 231 30 * ¢ 332
32,0 3.2 - 292 SOCIAL INYERACTION.ALTERED.132.. D.. ) 133
32,0 3,2 272 DEC REARING FREQUENCY 632 0 G 22C
32,0 3,2 272 DEC PREENING 240 ) G 320
32,0 3.2 272 EYELID PTOSI3=NONPARALYTIC 149 30 #xk G 30
32,0 3,2 172  LAZRIMATION . 50 240 * 6 AW
3260 3.2 242 PUPILLARY LIGHT REFLEX ABS 152 8 3%
32,0 3,2 242 MYDRIASIS 154 8 P i
32,0 3,2 272 DYSPNEA 60 g ~ % 120
3240 3.2 242 INC RESPIRATORY DEPTH 161 0 G 3T
32,9 3,2 272 DEC RESPIRATCRY RATE 262 0 6 Tat
32,0 3,2 172 fRREGULAR RESPIRATORY RATE 362 240 3 233
3269 3,2 242 DECREASED TEMPERATURE 267 30 G 230
32,0 3,2 1,2 MOT CEF HORIZONTAL WIRE 171 30 # G 330
22,0 1,2 272 MOT DEF HORJ2ZCNTAL STRIP 471 8 xx® G 30
32,0 3,2 242 MOT DEF VERTICAL ROD 371 30 # 6 353




(Y ) (
!
‘\
»

&

INTRAVENOUS TOXICITY 7O MICE

DosE DILUT REACT. " REACTION SIGN MINe DEGe MIN¢--
T\  MG/KG  ML/KG FRACT _ APPR REE REZOY.

32,0 3,2 2,2 MOT DEF ROTA=ROD 771 8 * 6 =z
32.0 3,2 272 MOT DEF INCLINED STRIF 671 30 #x% G 3
32,0 3.2 272 PILOERECTION 72 30 G 3
10,0 10,0 2,2 DEC LOCOMOTOR ACTIVITY 124 15 * :
10,0 10,0 272 {NC RESPIRATORY DEPTH 161 0

10,0 10,0 2/2 DEC RESPIRATORY RATE 262 0

3,2 3,2 1s2 DEC LOCOMOTOR ACTIVITY 12¢ 30 *

3e2 3.2 1/2 INC RESPIRATORY DEPTH 161 0

3,2 3,2 1y2 DEC RESPIRATORY RATE 262 0

3,2 3.2 474 TRRFGULAR RESPIRATORY DEPTH36l 0

3¢2 -~ 302 142 IRREGULAR RESPIRATORY RATE 362 0

140 10,0 2,2 NO EFFECT - 73

Dile 0e5% MeCo SUSP QS € H20




STATE SoL1D

~ oo

vwusSc

MG/KG

320.0

100,0
100.0
100,0
100,0
100,90
100,0
100,0
100.0

DILuY REACT.
ML/KG FRACTe

32,0

10,0

10.0
10,0
10,0
10.0
10,0
10,0
10.0

3.
3.

NN

o

1V,

LD50 18000 =56,0=56040~
MED§O 1800 "5.6‘5600'
LD50/MED5Q0 1040

INTRAVENOUS TOXICITY TO MICE
REACTION SIGN -

DEATH | 14
DEC LOCOMOTOR ACTIVITY 124
SOCIAL INTERACTION ALTERED 132
DEC REARING FREQUENCY 632
EXOPHTHALMOS - 46
MYDRIASIS 154
INC RESPIRATORY DEPTH 161
IRREGULAR RESPIRATORY DEPTH361
LCW CARRIAGE 175
LYELID PIOSIS~NONPARALYTIC 149
MYDRIASIS 154
NO EFFECT 73

0e5% MeCo SUSP QS C H20

N2
Qu

P,V I A
Ciwe
.

(X M) GO O
x
[4¥ N}

- D
w O

PAGE A-62
334637 ¢

rri
2O

330
300
300
300
350
300
350
240

500
359




LDSO 5640 =1800-180e0=
 MEDSG _ 0el0 =00032-0432~
RATIO LD50/MED50 56040

' 3TATE soLlD

- -—~FNTRAVENOUS-TGXICITY TO MICE

DOsE DILUT REACTe REACTION SIGN MINa DEG= MIN. 70
MG/KG ML /K3 FRALTo ’ ' APPR REE REzIOVER
1000 10,0 272 DEATH T4 0

3203 3,2 2/2 DEC LOCOMOTQOR ACTIVITY 124 30 * ERoRe]
22,0 3.2 172 LICKING COMPARTMZINT wALLS 825 15 &2
3249 3.2 2/72 sO0CIAL INTERACTION ALTERED 132" 0 30
32,0 3,2 1s2 INC PREENING 140 60 228
3269 . 3.2 172 RUBBING NOSE . _ 340 8 2
32.90 3.2 172 INC SCRATCHING 440 120 - 240
22,0 3.2 272 EYELID PTOS1S=NGONPARALYTIC 149 a0 *x® 3338
3200 3.2 272 INC RESPIRATORY DEPTH 161 0 £
3200 3,2 272 DEC RESPIRATORY DEPTH 261 8 38
3260 3e2 ‘272 IRREGULAR RESPIRATORY DEPTH361 30 50
32,60 3.2 272 DEC RESPIRATORY RATE 262 0 8
32,0 3,2 272 INZC RESPIRATORY RATE 162 8 -~ * 33
32,0 3.2 272 {RREGULAR RESPIRATORY RATE 362 30 : %0
329 3.2 2/2 MOT DEF VERTICAL ROD 371 8 #* 120
3200 3.2 2/2 MOT DEF ROTA=ROD 771 8 * &<
32,0 3,2 1/2 PILOERECTION 72 60 240
32.0 3,2 242  RESTLESSNESS 79 60 _ 300
1960 10,0

242 LICKING COMPARTMENT WALLS 825 30 tzC




PAGE -

- =T34
INTRAVENOUS TOXICITY 7O MICE
COsE DILuT REACT. REACTION SIGN MINo DEGe MiN,
I MG/KG L/KG FRACTs ' APPR REE RECC
10,0 10,0 1,2 INC SENSITIVEITY TO SOUND 130 0 *
1000 1040 172 INC REACTIVITY TO SOUND 330 0
10,90 10,0 Zz/2 INC SENSITIVITY TO TOUCH 131 0 *
10.0 10,0 172  HEAD TWITCH 531 60
1040 10,0 272  STRAUB TAlL 233 0
10,0 10,0 172 INC PREENING 140 60
10,0 10,0 172 INC SCRATCHING 440 &0
100 1660 (/2 UNUSUAL POSTURE 541 0
10,0 10,0 242 + EYELID PTOSIS=NONPARALYTIC 149 30  #x#
10,0 10,0 272  INC RESPIRATORY DEPTH 161 ‘0
1060 10.0 2/ DEC RESPIRATORY DEPTH 261 8
10,0 10,0 272 TRREGULAR RESPIRATORY DEPTH361 15
16,0~ 10,0 2s2 DEC RESPIRATORY RATE 262 0
100 100 27z INC RESPIRATORY RATE 162 8 *
10,0 10,0 272  IRREGULAR RESPIRATORY RATE 362 13
10,0 10,0 272 RESTLESSNESS 79 60
32 3,2 1,2 LICKING COMPARTMENT WALLS 825 39
3.2 3,2 Is2 INC SENSITIVITY TO SOUND ‘130 15 *
o2 s 7—1 p2— HEAD- TWITEH - -— ——-- - - 531~ 30 :
302 3.2 252 STRAUB TAIL 233 0
3.2 3,2 2/2 INC PREENING 140 &0
32 3,2 172 INC SCRATCHING 440 60
. 302 2,2 242 EYELID PTOSIS=NONPARALYTIC 149 15  kx%
;) 302 ‘3,2 272 DEC RESPIRATORY DEPTH 261 0
2.2 3¢2 2/2 INC RESPIRATORY RATE 162 0
T02 32 - 242 FRREGULAR RESPIRATORY RATE 362 = 0.
5.2 3,2 272  RESTLESSNESS : 79 120
1.0 10,0 2s2 LICKING COMPARTMENT wWALLS 825 30
160 10,0 i/7 HEAD TWITCH i 531 60
140 10,0 272 STRAUB TAIL 233 15
1.0 10,0 2,2 TREMORS=REST AND MOVEMENT 144 0 »
1.0 10,0 272 DEC RESPIRATORY DEPTH 261 0
160 10,0 272 INC RESPIRATORY RATE 162 0 *
1.0 16,0 1,72 PILOERECTION 72 60
1.0 10,0 1/2° RESTLESSNESS- 79 60
‘0032 3,2 242 DEC LOCOMOTOR ACTIVITY 124 30 *
0.32 3,2 172 LICKING WALLS 325 15 .
Ge32 3e¢ 172 HEAD TWITCH 531 0
0432 3,2 272 STRAUB TAIL 233 15
0¢32 3,2 1s2 INC PREENING 140 60
Cez2 342 172 INC SCRATCHING 440 60




' DOSE
~ MG/KG

0.32
0010
Q.10
0,10
0.10
0.032

DILe

DILUT RFACT.
ML/KG FRACTe

3.2

10,0
10.0
10,0
10,0

3,2

2/2

142
172
1/2
1/2

272

INTRAVENOUS TOXICITY TO MICE
REACTION SIGN

TREMORS=REST AND MOVEMENT 144

INC PREENING 140
TREMORS=REST AND MOVEMENT 144
‘RESTLESSNESS 79
NO EFEEZT S 173
NO EFFECY 73

De5% M.c. SUsSP Qs € H20

MIN.
APPR

0
60

0
60

[ A R

34

DEG= Miiv.
REE RET




DILuTt REACT.
ML/KG FRACTe

2TATE SOLID
DCSE
;'-I-G!‘KG
3235.0 32,0
102.90 12.0
1500 10,0
103.0 10,0
100,0 10,0
109,0 10,0
1C0.0 10,0
100‘0 1000
1030 1C,0
103060 10,0
1GJ.0 10,0
103,0 10,0
32.0 3'2
32,0 3,2
3240 3.2
32,0 3,2
1000 1090
DIL,

RATIO

272
/2
172
1/2
1/2
172

172

172
1/2
172
1s2
i/72

272
172
1/2
172

2/2

LD50 100.0 "3200’32000“‘
MEDSO 1860 =5 ob=56e0™
LD50/MEDS0 600

INTRAVENOUS TOXICITY 70 MICE

REACTION SIGN

DEATH

*

DEATH '

DEC LOCOMOTOR ACTIVITY

DEC REARING FREQUENRCY .
EYELID PTOSIS=NONPARALYTIC
INC RESPIRATORY CEPTH

DEC RESPIRATQRY RATIE. - -
IRREGULAR RESPIRATORY RATE
MOT DEF HORIZGONTAL STRiP
MOT DEF ROTA=RCD

MOy CEF INCLINED STRIP

LOW CARRIAGE

EYELID PTOSIS=NONPARALYTIC
{NC RESPIRATCRY CEPTH

DEC RESPIRATORY RATE
IRREGULAR RESPIRATCRY RATE

NO EFFECT

0.5% MeCo SUSP QS C H20

Tt

74
124
£32
149
161
262
362
471
771
871
175

149
161

2562
362

73

MIN
APPR

DEG-

% %%

H : “': Y

REE RECOVER

¥

-,
§

30¢C
340
300
33¢
3¢C
30C
33¢C
200
300
2&C

200
262

240




LDS0 18060 ©5620"560e0=
MED5S0 1040 =3¢2+32.0~"
RATIO LDSO/MED50 1860
STATE SOLIP
. INTRAVENOUS TORICITY 70 MICE :

DOSE DILUT REACT. REACTION SIGN MINe DEGe MIN: 70
MG/KG  ML,/KS FRACTs : APPR REE QETIVEE
32040 32,0 272 DEATH | 74 0
£09040 10,0 2s2 DEC LOCOMOTOR ACTIVITY 124 0 #% G 0
169.0 10,0 172 SUMPING : : 324 0 * L.
100,.0 10,0 252 SOCIAL - INTERACTION ALTERED 132 ) G 2u
1000 10,0 272 DEC REARING FREQUENCY 632 0 4 342
10000 - 130 2y MYDRIASIS:.okise . mms 154 20 *a%. .- 250
109,0 10.0 2,2  INC RESPIRATORY DEPT 161 0 G 35
100,02 10.0 2sz  INC RESPIRATORY RATE 162 8 x g 22%
10000 1000 272 TRREGULAR RESPIRATORY RATE 362 8 G s3I
199,0 10,0 242 MOT DEF HORIZGNTAL WIRE 171 30 #a# 378
1830 10.0 272 MOT DEF VERTICAL SCREEN 271 30 wx# 35
10940 10,0 272 MOY DEF HORIZONTAL STRIP 471 30  xwe o]
1000 10,0 2,2 MOT DEF VERTICAL ROD 371 30 -#x¥ 257
10090 10,0 272 MOT DEF ROTA=ROD 771 30 R 228
103.0 10.0 2s2 MOT DEF INCLINED STRIFP 671 30 wu 223
100,90 10,0 2/z LOW CARRIAGE | 175 0 ¢ 25l
32,0 3,2 27,2 MYDRIASIS 154 1§ * <59
10,0 1,0 1,2 INC SENSITIVITY TO SOUND 130 60 * 6 30




D

o

DCSE
MG/KG

10.0
3,2

DIlo

3¢

INTRAVENOUS TOXICITY TO MICE

DILuT RFACTe REACTION SIGN MINe DEGe MIX.
ML/KG FRACTe APPR REE REZZ
1,0 1/ NO EFFECT - 73 |
3,2 272 NO EFFECT 73

0o5% MeCe SUSP GS C H20




RATIO
-SCL1ID

cliut RFalie

LARG FRACT
32,9 e/2
1060 172
10,0 2/2
100 172
0.0 272
1000 Z!Z
16.0 272
i%0.0 272
10,0 2s2
10,0 222
10,0 172
1000 1.‘,2
i0,0 172
10,0 272
10,0 172
10,0 172
10,0 1s2
10,0 272
1C.0 272
10,0 272

D50 18000 5650556040~
MEDS?Q 3¢2 =le0=lCoe0O~
1.D50/MED50 5640
INTRAVENOUS TOXICITY 7O MICE
REACTICM 3IGN
" DEATH Té
INC LOCOMOTCR ACTIVITY 224
DEC LOCOMOTOR ALTIVITY 124
CIRCLING MOVEMENTS 025
DEC SENSITIVITY 70 PAIN 229
DEC SENSITIVITY TG~ SOQUND -230
DEZ SENSITIVITY TC TOUCH 231
PINNAL REFLZX DEPR 331
SOCIAL INTERACTION ALTERED 132
DEC REARING FREQUENCY - 632
STRAUZ TAIL 233
LIMP TAIL 333
TAXTA 35
DEC PREENING 240
L0w POSTURE 241
EXTENSION OF LIMBS 341
RIGHTING REFLEX DEPR 742
EYELID PTOSIS=NONPARALYTIC 149
PUPILLARY LIGHT REFLEX ABS 152
: 154

MYDRIASIS

MINs
APPR

o
OCODMOO0OO0O00000O0

OO0 O

L 1.

* ¥ %

%% *

*n®

—
T

Ai

| 1T

[RP 't

1] il
AR W)

IR,

'
<

CLe TN by

§
(3}
e

I A
1ty M
NG I ]

[}
Ce N
IR O T

'
A

(LA LN S R T
<

-9

tyry i
A Y IO 0l




R

Naze

- N

MG/AKG

0260
1020
“Cl.0
1200
1030
10530
$0U0
t03,0
103cO
$Clc0
1500
105,60

135,0

Ze2
s

4

ot b Ul LY U1 LY L WD W W

CILUT REACTo
ML/KG FRECITe

1Ce0
10,0
1c¢.C
10,3
10,0
1G.0
13,0
16,0

NN

s 06 0O & 06 % & 9 & O

»

[YPEPTE ok Nl il ol it
[eYoYoNoNeNo R

feReXeRoRoXe Yo e

‘e p b m 8 D © O

oM O

WW WW W W

MR NNRNNNND

2/2
272
272
i/2
222
272
1,2
272
272
272
2/2
272
272

2/2

272
2/2
272

L
ci &

272
2,52

2"’2

“—

INTRAVENGUS TCXICITY FO MICE

REACTICN 31GN

pDEC RESPIRATORY DEPTH 261
INC RESPIRATORY DEPTH 161
jRRzGULAR RE3PIRATCRY DEPTH361
ENC RESPIRATORY RATE 162
DEC RESPIRATORY RATVE 262
TRREGULAR RESPIRATORY RATE 362

MO7 CEF HORIZONTAL WIRE im
MOT DEF VERTICAL SCREEN 271
MOT DEF HORIZONTAL STRIP 471
MoT DEF VERTICAL ROD 371
MOT DEF RQ7TA=ROD 77}
Mot DZF INCLINED STRIP 671
LOW CAKRIAGE 175
apasTIC GAILT 375
DEC LOCOMOTOR ACTIVITY 124

soc1AL INTERACTION ALTERED 132
52 REARING FREQUENCY 632
DEC PREENING 240
EVELID PTOSIS=NONPARALYTIC 149

PUPILLARY LIGHT REFLEX ABS 152

MYDRIASIS 154
DEC RESPIRATORY DEPTH 26l
INC RESPIRATORY DEPTH 161

IQREGULAR RESPIRATORY DEPTH24L

{NZ RESPIRATORY RATE 162

IRREGULAR RESPIRATORY RATE 362

DEC LOTCMOTOR ACTIVITY 124
3CCIAL INTERACTION ALTERED i32

DEZ REARING FREQUENCY €32
DEC PREENING 240
INC RESPIRATORY DEPTH i6l

IRREGULAR RESPIRATCORY DEPTH36!L

DEe RESPIRATORY RATE 262
TRREGULAR RESPIRATORY RATE 362
DEC LOSOMOTOR ACTIVITY 124
DEC REARING FREQUENCY 632
9=C PREENING 240

JRREGULAR RESFIRATORY DEPTH3&!
TRREGULAR RESPIRATCRY RATE 362
NG EFFECT 73

MINa
APPR

mommmwmmmoommo

o

oboooD®®O®OO ™

H

o e 8

coowwo OO0OoOoOw

Rt

DEG=
REE

LL 2
* % %*
% %N
% % %
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PAGE A

_ - 340>
~ INTRAVENQUS ‘TOXICITy 7O MICE
" DOSE CliuT REACT. REACTION SIGN MINe DEGe MIN,
") M3/XG  ML/XG FRACTe APPR REE RECOV
1.0 10,0 -2s2 NO EFFECT 73

. DlLe 0.5% MeCo SUSP QS C H2O




CAIRMAL Y AULUL

STATE LIQUip——-—— - -

INTRAVENOUS TOXICITY TO MICE

pCse " DILUT REACT. REACTION SIGN MINe, DEG=- MiN, T2
MG/KG  MLY/KG FPACTw - APPR. REE RECQVER
0680 40,0 272  vel LUCOMUTOR ACTIVITY 124 8 # 50
00,80 40,0 2/2 INC SENSITIVITY TO SOUND 130 15 * 1290
0080 40,0 2/2 INC SENSITIVITY TO TOUCH 131 60 * 120
0e80 40,0 272  SOCIAL INTERACTICN ALTERED 132 0 12¢
0680 40,0 2/2 DEC REARING FREQUENCY 632 0 120
0,80 - 40,0 242  DEC PREENING--+ - 240 0 80
0«80 40,0 272 LOW POSTURE 241 8 €0
080 40,0 272 EYELID PYOSIS=NONPARALYTIC 149 60 *% 182
0,80 40,0 272 PUPILLARY LIGHT REFLEX ABS 152 8 . sC
0.80 40,0 2/2  MYDRIASIS " 154 8 =% &0
0080 40,0 272 INC RESPIRATORY DEPTH 161 ) &0
0480 4040 272 INC RESPIRATORY RATE 162 o - = 8
0.80 40,0 272 DEC RESPIRATORY RAIE 262 8 60
0532 1640 172 DEC LOCUMDOTOR ACTIVITY 124 8 #* &G
0e32 1640 142 INC SENSITIVITY TO SOUND 130 15 * 3z
032 16,0 2/2 PUPILLARY LIGHT REFLEX ABS 152 8 50
0.22 16,0 2/2  MYDRIASIS 154 8 R 62
0s10 5,0 1/2 PUPILLARY LIGHT REFLEX ABS 152 8 3C
0.10 540 172  MYDRIASIS 154 8 * © 30




PAGE A-73
EXTRACT .l¢

INTRAVENGUS TOXICITY 7O MICE

q\ LOSE DILUT REACT, REACTION SIGN MIN, DEG= MIN.
MG/KG ML/KG FRACT ) APPR REE RELC
0.:0 5.0 172 NO EFFECT 73
DILe H20

——— o e eme  ——




EXTRACT 120000

STATE LIQUID

INTRAVENOUS TOXICITY TO MICE

SOSE DILUT REACT. REACTION SIGN MINe DEG= MiNs TG
MG/KG  ML/KG FRACTe APPR  REE RELOvER
p.80 40.0 2,2  MYDRIASIS 154 8 3t 186
0.80 40,0 272 DEC LOCOMOTGR ACTIVITY 124 15  xxx 134
0,80 40,0 272 INC SENSITIVITY TO SOUND 130 15 * - 180
3080 400 2/2  INC SENSITIVITY TO TOUCH 131 15  **% 180
0480 40,0 272 SOCIAL INTERACTION ALTERED (32 0 : 180
0,80 40,0 ‘272 DEC KESRING FREQUENCY™™ " v632 "0 - 120
0,80 40,0 272 PUPILLARY LIGHT REFLEX ABS 152 8 | 180
080 4060 1/2  INC RESPIRATORY DEPTH l61 15 - 6C
0480 4040 1/2  IRREGULAR RESPIRATORY DEPTH36L .0 15
0.80 40,0 1/2 DEC RESPIRATORY RATE T 262 15 60
0,80 40,0 1/2 IRREGULAR RESPIRATURY RATE 362 0 15
0032 1600 1/2  INC SENSITIVITY TO SOUND 130 8 e 120
032 16,0 172 INC SENSITIVITY TO TOUCH 131 30 * 126
0.32 16,0 172 PUFPILLARY LIGHT REFLEX ABS 152 8 180
0,32 16,0 1/2  MYDRIASIS 154 8 *% 18
0.10 5,0 1/2 INC REARING FREQUENCY 432 8 15
0.10 5,0 1/2 PUPILLARY LIGHT RErLEX ABS 152 8 120
0,10 5.0 1/2  MYDRIASIS 154 8 Wi 128

DILe ' H20




¥ EXTRACT 12003C

STATE--EJOUID-- - mmr s == o onoe mm == S

INTRAVENQOUS TOXICITY YO MICE

DOSE DILUT REACTe REACTION SIGN MINe DEG= MIM. 3G
MG/KG  ML/KG FRACT. APPR  REE REICVER
0.80 40,0 172 DEC LOCOMOTOR ACTIVITY 124 8 * 5L
0.80 40,0 272 INC SENSITIVITY TO SOUND 130 15~ * 130
080 4040 2/2  INC SENSITIVITY TC TOUCH 131 15 * 8%
0.80 40,0 2/2 SOCIAL INTERACTICN ALTERED 132 O 296
© 0.80 ° %030 ~Z72 ~DEC REARING™FREQUENCY-™ == 632 O -~ = 200
0,80 40,0 1/72 EYELID PTOSIS-NONPARALYTIC 149 8 * 200
0e80 40,0 1/2  MYDRIASIS 154 15 #% G 300
0,80 40,0 272  INC RESPIRATORY DEPTH 161 8 380
0.80 40,0 172 IRREGULAR RESPIRATORY DEPTH361 60 200
0.32 1640 272 INC SENSITIVITY TO SOUND 130 15 *** G 32C
0.10 5,0 2/2 INC SENSITIVITY 7O SOUND 130 15 * 3G6C

DiLe H20




STATE LIQUID

DILUT REACTe
ML/KG FRALTe

4040
40,0

40,0

4 e

40,0

18,0
16,00
16,0
lbﬁ,g
16,0

€00

%0

272
2/2

2/2

172
272

272
2/2
2,2
2/2
272
2/2

272

INTRAVENOUS TOXICITY TO MICE
REACTION SIGN

DEC LOCOMOTOR ACTIVITY - 124
SOZIAL INTERACTION ALTERED 132
DEC. REARING FREQUENCY 632

INC RESPIRATORY DEPTH —~=r=:16L~

IRREGULAR RESPIRATORY RATE 362

DEC LOCOMOTOR ACTIVITY 124
INC SENSITIVITY TO SOUND 130
SOCIAL INTERACTIGCN ALTERED 132

DEC REARING FREQUENCY 632
INC RESPIRATORY DEFTH 161
DEC RESPIRATORY RATE 262
NO EFFECT 73

H20

FAGE A-lD

—_ EXTRACT &430L<0
MIN. DEG= Miie <
APBER REE KELOVER
8 *. S

0 243

0 243

B . BHd
ls 24l

8 * 6%
240 #* G 200
0 2435

0 24Q

15 2‘&&3

15 =~ 2l




STATE LIQUID - mmmmme e mone s crt oo e oo

Dost
MG/KG

0.80
0,80
0580
0.80
0.80
0.80
0080
0.80
0,80
0,80

0.22
0.32

0,10
0.10

DILle

INTRAVENOUS TOXICITY TO MICE
DILUT REACT. REACTION SIGN

ML/KG FRACTe

40,0 172 DEATH ' T4
40,0 172 DEC LOCOMOTQR ACTIVITY 124
40,0 1/72 LOW POSTURE 241

"4050 “T/7  EYELIDSPTOSTS¥NONPARATYTIC 1wy~ 60= %
40,0 172 PUPILLARY LIGHT REFLEX ABS 152

40,0 172 MYDRIASIS " 154
40,0 172 INC RESPIRATORY DEPTH 161
4000 172 IRREGULAR RESPIRATORY DEPTH361
40,0 1/72 DEC RESPIRATORY RATE 262

40,0 1/2  IRREGULAR RESPIRATORY RATE 362

16,0 2/2 PUPILLARY LIGH7 REFLEX ABS 152
16,0 272 MYDRIASIS 154

5.0 1/72 PUPILLARY LIGHT REFLEX ABS 152
5.0 1/2 MYDRIASIS 154

H20

MINe
APPR

300
30
0

8
8

EXTRACT 1200C0

DeG-
REE

*

* %

* %

MIN, 7O
RECOVER

180
30
Ee—— ;7»-" 8 0 R
63
80
&0
5
690

T 5

- -

60
€0
S0
690




NN LI A

STATE L IQUI B et e s e e e e

INTRAVENQUS TOXICITY TO MICE =~

Dosz DiLuT REACT. REACTION SIGN MINe DEG= MiN, TC

M3'KG  ML/KG FRACT. APPR REE RETOQVER
0,80 60,0 2/2 DEC LOCOMOTCOR ACTIVITY 124 0 *xX 2=L
0,80 40,0 272 DEC SENSITIVITY 7O SOUND 230 8- * tav
0.30 40,0 272 SOCIAL INTERACTION ALTERED 132 0 240
0+80 4000 2/2 DEC REARING FREQUENCY 632 0 24¢
Ue80 40,0 242 SUB~CONVURS BVE- MOVEMENTS..-<4B86> B . 7 - 40
.80 40,0 2/2 DEC PREENING 240 8 240
Je80 4Ce0 272 TREMCRS=REST AND MOVEMENT 144 15 * 60
0680 400 242 EYELID PTOSIS=NONPARALYTIC 149 8 *xe 240
0,80 40,0 172 -~ LACRIMATION 50 30 * 60
0,80 40,0 1/72 PUPILLARY LIGHT REFLEX ABS 152 30 128
0+80 4040 172 MYDRIASIS 154 30 xR 120
0:80 4060 2/2 DYSPNEA 60 8 . ¥ &5
0,80 40,0 2/2 INC RESPIRATORY DEPTH 161 0 3
0,80 40,0 272 DEC RESPIRATORY DEPITH 261 8 125
0c80 4060 272 DEC RESPIRATORY RATE 262 0 g
0080 4040 2/2 INC RESPIRATORY RATE 162 8 #* 122
0,80 40,0 1/2 MOT DEF VERTICAL ROD 371 30 * 12¢C
Ce30 40,0 172 MOT DEF INCLINED STRIP 671 30 * 1290
0032 1600 2/2 DEC LOCOMOTOR ACTIVITY 124 8 %% 12¢C
0,32 16,0 272 DEC SENSITIVITY To SCUND 230 8 LA 120




DOsE
MG/KG

0,32
0,32
0,32
0e32
0.32
0,32
0932
C.32
0.32
0,32

Q.10
0e10
0,10
Q.10
0el0
010
Q.10
0o0i0
0010

DILe

DILUT REACTe
ML/KG FRACTe

16,0
1640
16,0
1640
16.0
16,0
16,0
1640
16,0
16,0

560
540
5.0
S5e0
500
500
540
5.0
Se0

2/2
2/2
2/2
272

272

2/72
2/2
2/2
2/2
172

272
172
2/2
2/2
2/2
272
172
172
172

INTRAVENOUS TOXICITY TO MICE
REACTION SIGN

SCCIAL }NTERACTION ALTERED 132
DEC REARING FREQUENCY 632
DEC PREENING 240
TREMCRS=REST AND MOVEMENT 144
EYELID PTOSIS=NONPARALYTIC 149
PUPILLARY LIGHT REFLEX ABS 152

MYDRIAS1S 154
INC RESPIRATORY DEPTH l6l
DEC RESPIRATORY RATE 262
MOT DEF INCLINED STRIP 671
DEC LOCOMOTOR ACTIVITY 124

INC SENSITIVITY TO SOUND 130
INC REACTIVITY TQ SQUND 330
SOCIAL INTERACTION ALTERED 132

DEC REARING FREGUENCY 632
DEC PREENING 240
TREMORS=REST AND MOVEMENT 144
INC RESPIRATORY DEPTH 16l
DEC RESPIRATORY RATE 262

H20

MINe
APPR

0
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EXTRACT
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REE
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8
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- EXTRACT '14ilC

S5aAMPLE
STATE LIGUID
™~ INTRAVENOUS TOXICITY TO MICE

CCSE DituT REACT. REACTION SIGN MINe DEG= MINe 7
MG/KG  ML/KG FRATT. APPR  REE REUCVE:
3,80 40,0 2/2  DEC LUCOMOTOR ACTIVITY 124 8 % G 30
5.80 40,0 272 DEC PREENING 240 8 G 30
3.80 40¢0 .1s2 EYELID PTOSIS=NONPARALYTIC 149 30 *x% G 30
3,80 40,0 272  PUPILLARY LIGHT REFLEX-ABS 152 - 8- - LT
0,80 40,0 272  MYDRIASIS 154 8 i 1z

9.80 40,0 2/2 DEC RESPIRATORY DEPTH 261 0 :
0.80 400 2/2  INC RESPIRATQRY DEPIH 16l 8 G 20
0.80 40,0 22  IRREGULAR RESPIRATORY DEPTH361 0 & 33

0.80 4Co0 -2s/2 INC RESPIRATORY RATE 162 0 *

G.80 40,0 2/2  DEC RESPIRATORY RATE 2r2 3 & 3L
0.80 4040 2/2 IRREGULAR RESPIRATURY RATE & o L33
G.80 40,0 1s2 MOT DEF HORIZONTAL STRIP 471 8 -~ % 3
0,80 40,0 1/2 MQOT DEF VERTICAL RUD 271 8" * 3
3030 40.0 272 MOT DEF INCLINED STRIP %71 8 * E
0.32 18,0 1/2 DEC LOCOMOTOR ACTIVITY L2 30 * 12
0,32 16,0 272  INC SENSITIVITY 70 SOQUND 130 .15  #xx L8
0e32  16.0 272  INC SENSITivily 70 TOuCH 131 15 * 19
0032 1600 2,2  STRAUB TAIL 233 8 4
0,32 - 16,0 1s2  INC PREENING 140 8 3
0 L

0.32 16,0 - 272 1RREGULAR RESPIRATORY DEPTH36L




PAGE A-8

EXTRACT I
SAMPLE =.
N INTRAVENOUS TOXICITY TO MICE
DOSE DILUT REACT. REACTION SIGN MINe DEG= M::
MG/KG  ML/KG FRACTe APPR REE RE-
0.22 16,0 272 IRREGULAR RESPIRATORY RATE 362 0
0,10 5,0 1/2 INC SENSITIVITY TO SOUND 130 30 *
0410 5,0 272 STRAUB TAIL 233 15
0010 5,0 1s2 INC PREENING 140 8
0,10 5,0 172 INC SCRATCHING 440 30
0,10 5,0 1/2 IRREGULAR RESPIRATORY DEPTH361 0
0,10 5,0 1/2 IRREGULAR RESPIRATORY RATE 362 0
DIte H20 7 cezis
- SAMPLE
0080 40,0 2,72 DEC LOCOMUIOR ACTIVITY 124 30 %% 180
0.80 40,0 2/2 IRREGULAR RESPIRATORY DEPTH361 0 60
0.80 40,0 2/2 [RREGULAR RESPIRATORY RATE 362 0 60
0032 1660 172 INC SENSITIVITY TO SOUND 130 15 * 6G
032 1600 1,2 INC SENSITIVITY 7O TOUCH 131 15 # 60
0,32 1660 1/2 IRREGULAR RESPIRATORY DEPTH361 8 60
0,32 16,0 172 ]RREGULAR RESFIRATCRY RATE 362 8 60
0010 560 1/2 STRAUS TAIL 233 15 30
.) 0,30 5,0 172 NO EFFECT 73
Oite H20 e ‘

SAMFLE #1 _ARGE FARTICLES - SUPERNATE USED

SAMFLE #2 FINE PARTICLES - GOOD SJUSPENSION




STATE LIQUID

i
'3080 40.0
De32 16,0
De¢10 560
\1010 500
D010 5,0
0,10 5.0
Jeil 500
Jel 500

DILUT REACT.
ML/KG FRACT.

2/2
2/2

2/2
172
272
2/2
272
2/2

INTRAVENOUS TCXITITY TO MICE

REACTION SIGN

DEATH 74
DEATH 74
DEC LOCOMOTOR ACTIVITY 124
DEC SENSITIVITY TO SOUNO 230
SOCIAL INTERACTION ALTERED 132
DEC REARING FREQUENCY 632
DEC PREENING 240

EYELID PTOSIS=NONPARALYTIC 149

H20

MINo
APPR

0
0

15
30

30
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STATE LIQUID

IN|RFVtNOU5 TOXKITITY TO MICE

plsE DILUT REACT. REACTION 3IaN MINe DEG= #MIN. 77
MIKG  NLKG FRACTS . APPR  REE  WEIQVES
p.g0 0,0 /2 RUBBiNG NQSE 3u0 5 ™ ‘-
5033 40,0 2/2 £ COLOMOTOR ACTIVIT 124 0 L2 2 ) R
0,30 40,0 2/2 SO’IAL INTERALTION AbTEKED 132 0 G zaT
GoB8O 4000 272 DEL REZARING FREQUENIY 632 o G 255
2.30 4040 Zy2 DE > PREENING ==& F o - "240 0. . & R
0030 43,0 2/2 EY:"D PIOS! 5=NONPHQA’YT1~ 149 i5 * i
Go-80 40,0 172 PUPJLLARY LIGHT REFLEX ABS 152 8 S0
0:-89 %069 172 MYDRIASIS 154 8 * s
030 40,0 2/2 DYSPNEA . 60 8 #* S
0,80 40.0 2/2 IRREGULAR RESPIRATORY DEPTH36L 8 G  2s&d
0,80 40,0 272 DEC RESPIRATORY DEMTH €61 0 2
0.80 40,0 2/2 IRREGULAR RESPIRATURY DEPTI =361 4 G P
080 4000 272 INC RESPIRATORY RATE 162 o - * S
00,80 40,0 272 DEC RESPIRATORY RATE 262 & Il
0,80 40,0 272 [RREGULAR RESPIRATORY RATE 3262 8 G 247
Ja80 40,0 272 MQOT DEF HORIZONMTAL STRIP 471 i3 L A
080 4040 272 MCT DEF RJTA=ROD ' 77} 15 * 18
C.80 40,0 272 mMo7 DEF INCLINZD STRIP 671 15 *k¥* 2:
0.32 1660 272 DEC LCCOMOTOR ACTIVITY 126 15 *xE 3
002 1660 2/2 SOCIAL INTERALTION ALTERED 132 15 el
UoJ’ 1640 2/2 DEC REARING FREQUENCY 632 13 -8




DOosSE
MG/KG

0,32
0.32
Ge32

0e32
0.10

DILe

DILUT REACTe
ML/KG FRACT.

lboo
16,0
1660
1640

5,0

272
272
2/2
272

2/2

INTRAVENOUS TOXICITY TO MILE

REALTICON SIGN

INC RESPIRATORY DEPTH 161
1RREGULAR RESPIRATORY DEPTH261
DEC RESPIRATORY RATE 262
IRREGULAR RESPIRATURY RATE 362
NO EFFECT 73

H20

MINe
APPR

xm o R

PAGE A-8«
EXTRACT 2.

DEG= MIhL
REE REX




-~ EXTRACT 206503 &

STATE LIQUID

INTRAVENOUS TCXIZITY 7O MicCE

CgsE DiLyT REACTe = REATTION SisN MiNo DEG= MINe TG
M3/K5 ML KG FRACT. APPR  REE RELOUER
2080 40,0 2/2  DEATH T4 0
0,32 16,0 2/2 DEC iOCOMOTOR ACTIVITY 124 0 xx* G 300
0.32  16e0 2+2 DEC SENSITIVITY TO SOUND "-230" - "8 * 180
9.32 16,0 2/2 DEC SENSITIVITY TO TOUuCH 231 8 * 180
D032 16,0 1/2  PINNAL REFLEX ABS 431 8 &0
J.32 15,0 272 SOCIAL INTERACTION ALTERED 132 0 2.0
0032 16,0 272 €2 REARING FREQUENCY ~ 672 0 G 230
N0e32 16,0 2/2  ATAXIA . 35 0 k*x 120
0.22 1640 2/2 SUB=CONVULSIVE MOVEMENTS 436 0 1230
9,32 16,0 272 DEC PREENING 240 0 130
032 16s0 272 LOW POSTURE 241 15 ~ 53
Ge32 1600 272  UNUSUAL POSTURE 541 8 g
9,32 16,0 272 PLACING REFLEX ABS 442 o an
0,22 16,0 272 RIGHTING REFLEX DEPR 742 0 L3
0.32 1600 272 LABYRINTHINE REFLEX ABS 042 0 3%
0.32 1640 2,2 POSITIUN SENSE REFLEX ABS =4 0 30
0.32 16,0 2¢2  EYELID PTOSIS=NONPARALYTIC 149 60 ®*% G 220
0032 1640 22  LACRIMATION 50 0 * w5
0032 16e0 172  SALIVATION 57 I 20
15 x 129

0.32 16,0 172 DYSPNEA 60




DOSE
MG/KG

0.32
0,32
032
032
0,32
0,32
0e32
0432
0,32
0.32
De22
0.32
0,32
De32
0e32

0410
0,10
0slC
0010
0,10
0el0
0ael0
0010
0:i0
0.0
0:10

Dite

DILUT REACT.
ML/KG FRACTo

16,0
16,0
160
1640
16,0
16,0
160
16,0
16,0
1660
1600
16,0
16,0
;690
160

5.0
5°O

=¢0

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

272

27/

2/2
272

.,2-,2 .

272
172
2/2
172
272

.242-

142
1/2
272

INTRAVENUUS TOXICITY TO MICE
REACTION SIGN

DEC RESPIRATORY DEPTH
INC RESPIRATORY DEPTH
IRREGULAR RESPIRATORY DEPTH361
INC RESPIRATORY RATE

DEC RESPIRATORY RATE

TRREGULAR RESPIRATORY RATE
HEMORRHAGE=INJECTION SITE

MOT
mMoT
MOT
MOT
MOT
MCT
LOW

DEF
DEF
DEF
DEF
DEF
DEF

HORIZONTAL wiRE
VERTICAL SCREEN
HORIZONTAL STRIP
VERTICAL ROD
ROTA=ROD
INCLINED STRIP

CARRIAGE
OP!STHOTONOS

DEC LOCOMOTOR ACTIVITY
.S0CIAL INTERACTION ALTERED
DEC REARING FREQUENCY
STRAUB TAIL

ATAX

IA

RUBBING NOSE '
TREMORS=MOVEMENT ONLY

EYELID P70SI3=NONPARALYTIC-
PUPILLARY LIGHT
MYDRIASIS

REFLEX ABS

SPASTIC GAIT

H20

261
161

162
262
362
169
171
271
471
371
771
671
175

z8

124
132
632
233

35
340
244
149
152
154
375

PAGE A-856
EXTRACT

MIN.
APPR

0

0
8
0
0
0
0
0
0
0
0
0
0
8
30
8
0
0

6

0
0
0
0

6D
0
0
8

DEG~
REE

*xk*
¥* % %
* %%
%x%
% % %
9% %%
%% %

* %%

*¥E -

-y
- b

[

G




EXTRACT 240087

INTRAVENCUS TOAICITY TU MICE

DOSE  DILUT REACT. REACTION SIGN MINe DEG= MIN. 7O
MG/KG  ML/XG FRACTe  APPR  REE RZIOVER
9,80 40,0 272 DEATH 74 D
9,32 16,0 2/2 DEATH 74 0
5,10 560 -2/2 DEC LOCOMOTOR™ACTIVITY™"""124 IS %% &~ 240
0010 5.0 272 SOCIAL INTERACTION ALTERED 132 O 63
Go10 5,0 272  DEC REARING FREQUENCY 632 0 G z80
9,10 5,0 2/2 DEC PREENING _ 240 9 G 3%
0410 540 272  INC RESPIRATORY DZPIH 161 8 ¢ 240
010 5.0 2/2  IRREGULAR RESPIRATURY DEPTH26L 0 3
0,10 5,0 2/2 DEC RESPIRATORY RAE 262 8 o 24C
0.10 5,0 272 IRREGULAR RESPIR&TURY RATE 382  C = 23

Dike H20

UNFILTERED SUPERNATE OF THE EXTRACT




— CAIRAL . CeUUY.
L[]

STATE LEQUID - --= oo = o = =

INTRAVENOUS TOXICITY 7O MICE

DOSE  DILUT REACTe REACTION SIGN MINe DEG= MINe TO
MG/KG  ML/KG FRACTo APPR  REE RECOVER
0,80 40,0 2/2 DEATH . 7% 0
0,32 16,0 2/2 DEATH % 0
0010 5,0 2/2 DEC LUCOMOTOR ACTIVITY 124 15 * - 60
0010 5,0 2/2 DEC REARING FREQUENCY 632 15 6C
0010 5,0 272 DEC RESPIRATORY DEPTH 261 0 20
0.10 5.0 272 IRREGULAR RESPIRATORY DEr 4361 . 0 15
<20 ' 5.0 2/2 INC RESPIRATORY RATE 162 0 » 39
0.10 5.0 2/z IRREGULAR RESPIRATORY RATE 362 3 1e

DIL. H20 h
FILTERED EXTRACT




- - ; - EXTRACT 3Y000C W

STATE LIQUID

INTRAVENOUS 7TOXICITY TO MICE

DCosE DILUT REACT. REACTION 3IGN MINe DEG= MIN: 5C
MG/KG  ML/KG FRACTe - ' . APPR  REE RETOVER
080 40,0 272 DEC-LOCOMOTOR ACTEIVITY - 124 8 %% G .50

0,80 40,0 272 EYELID PTOSIS=NONPARALYTIC 149 15  *** G 18T

0.80 4000 272 DEC RESPIRATORY DEPTH 261 0 i3

2.80 40,0 272~ INC-RESP{RATORY RATE~~ - ~162  0O.. *_ 15

0080 40,0 172  HEMORRHAGE=INJECTION SITE 169 ) 2

0,32 16,0 272 DEC LOCOMOTOR ACTIVITY 1264 15 #*%x* G 183

0.32 1660 272  EYELID PTOSIS=NONPARALYTIC 149 30  ®*** G 180

0e¢32 1660 1,72  INC RESPIRATORY DEPTH 161 8 30

0,32 16,0 172 DEC RESPIRATORY RAIE 262 8 30

0032 1600 1/2 IRREGULAR RESPIRATORY RATE 362 0 3C

0032 1600 1/2  HEMORRHAGE=INJECTIGON SITE 169 0 - 8

0,10 5,0 272 DEC LUCOMOTOR ACTIVITY 126 30  %%x% 1290

120

0,10 560 272 EYELID PTOSIS=NONPARALYTIC 149 60 *

Dite H2C




DOOOO DO

[ [ ] L] . [ 3 L[] ]

p-ct-lc--r-'r4>-wr-lr-rdb-io-lw'b—'rﬁr-o-do—‘oab-'.c
DI PO ANO

c & 6 © & & € s & & o &+ ¢ o
OO0 O0ODO0OOOO0OOOO

N N a N caKalcaR ol A e R opl

W—————Y PAGE MA-9U

INTRAVENOUS TOXICITY TO MICE

REACT. REACTION SIGN MINe DEG= MINc 74
FRACTe APPR REE RECOVIR
2/2 DEATH 74 0
272 DEC LOCOMOTOR ACTIVITY .- 124 B X G- 200
272 CTIRCLING MOVEMENTS 025 0 £
272 INC REARING FREZGQUENCY 432 0 8
2/2 DEC REARING FREGQUENCY 632 8 G 3¢
272  MIXED CONVULSIONS . 336 0 8
272 DEC PREENING . . 240 0 G 379
272 RUBBING NOSE 340 0 12
272 BLINKING=EXCESSIVE 247 0 e
272 EYELID PTOS15=NONPARALYTIC 149 0 *x% G 3202
272 LACRIMATION ' 50 o) xx% 120
2/72 PUPILLARY LIGHT REFLEX ABS 152 o - 189
2/2 MYDRIASIS 154 0 LA 182
2/2 DYSPNEA 60 0 Ex® £
2/2 INC RESPIRATORY DEPTH 161 0 183
2/2 IRREGULAR RESPIRATORY DEPTH361 0 ©390
2/2 DEC RESPIRATORY RAIE 262 0 18%
2/2 IRREGULAR RESPIRATORY RATE 362 0 1en
172 VASODILATION 265 30 6%
272 MOT DEF HORIZONTAL STRIP 471 0 ®ER Q 3235
2/2 MOT DEF VE TiCAL ROD 371 8 %X G 208




DOSE
MG/KG

0.32
0.32

DIL.

PAGE A-9

INTRAVENOUS TOXICITY TO MICE

DILUT REACT. REACTION SIGN MINe DEG= MIK
ML/KG FRACTe APPR REE REC
16.0 ‘2 MOT VEF ROTA=R0D : 771 8 »*
16.0 /2 MOT DEF INCLINED STRIP 671 8 xR G

H20




STAT& SCL ZD_. —— - - PR o e v rmtam L mmee e mis mimm e meesas .t

INTRAVENOUS TOXICITY TO MICE

COsSE DILUT REACT. REACTION SIGN MINe DEG= MiNo T3

MG/KG - ML/KG FRACTe ' ' APPR REE REIQVER
50040 10,0 2/4 DEATH , 74 0

. 5090,.0 10,0 1/4 DEC LOCOMOTOR ACTIVITY 124 120 % 3anc

5300.0 10,0 174 INC SENSITIVITY TO SOUND 130 120  *** 300
50000 100 i/4 INC SENSITIVITY TO TOUCH 131 60 . x* G 303
50340 1060 174 HEAD TwITCH &3] 180  *%* G 3o
5C0,0 10,0 274  INC REARING FREQUENCY 432 120 G 30C
00,0 i0,0 1/4  SUB=CONVULSIVE MOVEMENTS 436 180 240
500.0 10,0 274 INC PREENING ‘ _ 140 . 8 30
50060 1000 174  TREMORS=MOVEMENT ONLY 244 120 * G 3p0
5090,0 10,0 174 INC RESPIRATORY DEPTH 161 120 G 350
500,0 10,0 174 DEC RESPIRATORY RAIE 262 120 G 308
50060 10,0 174 TOSSING HEAD UP AND BACK 79 180 - 24C
320.0 3260 172 INC LOCOMOTOR ACTIVITY 224 0 * 5
220,0 32,0 1/2  RUBBING NOSE . 240 0 o
320.0 32.0 1’2 NO EFFECT
300.0 10,0 272 NO EFFECT i3

DILe H20 QS C HZO0
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PHYSICAL AND NEUROLOGICAL EXAMINATION OF CATS

20 AP (1-V)
CAT NO., DOSE  WTs TIME UBSERVAT IONS
AND SEX ML/KG KGs  HOURS !
- , :
44 F 140 - 140 HEART RATE 144 BEATS/MINUTE
RESPIRATIONS PER MINUTE 102

BUDY TEMPERATURE C 3743
NICTITATING MEMBRANE RELAXED +++
SCLERA = VASODJLATION
EARS RED
NOSE COOL AND MOIST |
LYING ON SIDEs; WITH HEAD UP
_NEUROLOGICAL TESTS NORMAL

. -

1e8 HEART RATE 120 BEATS/MINUTE )
RESPIRATIONS PER MINUTE 96 '
BODY TEMPERAIURE C 37,4
NICTITATING MEMBRXANE RELAXED +++¢
NOSE 'COOL AND DRY
BEHAVIOR AND APPEARANCE =~ OTHERWISE NORMAL
NEUROLOGICAL TESTS NORMAL
KNEE JERK NOT TESTED

3.0 NICTITATING MEMBRANE RELAXED +
OTHER TESTS NOT DONE AT THIS TIME

25 NICTITATING MEMBRANE NORMAL

SOLUTION = DISTI!! LED WATER




PHYSICAL AND NEUROLOGICAL EXAMINATION OF CATS

ooy - _
CAT NOs DOSE  WTe TIME OBSERVATIONS _ .
AND SEX MG/KG KGe  HOURS | |
1 :
| |
53 F 5¢6 2476 0.0 HEART RATE 168 BEATS/MINUTE

RESPIRATIONS PER MINUTE 72
BODY TEMPERATURE C 3845

CALM |

BEHAVIORs GENERAL APPEARANCEs AND CONDITION = NORMAL
NEUROLOGICAL TESTS NORMAL

PRE=DOSE (SAME DAY)

042 HEART RATE 132 BEATS/MINUTE
RESPIRATIONS PER MINUTE 90
BODY TEMPERATURE C 3804 :
PHYSICALs NEUROLOGICALs & BEHAVIORAL SIGNS NORMAL

0¢6 HEART RATE 162 BEATS/MINUTE
RESPIRATIONS PER MINUTE 78
BODY TEMPERATURE C 3845
GROWL ING WHEN HANDLED
PHYSICALe NEUROLOGICALs & BEHAVIORAL SIGNS OTHERWISE NORMAL

4

lo2 HEART RATE 150 BEATS/MINUTE
+  RESPIRATIONS PER MINUTE 60

BODY TEMPERATURE C 3843
PHYSICALs NEUROLOGICALs & BEHAVIORAL SIGNS NORMAL .

SOLUTION = DISTILLED WATER




CAT NQO,

AND SEX

53 F

DOSE
MG/KG

5:6

i

PHYS1CAL AND NEUROLOGICAL EXAMINATION OF CATS

-_ -

TIME . UBSERVAT IONS

WT,e

KGe HOURS A

' “
2,3 HEART RATE 162 mw>qm\z~Zqu
RESPIRATIONS PER] MINUTE 60
BODY TEMPERATURE C 38,6
vI<m_n>r. zwcxoroo~n>r. & mm:><~cz>r m—mzw zon3>r

HEART RATE 132 cv>qm\z~2qu
RESPIRATIONS PER. MINUTE 78
HODY TEMPERATURE; C 395

GROWL ING WHEN Ifzcrmc
" PHYSICAL+ NEUROLOGICALy & BEHAVIORAL SIGNS OTHERWISE NORMAL

HEART RATE 1:8 mm>qm\3_chm
RESPIRATION. PER; MINUTE 60
HODY TEMPER# iURE C 3946
PHYS]CAL+s NLUROLDGICALy & BEHAVIORAL SIGNS OTHERWISE NURMAL

346

562

25 HEART RATE 162 mw>4m\z—2Cqm :
RESPIRATIONS PER MINUTE 66
BODY TEMPERATURE: C 4000

GROWL ING WHEN HANDLED
! PHYSICAL NEUROLOGICALs & BEHAVIORAL SIGNS GTHERWISE NORHMAL -

SOLUTION = DISTILLED WATER




Il

PHYSICAL AND NEUROLOGICAL EXAMINATION OF CATS
e -v
1t .

CAT NO. DOSE WTe  TIME OBSERVATIONS
AND SEX MG/KG KGe  HOURS ‘ i

_ , i
53 F 546 2940 HEART RATE 168 BEATS/MINUTE
RESPIRATIONS PER MINUTE 72
HODY TEMPERAIURE C 39,9
GROWLING WHEN HANDLED
BEHAVIOR AND ARPEARANCE - OTHERWISE NORMAL
NEUROLUGICAL EXAMINATION NOT DONE

46 HEART RATE 156 BEATS/MINUTE
RESPIRATIONS PER MINUTE 78
BODY TEMPERATURE C 3942
CALM
BEHAVIOR AND APPEARANCE = OTHERWISE NORMAL
NEUROLOGICAL EXAMINATION NOT DONE

SOLUTION « DISTILLED WATER




PHYSICAL AND NEUROLOGICAL EXAMINATIUN OF CATS
e v
CAT NO. DOSE wie TIME UBSERVATIONS
AND SEX MG/KG  KGe HOURS i
i
32 M Ol 3.8 040 HEART RATE 156 BEATS/MINUTE

RESPIRATIONS PER MINUTE 84
BODY qmznmz>dcmm C 37.8
ACTIVE +
BEHAVIOR mmzmm>r APPEARANCE ¢ AND CONDITION = NORMAL
NEUROLOGICAL TESTS NORMAL
PRE-DOSE (SAME! DAY)
{

062 HEART RATE 168 BEATS/MINUTE
RESPIRATIONS PER MINUTE 96
BODY TEMPERATURE C 38.6 : '
PHYSICAL zwcworom—n>r. & BEHAVIORAL SIGNS NORMAL

0eb HEART RATE 168 mw>qm\z_ZCqm
RESPIRATIONS PER MINUTE 102
BODY TEMFERATURE C 38,2

NASAL CONGESTION + |
PHYSICAL ¢ NEUROLOGICALy & BEHAVIORAL' 51GNS OTHERWISE NORMAL

S : 149 HEART RATE 144 BEA1S/MINUTE
) i RESPIRAIIONS PER MINUTE 78
, BODY TEMPERATURE C 3844
BEHAVIORs GENERAL APPEARANCE, AND CONDITION =~ zozz»r
zwcmOrcm~n>r TESTS MORMAL

SOLUTION = DISTILLED WATER




)

CAT NO.
AND SEX

32 M

DOSE
MG/KG

Oe1

WTe
KGe

PHYSICAL AND NEUROLOGICAL EXAMINATION OF CATS

TIME

HOURS

267

440

24462

- v

¥

I
R

UBSERVATIONS

{

i

w
. , |

HEART RATE 150 BEATS/MINUTE

RESPIRATIONS PER. MINUTE 84

BODY TEMPERATURE C 3843
PHYSICAL s zwcmﬁrcoun>r. & BEHAVIORAL mmmzm NORMAL.

HEART RATE 162 mw>du\3~chm

RESPIRATIONS PER MINUTE 102
BODY TEMPERATURE C 3846

NASAL CONGEST1IQN +

PHYSICAL » zwcxorom~n>ro & mnI><~cr>r SIGNS OTHERWISE NORMAL

.
.

HEART RATE 162 mm>dm\z_chm

RESPIRATIONS PER MINUTE 80

BODY TEMPERATURE C 38,0

NASAL CONGESTION + | |
PHYSICALy NEUROLOGICALy & BEHAVIORAL S1GNS OTHERWISE NORMAL

SOLUTION ~ DISTILLED WATER :
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PHYSICAL, NEUROLOGICAL, AND REHAVIORAJ, c=XAMINATIONS

ON SQUIRREL MONKEYS

Compound Number--Z 438B:

(soln. Hzo I1.v,)

-

Monkey Dose  Weight Time
Sex . & Ho. wng/kg g hrs. Effects
F3 18.50 650 0.00 In shuttle box: crouch; gquiet:; ale
Female - Normal reactions to all stimuli cu¢
0.20 Normal reactions to all stimuli cue
0.30 On attempted handling by experimant
. plasti:z immobility; incoordinaticn;
balance poor; grasp good; eyes unak
to firate to visuval cue; pupils
normal; reacts to light by attempts
orientaticn responses.

0.35 No improvement.

0.40 Improvenent; better locomotor cooi
nation; proper visual fixation to ¢

0.45 Often leins head to one side(abnor:
pusture ; alert response to sound cu
balancz still peor; in unucsual
belly-down flat position with head
orientad at 45°L upwards; ylassy
stare fixated on ceiling.

0.50 Same as ~bove; palpebral closuze;
still in spread-out, head-up
position,

0.60 Vexy ~l~, halzing locomotion;

anorexic; palpebral closure;
palpel.col opening to sound cue,
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMIMATIONS

PAGE A’

ON SQUIRREL MCNKEYS

Compound Number- 2438B: (soln. Hzo I1.V.) coutinued

-

Monkey Dose Weight Time
Sex.& No. mg/kg T hrs. Effects
F3 18.50 0.70 Still postures witn head angled
Female upward; palpebral closure;
palpebr:l opening on sound is
only reacticn; balance still
poor.

0.80 Head dcn(slesp-sedation?); no
respense to sound.

0.90 Head ugz, fixates on ceiling;
glassy stare,

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

2.20 Eats apple; fear response to
experimenter; locomotion gocd
(ccecxdinzted).

2.50 Normal reactionz to all
stimuli cues, -

4.00 Normal reactions to all
stimuii cues,

24.00 Home ~aqge: normal reactions

to al. vtimuli nues.




PAGE A-hDD

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL. EXAMIMATIONS

- ON SQUIRREL MCNKEYS

Compound Number—'24383: (soln. H 0 I.V.) csuctinued

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

ollion, <o saaacte

-

Effects

F3 18.50 0.70
Pemale

0.90

1.05

2.20

2.50

4.00

24.00

Still postures with head angled
upward; palpebral closure;
palpebr:l opening on souna is
only reaction; balance still
poor.

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

Head ugz, fixates on ceiling;
lassy stare.

Anorexic; fear responses to
experimenter; locomotion much
inproved; balance better.

Eats aprle; fear response to
experimenter: locomotion good
(ccexrdinated) .

Normal reactions to all
stimuli cues, -

Normal reactions to all
stimuli cues.

Home ~age: normal reactions
to al. ctimuli sues,
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number-’-24383: (soln, H,0 I.V.)

Menkey Dose Weight Time
Sex & No. mg/kg g% hrs, ExT2¢zs
F>5 10 7190 0.00 In shuttle box: alert;
Female ‘ tail grcom.

0.10 Alert; sneeze; groom;
coordinated locomotion;
pupillary response normal.

0,15 Constant sneezing; nose to grill.

0.2C Sneeze; normal coordinatic: otf
locomotion; groom; alert;
crouch, head down.

0.25 Quiet; crouch; alert;
locometicn good.

0.30 Locomction geod; cocrdinatsd,

0.1i0 Aler::; normal response tc zll
stimuli cues.

0.30 Norm2l response to all -
stimuli cues.

5 0.70 Norma) .esponse to all
(15) cunulative timuli cues.
.75 Vezry isht mementary balsncs

3li e
loss duzring locomotion; crcuch.




kg g AN v

o
S

'}

—
.

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAQ‘EXAMINATlONS

ON SQUIRREL MONKEYS

. .
& st R

o
¥

X

S G i ARG

* Compound. Number-:‘BSB: (soln. H,O I.V.) sontinues

-

Monkey 'Dose Weight Time
Sex & No  mg/kg _-g*  _hIs. _ ESfects

P R Yt nid

5 5 0,90 Normal response to all
Female (15) cumulative stimali. cues.

1.00 Normal response to all
stimuli cues.

1.30 Normali response to all
stimuli cues.

(‘ R 24,00 Home cage: ncrmal-response
' : to all stimuli cues. ‘
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PAGE A-:
PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS
ON SQUIRREL MONKEYS
' Compound Nu.mberg24383_: . (soln. H,0 I.V.)
Monkey Dose Weight Time - i
Sex & No. mg/kg . hrs. Effects
G 14.Qo 772 6.00 Negative reinforcement shuttle:
Male o no spcntaneous locomotion; fast

- respons2 to cu2s; first in
shuttle order.

0.10 Sits apart; gquiet; alert:;
pupiliary response normal;
first in shuttles.

0.20 Still sits apart; alerk; .-

. erouch; locomotion good;

shuttles properly.

0.30 Normal response to all
stiruli cues.

recponse to 2ll

G.40 Norma
nji cues,

1
stimul
0.60 Normal respensz to all
stimuli cues.

0.80 Positive reinforcement shuttle:
some grooming; mostly crouch;
aiert.

0.85 Alerr: sits apart; crouch.

¢.9¢C Greuming; contact crouch;
huadiing.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

. Ccmpound Number- 438B: {soln. Hzo I,V.) continued

Monkay Dose Waight Time
Sex & Mo mg/kg a. " hrs. Erffects
G 14.00 1.00 More movement; normal
Male : response to all stimuli cues.

1.20 Normal response to all
stimuli cues.

1.30 Normzl respcnse to all
stimuli cues.

1.40 Normal respoupse.to.ald - - N
stimuli cues.

4,00 Home cage: normal response to
all stimuli cues.

24.00 Home cage: normal rcsponse tc
all stimuli cues.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAY, EXAMINATTONS | ?

ON SOUIRREL MOWVKEYS

Compound Numbezr- 2615: (soln. 0.5%'Mrihylce?Eulcsewl-V.)

Monkey Dose Weight Time

Sex--& Nor mNMg/kg g=. hrs. . . " BEffects
37 37.33 645 0.05 In shuttle box--on removing frca

injection tube: completz prostra
tion: dzep labored breathing;mcu:l
opens rhythmically with breathing
small "peep"™ noise on expizaticn.

Female

0.10 Breatlhiing ceased; artificially:
: . revived.

0.15 . Died.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Comn sund Numbes- 2776 (soln. 100% PEG 300 I.V.)
Monkey Dose Weight Time
Sex & Wn. mg/Kyg ' o hrs. Effects

543 0.00 In shuttle box: normal

F8 11-.80
- reactions to all stimuli cues.

Femals
0.10 Normal reactions to all
stimuli cues; (contact)

(huddle) behavior.

c.30 Crouch; palpebral closure;
norm=' reactions to all
stimuli cues. —_—

0.50 Same as above; normal.

0,90 Same as "above:; normal.

1.00 Normal reactions to all
stimuli cuss.

Normal reactions to all
stinmull cues.

L&
<
(<]

.00 In hcme cage: normal
reactions to all stimuli cues.

Y
'




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS
ON SQUIRREL MONKEYS
A
3 Compound Nambe r—-JJJJJJ2808: (soln., 17108 HCL 1.V.)
Pe 4 .
Monkey Dose Weight Time -
Sex.& No. mg/kg e hrs. Efracts
F6 645 Pre=- In shuttle box: monkey
Female Dose approaches, not flees wlen
expe:. ilnenter neacssSe
4,04 0.00 Normal responses to all
b stimuli cues.
: 0.20 Alert; coordinated locomotlon;
pupliiary respoase normeass
( normal.ragc;ions,tofall
N stimuli cues.
0.40 Same as above; normal.
¢.6C Same as abuve; normal.
8,08 1.20 Norwal zeactions to all
(L2.12) cumulative stimull cues.
1.40 Same &» above; normal.
1.60 Same as above; normal. -
16.16 2,60 Normz1l reactions t©2 all
(23.28) cumulative stimull cues.
2.70 Same as above; normal,
3.00 Nognel reactions to ail

stinulili cues.




PHYSICAL, NEUROLUGICAL, AND BEHAVIORAL BEXAMINATIONS

ON SQU1RREL MONKEYS

(soln. 1/idN HCL I,V.)ccntin:aé—

Effects

PAGE A-

Compound Number-~ 28083
Monkey Dose weight Time
Sex & No. mg/kg g. hrs.
F6 16.16 2.40
Female  (28,28)cumulative
3.60
4.00
24,58

Normal reactions to all
stimuli cues. .

Same as abave; normal.

Home cage: nozrmal reactions
all stimuli cues.

-y =Y.

aormal reactic:s

Hone <aug:
all stiwuli cues.




PAGE A-&
PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS
ON SQUIRREL MONKEYS
» Compcund Number-— J8s50: (soln. HZO I.V.) .
Monkey Dose Welght Time *
Sex & No, mg/kg d. - hrs. Effects
a2 31.25 764 0.00 In shuttle box: immediate
Male ' ; vertical nystagmus; tonic

convulsions; prostration.

0.20 Ataxia; faulty equilibrium;
poor visual orientation-

fixation; pupillary response

R ‘ norcmal.

0.30 Crouct; emesis; head down.

0.40 CImesis; eyes shut; crouch
posture.

0.45 Escape ceaction to experimenter;
no light cue response;
improved general activity.

¢.60 Shuttlzs to light cue; alasrt;
good drientation(proper
fixataon),

0.70 Alert; normal reactlons to
all stimuli cues.

0.75 Hind leg stand; exploration;
proper shuttle and escape
respones; cats apple. .

0.80 Normal reactions to all
stimull cues.

1,00 Huwir cydge: normal behavior.

24,00 Heme cage: normal behavior.

»




PHYSICAL, NEUROLCGICAL, AND BEHAVIORZAL. EXAMINATIONS

ON SQUIRREL MONKEYS

. Compound Number- 2850: (soln. Hzo 1.V.)

Monkey Dose Weight Y“ime -
Sax & No. mg/kg g: hrs. Effects
G 10.0 728 g.uo Negative reinrcrcement shuttle:
Male A all monkeys shuttle after

shock.

0.30 Pupillery response normal;
crouch; alert; normal huddle'
shutties on cue.

.59 Cuiet; all‘huddle(normal)
, . crcucb G stiii first 1n a*l
- bhucbbes(uormal).

BN S A I S WIS s« da B3 e mms s

0.70 Same aS-aboveih normal. -

0.80 Positive reinforcement shuttle;
G firs= all the time; crcuca;
alexc¢ and guiet in between.

i.00 No c¢nange in behavior or
shuttisc orger.

1.20 G still first; alert; cu=s
prugexrly; crouch.

1.50 (Bnd; 0 change.

4,00 Negative reinforcement shuttle;
G fur ¢;, croucn; quiet; alect.

4.20 G first all the time; quiet;
crouch,




PAGE A-L
PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

- Compound Number-’QSSO: (soln. H,0 I.V.) continued

Monkey Dose Weight Time
Sex & No, mg/kg o hrs. Effects
G 10.0 4.40 G first all the time; quiet;
Male ' crouch. Normal.

4,60 (End) No change.

4.75 Positive reinforcement shuttle-
G reazts well to cue; fast;
eats reward.

4.80 G shuttles readily; G .fizst
all the time; crouch;
alert in bestweaen.

5.20 (End) G always first; crouch:
huddle; alert.




.

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

‘Compound Number--&ﬂ: (soln. Hzo I.v.)

Monkey Dose Weight Time
Sex & No, mg/kg q. hrs. Effects
G 15.0 715 0,00 Negative reinforcement shuttle;
Male ' alert; head orientations:;
active: seeks contact.

0,05 G fast; pupillary response
normal; cues properly; alert;
now sits apart from group.

¢.10 G fast and alert. Normal
behavioral-response. between. .
shuttles.

0.15 Same as above; normal.

0.20 Crouch; alert.

.25 G cues properly; alert;
overall activity as .above:
normal.

¢.30 Same as above: normal,

C.6C Positive reinforcement‘shuttle:
self~iuaspection (groomi.

0.65 G first to shuttle; normal.

C.70 Nornad .

T C.80 Norral.
$.90 G f:1:t; alert.
1.20 Normal reactions to all

stimuli cues,




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

* Compound Number-'ZBSI: (soln. 1/10N HCL I.V.)

Monkey Dose Weight Time
Sex & No., mg/kg ~g.. hrs. Effects
F2 8.96 685 0.00 In shuttle box: alert;
Female : coordinated locomotion;
normal reactions to all
stimuli cues.

0,20 Normal reactions to all
stimuli cues.

0,40 Same as abeove; normal.

0.60 Same as above; normal.

17.92 ' 1.20 Normal reactions to all
(26.88) cumulative stlmull cues.

1.56 Increased locomotory a&tivity;
slow spontaneous shuttles;
walk.,

2.00 Increased loccmotion; slow
coordinated movements; propex
reactions to investigator,
lignt, sound, shock.

2.20 Same a5 above; normal,

26,88 2.40 Pupillary response normal;

i53.76)cumulative

2.6C

normal reactions to all
stinuli cues.

Normal; self-jrooming,




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number--JjJ§2851: (soln. 1/10N HCL 1.V.)continuad

Monkey Dose Weight Time
Sex & No. ma/ka . q. . hrs. . Effects

F2 26.88 2.7C Crouch; quiet; alert.

Female ; : .
(53.76)cumu1at1ve:‘33 Normal reactions. to all

stiwull cues.
3.00 Same as above; normal.

32.50 Same as above; normal.

.<G” _ to all stimuli cues.

24.00 Home cage: normal reacticus
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Scmzound Number-4JJJ2867: (soln. H,O.SQY

MOryay Dose Weignt Time
Fwvo v mgsky . hrs. _ Fitects
3. ' 910 Pre- Pulse: 300-400/minute
llaze Dose Respirationss 100/minute
Pupil size'and reflex normal.
2.900 0.00 In shuttle box: normal reactions

to all stimuli cues.

0.20 Shuttled to licht cue.
; _
\ ; 0.30 Shuttling spontaneously five
times/minute; appearance and
behavior normal.

0.40 Shuttled to light cue.

.10 Appearance and behawvior normal;
reduced locmmotory activity.
4.C0 1.90 Normal reactions to all
{6.00)cumulative stimuli cues,.

-~

2.20~- Generally sitting very still;
2.30 shuttled spontaneously three
times in four minutes.

2.40 Behavior 25 at previous interval;
awake ané nlert; shattled to
ligat cu=2; pupil size and reflex
normal. '

G ST T i L A R A
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PAGE A-t

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Crancound Number 2867: (soin. H,O0 8SQ) coatinaad

Horney Dose  Weighit Time
Smy £ Mo mg/kg o hrs. ' gffec:s
B 8.00 3.10 Normal reactions to all
Pale (4,00 cuamulative stimuli cues,
3.29 Pupils seem constricted.
3.28 Shuttled to light cue (response

tc light cue delayed); movement
s.ightly siow and awkward.

o 3.70 Pulse: 300/minute

Respirations: 72/minute

Pupils: constricted ,
Did not shuttle to light cue or
tc high electric shock; sat bent-
over as I in distress,

4,30 Bead hung low, face on floor.

4.50 Mcvements sluggish; shuttled to
light cue and to electric shock,
bt only if doors closed, then
opened aiter cue or shock;
shuttled spontaneously a little.

4.70 Salivation.

21.70 Eypearannt and behavior normal;
&
srizttled spontaneously at normal
rate; pupii size and reflex normal.

s i e




PAGE A-4

(
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PHYSICAL, NEUROLOGICAL, AND BEEAVIORAL EXAMINATIONS %
ON SQUIRREL MONKEYS i
§
2empound Number--zaal: (soln. 0.5% Methylcelluiose 1.v. 2nd I.B.]
MonieY Dose Weight Time .
3ex x N mz/kg g, _h¥s. . DIilacts
S 7.40 . 720 0.00 In shuttle box: reactions perfect;
T-mals I.v. eacs welil.
0.20 Lcoomotion coordinated; alert;
pupillary response normal.
0.40 Same as above; normal.
; C.E32 Saz2 as above; normad.
\.
1.00 Same as above; normal.
7.40 1.50 Excellent locomotion; normal
T.P. reaocions to all stimuli cues.
(14,80 cunulative
1.70 Same as adovsa; nocrmal.
1.99 Szme as zbove; (grooming) normal.
2.0 Szm2 as above; normal. -
2.20 Eats appie.
4,170 Normal rzactions to all
stimuli cues.
24 .00 cne cage: normas reactions t©o

ail stimuli cues.
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PAGE A-L

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Numbex- 5034: (soln. Hy0-I.V.)

Monkey . Dose Weight Time
Sex &.No mg/kg [-r hrs. Effects
F2 0.71, 670 0.00 In shuttle box: normal reactions -
Female - o : all stimuli cues.

0.20 In shuttle box: normal reactions
all stimuli cues. Pupillary
responses normal.

0.40 Normal reactions to all stimuli cue

0.60 Normal reactions to all stimuli cue

1.42 0.70 Alert; self-grooming; good
(2.13) cumulative locomotor c¢oordination.

0.80 Normal;  active.

1.00 Good reactions to light, sound,
shock, experimenter; palpebral
closure.

1.20 Normal responses to all stimuli cue

1.30 Normal responses to all stimuli cuc

2.13 .1.70  Face rub; crouch.

{4.26)cumulative-

1.90

Slow orientation reaction to light
good locomoticn; normal reaction ti
sound, shock; normal fear response
experimenter.




b PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

8 A U e

ON SQUIRREL MONKEYS

T

g Compound Number--5034:_ (soln. H,0-I.V,) continued

e

3 Monkey Dose Weight Time -
pe Sex & No. mg/kg g. . hrs. Effects
£2 2.13 2.00 Normal reactions to all stimuli <

Female

(4.26) cumulative 2.10 Eats apple; normal.

O SRR TR

2.30 Normal reactions to all stimuli c

2.70 Normal reactions to all stimuli ¢

L e

3.10 Normal reactions to all stimuli ¢




' ( PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

, ON SQUIRREL MONKEYS o e
3 ,
i

f ' Compound Number- 5034: (soln. 0.5% Methylcellulose I.V.}

% Monkey Dose Weight Time -

3 Sex & No. mg/kg g: hrs. Effects

% F3 9.30 645 0.00 In shuttle box: normal reactions

‘g Female S all stimuli cues.

§ . 0.10 Pupillary responses hormal; normal
§ : reactions to all stimuli cues,
- |

E ' | , 0.20 Normal reactions to all stimuli cu

0.60 Normal reactions to all stimuli cu

( 18.60 " 1.00 Normal reactions.to all stimuli cu
(27.90) cumulative .

1.20 Eats well; normal reactions to all
stimuli cues,

1.40 Normal reactions to all stimuli cu
1.80 Normal reactions to all stimuli e
3.00 Normal reactions to all stimuli cu
5.06 :Normal reactions to all stimuli cu

24.00 Home cage: normal reactions to ail
stimuli cues.




PAGE A-t »
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PHYSICAL, NEUROCLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONXEYS

LTINS W s L

- Compound Number--.SOBG: (soln. HZO ‘I.V.)

3 Monkey Dose Weight Time

; , Sex & No. mg/kg g. hrs, Effects

g F3 2.71 635 0.00 In shuttle box: normal

3 Female ST , reactions to all stimuli cues.

¥ 0.0 Pupillary response normal;
Q alert; crouch; groom;
3 ' perfect locomotion.

3 . 0.30 Very good reactions to light,
3 , sound, shock, investigator;
x (' ‘ eats apple..

0.50 Same as above; normal.~

5,43 0.70 Normal reactions to all
(8.14) cumulative stimuli cues.

0.80 Good reactions to all stimul:
cues; locomotion coordinated;
alerc,

0.90 Same as above; normal; -~
self-groom. -

1.10 Normal reactions to all
stimuli cues.

1.40 Same as above; normal.
1.60 Same as above; normal.
3,30 Same as above; normal.

5.30 Same as above; normal.

24.00 Home cage: normal reactions
( ' to all stimuli cues.




PAGE A-

PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

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

Monkey @ Dose Weight Time
Sex & No. mg/kg g. hrs. Effects
P4 2.40 670 0.00 In shuttle box: normal reactions
Female I.v. to all stimuli cues.
0.05 Pupillary response normal.
0.35 Normal reactions to all. stimuli
cues; eats food.
0.50 Same as above; alert; locomotion
coordinated.
1.50 Same as above; quick; locomotion
excellent.
1.70 Same as above; normal reactions
to all stimuli cues.
9,50 : 1.80 Normal reactions to all
(11.90) cumulative stimuli cues.
2,00 Normal reactions; eats; -
exploratory behavior.
2.20 Quiet (normal); eats food.
2.40 " Normal reactions to all
stimuli cues.
19.00 2.60 Normal reactions to all

(30.90) cumulative

stimuli cues. .
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number-—-#JJJ§§049: (soln. 0.5% Methylcellulose I.V.)

continued -
Monkey Dose Weight Time
Sex & No.. mg/kg g. ~ hrs. Effects
F4 19.00 2.80 Pupillary response normal;
Female (30.90) cumulative general behavior unchanged.
3.0 Eats apple; normal reactions to
all stimuli cues.
3.40 Normal reacfions to all
stimuli cues. o
4,00 Same as above; normal.
24.00 Home cage: normal reactions to

all stimuli cues.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

PAGE A-t

ON SQUIRREL MONKEYS

Compound Number-@A5058: (soln. H,0 SQ )

Monkey
Sex & No.

Dose Weight Time
mg/kg g. hrs.

B
Male

870 Pre-~
dose

1.00 0.00

0.20~
0.30

0.50

1.10

2.20 1.10
(3.20) cumulative

1.10-
1.30

1.30

: Shuttled .spontaneously -at-mean— - ° _.

Effects

Pulses 222/minute
Respirations: 90/minute

Pupil size and reflex normal
Appearance and behavior normal.

In shuttle box: normal reactions
to all stimuli cues.

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, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQQIRREL.MONKEYS

Compound Number-{$5058: (soln. H,O0 SQ )} continued

Monkey Dose Weight Time _
Sex & No. mg/kg g. hrs. Effects
B 4.50 1.80 Normal reactidns to all
Male (7.70) cumulative stimuli cues.

1.90 Pulse: 264/minute
Respirations: 78/minute
Pupil size and reflex normal.

l1.80- Continual contact huddling;

2.30 ~“mihimal locomotory activity:
awake; alert; appearance and
behavior normal generally.

2.30- Increasing locomotory activity:
2.80

2.80 Shuttling spontaneously eight
times/minute.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

_’- W

" Compound Number--{l§51137 (soln. 0.5% Methylcellulose I.V.)

-

Monkey Dose Weight Time

Sex & No. mg/kg g. hrs. Effects
TUF3 16.0 625 ' 0.00 In shuttle box: normal reactions
Female ' , to all stimuli cues.

0.05 Very active; spontanecus locomotion;

self-grooming; definite increase in
number of shuttles.

: 0.20 Eats; active; normal reactions to
3 S all stimuli cues.
\ o _ 7 .
e : , 0.40 - Same asabove; Mormal. ™ "’
0.60 Same as above; normal.
0.80 Natural shuittles; normal.
32.00 1.00 Immediate increase in overall
(48.00) cumulative activity; eats.

1 1.10 Alert; eats; good coordination of
. motor activity. ~
i - 1.30 Palpebral closures; arouses and

reacts normally to all stimuli cues.

1.50 Normal; locomotion good.
1.70 Same as above; normal.
1.90 Same as above; nérmal.




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS -

ON SQUIRREL MONKEYS

Compound Number- 5113:

Monkey Dose Weight Time

{soln. 0.5% Methylcellulose I.V.)
continued

Sex & No. mg/kg g. hrs.

F3 32.00 2.10
Female  (48.00)cumulative

2.30

4.00

24.00

Effects

Normal reactions to all stimuli
cues. :

Same as above; normal.

Normal reactions to all stimuli
cues.

Home cage: normal reactions to
all stimuli cues. :




PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

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

Cémpound Number- 5113: (soln. 0.5% Methylcellulose I.V.)

G 2.00 805 0.00
Male oc

0.20
0.40

0.60

0.80

1.00

1.20
1.40

1.60

4.00
24.00

- Normal rguick -mevementsy-Sue— . -—

Effects

In shuttle box: negative
reinforcement; G quick; alert;
self-groom; first in shuttle.
Normal behavior during intervals.
Alert; normal reactions to all
stimuli cues.

response excellent.

Quick reaction to stimuli.

(Positive reinforcement shuttlej s
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. e
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

 compound Number-{jjjj#5129: (soln. H,0 I.V.)

Monkey Dose Weight Time
Sex & No. mg/kg g, hrs. Effects
FS 4.40 680 0.00 In shuttle box: good locomotion
Female B response to shock; crouch; contact
huddle; alert; good visual
orientation - fixation.
0.20 Pupillary response normal; normal
reactions to all stimuli cues,
- e - 0.30 Eats apple; sluggish movements:
0.40 Quick reaction to sound; very
frightened (possibly sedated?)
(slow?). -

0.45 Crouch; palpebral closure; alert;
eats apple.

5.80 .‘0.90 Quiet; crouch; alert.
(10.20) cumulative ’

1.00 Normal reactions to all -
stimuli cues.

1.10 Slight anterior-posterior rocking
movement during crouch; however,-
alert; anorexic.

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

-
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e » PAGE ¢
" PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number-g5129: (soln. H,0 I.V.) continued

Monkey Dose Weight Time
Sex & No. mg/kg g. hrs, ‘ Effects
FS 5.80 1.40 Alert to sqQund; crouch;
Female (10.20) cumulative palpebral closure.
7.40 . 1.60 Increased locomotory activities.
(17.60) cumulative
1.70 Good grasp reflex; normal
_ reactions to sound, light.
Lo 1.75 Normal escape reaction to .
e - e ' investigztory—stitl-amorexiey
crouch; head down; palpebral '
closure, o
2.00 Palpebral closure; quick to
react to stimuli, however,
2.10 Very quick; nervous; escape
reaction to investigator.
2.20 Palpebral closures; alert_to sound
2,30 Normal reactions to all

stimuli cues.

2.60 Same as above; normal.
3.00 Same as above; normal.
6.00 Home cage: normal. :
) 24,00 Home cage:. normal reactions to

all stimuli cues, ‘




[ } . PAGE
| PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number--jjjJB5211: (soln. 0.5% Methylcellulose I.V.)

Monkey Dose Weight Time

Sex & No. ' mag/kg g. - hrs. : Effects
F2 2.34 676 0.00 In shuttle box: normal reactions
Female . to all stimuli cues.
0.20 Pupillary response normal; alert;
' active:; normal reactions to all
stimuli cues.
0.30 Same as above; normal.
( : 0.90 Same as above; normal.
- 4.68 - - 1.05 . Eats; normal -reactions—to ail-oi.oo-
{(7.02) cumulative- _stimuli cues.
1.25 Crouch (normal); normal reactions
to all stimuli cues.
1.45 Same as above; normal; eats.
1.55 Same as above; normal.
2.00 Normal reactions to all -
stimuli cues.
5.59 2.20 Normal; eats.
(12.61)cumulative
2.40 Good locomotion; self-groom; eats.
2.60 Same as above; normal.
2.70  Same as above; normal.
3.00 Normal reactions to all

stimull cues.

24,00 Home cage: normal reactions to
all stimuli cues.

-
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. PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS :

ON SQUIRREL MONKEYS

. Compound Number--@99346-29: (soln. H,0 I.V.)

Monkey Dose Weight Time - L

Sex § No. mng/kg g. hrs. Effects
Fé 645 Pre- Temperature--101.8 i I
Female dose Pulse--188/minute o

Resplratlons--GB/m;nute :
Pupil size--1l.5mm o

5.55 - 0.00 In shuttle box: normal
reactions to all
stimuli cues.

( : 0.20 Alert; normal reaction to
o s - : : sound,mlxghtw“axperlmenkazwwnav
reaction to shock. :
Temperature--101. 4°F
. Pulse--228/minute
. , Respxratxons--80/m1nute.-
Pupil size=--1l.5mm

0.30 Normal reactions to light,
sound; no reactiodon to shock;
good locomotion-escape to
experimenter.

0.40 Same as above; no charIge.

0.50 Slight bob to shock- all else
normal.

0.55 Better shock reaction; lifts
hands, : -

0.60 Normal reactions to iight,
sound; alert; twitch to shock.-
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PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

ON SQUIRREL MONKEYS

Compound Number--@99346-29:

(soln, HZO I.V.) continued

Monkey Dose Weight Time -
Sex & _No. mNg/kg T hrs. Effects
F6 5.55 0.61 Jerk-—-escape reaction to shock
Female :
0.80 Escape reaction to shock.
1.50 Escape--jump reaction to shock
1.80 Alert; active; ignores apple-
2.00 Temperature--100.8° F
{ = Pulse--212/minute
= SN = Respirations==78/mint¥e— =
Pupil size--l.5mm
3.00 Normal reactions to all
stimuli cues.
24.00

Normal reactions to all
stimuli cues. :



PHYSICAL, NEUROLOGICAL, AND BEHAVIORAL EXAMINATIONS

" PAGE

ON SQUIRREL MONKEYS

Compound Number-@f-9346-37: (soln. HZO I.V.)
Monkey Dose Weight Time.
Sex & No. mg/kg qgs hrs, Effects
FS 708 Predose Temperature: 10l.6'F.
Pulse: 228/minute

Female

10.45

0.30
0.35
0.40
0.60

4.00

-24.00

'In shuttle box: normal reacticns

Respirations: 88/minute
Pupil size: 1.0mm

to all stimuli cues.

Normal; exploratory behavior;
alert; self-grooming.
Temperature: 10l.4°F.
Pulse: = 228/minute
Respirations: 80/minute
Pupil size: 1l.0mm

Crouch; palpebral closure;
self-groom. '

Eats apple; normal.

T

Same as above; normal. -

Normal reactions to all
stimuli cues.

Normal.

Temperature: 10l1.4°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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