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Group Sex Animal Clinical s
1 f 50101 No Abnormalities
50102 No Abnormalities
50103 No Abnormalities
50104 No Abnormalities
50105 No Abnormalities
50106 No Abnormalities
50107 No Abnormalities
50108 No Abnormalities
50109 No Abnormalities
50110 No Abnormalities

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing

Appendix 1

petected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected

Group 3 - 20 mg/kg

Day 22 to 28; Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

Day numbers relative to Start Date

26 26
Before Time 10
dosing

X X
X X
X X
X X
X X
X X
X X
X X
X X
X X

Group 4 - 80 mg/kg

26

B120720
27 27 27 28 28 28
Time 20 Before Time 10 Time 20 Before Time 10 Time 20
dosing dosing
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X

MM XXX XXX XX



- Sve -
191

Appendix 1 Clinjcal Sign B120720

..........................................................................................................................................................................

29
Day
Group Sex Animal Clinical Sign Site
1 f 50101 No Abnormalities Detected X
50102 No Abnormalities Detected X
50103 No Abnormalities Detected X
50104 No Abnormalities Detected X
50105 No Abnormalities Detected X
50106 No Abnormalities Detected X
50107 No Abnormalities Detected X
50108 No Abnormalities Detected X
50109 No Abnormalities Detected X
50110 No Abnormalities Detected X

..........................................................................................................................................................................

Severity Codes: X = Present; 1 = slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group & - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

1 2 2 3 3 4 [ 5

. Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosing dosing dosing dosing dosing
2 f 50201 No Abnormalities Detected X X X X X X X X X
50202 No Abnormalities Detected X X X X X X X X X

50203 No Abnormalities Detected X X X X X X X X X

50204 No Abnormalities Detected X X X X X X X X X

50205 No Abnormalities Detected X X X X X X X X X

50206 No Abnormalities Detected X X X X X X X X X

50207 No Abnormalities Detected X X X X X X X X X

50208 No Abnormalities Detected X X X X X X X X X

50209 No Abnormalities Detected X X X X X X X X X

50210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - O mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1

Group Sex Animal Clinical Sign Site

Clinical Sign

B120720

Day numbers relative to Start Date

Time 10

5

[
Before
dosing

P L L e A I A L P T T R T e L v u VSR U A

2 f 50201 No Abnormalities Detected
50202 No Abnormalities Detected
50203 No Abnormalities Detected
50204 No Abnormalities Detected
50205 No Abnormalities Detected
50206 No Abnormalities Detected
50207 No Abnormalities Detected
50208 No Abnormalities Detected
50209 No Abnormalities Detected
50210 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight
Group 1 -~ 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 4 - 80 mg/kg

KX XX XXX XXX

O X XX XX XX

6 7 7 8 8 9 9
Time 10 Before Time 10 Before Time 10 Before Time 10
dosing dosing dosing
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
X X X X X X X
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Group Sex Animal Clinical s

2" f 50201 No Abnormalities
50202 No Abnormalities
50203 No Abnormalities
50204 No Abnormalities
50205 No Abnormalities
50206 No Abnormalities
50207 No Abnormalities
50208 No Abnormalities
50209 No Abnormalities
50210 No Abnormalities

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Appendix 1

Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected
Detected

Group 3 - 20 mg/kg

Clinical Sign

Day numbers relative to Start Date

10 10
Before Time 10
dosing

O3 X XK X X X X XX
M XK XX XXX XX

Group 4 - 80 mg/kg

1
Before
dosing

MK X XX X X X XX

1

Time 10

MM MM X XX KX

B120720

1

2

Before

dosi

ng

DX XK XXX X X XX

12 13 13
Time 10 Before Time 10
dosing
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X X

14
Before
dosing

DO DK X X X X KX
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Group Sex Animal Clinical si

2 f 50201 No Abnormalities
50202 No Abnormalities
50203 No Abnormalities
50204 No Abnormalities
50205 No Abnormalities
50206 No Abnormalities
50207 No Abnormalities
50208 No Abnormalities
50209 No Abnormalities
50210 No Abnormalities

Severity Codes: X = Present; 1 = SLight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing

Appendix 1

Detected
Detected
Detected
Detected
Detected
Detected
Detected
betected’
Detected
Detected

Group 3 - 20 mg/kg

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

pay numbers relative to Start Date

Time 10

Group & - 80 mg/kg

14

XXX XX XX XXX

15
Before
dosing

DX X X X XX XX

15
Time 10

MK X X XK XK XK XX

16
Before
dosing

DX X X X M X X XX

B120720

16
Time 10

MK B KX X X X X X

17
Before
dosing

MK XXX M XX XX

17
Time 10

MM X M KX X XX

18
Before
dosing

PR X XX X X XX

18
Time 10

B 2 X X X X X XX
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Appendix 1

Group Sex Animal Clinical Sign Site

2 f 50201 No Abnormalities Detected
50202 No Abnormalities Detected
50203 No Abnormalities Detected
50204 No Abnormalities Detected
50205 No Abnormalities Detected
50206 No Abnormalities Detected
50207 No Abnormalities Detected
50208 No Abnormalities Detected
50209 No Abnormalities Detected
50210 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg
Day 1 to 21: Time 10, About 2 hours after dosing

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg

Clinical Sign B120720

Day numbers relative to Start Date

22

19 19 20 20 21 21 22 22
Before Time 10 Before Time 10 Before Time 10 Before Time 10 Time 20
dosing dosing dosing dosing

X X X X X X X .
X X X X X X X .
X X X X X X X N
X X X X X X X -
X X X X X X X -
X X X X X X X .
X X X X X X X »
X X X X X X X .
X X X X X X X .
X X X X X X X .

Group 4 - 80 mg/kg

DK XX XXX XX
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

23 23 23 24 24 24 25 25 25
Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10 Time 20
Group Sex Animal Clinical Sign Site dosing dosing dosing
2 f 50201 No Abnormalities Detected X X X X X X X X X
50202 No Abnormalities Detected X X X X- X X X X X
50203 No Abnormalities Detected X X X X X X X X X
50204 No Abnormalities Detected X X X X X X X X X
50205 No Abnormalities Detected X X X X X X X X X
50206 No Abnormalities Detected X X X X X X X X X
50207 No Abnormalities Detected X X X X X X X X X
50208 No Abnormalities Detected X X X X X X X X X
50209 No Abnormalities Detected X X X X X X X X X
50210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - D ma/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group & - 80 ma/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign . B120720

Day numbers relative to Start Date

26 26 26 27 27 27 28 28 28
Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10 Time 20
Group Sex Animal Clinical Sign Site dosing : dosing dosing
2 f 50201 No Abnormalities Detected X X X X X X X X X
50202 No Abnormalities Detected X X X X X X X X X
50203 No Abnormalities Detected X X X X X X X X X
50204 No Abnormalities Detected X X X X X X X X X
50205 No Abnormalities Detected - X X X X X X X X X
50206 No Abnormalities Detected X X X X X X X X X
50207 No Abnormalities Detected X X X X X X X X X
50208 No Abnormalities Detected X X X X X X X X X
50209 No Abnormalities Detected X X X "X X X X X X
50210 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = SlLight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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_ Appendix 1

Group Sex Animal

Severity Codes: X = Present; 1 = SlLight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities

Group 4 - 80 mg/kg

petected
Detected
Detected
petected
Detected
petected
Detected
petected
petected
petected

8120720

KX XXX XXX XX
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Group Sex Animal

Appendix 1 Clinical Sign ' : B120720

Day numbers relative to Start Date

1 1 2 2 3 3 4 5

Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Clinical Sign Site dosing dosing dosing dosing dosing

No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X
No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight

Group 1 - 0 mg/kg

Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg Group 4 - 80 mg/kg
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Appendix 1

Group Sex Animal Clinical Sign Site

3 f 50301 No Abnormalities Detected
50302 No Abnormalities.Detected
50303 No Abnormalities Detected
50304 No Abnormalities Detected
50305 No Abnormalities Detected
50306 No Abnormalities Detected
50307 No Abnormalities Detected
50308 No Abnormalities Detected
50309 No Abnormalities Detected
50310 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight

Group 1 - 0 mg/kg Group

2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg

Clinical Sign

Day numbers relative to Start

5 6
Time 10 Before
dosing

X X

X X

X X

X X

X X

X X

X X

X X

X X

X X

Group 4 - 80 mg/kg

B120720

Date

6 7 7 8 8 9 9
Time 10 Before Time 10 Before Time 10 Before Time 10
dosing dosing dosing

><><><‘><><><><><><><
><><><><><><><>.<><><
2K X X X X X X X X
MR XXX X X X XX
MR X DX XXX XX
K XXX X X X XX
KX XXX X XXX



Appendix 1 Clinical Sign 8120720

Day numbers relative to Start Date

10 10 11 11 12 12 13 13 14

Before Time 10 Before Time 10 Before Time 10 Before Time 10 Before

Group Sex Animal Clinical Sign Site dosing . dosing dosing dosing dosing
3 f 50301 No Abnormalities Detected X X X X X X X X X
50302 No Abnormalities Detected X X X X X X X X X

50303 No Abnormalities Detected X X X X X X X X X

50304 No Abnormalities Detected X X X X X X X X X

50305 No Abnormalities Detected X X X X X X X X X

50306 No Abnormalities Detected X X X X X X X X X

50307 No Abnormalities Detected X X X X X X X X X

50308 No Abnormalities Detected X X X X X X X X X

50309 No Abnormalities Detected X X X X X X X X X

50310 No Abnormalities Detected X X X X X X X X X

- 96¢ -

Ll

Severity Codes: X = P

Group 1 - 0 mg/kg

resent; 1 = Slight

Group 2 - 5 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg

Group 4 - 80 mg/kg
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

14 15 15 16 16 17 17 18 18
Time 10 Before Time 10 Before Time 10 Before Time 10 Before Time 10
Group Sex Animal Clinical Sign Site dosing dosing dosing dosing ’
3 f 50301 No Abnormalities Detected X X X X X X X X X
50302 No Abnormalities Detected X X X X X X X X X
50303 No Abnormalities Detected X X X X X X X X X
50304 No Abnormalities Detected X X X X X X X X X
50305 No Abnormalities Detected X X X X X X X X X
50306 No Abnormalities Detected X X X X X X X X X
50307 No Abnormalities Detected X X X X X X X X X
50308 No Abnormalities Detected X X X X X X X X X
50309 No Abnormalities Detected X X X X X X X X X
50310 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group & - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign B120720

..........................................................................................................................................................................

Day numbers relative to Start Date

19 19 20 20 21 21 22 22 22
Before Time 10 Before Time 10 Before Time 10 Before Time 10 Time 20
Group Sex Animal Clinical Sign Site dosing dosing dosing dosing
3 f 50301 No Abnormalities Detected X X X X X X X X
50302 No Abnormalities Detected X X X X X X X X
50303 No Abnormalities Detected X X X X X X X X
50304 No Abnormalities Detected X X X X X X X X
50305 No Abnormalities Detected - X X X X X X X X
50306 No Abnormalities Detected X X X X X X X X
50307 No Abnormalities Detected X X X X X X X X
50308 No Abnormalities Detected X X X X X X X X
50309 No Abnormalities Detected X X X X X X X X
50310 No Abnormalities Detected X X X X X X X X

..........................................................................................................................................................................

Severity Codes: X = Present; 1 = Slight

Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/’kg Group 4 - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing
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Appendix 1 Clinical Sign B120720

Day numbers relative to Start Date

23 23 23 24 24 24 25 25 25
Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10 Time 20
Group Sex Animal Clinical Sign Site dosing dosing dosing
3 f 50301 No Abnormalities Detected X X X X X X X X X
50302 No Abnormalities Detected X X X X X X X X X
50303 No Abnormalities Detected X X X X X X X X X
50304 No Abnormalities Detected X X X X X X X X X
50305 No Abnormalities Detected X X X X X X X X X
50306 No Abnormalities Detected X X X X X X X X X
50307 No Abnormalities Detected X X X X X X X X X
50308 No Abnormalities Detected X X X X X X X X X
50309 No Abnormalities Detected X X X X X X X. X X
50310 No Abnormalities Detected X X X X X X X X X

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg Group 4 - 80 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing



- 09¢ -

9Lt

Appendix 1

....................................... R e

Group Sex Animal Clinical Sign Site

3 f 50301 No Abnormalities Detected
50302 No Abnormalities Detected
50303 No Abnormalities Detected
50304 No Abnormalities Detected
50305 No Abnormalities Detected
50306 No Abnormalities Detected
50307 No Abnormalities Detected
50308 No Abnormalities Detected
50309 No Abnormalities Detected
50310 No Abnormalities Detected

Severity Codes: X = Present;

Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28; Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign B120720
bDay numbers relative to Start Date

26 26 26 27 27 .27 28 28 28

Before Time 10 Time 20 Before Time 10 Time 20 Before Time 10 Time 20

dosing dosing dosing
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X - X X X X X
X X X X X X X X X
X X X X X X X X X
X X X X X X X X X

Group 4 - 80 mg/kg
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Appendix 1

Group Sex Animal

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg Group 3 - 20 mg/kg

Day 1 to 21: Time 10, About 2 hours after dosing
Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinjcal Sign

No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities

No Abnormalities

No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities
No Abnormalities

Detected
Petected
Detected
Detected
Detected
Detected
Detected
Detected
betected
petected

Group 4 - 80 mg/kg

B120720

KX DX XXX XX
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Appendix 1

Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected
Salivation

50402 No Abnormalities

50403 No Abnormalities
Salivation

50404 No Abnormalities

50405 No Abnormalities

50406 No Abnormalities

50407 No Abnormalities

50408 No Abnormalities
Salivation

50409 No Abnormalities
Salivation

50410 No Abnormalities

Severity Codes: X = Present; 1 = SlLight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg
Day 1 to 21: Time 10, About 2 hours after dosing

Detected
Detected

Detected
Detected
Detected
Detected
Detected
Detected

Detected

Group 3 - 20 mg/kg

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Clinical Sign

DPay numbers relative to Start Date

1 1 2 2
Before Time 10 Before Time 10
dosing dosing

X X X X

X X X X

X X X X

X X X X

X X X X

X X X X

X X X X

X X X X

X X X X

X X

Group 4 - 80 mg/kg

8120720
3 3 4 4 5

Before Time 10 Before Time 10 Before

dosing dosing dosing
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X
X X X X X

X
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Appendix 1
Group Sex Animal Clinical Sign Site
4 f 50401 No Abnormalities Detected
salivation
50402 No Abnormalities Detected
50403 No Abnormalities Detected
salivation
50404  No Abnormalities Detected
50405 No Abnormalities Detected
50406 No Abnormalities Detected
50407 No Abnormalities Detected
50408 No Abnormalities Detected
Salivation
50409 No Abnormalities Detected
Salivation
50410 No Abnormalities Detected

Severity Codes: X = Present; 1 = Slight
Group 1 - 0 mg/kg Group 2 - 5 mg/kg
Day 1 to 21: Time 10, About 2 hours after dosing

Day 22 to 28: Time 10 Just after dosing; Time 20, About 2 hours after dosing

Group 3 - 20 mg/kg

Clinical Sign B120720

Day numbers relative to Start Date

5 6 6 7 7 8
Time 10 Before Time 10 Before Time 10 Before
dosing dosing dosing

X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X X X
X X X X

Group 4 - BO mg/kg

8 9 9
Time 10 Before Time 10
dosing
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X X
X X



