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Appendix 6

Organ Weight B120719
Sex: Female Day(s) Relative to Start Date
500 mg'kg Organ Weights (Monkey)
Submand. GL| Submand. [Submand. GL| Submand. | Submand. | Submand. Lungs Lungs Heart Heart Liver Liver Spleen
L Gls (R) Gls Gls Gls Ratio Ratio Ratio
)] {L)Ratio (@ {R)Ratio Ratio (9 (%) © (%) @ (%) (@)
{"-3%) (*-3%) ) ("-3%)
MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR
50401 - - - - - - - - - - -
50402 - - - - - - - - -

[MOR : Death or Moribundity.]

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 6

Organ Weight B120719
Sex: Female Day(s) Relative to Start Date
500 mgkg Organ Weights (Monkey)
Spleen Pancreas | Pancreas Kidney Kidney Kidney Kidney Kidneys Kidneys Adrenal Adrenal Adrenal Adrenal
Ratio Ratio (L (L)Ratio R (R)Ratio Ratio L (L)Ratio R) (R)Ratio
(%) {© (%) )] (%) (@ (%) {9 (%) (mg) (*-3%) {mg) (*-3%)
MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR
50401 - - - - - - - - - - - - -
50402 - - - - - - - - . - - .
[MOR : Death or Moribundity.]

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 6 Organ Weight B120719
Sex: Female Day(s) Relative to Start Date
500 mgkg Organ Weights (Monkey)
Adrenals | Adrenals Ovary Ovary Ovary Ovary Ovaries Ovaries Uterus Uterus
Ratio L (L)Ratio R) (R)Ratio Ratio Ratio
(mg) (-3%) (mg) (*-3%) (mg) (*-3%) (mg) (*-3%) @ (*-3%)
MOR MOR MOR MOR MOR MOR MOR MOR MOR MOR
50401 - - - - - - - - - -
50402 - - - - - - -

[MOR : Death or Moribundity.}

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]




Appendix 7 Necropsy Findings B120719

Animal: 10101 Sex: Male
Material: ~ P092 Dose: 0 mglkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent

Animal: 10102 Sex: Male
Material: ~ P092 Dose:  0mglkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Lungs (And Bronchus) : Brownish Change

Animal; 10103 Sex: Male
Material: ~ P092 Dose: O mgkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent

Animal; 50101 Sex: Female
Material:  P092 Dose:  Omglkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15.(3)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Lungs (And Bronchus) : Cyst

Animal: 50102 Sex: Female
Material: ~ P0S2 Dose: O mglkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent

Animal: 50103 Sex: Female
Material:  P092 Dose: O mgkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 7 Necropsy Findings B120719

Gross Pathology Observations [Correlation]:

Necropsy Findings : Absent

Animal; 10201 Sex: Male
Material: ~ P092 Dose: 50 mglkg
Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent
Animal; 10202 Sex: Male
Material: ~ P092 Dose: 50 mgrkg
Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent
Animal: 10203 Sex: Male
Material:  P092 Dose: 50 mgikg
Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent
Animal; 50201 Sex: Female
Material: ~ P092 ‘ Dose: 50 mg/kg
Removal Reason:  Moribund Sacrifice
Study Day (Week) of Death: 10 (2)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Present
Thymus: Small
Adrenal : Enlargement; bilateral
Whole Body : Dehydration
Animal: 50202 Sex: Female
Material: ~ P092 Dose: 50 mg/kg

Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Thymus : Small

[Dose tevel was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 7 Necropsy Findings B120719

Gross Pathology Observations [Correlation] (Continued):

Adrenal : Enlargement; bilateral

Animal: 50203 Sex; Female
Material:  P092 Dose: 50 malkg

Removal Reason:  Scheduled Sacrifice

Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Thymus : Small
Adrenal : Enlargement; bilateral

Animal; 10301 Sex: Male
Material:  P092 Dose: 150 mglkg

Removal Reason:  Death

Study Day (Week) of Death: 14 (2)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Thymus ; Small
Adrenal : Enlargement; bilateral

Animal; 10302 Sex: Male
Material:  P092 Dose: 150 mg/kg

Removal Reason:  Death

Study Day (Week) of Death: 14 (2)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Thymus ; Small
Adrenal : Enlargement; bilateral

Animal; 10303 © Sex: Male
Material: ~ P092 Dose: 150 mg/kg

Removal Reason: ~ Moribund Sacrifice

Study Day (Week) of Death: 14 (2)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present

Stomach : Reddish Patch; mucosa, many
Adrenal : Enlargement; bilateral

Whole Body : Dehydration

Animal: 50301 Sex: Female
Material: ~ P092 Dose: 150 mglkg

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 7

Necropsy Findings B120719

Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present
Adrenal : Enlargement; bilateral

Animal: 50302 Sex; Female
Material:  P092 Dose: 150 mg/kg
Removal Reason:  Scheduled Sacrifice
Study Day (Week) of Death: 15 (3)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent
Animal: 50303 Sex: Female
Material: ~ P092 Dose: 150 mg/kg
Removal Reason:  Death
Study Day (Week) of Death: 12 (2)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Present
Thymus : Small
Adrenal : Enlargement; bilateral
Animal: 10401 Sex: Male
Material: ~ P092 Dose: 500 mglkg
Removal Reason:  Intermittent Scheduled Sacrifice
Study Day (Week) of Death: 11 (2)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Present
Adrenal : Enlargement; bilateral
Animal; 10402 Sex: Male
Material: ~ P092 Dose: 500 mglkg
Removal Reason:  Intermittent Scheduled Sacrifice
Study Day (Week) of Death: 11 (2)
Gross Pathology Observations [Correlation]:
Necropsy Findings : Present
Adrenal : Enlargement; bilateral
Animal: 10403 Sex: Male

Material: P092

Dose: 500 mgikg
Removal Reason:  Death

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 7

Necropsy Findings B120719

Study Day (Week) of Death: 7 (1)

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present

Stomach : Reddish Paich; mucosa, many
Thymus : Small

Adrenal ; Enlargement; bilateral

Animal; 50401
Material:  P092

Dose: 500 mg/kg
Removal Reason:  Death
Study Day (Week) of Death: 8 (2)

Sex: Female

Gross Pathology Animal Details:

Animal Comment: Death at the prosectorium

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present

Colon : Dark Reddish Patch; mucosa, many
Rectum : Dark Reddish Patch; mucosa, many
Adrenal ; Enlargement; bilateral

Whole Body : Dehydration

Animal: 50402
Material: P092

Dose: 500 mglkg
Removal Reason:  Death
Study Day (Week) of Death: 5 (1)

Sex: Female

Gross Pathology Observations [Correlation]:

Necropsy Findings : Present

Stomach : Reddish Patch; mucosa, many
Colon : Dark Reddish Patch; mucosa, many
Rectum : Dark Reddish Patch; mucosa, many
Whole Body : Dehydration

Animal: 50403
Material: P092

Dose: 500 mglkg
Removal Reason:  Intermittent Scheduled Sacrifice
Study Day (Week) of Death: 11 (2)

Sex: Female

Gross Pathology Observations [Correlation]:
Necropsy Findings : Absent

[Dose level was changed from 500 mg/kg to 250 mg/kg on Day 5. ]
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Appendix 8 Clinical Sign (Single Oral Dose) B120719

Day numbers relative to Start Date
-6 -5 A -3 -2 -1 1 1 1
a.m. a.m. a.m. a.m. a.m. a.m. Before Time 20 Time 30
Group Sex Animal Clinical Sign Site dosing
5 f 60101 No Abnormalities Detected X X X X X . X X .
Vamitus (Dosing solution) . . - . . . . . X
Loose stool . . . . . X .
Diarrhea n " M . - . . . .
60102 No Abnormalities Detected X X X X X X X X
Diarrhea . . . . - . .
60103 No Abnormalities Detected X X X X X X X X .
Vomitus (DPosing solution) . . . . - . . . X
)
[
)
o
1

Severity Codes: X = Present

Group 5 - 500 mg/kg )
Time 20, 1h after dosing;  Time 30, 4h after dosing;  Time 40, 24h after dosing;



Appendix 8 - Clinical Sign (Single Oral Dose) 8120719

Day numbers relative to Start Date
2
Time 40

Group Sex Animal Clinical Sign Site
5 f 60101 No Abnormalities Detected N
Vomitus (Dosing solution) .
Loose stool N
Diarrhea X
60102 No Abnormalities Detected N
Diarrhea X
60103 No Abnormalities Detected X

Vomitus (bosing solution)

- 0pS

Severity Codes: X = Present

Group 5 - 500 mg/kg
Time 20, 1h after dosing;  Time 30, 4h after dosing;  Time 40, 24h after dosing;



Sex: Female Bodyweight (kg)

500 mglkg Day(s) Relative
to Start Date
-6 -1 1
60101 27 26 26
60102 29 28 28
60103 29 3.0 29

- 1pS

Appendix 9

Body Weight (Single Oral Dose)

B120719



Appendix 10

Calibration standards on each analytical day

Bi20719

Calibration curve

Back ground (% of LLOQ)

QC sample

Date Concentration (ng/mL)

Peak area

Concentration (ng/ml)

Nominal Measured FRE Sample P92 IS Nominal No. Measured #RE
5 458 -8.4 Blank 0 0 10 1 3.66 -134
10 9.12 -8.8 ( 0.0 Y{ 00 ) 2 8§.09 -19.1
20 213 6.5 Zero 0 270953 50 1 49.9 -0.2
2013/2/13 50 48.5 -3.0 ( 00 ) - 2 56.2 12.4
100 - - & LLOQ 2694 192404 800 1 869 8.6
200 225 12.5 2 703 -12.1
500 538 7.6
1000 939 -6.1

RE: Relative error, LLOQ: Lower limit of guantification
%RE = (measured value - nominal value)/nominal value x 100
The value in parenthesis denotes peak area ratio (%) of back ground peak area to that in LLOQ.

--: Not applicable

*: This standard was excluded because its %RE did not meet the criterion.
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2. BXx
Lo GLP BREIRZE ..ot s s s s baesss s s e sae s s bas s ba e s s bass s st e sbe s b sssnsenee 2
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