Table S1: Acceptance in Phase I- Individual Animal Data
[image: ]
1- Voluntary acceptance- Syringe is easily inserted into mouth combined with willingness to swallow
2- Forced acceptance- Need for strong animal handling to insert the syringe into the dog’s mouth and administer the product at the back of the throat/into the cheek or need for restriant to ensure swallowing



Table S1: Acceptance in Phase I- Individual Animal Data (continued)
[image: ]

1- Voluntary acceptance- Syringe is easily inserted into mouth combined with willingness to swallow
2- Forced acceptance- Need for strong animal handling to insert the syringe into the dog’s mouth and administer the product at the back of the throat/into the cheek or need for restriant to ensure swallowing


Table S1: Acceptance in Phase I- Individual Animal Data (continued)
[image: ]

1- Voluntary acceptance- Syringe is easily inserted into mouth combined with willingness to swallow
2- Forced acceptance- Need for strong animal handling to insert the syringe into the dog’s mouth and administer the product at the back of the throat/into the cheek or need for restriant to ensure swallowing


Table S1: Acceptance in Phase I- Individual Animal Data (continued)
[image: ]
1- Voluntary acceptance- Syringe is easily inserted into mouth combined with willingness to swallow
2- Forced acceptance- Need for strong animal handling to insert the syringe into the dog’s mouth and administer the product at the back of the throat/into the cheek or need for restriant to ensure swallowing


Table S2: Acceptance in Phase II (Period 1)- Individual Animal Data 
[image: ]
	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute




Table S2: Acceptance in Phase II (Perod 1)- Individual Animal Data  (continued)
[image: ]
	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute




Table S2: Acceptance in Phase II (Perod 1)- Individual Animal Data  (continued)
[image: ]
	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute




Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data 
[image: ]
	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute



Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data (continued)
[image: ]
	* DYNE - Dyne High Calorie Liquid Diet Supplement


	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute




Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data (continued)
[image: ]
	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute




Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data (continued)
[image: ]
	* DYNE - Dyne High Calorie Liquid Diet Supplement


	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute


Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data (continued)
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	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute


Table S3: Acceptance in Phase II (Perod 2)- Individual Animal Data (continued)
[image: ]
	* DYNE - Dyne High Calorie Liquid Diet Supplement


	1 - Immediate Prehension - food and test article taken into the mouth within two seconds.
2 - Delayed Prehension - food and test article taken into the mouth after two seconds 

	3 - No Prehension - test article and food mixture remaining after one minute

	Y - Yes

	Ya - Yes; consumed after one minute


Table S4: Individual Animal Body weights
[image: ]
S.D. - Standard Deviation; S.E. - Standard Error


Table S5: Physical Examination Data
[image: ]
	Note: Higher temperatures for some animals were believed to be due to excitement. Temperatures were rechecked, as noted, when dogs were calmer.

	Note: The following items were examined for normal or abnormal: general appearance; body condition; behaviour; cardiovascular/pulmonary; ears, eyes and mouth; skin and hair; and study suitability. All parameters were marked normal unless otherwise noted. 

	RT - Rectal Temperature; min - minute; S.D. - Standard Deviation; S.E. - Standard Error










Table S5: Physical Examination Data (continued)
[image: ]
	Note: Higher temperatures for some animals were believed to be due to excitement. Temperatures were rechecked, as noted, when dogs were calmer.

	Note: The following items were examined for normal or abnormal: general appearance; body condition; behaviour; cardiovascular/pulmonary; ears, eyes and mouth; skin and hair; and study suitability. All parameters were marked normal unless otherwise noted. 

	RT - Rectal Temperature; min - minute; S.D. - Standard Deviation; S.E. - Standard Error










Table S5: Physical Examination Data (continued)
[image: ]

	Note: Higher temperatures for some animals were believed to be due to excitement. Temperatures were rechecked, as noted, when dogs were calmer.

	Note: The following items were examined for normal or abnormal: general appearance; body condition; behaviour; cardiovascular/pulmonary; ears, eyes and mouth; skin and hair; and study suitability. All parameters were marked normal unless otherwise noted. 

	RT - Rectal Temperature; min - minute; S.D. - Standard Deviation; S.E. - Standard Error












Table S5: Physical Examination Data (continued)
[image: ]

	Note: Higher temperatures for some animals were believed to be due to excitement. Temperatures were rechecked, as noted, when dogs were calmer.

	Note: The following items were examined for normal or abnormal: general appearance; body condition; behaviour; cardiovascular/pulmonary; ears, eyes and mouth; skin and hair; and study suitability. All parameters were marked normal unless otherwise noted. 

	RT - Rectal Temperature; min - minute; S.D. - Standard Deviation; S.E. - Standard Error




Table S6: Hematology Data
[image: ]
	H - Hemolysis 1+ - No significant interference

	PCL - Low platelet count reflects the minimum number due to platelet clumping.

	S.D. - Standard Deviation, S.E. - Standard Error





Table S6: Hematology Data (continued)

[image: ]





Table S6: Hematology Data (continued)

[image: ]
	H - Hemolysis 1+ - No significant interference

	PCL - Low platelet count reflects the minimum number due to platelet clumping.

	S.D. - Standard Deviation, S.E. - Standard Error





Table S6: Hematology Data (continued)
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Tabls S7: Serum Chemistry Data
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Table S7: Serum Chemistry Data (continued)

[image: ]

Table S7: Serum Chemistry Data (continued)
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Table S7: Serum Chemistry Data (continued)
[image: ]


[bookmark: _GoBack]Units of Hematology and Serum Chemistry Parameters
	White Blood Cell Count (WBC) 
	103/μL 

	Erythrocyte Count (RBC) 
	106/μL 

	Hemoglobin (Hgb) 
	g/dL 

	Hematocrit (Hct) 
	% 

	Mean Corpuscular Volume (MCV) 
	fL 

	Mean Corpuscular Hemoglobin (MCH) 
	pg 

	Mean Corpuscular Hemoglobin Concentration (MCHC) 
	g/dL 

	Platelets (Plt) 
	103/μL 

	Neutrophils (% Neut) 
	% 

	Lymphocytes (% Lymph) 
	% 

	Monocytes (% Mono) 
	% 

	Eosinophils (% Eosin) 
	% 

	Basophils (% Baso) 
	% 

	

Total Protein (Tpro) 
	g/dL 

	Albumin (Alb) 
	g/dL 

	Globulin (Glob) 
	g/dL 

	Albumin/Globulin Ratio (A/G) 

	Aspartate Aminotransferase (AST) 
	U/L 

	Alanine Aminotransferase (ALT) 
	U/L 

	Alkaline Phosphatase (ALP) 
	U/L 

	Total Bilirubin (TBil) 
	mg/dL 

	Urea Nitrogen (BUN) 
	mg/dL 

	Creatinine (Crea) 
	mg/dL 

	BUN/Creatinine Ratio (BUN/Crea) 

	Phosphorus (Phos) 
	mg/dL 

	Glucose (Glu) 
	mg/dL 

	Calcium (Ca) 
	mg/dL 

	Sodium (Na) 
	mmol/L 

	Potassium (K) 
	mmol/L 

	Sodium Potassium Ratio (Na/K) 

	Chloride (Cl) 
	mmol/L 

	Cholesterol (Chol) 
	mg/dL 

	Creatine phosphokinase (CPK) 
	U/L 
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Group I

Animal Test Day Complete
Number Article 20 Dosing
1386 Neoral T Y
4374 Neoral 2 Y
4924 Neoral 2 Y
4934 Neoral 3 N
4524 Neoral 3 N
4912 Neoral 1 Y
4911 Neoral 1 Y
4812 Neoral 3 N
4933 Neoral 1 Y
4809 Neoral 1 Y
4970 Neoral 1 Y
4451 Neoral 1 Y

Group IT

“Animal Test Day ‘Complete
Number Article 20 Dosing
4810 Cyclavance 3 N
4778 Cyclavance 1 Y
4839 Cyclavance 3 N
5020 Cyclavance 1 Y
4921 Cyclavance 2 Y
4811 Cyclavance 1 Y
4221 Cyclavance 1 Y
4893 Cyclavance 3 N
4897 Cyclavance 1 Y
4899 Cyclavance 1 Y
4920 Cyclavance 3 N
4565 Cyclavance 3 N
4488 Cyclavance 1 Y
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Group I

Animal Test Day Complete

Number Article 21 Dosing
1386 Neoral T Y
4374 Neoral 1 Y
4924 Neoral 1 Y
4934 Neoral 3 Y
4524 Neoral 3 N
4912 Neoral 1 Y
4911 Neoral 1 Y
4812 Neoral 3 Y
4933 Neoral 1 Y
4809 Neoral 1 Y
4970 Neoral 1 Y
4451 Neoral 1 Y

Group IT

Animal Test Day Complete

Number Article 21 Dosing
4810 Cyclavance 2 Y
4778 Cyclavance 1 Y
4839 Cyclavance 3 N
5020 Cyclavance 1 Y
4921 Cyclavance 2 Y
4811 Cyclavance 1 Y
4221 Cyclavance 1 Y
4893 Cyclavance 3 Y
4897 Cyclavance 1 Y
4899 Cyclavance 1 Y
4920 Cyclavance 3 N
4565 Cyclavance 1 Y
4488 Cyclavance 1 Y
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Group1

Animal Test Day Complete
Number Article 24 Dosing
4386 Cyclavance 1 Y
4374 Cyclavance 1 Y
4924 Cyclavance 1 Y
4934 Cyclavance 3 ~
4524 Cyclavance 3 ¥
4912 Cyclavance 1 Y
4911 Cyclavance 1 Y
4812 Cyclavance 3 ~
4933 Cyclavance 1 Y
4809 Cyclavance 3 ~
4970 Cyclavance 1 Y
4451 Cyclavance 1 Y
Group IT
Animal Test Day Complete
Number Article 24 Dosing
4810 Neoral 1 Y
4778 Neoral 1 Y
4839 Neoral 1 Y
5020 Neoral 1 Y
4921 Neoral 1 Y
4811 Neoral 1 Y
4221 Neoral 1 Y
4893 Neoral 3 ~
4897 Neoral 1 Y
4899 Neoral 3 ~
4920 Neoral 3 ~
4565 Neoral 1 Y
4488 Neoral 1 Y
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Group1

Animal Test Day Complete
Number Article 24 Dosing
4386 DYNE 1 Y
4374 DYNE 1 Y
4924 DYNE 1 Y
4934 DYNE 3 ~
4524 DYNE 2 Y
4912 DYNE 1 Y
4911 DYNE 1 Y
4812 DYNE 3 Y
4933 DYNE 1 Y
4809 DYNE 1 Y
4970 DYNE 1 Y
4451 DYNE 1 Y
Group IT
Animal Positive Day Complete
Number Control 24 Dosing
3810 DYNE® T Y
4778 DYNE 1 Y
4839 DYNE 1 Y
5020 DYNE 1 Y
4921 DYNE 1 Y
4811 DYNE 1 Y
4221 DYNE 1 Y
4893 DYNE 2 Y
4897 DYNE 1 Y
4899 DYNE 1 Y
4920 DYNE 3 Y
4565 DYNE 1 Y
4488 DYNE 1 Y
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Group1

Animal Test Day Complete
Number Article 25 Dosing
4386 Cyclavance 1 Y
4374 Cyclavance 1 Y
4924 Cyclavance 1 Y
4934 Cyclavance 3 ~
4524 Cyclavance 3 ~
4912 Cyclavance 1 Y
4911 Cyclavance 1 Y
4812 Cyclavance 3 ~
4933 Cyclavance 1 Y
4809 Cyclavance 1 Y
4970 Cyclavance 1 Y
4451 Cyclavance 3 ~
Group IT
Animal Test Day Complete
Number Article 25 Dosing
4810 Neoral 1 Y
4778 Neoral 1 Y
4839 Neoral 3 ~
5020 Neoral 1 Y
4921 Neoral 1 Y
4811 Neoral 1 Y
4221 Neoral 1 Y
4893 Neoral 3 ~
4897 Neoral 1 Y
4899 Neoral 1 Y
4920 Neoral 3 ~
4565 Neoral 1 Y
4488 Neoral 1 Y
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Group1

Animal Test Day Complete

Number Article 25 Dosing
4386 DYNE 1 Y
4374 DYNE 1 Y
4924 DYNE 1 Y
4934 DYNE 1 Y
4524 DYNE 1 Y
4912 DYNE 1 Y
4911 DYNE 1 Y
4812 DYNE 1 Y
4933 DYNE 1 Y
4809 DYNE 1 Y
4970 DYNE 1 Y
4451 DYNE 1 Y

Group IT

Animal Positive Day Complete

Number Control 25 Dosing
4810 DYNE* 1 Y
4778 DYNE 1 Y
4839 DYNE 3 ~
5020 DYNE 1 Y
4921 DYNE 1 Y
4811 DYNE 1 Y
4221 DYNE 1 Y
4893 DYNE 1 Y
4897 DYNE 1 Y
4899 DYNE 1 Y
4920 DYNE 1 Y
4565 DYNE 1 Y
4488 DYNE 1 Y
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Group1

Animal Test Day Complete
Number Article 26 Dosing
4386 Cyclavance 1 Y
4374 Cyclavance 1 Y
4924 Cyclavance 1 Y
4934 Cyclavance 3 ~
4524 Cyclavance 1 Y
4912 Cyclavance 1 Y
4911 Cyclavance 1 Y
4812 Cyclavance 3 ~
4933 Cyclavance 1 Y
4809 Cyclavance 1 Y
4970 Cyclavance 1 Y
4451 Cyclavance 3 ¥
Group IT
Animal Test Day Complete
Number Article 26 Dosing
4810 Neoral 1 Y
4778 Neoral 1 Y
4839 Neoral 3 ~
5020 Neoral 1 Y
4921 Neoral 3 ~
4811 Neoral 1 Y
4221 Neoral 1 Y
4893 Neoral 3 ~
4897 Neoral 1 Y
4899 Neoral 3 ~
4920 Neoral 3 ~
4565 Neoral 3 ~
4488 Neoral 1 Y
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Group1

Animal Test Day Complete
Number Article 26 Dosing
4386 DYNE 1 Y
4374 DYNE 1 Y
4924 DYNE 1 Y
4934 DYNE 1 Y
4524 DYNE 1 Y
4912 DYNE 1 Y
4911 DYNE 1 Y
4812 DYNE 1 Y
4933 DYNE 1 Y
4809 DYNE 1 Y
4970 DYNE 1 Y
4451 DYNE 1 Y
Group IT
Animal Positive Day Complete
Number Control 26 Dosing
4810 DYNE* 1 Y
4778 DYNE 1 Y
4839 DYNE 1 Y
5020 DYNE 1 Y
4921 DYNE 1 Y
4811 DYNE 1 Y
4221 DYNE 1 Y
4893 DYNE 1 Y
4897 DYNE 1 Y
4899 DYNE 1 Y
4920 DYNE 1 Y
4565 DYNE 1 Y
4488 DYNE 1 Y
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Groups 1 & IT

Body Weights (kg)
Day-14 _ Day-l _ Day29

14 1n2 109
11 108 100
77 79 76
84 54 87
146 142 142
116 19 n7
107 109 109
144 142 149
11 108 110
127 123 129
132 126 132
131 128 136
1167 11.50 11.63
212 1.96
0.61 057
Group IT
4810 105 106 91
4778 95 94 92
4839 106 105 108
5020 102 98 97
4921 1ns s 19
4811 132 131 125
4221 122 119 127
4893 183 183 180
4897 241 243 243
4899 238 20 218
4920 102 99 101
4565 154 154 156
4488 103 103
Mean 1378 13.62
SD. 495 494 495

SE. 137 137 137
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Day -13 Pre-Dose

RT Pulse Respiration
CF) __ (beats/min) _(breaths/min) Comments

Group T

4386 1022 170 30 moderate dental tartar

4374 1022 160 40 moderate dental tartar

4924 1021 140 2 moderate dental tartar

4934 1032 150 30 ‘moderate dental tartar:
recheck temp: 101.9

4524 1003 160 30

4912 1027 170 40 moderate dental tartar

4911 1035 160 40 ‘moderate dental tartar:
recheck temp: 102.3

4812 1002 150 30 moderate dental tartar

4933 1034 160 40 ‘moderate dental tartar:
recheck temp: 102.0

4809 1022 160 40

4970 1032 170 40 ‘moderate dental tartar:
recheck temp: 101.8

4451 1032 160 30 ‘moderate dental tartar:
recheck temp: 101.7

Mean 1024 1502

SD. 11 2.0

SE. 03 26
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Day -13 Pre-Dose

Animal RT Pulse Respiration

Number CF) (beats/min) __(breaths/min) Comments

Group I

4810 100.8 170 40

4778 103.0 160 30 ‘moderate dental tartar

4839 1029 170 30 ‘moderate dental tartar

5020 1033 180 40 ‘moderate dental tartar;
srecheck temp: 102.4

4921 103.7 140 40 ‘moderate dental tartar;
srecheck temp: 102.1

4811 1023 180 50 ‘moderate dental tartar

4221 103.7 160 40 ‘moderate dental tartar;
srecheck temp: 101.8

4893 101.0 160 30

4897 100.6 160 40

4899 1039 160 40 recheck temp: 102.2

4920 1022 160 30 ‘moderate dental tartar

4565 101.0 160 40 ‘moderate dental tartar

4488 1040 160 40 ‘moderate dental tartar;
srecheck temp: 102.2

Mean 1025 163.1 377

SD. 13 10.3 6.0

SE. 04 29 17
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Day 29 Post-Dose

Animal RT Pulse Respiration

Number CF) (beats/min) __(breaths/min) Comments

Group T

4386 99.0 160 40 ‘moderate dental tartar

4374 102.1 160 40

4924 103.6 150 40 ‘moderate dental tartar;
srecheck temp: 101.7

4934 1017 160 40

4524 100.8 170 30

4912 1042 170 30 ‘moderate dental tartar;
srecheck temp: 102.0

4911 103.1 160 40 ‘moderate dental tartar;
srecheck temp: 102.5

4812 100.1 160 40 ‘moderate dental tartar;
otitis externa left ear

4933 102.8 160 30 ‘moderate dental tartar

4809 103.1 180 40 recheck temp: 100.4

4970 1011 180 40

4451 103.0 170 40 ‘moderate dental tartar

Mean 1021 165.0 375

SD. 15 9.0

SE. 04 2.6
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Day 29 Post-Dose

Animal RT Pulse Respiration

Number CF) __ (beats/min) _(breaths/min) Comments

Group IT

4810 1035 160 40 ‘moderate dental tartar:
recheck temp: 100.8

4778 1042 160 40 ‘moderate dental tartar:
recheck temp: 100.6

4839 1035 170 40 ‘moderate dental tartar:
recheck temp: 101.0

5020 1047 180 40 ‘moderate dental tartar:
recheck temp: 102.1

4921 1039 170 40 ‘moderate dental tartar:
recheck temp: 101.2

4811 1059 180 40 ‘moderate dental tartar:
recheck temp: 100.8

a1 1028 170 40

4893 103.7 180 40 recheck temp: 102.0

4897 1039 170 40 ‘moderate dental tartar.
recheck temp: 101.9

4899 1028 160 40 moderate dental tartar

4920 103.7 160 30 ‘moderate dental tartar:
recheck temp: 101.0;

corneal crysteris in both eyes

4565 1015 160 40 ‘moderate dental tartar

4488 103.1 160 30 ‘moderate dental tartar:
recheck temp: 100.9

Mean 103.6 167.7 385

SD. L0 83 38

SE. 03 23 10




image19.png
Pre-Dose (05 Nov 15)

Animal WBC RBC Hgh HCT MCV MCH McHC PLT

Number Count

Group T

4386 143 52 75 245 33 305 H
4374 127 8 2 ;31 32 394

4924 79 s6 1 ;31 32 238

4934 85 53 241 33 168 pcL
4524 69 53 76 244 32 195 H
4912 96 59 5 238 32 369

4911 65 52 s 273 36 188

412 84 52 75 265 36 294

4933 69 59 5 238 R 305 H
4809 78 58 R VY 282

4970 122 60 3 20 03 23 H
4451 79 54 0 230 33 219

Mean 013 5467 7375 2425 3300 26583

sD. 370 196 134 148 7147

SE. 074 107 08 039 043 206

Group IT

4810 81 65 155 48 3 o2m7 3 278

4778 74 61 161 52 7 20 31 259

4839 22 83 204 6l B 247 34 262 "
5020 77 186 57 o242 3 205 H
4921 73 174 54 w237 R 208

4811 64 153 46 7 241 33 203 H
a1 59 143 45 7 25 3 219

4893 75 14 2 0 233 33 284 H
4897 67 168 51 7 52 3 310

4899 60 155 46 76 259 34 207

4920 60 163 44 3 273 37 217

4565 66 166 48 3 252 35 241

4488 70 12 53 7 246 33 291 H
Mean 682 1673 5054 7423 2465 3331 25188

sD. 07 1s6 501 220 107 149 3766

SE. 020 043 139 06l 030 041 1045
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Pre-Dose (05 Nov 15)

Animal
Number [ Abs % “Aibs % Abs % Abs % Abs
Group T

4386 74 10582 19 2717 3 429 4 572 0 [
4374 75 9525 18 2286 4 508 3 381 0 o
4924 64 5056 30 2370 3 237 3 237 0 0
4934 69 5865 24 2040 4 340 3 255 0 [
4524 59 4071 31 2139 4 276 6 414 0 [
4912 7 7008 20 1920 3 288 4 384 0 [
4911 64 4160 26 1690 4 260 6 390 0 [
4812 69 5796 2 1848 5 420 4 336 0 [
4933 61 4209 30 2070 5 345 4 276 0 [
4809 71 5538 23 1794 2 156 4 32 0 [
4970 7 8906 20 2440 3 366 4 488 0 [
4451 72 5688 19 1501 4 316 5 395 0 o
Mean 68.67 6367.00 2350 206792 367 32842 417 37000 000  0.00
sD. 38 219174 472 34561 089 9520 103 9643 000  0.00
SE. 155 63270 136 9977 026 2751 030 2784 000  0.00
Group IT

4810 62 5022 30 2430 4 324 4 324 0 [
4778 64 4736 28 2072 4 296 4 296 0 [
4839 81 9882 12 1464 3 366 4 488 0 [
5020 67 5025 25 1875 4 300 4 300 0 [
4921 66 5280 21 1680 6 480 7 560 0 [
4811 7 5183 18 1278 6 426 3 213 0 [
4221 74 4514 17 1037 6 366 3 183 0 [
4893 65 6045 27 2511 4 372 4 32 0 [
4897 60 4560 32 2432 3 228 5 380 0 [
4899 57 2736 33 1584 3 144 7 336 0 [
4920 7 7952 20 2240 6 672 3 336 0 [
4565 60 4680 30 2340 5 390 5 390 0 [
4488 61 5856 30 2880 4 384 5 480 0 o
Mean 6623 549777 2485 198638 446 36523 446 35831 000  0.00
sD. 685 175576 6.61 549 120 12600 133 10617 000  0.00

SE. 190 48696 183 15212 033 3495 037 2045 000  0.00
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Post-Dose (15 Dec 15)

:1::1::.— WBC RBC Hgh HCT MCV MCH MCHC CPo 'l‘.: ¢ Comments
Group T

4386 88 68 170 52 76 250 33 293

4374 108 70 168 51 7 240 33 478 H
4924 56 81 191 56 6 236 34 29 H
4934 65 67 162 50 75 244 3 364

4524 65 63 157 49 7 27 3 250 H
4912 85 85 206 63 74 244 33 452 H
4911 67 84 206 63 7 244 33 219 H
4812 94 79 196 58 73 248 34 316

4933 101 74 182 55 75 247 33 386

4809 83 78 187 57 73 239 33 314

4970 88 85 203 6l 7 241 33 262

4451 70 74 172 52 7 235 33 247

Mean 808 757 1833 5558 7342 2420 3300 31750

sD. 162 075 174 494 223 048 060  86.06

SE. 047 022 050 143 065 014 017 2484

Group II

4810 71 74 178 54 74 241 33 291 H
4778 108 75 190 57 76 254 33 291 H
4839 12 81 204 6l 75 251 34 278 H
5020 79 75 180 55 4 239 33 284 H
4921 77 73 178 54 4 244 33 262 H
4811 61 76 179 56 237 3 436 H
421 65 77 181 ST 7 234 3 245

4893 89 70 167 51 7 29 33 304 H
4897 59 72 184 56 78 257 33 305 H
4899 53 78 193 58 75 246 33 243 H
4920 96 73 173 s 73 26 3 345

4565 80 77 181 s o 237 33 242

4488 79 71 181 55 7 256 33 319

Mean 791 748 1822 5562 7462 2439 3185 20577

sD. 182 031 092 240 16l 081 0. 5218

SE. 008 026 067 045 022 015 1447
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Post-Dose (15 Dec 15)

Animal
Number

Group T

4386 67 26 2288 3 264 4 0 o
4374 72 19 2052 5 540 4 0 0
4924 60 35 1960 3 168 2 0 [
4934 60 32 2080 4 260 4 0 [
4524 58 33 2145 5 325 4 0 [
4912 65 29 2465 4 340 2 0 [
4911 59 34 278 4 268 3 0 [
4812 75 19 1786 4 376 2 0 [
4933 70 24 2424 4 404 2 0 [
4809 68 26 2158 3 249 3 0 [
4970 69 26 2288 2 176 3 0 [
4451 71 2 1540 3 210 4 0 [
Mean 66.17 2708 212200 367 20833 3.8 000 0.00
sD. 70 58 26537 089 106.09  0.90 000 0.00
SE. 165 41990 161 7661 026  30.63 026 000 0.00
Group IT

4810 61 4331 27 1917 3 213 9 639 0 [
4778 64 6912 28 3024 4 432 4 432 0 [
4839 7 8176 19 2128 3 336 5 560 0 [
5020 61 4819 33 2607 4 316 2 158 0 [
4921 64 4928 24 1848 7 539 5 385 0 [
4811 66 4026 27 1647 4 244 3 183 0 [
4221 70 4620 2 1452 6 396 2 132 0 [
4893 66 5874 26 2314 5 445 3 267 0 [
4897 55 3245 39 2301 3 177 3 177 0 [
4899 54 2862 41 2173 2 106 3 159 0 [
4920 62 5952 31 2976 4 384 3 288 0 [
4565 57 4560 35 2800 4 320 4 320 0 [
4488 54 4266 36 2844 5 395 5 395 0 [
Mean 6208 4967.00 2985 231008 415 33100 392 31500 000  0.00
sD. 598 145375 666 51336 134 12035 185 16124 000  0.00

SE. 166 40320 185 14238 037 3338 051 4472 000  0.00
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Pre-Dose (15 Nov 15)

Serum Chemistry Parameter

Animal

Number TPro Alb  Glob A/G AST ALT ALP TBil BUN Crea
Group T

4386 63 32 31 10 19 29 52 01 8 04

4374 62 35 27 13 18 27 2 02 8 04

4924 58 33 25 13 23 31 45 01 13 07

4934 59 35 24 15 23 24 32 02 9 07

4524 64 34 30 11 18 25 21 02 9 05

4912 63 38 25 15 27 45 2 03 18 12

4911 62 37 25 15 25 39 25 02 12 07

4812 63 37 26 14 23 27 36 01 12 06

4933 62 38 24 16 21 29 29 02 9 07

4809 62 36 26 14 27 31 43 02 10 07

4970 65 35 30 12 27 32 26 02 12 07

4451 60 36 24 15 25 39 31 02 0 07

Mean 619 355 264 136 2300 3150 3533 018 1083  0.67
SD. 020 019 025 018 338 637 948 006 282 021
SE. 006 005 007 005 098 184 274 002 08l  0.06
Group IT

4810 67 37 30 12 2 27 73 03 13 06

4778 65 36 29 12 18 31 23 02 407

4839 63 35 28 13 33 2 98 02 12 06

5020 61 35 26 13 32 31 23 02 10 07

4921 62 36 26 14 2 77 35 01 10 07

4811 62 35 27 13 23 21 62 02 4 07

4221 55 25 30 08 20 28 56 02 6 03

4893 62 37 25 15 23 2 7 02 12 08

4897 56 36 20 18 2 53 59 03 13 X

4899 59 36 23 16 16 34 53 02 10 07

4920 61 36 25 14 32 40 29 02 19 10

4565 63 37 26 14 26 30 34 02 10 08

4488 62 35 27 13 33 33 29 02 14 10

Mean 614 351 263 135 2477 3608 4962 021 1208 0.2
sD. 033 031 028 023 580 1496 2303 0. 300 018
SE. 009 009 008 006 163 4. 639 001 086





image24.png
Pre-Dose (15 Nov 15)

Serum Chemistry Parameter

Animal ~ Bun/ K

Number Crea Phos Gl Ca  Na K a1 Chol CPK
N Ratio

Ratio
Group T
4386 20 33 97 102 146 42 35 m2 256 77
4374 20 35 %0 117 148 38 39 13 266 92
4924 19 31 8 98 146 42 35 e 198 79
4934 13 40 84 129 146 39 37 u 22 97
4524 18 32 100 102 146 46 32 m 208 74
4912 15 26 8 98 148 39 17 210 126
4911 1731 98 103 147 44 33 mo192 88
4812 20 43 93 102 145 45 32 1m0 296 131
4933 13 40 100 123 146 42 35 mooe 109
4809 436 109 95 146 45 32 11 196 82
4970 1730 100 100 147 44 33 1 91 103
4451 431 98 99 146 45 32 [ C S B V£ )
Mean 1667 340 9475 1057 14642 420 3450 11225 21358 9758
SD. 277 050 790 110 090 026 265 186 4020 19.10
SE. 080 014 228 032 026 008 076 054 1163 551
Group IT
4810 22 33 95 102 145 43 34 m 327 100
4778 20 41 98 100 145 42 35 13 20 90
4839 20 25 103 96 146 43 34 mo o245 139
5020 4 24 110 96 145 41 35 14 167 179
4921 423 101 98 146 39 37 13 168 98
811 20 23 105 96 14 38 38 1m0 384 181
4221 20 42 88 105 14 42 34 m 303 74
4893 15 45 93 105 150 44 34 mooom us
4897 16 38 87 100 146 43 34 13 194 64
4899 4 40 9 98 147 45 33 13 256 62
4920 19 44 9% 99 148 50 30 13 184 283
4565 13 36 8 95 147 46 32 14 15 101
4488 4 29 97 93 144 46 31 11 42179
Mean 17.00 341 9654 987 14592 432 3392 11238 22738 12808
sD. 319 084 708 037 175 031 218 119 6205
SE. 088 023 196 010 049 009 060 033 17.46
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Post-Dose (15 Dec 15)

Serum Chemistry Parameter

Animal
Number TPro Alb  Glob A/G AST ALT ALP TBil BUN Crea
Group T

4386 61 33 28 12 16 31 32 02 8 05
4374 61 33 28 12 16 26 33 02 7 05
4924 58 34 24 14 21 31 34 02 407
4934 61 36 25 14 18 19 20 02 9 07
4524 62 33 29 11 16 2 2 02 9 06
4912 65 39 26 15 25 36 47 03 14 09
4911 64 38 26 15 25 37 30 02 12 08
4812 67 39 28 14 19 25 31 02 n 06
4933 60 37 23 16 16 25 34 02 9 07
4809 61 37 24 15 24 33 43 02 1 08
4970 65 37 28 13 2 26 25 02 1n 08
4451 61 36 25 14 27 37 34 02 10 07
Mean 622 360 262 138 2042 2000 3208 021 1042  0.69
SD. 026 023 020 015 412 603 773 003 219 012
SE. 007 007 006 004 LI 174 223 001 063  0.04
Group IT

4810 63 13 26 32 62 03 13 08
4778 62 14 18 35 23 01 10 07
4839 62 14 26 41 76 02 10 07
5020 58 14 23 27 23 01 8 07
4921 65 14 20 27 26 02 10 07
4811 60 14 21 24 38 02 13 07
4221 56 10 17 27 92 01 8 04
4893 64 13 21 16 64 02 14 08
4897 58 19 30 24 50 02 14 09
4899 62 18 20 31 56 03 12 08
4920 62 14 21 30 24 01 19 10
4565 61 14 28 25 35 02 12 09
4488 64 13 24 30 36 02 16 10
Mean 613 142 2260 2838 4654 018 1223 078
sD. 027 022 390 604 2224 007 314 016
SE. 0.07 006 1.08 167 617 002 087  0.04





image26.png
Post-Dose (15 Dec 15)

Serum Chemistry Parameter

Animal ~ Bun/

Number Crea Phos Gl Ca Na K X g chal ok
N Ratio
Ratio

Group T

4386 16 38 93 100 146 46 32 o 21 59
4374 4 38 95 99 146 42 35 mo 24 7
4924 20 38 85 97 147 44 33 mo 197 70
4934 13 45 91 114 146 48 30 m 249 70
4524 15 39 100 102 146 46 32 m o174 6
4912 16 48 94 99 146 49 30 12 200 116
4911 15 37 104 106 146 48 30 100 185 113
4812 18 42 105 107 148 46 32 1m0 303 111
4933 13 44 99 104 146 45 32 811 193 78
4809 4 45 111 98 144 50 29 109 165 87
4970 436 105 115 145 51 28 108 169 104
4451 433 104 99 146 45 32 13 137 105
Mean 1517 403 9883 1033 14600 467 3125 11067 20133 8758
SD. 208 045 741 061 0. 026 191 156 4351 2098
SE. 060 013 214 018 028 008 055 045 6.06
Group IT

4810 16 28 97 100 147 46 32 14 214 108
4778 441 92 102 147 43 34 1m0 250 77
4839 14 45 96 100 145 48 30 1 205 100
5020 1 41 104 100 145 42 35 m2 159 88
4921 428 109 102 145 40 36 1 4783
811 19 38 110 99 146 43 34 mo o497
4221 20 43 88 108 148 42 35 109 341 59
4893 18 51 95 104 147 43 34 3 194 80
4897 16 42 92 100 147 46 32 1m0 70
4899 15 43 97 103 145 47 31 109 200 72
4920 19 51105 101 147 54 27 1 183 109
4565 13 44 97 95 145 48 30 jeh) 19 144
4488 16 44 101 103 144 49 29 12 140 105
Mean 1577 415 9869 1013 14600 455 3223 11138 19815 9169
sD. 265 070 671 030 122 038 271 150 5758 2226

SE. 074 019 186 0.08 034 01l 075 042 1597 617




image1.png
Animal Test Day Day Day Day
Number Article 0 1 2 3
4386 Neoral 1 T T 1
4374 Neoral 1 1 1 1
4924 Neoral 1 1 1 1
4934 Neoral 1 1 1 1
4524 Neoral 1 1 1 1
4912 Neoral 1 1 1 1
4911 Neoral 1 1 1 1
4812 Neoral 1 1 1 1
4933 Neoral 1 1 1 1
4809 Neoral 1 1 1 1
4970 Neoral 1 1 1 1
4451 Neoral 1 1 1 1
Group IT
Animal Test Day Day Day Day
Number Article 0 1 2 3
2810 Cyclavance 1 T T 1
4778 Cyclavance 1 1 1 1
4839 Cyclavance 1 1 1 1
5020 Cyclavance 1 1 1 1
4921 Cyclavance 1 1 1 1
4811 Cyclavance 1 1 1 1
4221 Cyclavance 1 1 1 1
4893 Cyclavance 1 1 1 1
4897 Cyclavance 1 1 1 1
4899 Cyclavance 1 1 1 1
4920 Cyclavance 1 1 1 1
4565 Cyclavance 1 1 1 1
4488 Cyclavance 1 1 1 1
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Group I

Animal Test Day Day Day

Number Article 4 B 6
4386 Neoral 1 T T
4374 Neoral 1 1 1
4924 Neoral 1 1 1
4934 Neoral 1 1 1
4524 Neoral 1 1 1
4912 Neoral 1 1 1
4911 Neoral 1 1 1
4812 Neoral 1 1 1
4933 Neoral 1 1 1
4809 Neoral 1 1 1
4970 Neoral 1 1 1
4451 Neoral 1 1 1

Group IT

Animal Test Day Day Day

Number Article 4 B 6
2810 Cyclavance 1 T T
4778 Cyclavance 1 1 1
4839 Cyclavance 1 1 1
5020 Cyclavance 1 1 1
4921 Cyclavance 1 1 1
4811 Cyclavance 1 1 1
4221 Cyclavance 1 1 1
4893 Cyclavance 1 1 1
4897 Cyclavance 1 1 1
4899 Cyclavance 1 1 1
4920 Cyclavance 1 1 1
4565 Cyclavance 1 1 1
4488 Cyclavance 1 2 1
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Group I

Animal Test Day Day Day Day

Number Article 10 11 12 13
1386 Cyclavance T T T T
4374 Cyclavance 1 1 1 1
4924 Cyclavance 1 1 1 1
4934 Cyclavance 1 1 1 1
4524 Cyclavance 1 1 1 1
4912 Cyclavance 1 1 1 1
4911 Cyclavance 1 1 1 1
4812 Cyclavance 1 1 1 1
4933 Cyclavance 1 1 1 1
4809 Cyclavance 1 1 1 1
4970 Cyclavance 1 1 1 1
4451 Cyclavance 2 1 1 1

Group IT

“Animal Test Day Day Day Day

Number Article 10 11 12 13
4810 Neoral 1 T 1 T
4778 Neoral 1 1 1 1
4839 Neoral 1 1 1 1
5020 Neoral 1 1 1 1
4921 Neoral 1 1 1 1
4811 Neoral 1 1 1 1
4221 Neoral 1 1 1 1
4893 Neoral 1 1 1 1
4897 Neoral 1 1 1 1
4899 Neoral 1 1 1 1
4920 Neoral 1 1 1 1
4565 Neoral 1 1 1 1
4488 Neoral 1 1 1 1
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Group I

Animal Test Day Day Day

Number Article 14 15 16
1386 Cyclavance T T T
4374 Cyclavance 1 1 1
4924 Cyclavance 1 1 1
4934 Cyclavance 1 1 1
4524 Cyclavance 1 1 1
4912 Cyclavance 1 1 1
4911 Cyclavance 1 1 1
4812 Cyclavance 1 1 1
4933 Cyclavance 1 1 1
4809 Cyclavance 1 1 1
4970 Cyclavance 1 1 1
4451 Cyclavance 1 1 1

Group IT

“Animal Test Day Day Day

Number Article 14 15 16
4810 Neoral 1 T 1
4778 Neoral 1 1 1
4839 Neoral 1 1 1
5020 Neoral 1 1 1
4921 Neoral 1 1 1
4811 Neoral 1 1 1
4221 Neoral 1 1 1
4893 Neoral 1 1 1
4897 Neoral 1 1 1
4899 Neoral 1 1 1
4920 Neoral 1 1 1
4565 Neoral 1 1 1
4488 Neoral 1 1 1
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Group I

Animal Test Day Complete
umber Article 19 Dosing
4386 Neoral 1 Y
4374 Neoral 3 Y
4924 Neoral 1 Y
4934 Neoral 3 Y
4524 Neoral 3 Y
4912 Neoral 2 Y
4911 Neoral 1 Y
4812 Neoral 2 Y
4933 Neoral 1 Y
4809 Neoral 1 Y
4970 Neoral 1 Y
4451 Neoral 3 Y

Group IT
Test Day Complete
Article 19 Dosing
Cyclavance 3 Y
Cyclavance 1 Y
Cyclavance 3 Y
Cyclavance 1 Y
Cyclavance 2 Y
Cyclavance 1 Y
Cyclavance 1 Y
Cyclavance 3 Y
Cyclavance 1 Y
Cyclavance 1 Y
Cyclavance 3 Y
Cyclavance 2 Y
Cyclavance 1 Y





