GRAS Notice (GRN) No. 737
https://www.fda.gov/Food/IngredientsPackagingLabeling/ GRAS/Noticelnventory/default.htm
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TABLE 8: SUMMARY OF MEAN DAILY DIETARY INTAKE OF
SOY LEGHEMOGLOBIN PREPARATION'

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/fkg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds 1o 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166

Dictary Intske Varable (mgko/day)

Sesx: Male o $i2 1024 1536
' mg'kgiday mg/hg/day mg/kg/day m/kg/day
Giroup | Group 2 Group 3 Group <
Day(s) Relative o Stat Date
07 Mean 0.0 4854 66.5 1459.8
hyb] 2.0 209 425 1030
N Hil 1o 10 10
T -4 Mean 0.0 540.% 1695.9 1631.5
D 0.0 243 53.5 789
b i) 10 10 10
14 v 2] Mean 0.0 5032 1007.2 15137
sD 0.0 307 ol.? 811
N 10 10 10 1o
21 —28 Mem 0.0 1939 %730 1473.9
SD 0.0 332 49.1 935
N t0 10 10 16
028 Mean 0.0 4789 9517 11382
sD 0.0 47 36.0 786
N 111] 10 10 10
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PSL Study Number 43166
Dictary Intake Varable (mg/kg/day)
. 0 512 1024 1536
Sex: Female
mg/kg/dny mgke/day mg/kg/day mgkg/day
Group 1 Group 2 Group 3 Group 4
Day(g) Relative to Start Date
0—7 Meun 0.0 4980 995.9 14811
8o 0.0 435 242 [150
N |0 10 113 [14]
7 14 Meun 0.0 5419 1064.6 1604.6
5D r1] 199 02 116.7
N 10 10 10 10
14 -+ 21 Mean 0.0 51838 1015.1 1537.2
§D 0.0 319 343 523
N 10 10 10 10
21 — 28 Mean 0.0 4824 4910 L4602
Sn 0.0 419 56.0 796
N 10 16 10 10
U +28 Moan 0.0 4978 9834 11704
5D 0.0 428 26.0 §8.2
N 10 10 g 10
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TABLE 9: SUMMARY OF HEMATOLOGY VALUES'

! Individual data are reported in the Clinical Pathology Report presented in Appendix N.
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Sex Male 0 250 500 750
mglkgiday mgfkg/day mgfkg/day mg/kg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relative to Start Bate
RBC 22 Mean 172 7.60 7.61 7.10
(1 0"64uL) $D 023 0.34 0.35 0.27

N 10 10 10 10

YDiff . -1.6 -1.5 -0.3

HGB 22 Mean 15.6 154 15.5 15.9

{gfdt) sD 0.3 0.6 0.6 64
N 10 10 10 10

YaDiff . -15 -1.0 14

HCT 2 Mean 455 451 45.1 459

A S0 08 15 1.7 0.8
N 10 10 10 10

YeDiff . -0.9 -{1.8 1.0

MCV 22 Mean 58.9 593 58.3 59.7

{iL) SD 1.0 23 1.5 19
N 10 10 10 10

YDiff R 0.7 0.7 1.3

MCH 22 Mean 203 20.3 204 20.6

(pg) sD 0.3 49 0.5 07
N 10 16 10 10

YeDiff . 0.2 0.6 1.8

MCHC 22 Mean 344 34.2 344 345

(ordL) 8D 04 04 0.3 0.5
N 10 10 10 10

YDiff . -0.5 -0.1 04

RDW 22 Mean 121 125 12.5 12.3

(%8 sD 0.3 0.5 0.3 0.5
N 10 10 10 10

QeDiff . 30 3.3 1.6
PLT 22 Mean 1160 1202 171 1227
(03l 5D 121 69 76 185
N 10 10 10 10

YDiff . 36 1.0 58

General Foolnote: [Statistical Test: Anova and Dunnett's test Transfomation :Autornatic]
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Sex: Male ] 250 500 750
mgkg/day mgfkg/day maka/day mg/kgiday
Group 1 Group 2 Group 3 Group 4
Day(s) Relative ta Start Date
WBC 22 Mean 13.00 14.41 1143 1345
{10°3L) SD i 2.67 1.82 441
N 10 10 10 10
ADIF ) 108 -144 34
ANEU 22 Mean 101 1.09 1.75 157
(e10~31L) sD 0.67 043 0.43 0.62
N 10 10 10 10
Wi . 41 44 478
ALYM 2 Mean 10.49 11.79 B.86 11.29
{10%31uL) sD 1.7 248 1,70 415
N 18 10 10 10
D . 124 455 7.7
AMON 2 Mean 0.31 0.3¢ 0.28 0.30
{1030 sD 0,19 0.11 0.05 0.10
N 10 10 19 10
YDiff . 10.2 -9.8 15
AEDS 22 Mean 012 7 0.3 0141 0.1
{x10*3/pL) 50 0.04 0.08 0.04 0.05
N 10 10 10 10
U . 44 72 16
ABAS 2 Mean 6.0 0.09 0.07 0.10
{1 0 3uL) D 0.03 0.04 0.02 0.0
N 10 10 10 10
9%Diff . 5.0 -21.0 6.2
ALUC 22 Mean 0.08 0.08 0.06 0.0
(x30"3huL) sD 0.03 0.03 0.02 0.04
N 10 10 10 10
S4Diff ) -8.1 27.0 24
ARET 22 Mean 2326 2358 246.3 2418
(A0 3L SD 3.2 407 2.1 411
N 10 10 10 10
YDifF . 14 59 48

General Footnote; [Statistical Test: Anova and Dunnett's test Transformation :Automatic]
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PSL Study Number 43166
Sex Female 0 250 500 750
mo/kg/day molkg/day mg/kgiday mglkg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relative to Start Date
RBC 2 Mean 7.50 801 # 7.86 7.63
{x10"8hL) SD 0.24 0.38 0.24 0.30
N 10 10 10 10
D ) 56 3.6 0.6
HGR 22 Mean 15.3 2 # 157 155
{gdL) 5D 05 0.5 0.4 0.6
N 10 10 1 10
YDiff ) 57 2.5 0.9
HET 22 Mean 436 259 447 4.0
k2] sD 12 12 1.3 17
N 10 10 10 10
YDifF ) 52 24 0.9
MCv 22 Mean 575 57.4 568 51.7
) sD 1.1 22 1.2 2.2
N 10 10 19 10
. YD ) -0.2 1.1 0.4
MCH 2 Mean 20.2 20.2 200 203
{pg} sD 0.3 0.7 0.5 0.7
N 10 10 10 10
%Diff . 0.1 -1.0 0.3
MCHC 22 Mean 35.2 33 352 35.2
(gdL} sD 0.7 03 0.4 D5
N 10 10 1 10
YDiff ) 03 0.1 0.0
ROW 2 Mean 13 1.3 112 145
% sD 0.4 05 0.3 0.5
N 10 19 1 16
i 0.1 -04 1.7
PLT 22 Mean 1199 1176 1230 1229
{10 3L} sD 108 127 115 114
N 10 10 10 10
YDiFF 11 34 33

General Footnote: [Statistical Test: Anova and Dunnett’s test Transformation :Automatic]

1 B#- Test: Dunnatt 2 Sided p < 0.05)
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Sex: Fernala 0 250 500 750
mgkg/day mg/kgiday mglkg/day mg/kg/day
Group 1 Group 2 Group 3 Group 4
Day{s) Relative to Start Date
WBC 22 Mean 10.08 1187 11.58 10.19
{A8"3L) D 170 1.5 3.35 372
N 10 10 10 10
YDiff ) 177 15.0 11
ANEU 22 Mean 148 1.56 1.68 154
{(x10°3/L) sD 0.30 0.58 0.85 1.40
N 19 10 10 190
%DifF , 53 13.9 44
ALYM 22 Mean 8.15 9.74 9.2 8.21
{x10"34.L) SD 158 143 2.1 288
N 10 10 10 1
%Diff ) 195 14.0 0.7
AMON 22 Mean 0.25 0.28 0.33 022
{(x10"3t) sD 0.15 0.06 0.15 0.14
N 10 10 10 1
UDiff . 16.7 325 111
AEOS 2 Mean 0.1 0.13 0.15 0.12
{(x10°3/L) SD 0.03 0.04 0.05 0.06
N 10 10 10 1
Diff ) 214 3538 9.0
ABAS 22 Mean 0.04 007 # 0.06 0.08
{(x10"3hL) sD 0.01 0.03 r.03 0.04
N 10 10 10 10
%Diff ) 93.2 64.1 46,7
ALUC 22 Mean 0.05 0.07 0.07 0.05
(c10°34L) SD 0.02 0.02 0.03 0.04
N 10 10 10 10
UDiff . 291 26.2 29
ARET 22 Mean 205.8 1824 169.1 & 184.2
{x103l) SD 339 329 30.9 337
N 10 10 10 0
YDifF -11,3 -17.8 -10.5

General Footnote: {Statistical Test Anova and Dunnett's test Transformation :Automatic)

1 B#- Test Dunnett 2 Sided p < 0.05]
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TABLE 10: SUMMARY OF COAGULATION VALUES!

! Individual data are reporied in the Clinical Pathology Report presented in Appendix N,
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Sex: Male 0 250 500 750
molkgiday mg/kgiday my/kgiday mgkg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Ralative to Start Date
PT 29 Mean 107 107 10.6 10.6
(soc) sD 03 0.4 0.2 0.2
N 10 10 10 10

APTT 29 Mean 20.2 238 M9 @ 238 @

(sec) sD 24 53 69 48
N 10 10 10 10

General Footnote: [Statistical Test: Anova and Dunnstt's test Transfermation :Automatic]

1[@ - Test Dunnett Non-Parametric 2 Sided p < 0.05)
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Sex: Female 0 250 500 750
mg/ka/day motkg/day mglkg/day mg/kg/day
Group 1 Group 2 Group 3 Group 4
Day{s) Relative to Start Date

PT 30 Mean 10.0 9.8 10.0 8.8
(sec) sD 02 0.2 0.3 0.2

N 10 10 1 10
APTT 30 Mean 219 200 208 194
{sec) sD 25 34 50 19

N 10 10 10 10

Genaral Footnote: [Statistical Test: Anova and Dunnett's test Transformation :Autormatic}
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TABLE 11: SUMMARY OF CLINICAL CHEMISTRY VALUES'

! Individual data are reported in the Clinical Pathology Report presented in Appendix N.

138



Page 67

PSL Study Number 43166
Sax: Male 0 250 500 750
mglkg/day myglkg/day mglkg/day mglkg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relative to Start Date
AST 22 Mean 73 76 ¥ 78
uL) S0 8 9 7 8
i 5 8 6 8
YDift 4.0 7.5 6.9
ALT 2 Mean 28 28 28 30
(uiL) sD 4 4 3 4
N 10 10 10 10
YeDif -3.1 -2.4 24
SDH 22 Mean 8.2 8.1 84 8.0
UL} sb 1.4 17 24 14
N 5 9 6 8
%Diff -0.8 2.7 -1.9
ALKP 22 Mean 163 216 216 205
{un) $D 24 29 4 42
N 10 10 10 10
%Diff . 18.6 18.5 12.3
BILI 22 Mean 0.17 0.17 0.18 0.18
{mg/dL) sD 0.02 0.02 0.02 0.62
N 10 10 10 18
YDiff 1.2 41 5.9
BUN 22 Mean 10 11 10 1t
(mgfdL) Sb 1 1 1 2
N 10 10 18 10
YDiff . 4.8 -3.8 14
CREA 22 Mean 0.22 0.23 4.23 0.2
(mg/dL) sD 0.01 9.02 0.02 0.02
N 10 10 10 10
YDiff 38 4.1 -5.9
cHoL 22 Maan 76 73 72 67
{mgrdL) sD 16 7 14 12
N 106 16 10 0
D -34 -5.4 -i.7

General Footnote: [Statistical Test Anova and Dunnett’s test Transformation :Autornatic]
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Sex: Male 0 250 500 750
myfkg/day mo'kg/day mg/kg/day mo'kg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relative to Start Date

TRIG 22 Mean 66 67 67 68
fmg/dl) SD 17 13 17 26
N 10 10 1 10

%DIff 18 0.9 24
GLue 22 Mean 95 100 102 08
(mgfdL} ] 12 9 13 8
N 10 10 10 1

Diff ) 54 7.4 2.6

P 22 Mean 6.0 6.1 6.2 6.0

(grdL) SD 0.2 02 0.2 0.2
N 10 10 10 19

%Diff ) 0.7 2.8 0.2

ALB 22 Mean 3.1 3.2 33 # 3.2

{gtdL) sD 0.1 0.1 0.1 0.1
N 10 10 10 10

oDiff ) 22 41 19

GLOB 22 Mean 29 2.8 29 2.8

{gdl.) sD 0.1 0.2 0.1 0.2
N 1 10 10 10

%Diff 4.0 14 17

CALC 22 Mean 104 104 104 105

(mg/dL) sD 0.2 0.2 0.2 0.2
N 10 10 10 - 10

YDiff . -0.1 0.1 0.8

IPHS 22 Mean 8.6 8.7 8.8 8.6

{mg/dL) sb 0.4 0.4 09 0.4
N 5 9 6 8

UDIfF 0.6 2.1 -0.3

NA 22 Mean 140.5 142.1 1411 141.7

(mmo¥l) SD 432 06 0.7 0.8
N 10 10 10 10

4D 1.1 04 0.9

General Footnote: [Statistical Test Anova and Dunnett's test Transformation :Automatic]

1 [#- Test Dunnett 2 Sidad p < 0.05)
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PSL Study Number 43166
Sex: Male 0 250 500 750
mefkgiday mgkgiday mekg/day mefkg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Rslative to Start Pate
K 22 Mean 5.03 5.19 555 # 510
{mmol.) sD 0.25 0.26 0.64 0.25
N 10 10 10 10
YDiff . 341 10.4 1.4
CL 22 Mean 100.8 102.0 10%.6 101.7
{mmoll) So 24 1.0 68 1.2
N 10 10 10 18
YD . 1.2 0.8 0.9

General Foolnote: [Statistical Test: Anova and Dunnett's test Transfomnation :Automatic]
1 [#- Test: Dunnett 2 Sided p < 0.05)]
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Sex: Female 0 250 500 750
mg/kg/day mglkg/day ma'ko/day mg/kg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relativa to Start Date *
AST 22 Mean B9 69 B4 65
L) sD 6 10 8 ]
N 9 ] 10 10
YeDiff -0.3 -14 -6.5
ALT 22 Mean 25 26 25 27
{unL) sp 4 5 ] 5
N 10 10 10 10
YDiff . 2.8 -0.4 5.2
SDH 2 Mean 8.7 8.1 8.0 99
uiL) SD 2.2 12 0.9 25
N 9 g 10 10
YeDiff -1.4 -8.0 12.9
ALKP 22 Mean 137 107 #1 121 108 #
L sD 16 18 20 25
N 10 10 10 10
Diff . -22.4 121 -21.3
BiLI 22 Maan 4.18 0.18 0.20 019
(mgldL) SD £.02 0.02 0.02 0.03
N 14 10 10 10
“Diff 8.4 10.6 78
BUN 22 Mean 12 11 12 2
{mgldL) sD 2 1 2 1
N 10 10 10 10
DI . -11.5 -0.8 0.0
CREA 22 Mean 0.28 0.26 0.27 0.28
(mg/dL) SD 0.02 0.02 0.03 0.03
N 10 10 10 10
YeLiff -6.9 -2.9 1.1
CHOL 22 Mean 85 ] 93 g4
(mgtdL) sD 11 19 19 22
N 10 10 10 10
DI 122 15.6 11.2

General Footnote: [Statistical Tast: Anova and Dunnelt's test Transformation ; Autornaticl

1 [#- Test Dunnett 2 Sided p < 0.05)
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Sex: Female 0 250 500 750
mg/kgiday mgfkg/day mg/kg/day mglkgiday
Group 1 Group 2 Group 3 Group 4
Day(s) Retative to Start Date

TRIG 22 Mean 37 38 45 35
{mofdL} SD ] 9 15 8
N 10 10 10 10

YDIff 35 24.9 4.3
GLUC 22 Mean 118 103 # 104 #1 10
(mgfdL} 8D 15 10 10 14
N 10 10 10 10

YDiff ! ~13.3 -12.0 6.7

™ 22 Mean 6.4 6.7 6.8 6.7

(gdL} sD 0.3 0.4 0.3 0.4
N 10 10 10 10

%Diff . 5.1 5.6 37

ALB p7) Mean 35 37 37 36

{g/dL) sb 0.2 0.2 0.2 0.3
N 10 10 10 10

YeDiff . 4.0 46 34

GLOB 22 Mean 29 31 31 & 30

{gdl) SD 0.1 02 0.2 01
N 10 10 10 10

YVDiff . 6.6 6.9 4.1

CALC 22 Maan 10.5 108 & 110 # 10.7

(my/dl} sD 03 0.3 0.3 0.4
N 10 10 10 10

YD R 38 5.1 1.8

IPHS 22 Mean 71 7.8 1.6 71

{mg/dL) 8D 05 0.6 0.4 08
N 9 9 10 10

eDiff 9.7 6.5 -0.6

NA 22 Mean 140.3 140.6 140.3 148.2

{mmolt) sD 1.4 06 g 11
N 10 10 10 10

YD 0.2 0.0 6.0

General Footrote: [Statistical Test Anova and Dunnel's test Transformation :Autorniatic]

1 [#- Test Dunnett 2 Sided p < 0.05]
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PSL Study Number 43166
Sex: Female 0 250 500 750
mg/kg/day mglkgiday mylkg/day mykg/day
Group 1 Group 2 Group 3 Graup 4
Day(s) Ralative to Start Date
K 22 Mean 4.56 463 472 4.74
(mrmolt) S 0.33 0.38 0 0.38
N 10 10 10 10
YDiff . 1.5 3.5 4.0
CL 22 Mean 192.6 1013 # 011 # 1021
{mmoli) SD 12 14 1.0 1.1
N 10 10 10 10
YD -1.3 -1.% -0.5

General Footnote; [Statistical Test Anova and Dunnett's test Transformation tAutomatic]

1 [#- Test Dunnett 2 Sided p < 0.05]
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TABLE 12: SUMMARY OF URINALYSIS VALUES'

! Individual data are reported in the Clinical Pathology Report presented in Appendix N.
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PSL Study Number 43166
Sex: Male D 250 500 750
mgkgiday mg/kg/day mgkg/day mgkg/day
Group 1 Group 2 Group 3 Group 4
Day(s) Relative to Start Date
UvoL 22 Mean 1.7 11.5 12.3 14.3
(red) SD 8.2 98 73 77
N 10 10 10 10
YDiff . -1.8 48 22.0
pH 22 Mean 6.5 6.5 6.6 6.6
st 03 0.4 04 04
N 10 9 10 10
YeDiff . 0.0 0.8 15
3G 22 Mean 1.027 1.027 1.026 1.024
sb 4019 0.015 0015 0.019
N 10 9 10 10
YDiff . 0.0 -0.1 1.3
URO 22 Mean 0.2 0.2 0.3 0.2
{EU/dL) SD 03 0.0 03 2.0
N 10 9 10 10
YDiff . -28.6 0.0 -28.6
LIMTP 22 Moan 104 241 124 111
{mg/dL) sD 49 365 g0 97
N 10 10 10 10
Dl . 1325 19.5 74

General Footnote: [Statistical Test Anova and Dunnett's test Transfermation :Automatic]
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Sex: Femnale 0 250 500 7450
mglkg/day mghkg/day mgkg/day mgfkg/day
Group 1 Group 2 Group 3 Group 4
Day{s} Relative to Start Date
UvoL 22 Mean 78 6.9 6.5 6.6
{mL) SD 64 51 30 41
N 10 10 10 10
Diff -12.3 -15.9 -14.9
pH 22 Mean 64 6.2 6.6 6.5
sD 0.4 0.4 0.6 0.6
N 10 10 10 10
YDiff . -39 341 0.8
SG 22 Mean 1,037 1.035 1.028 1.030
sD 0.027 0.023 0.011 0.013
N 10 10 10 10
YDiff -0.2 -0.8 -0.6
URO 22 Mean 0.2 0.2 0.2 23
(EUrdL) sD 0.0 0.0 0.0 03
N 10 10 10 190
DI 0.0 0.0 40.0
UMTP 22 Mean 43 4 34 44
{mg/dL} 8D 34 25 12 30
N 10 10 10 10
YDiff -37 -20.0 35

Gensral Footnote: [Statisticat Test Anova and Dunnetts test Transformation :Automatic]
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TABLE 13: SUMMARY OF GROSS NECROPSY OBSERVATIONS'

: Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds 10 500 mg/kg/day of the active ingredient.
Group 4: 1336 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166
Resnot Ressom ALL Male Female
[ [1F] ot 1535 0 512 1024 1535
mylptsy mpkgidy mphgdy mgfpdey | mgpdsy mpYgiasy mplpdsy mykph
Gup! Gop?z Goop3 Gropd | Gmpi!  Gop?  Gop3  drogpd
Mervbr of Animdlz ] 140 10 1] 10 10 1o 1t 10
Nomber of Completed Animdz 10 1% 10 10 10 e i 10
sphra
Subarittod 10 ] 10 1 16 ) 1] 10
drchre 1
tavton-aombined
Stberitied 19 0 10 10
1yt s, ok 1
ularus
Submitind 1 10 1 10
Fuid fitedd 4 1
spididymidos-aoebined
Suberitied 10 Y] 19 10
it smfl t
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TABLE 14: SUMMARY OF MEAN TERMINAL BODY AND ORGAN WEIGHTS'

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient,
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166
S ke @ 572 07 5%
) mglkg/day mafkalday my/kgfday mglkgiday
Grow 1 Growp 2 Group 3 Group 4
Day(s) Refative to Stat Dale
Taminal : Wea | 3678 25 T 3703
oW sp 253 28 24 214
@ N 1 10 i 1
Atrena N Mean 00658 1" 0,0655 0.0593 0.0672
G"E")“W* D 0.0059 0112 00116 0.0098
o N 10 10 0 10
Brin - Nean 2 216 1% 3753
g; 5D 0.005 0.410 2140 0.0
N 10 10 10 10
Epiddymides : Nean 70 1058 T0% 08
(""; SD 0122 0083 0131 0100
g N 10 0 10 10
Fear : Wean 118 1 1258 1272 1219
w S0 0.104 0.128 0413 0.088
@ N 10 10 10 10
Kidneys - Mea 2641 I 2678 2789 2.800
" 0 0.207 0219 024 0.241
fo) N 10 10 10 10
Grer . Ve TRIERT 1182 12317 12083
i D 1.657 0,691 1804 1.452
@ N 10 10 10 10
Shieen ; Weem T 0FTH] D765 5%
?"'; S0 0.425 . 0407 2053 0485
9 N 10 10 10 10
Testes : Mean 38 R 3381 326 3373
m sD 0531 0.292 0.250 0246
o N 10 1 10 10
Thyms ; Wean 05205 T 05561 AT 558
w D 0.1595 01162 01igs 01087
L N 10 10 10 10
1 1 - Automalic Transformation: (deniity {No Trangfomnation)]

2[R - Automatic Transformation: Rank)
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PSL Study Number 43166
Sex: Femde 0 52 030 T3
makgidey makgiday megday mykgday
Graup 1 Growp 2 Group 3 Group 4
Day(s)Reldive to Start Date:
“Tarminal - Masn 229.2 2256 236.3 2338
BW o] 23 27 145 1.9
® N 10 i0 10 10
Adrena - Wemn Lo v Y EE 00664 00737
Glands Wt ) 0.0057 £.0089 0.0092 0.0093
@ N 10 10 10 10
Bran . Wemm 207 P 1575 306 2021
;M] ) 0.003 0.09 007 0.040
. N 10 10 ) 10
Tiearl ; Wetn (YT 0830 0.850 0.648
EM 50 o002 0.057 0034 0.056
9 N 16 10 10 10
Kidneys . Mean tis2 1 1.820 1,769 1815
" 50 0,164 057 0140 o101
) N 10 10 10 10
Tver : Mo 7156 76% 73% 7763
:”; %) 0.720 1087 0542 0548
9 N 10 10 10 1
Ovarics wih n Tem 01309 " 91272 X7 01368
Oviducts Wt sD 0.0173 00172 0.0143 0.0150
©) N 10 0 1o 0
Speen - Weomn &8 5 0507 D513
;"'; ) 0.089 D118 0063 0.080
¢ Nl 1 10 10
Thymus - Mean 04343 I 0.4854 0.4762 0.5218
w sD 0.0938 00741 00967 01127
) N 10 10 10 10
Ulenus - [T (YT (YA 0615 D480
w ) 0.247 0,064 0276 0,057
@ N 10 10 10 10

(I - Avlomatic Transformation [dentity {No Transformation})
2[R - Automatic Transformation: Rank]

3 [dd - Test Dunn 2 Sided p < 0.81]

4[d - Test: Dunn 2 Sided p < 0.05]
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TABLE 15: SUMMARY OF MEAN ORGAN-TO-BODY WEIGHT RATIOS'

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingtedient.
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PSL Study Number 43166
Sex Mol 3 57 T8 EE
mykgidy molkofday mgkaiday malkgidsy
Growp 1 Group 2 Group 3 Group 4
Gay(s)Retative to Stast Date
Adrenal Memn 078 0 01768 2154 01773
W sD 00165 00328 00253 0.0264
Rato}
N 10 10 10 10
Bram Wean CY T 5765 5722 5602
TBW ) 04N 035 0407 0204
(Ratia)
N 10 0 10 10
Epddymides Mean 28075 1 25551 27030 26712
ITEW ) 0.2682 03125 03143 03544
{Ratio}
N 10 19 1 10
Heal Ween 3251 01 338 337 3214
TeW D) 0451 0.151 0128 0.149
{Ratio}
N 10 10 10 10
Kidneys Mean 184 It 1188 1.214 7387
ow sD 0810 0541 0421 0560
[Ratia}
N 10 10 10 10
Tver e T 30,052 31.962 31893
g:h.“;’} ap 4348 1.406 2654 3550
N 10 ) 10 10
Spleen Mean 2:6 2198 2012 2139
g:u!':} ) 0.255 0391 0184 0312
N 10 10 10 10
Tester Mem CTT 0108 8564 B657
ITEW SD 120 0971 0570 0985
{Ratic}
N 19 10 10 10
Tryms Nem 14134 1 15208 14171 13939
ew ) 0.4037 03105 02319 02819
(Ratio}
N 10 10 ) 0

11 - Automatic Transformatiort Idenfity {No Transformation)}

2[R - Automatic Transformation: Rank]
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11 - Atomalic Transformatior: Identily (No Transformation)

2[L.AA - Aulomatic Trassformation: Log, (All Groups) Test Analysis of Variance p<0.01)

300 - Test: Dunnelt 2 Sided p < 0.01)

PSL Study Number 43166
PE— 0 Y] 028 [EE
mofaiey mykgidey mokgiday molkgiday
Group 1 Growp 2 Group 3 Group 4
Day(s) Relative to Start Date
Ao - M LEECE 03168 02812 03157
(‘;"f::) 5D 0.0265 00336 00372 00389
N 10 10 10 10
Bran Mo a0l 1 5578 B6%2 BE6A
ggﬁ“:) D 0545 0852 0898 0492
N 10 1 10 10
Heat - [Yrem L 359 3605 3625
(ggh?’:) b 0.189 01 0178 0.163
N 10 19 10 10
Fidneys Wean AT 2064 7505 77
gsﬁ‘;") D 0412 063 15657 0602
N 10 10 19 10
Tiver Wem s ¥ 33819 31158 3269
gfﬁ‘:') ) 2212 2633 2883 2772
N 10 10 19 1
Dvancs wih Wiean ioE T D563 05223 05535
°“’"‘”°a'§m3""’ 50 0.0869 0.0474 0.0643 0,058
(Retic} Nl 10 10 10 19
Spleen Mean FALI L 2784 2149 2191
gfh'.’;") D 0,300 0.384 0,291 0208
N 10 10 10 1
Thymes : Ve T8e63 1 20743 20184 27%2
(’;fh?‘:') 0 03463 0.3287 0.4057 04918
N 10 10 10 19
Ulens ; Friven 3158 ¢ 200 pp 2579 218 op
(g?h?:) 50 0949 0452 1083 027
N 10 10 1 10
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TABLE 16: SUMMARY OF MEAN ORGAN-TO-BRAIN WEIGHT RATIOS'

: Group 2: 512 mg/kg/day of test substance corresponds to 250 mg]kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/ke/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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o Nioke § 7] 1028 5%
mglkgldsy mglkglday mg/kgiday me/kgiday
Group Growp 2 Group 3 Group 4
Day(s) Relative to Start Date
Adrena : Mean 00806 1 05307 YT D031z
B sD 0.0031 0.006 0.0043 0.0039
{Ratio)
N 19 10 10 10
Epididymides Mezn 04813 I 05055 0.4738 G.4700
g;h‘!:) ) 0.0485 0.0535 0.0521 0.0573
N 10 10 10 10
Fiomt Nean 058 R 0565 0583 0.966
BrW ) 0.038 0,048 0.052 0.027
(Ratie)
N 10 10 10 0
Kidneys e 1282 " 1357 1578 3%
B SD nHa 0190 0414 p078
(FRatin)
N 10 1 10 19
Thver tem SHE T 5% 563 5514
B ) 012 0374 078 057
{Ralin)
N 10 10 1 10
Spleen - Mean o3 0.3%0 0353 0.376
Bry D 0,057 0,055 0030 0.084
{Ratio)
N 10 19 1 10
Teatos Mo TH9 1 158 143 155
B sD 0235 0155 B 0125
(Ratio)
N 10 10 10 10
Thymos Wean 023 1 0.2630 02502 02950
kg D 00739 0.0472 0.0514 0.0475
(Relio}
N 10 10 10 10
11 - Automstic Teansf sdentity [No Transfomatian)

2[R - Autematic Transformation: Rank]

157



Page 86

PSL Study Number 43166

. 5 512 058 wH
Sex Femile mykgiiay mgfgiday mgfgiday mgigidey
Group ¥ Growp 2 Growp 3 Group 4
Day(s)Relstive to Start Date
Adreral 3 e D07 T 0% 0035 00365
g;h'!:) sD 0.0024 0.0043 0.0047 0.0050
N 10 10 10 10
Heart - Mean Q4 1 0.420 0416 0420
'"a;h‘!"' 30 0081 00% 0.0% 003
(Ratc) N 10 10 10 19
Fidneys : Free=y 0z T 052 0865 .68
(E;h‘.':) s 0.056 082 £2.080 0.049
N 10 10 10 10
Uiver Ween A6 368 % EETT)
(gt.‘:) 5D 0325 0.476 0310 0267
N 10 0 50 1
Granes wih Mean sz P 0.0644 50603 00576
ciducts/By N 0.0075 0.0686 0.0079 0.0073
(Retio) N 10 10 10 i0
Splsen N gL Y] D248 025
(’RB;!:"‘:) o 0.038 0.054 0.0% 0038
N 10 10 10 10
Thymis Wetn b258 1 e 0232 02583
0{5;;?‘;') sD 0.0459 0.0434 0.0489 00561
N 10 10 10 10
Thers Tem TE FY T o300 OV
g;;‘."'o) 50 0198 003 01% 0038
N 10 10 10 10

1 - Automdic Transfomatios [dentity (No Transformation))

2[R - Autematic Fransformation; Rank)
3[dd - Tesk Dunn 2 Sided p < 0,01
4[d - Test Dunn 2 Sided p < 0.05]
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APPENDIX A: PROTOCOL AND PROTOCOL AMENDMENTS

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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SOY LEGHEMOGLOBIN PREPARATION:
A 28-DAY DIETARY STUDY IN RATS

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

PSL PROTCGCOL NO.
PI03.01 IMP

PERFORMING LABORATORY
Product Safety Labs
2394 US Highway 130
Dayton, New Jorscy 08810

PSL STUDY NUMBER

43164

STUDY DIRECTOR
Mithila Shirut, BVSc & AH, MS

SPCNSOR
Impossible Foods, Inc.
525 Chesapeake Dr.
Redwood City, CA 94063
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1.

4,

5.

7.

TITLE OF STUDY: SOY LEGHEMOGLOBJN PREPARATION: A 28-DAY DIETARY

BTUDY IN RATS
OBJECTIVE

The objective of this study is to evaluate the poteatial subchronic toxicity of Soy Leghemoglobin
Preparttion in male and female rats continuously exposed to the tost substance in the diet for at
lcast 28 days. A no-ohserved-adverss.effect-level (NOAELY) is sought for esch sex.

STUDY DIRECTOR

Mithila Shitat

Study Director

Tel: 732-438-5100 x1558

Emall; MithilaShitut@ProductSafetyLabs.com

NAME AND ADDRESS OF THE TESTING FACILITY

Product Safety Labs (PSL)
2394 US Highway 130
Dayton, Nf 08310

Tel: 732438 5100
SPONSOR

Tmpossible Foods, Inc.

525 Chesappake Dr,

Redwood City, CA 94063
SPONSOR REPRESENTATIVE

Rachel Fraser

Impossible Foods, inc,
525 Chesapeake Dr.
Redwoud City, CA 94063

Email: pachel fraser@impossiblofoods.com
DATES

Proposed In-Life Start Date:  9/28/16

Proposed Experimental Termination Date: 10/28/16

TEST SUBSTANCE
8A  Source
The test substance will be provided by the Sponsor.
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88 Identification

The rest substance will be identified osing the following mformation provided by the Sponsor and
Praduol Safety Labs (PSL) idsntification number.

Test Substance: Soy Leghemoplobin Preparation
PSL I §60720-5R

Lot #: PP-PGM2-16-088-301

Physical Description: Red/brown powder
Composition: Soy Leghemogtobin 48.82%
Storage Conditions: Frozen

Expiration Date; Not Applicable

Documentation of the methods of synthesis, fabrication, or derivation of the test substance is
retained by the Sponsor.
8.C  Analysis
The test substance, as rocrived, is expected to be stable for the duration of the study, Stability of
the test substance in the diolary matrix ond that of the concentention of the test substance in the
test diets will be determnined as part of this stody.
8D  Hazards
Appropriste routine safely precautions will be exercised in the handling of the test substance
unless otherwise indicated by the Sponsor,
8. GENERAL TEST SYSTEM PARAMETERS
9.A  Animal Requirements
9A.1  Nomber of Anirmuls. 80
9.A2 Number of Groups: 4 (3 distary fevels per sex+ 1 control proup per sex)
9.A3  Number of Animals per Group: 20 (1D male, 10 female)
9_A.4 Sexr Male and femate; Tesmales will te nulliparous and non-pregnant.
9.A5  Species/Strain- CRL Sprague-Dawiey CD® 1GS ms

9.A6  Age/Weight: Seven to cight weeks at fnitiation; the weight variation will not exceed
+ 20% of the mean weight for cach sex.

9A.7  Supplier Charles River Labarateries, Ine. Rats will be shipped in fittevet! cartons by
airfreight and/or truck.

98B  Test System Justification

The Spraguc-Dawicy® rat is the system of choice because, historically, it has been a preferred and
commonly used species foc dietary toxicity tests. The current state of scientific knowledge does
not provide acceplable alternatives to the use of live animals to 2ccomplish the objective of this
study.

164



Page 93

PSL Study Number 43166

Product Safety Labs P v

PSL 1 160720-5R
Study No: 43166

9.C

Husbandry
9C.1  Housing

The animals will be group housed in suspended stainless steel cages, which conform to
the size recommendations in the latest Guide jor the Care and Use of Laboratwry
Animats’, Litter paper placed beneath the cage will be changed at loast throa times/week.
The animal room will have a 12-hour light/dark cycle and will be kept clean and vannin
fres.  Buvironmental controls arc sot to maintain temperature and relative humidity
ranges of 21 ¢ 2°C aod 30-70%, respectively. Observed manges will he decumented in
the raw data.

9.C2  Acclimation

The animals will be conditioned to the houoging facilities for ol least five days prior to
testing. Body weights and clinical observations will be recorded at lenst two times prior
fo study starl.

9.C3  Feod

2016 Cestified Envigo Teklad Global Redent Diet® will be stored in & dedicated
temmperature and  humidity monftored feed storage site and will be available
ad Lbitun during acelimation. Test diets will be prepared as descrited in Sestion 1.8

using 2016 cemified Envigo Tektad Global Rodent Diet® and will be available ad Hbitum
during the study,

9C4  Water

Filtered tap water will be available ad libitum from individual bottles attached to-the
cages or from an aulomatic watering access systam, Water mnalysis is conducted by
Precizion Analytissl Services, Inc, Toms River, NJ aod South Brunswick Municipal
Water Supply, South Brunswick, NJ.

9CS5  Contaminents

There are no known contaminants reasorably expeeted to be found in the food or water
that would interfere with the results of this study, Routine unalysis consisting of each lat
of feed used in this study will ba recetved from Envigo Toklad, Madison, W! Water
analysis is conducted periodically and the records are kept on file at Praduct Safety Labs,
The date(s) of the most recent analyses will be reported in the final repon,

9.C6 Vil Screen

Serum samples from naive rats howsed in the same coom 28 test animals, ay pare of PSL's
sentinel health monitoring program, will be evatuated for the sbeonce of vijuses near the
end of the in-life portion of the study (PSL SOP €755).

¥ Naotlonal Research Coundl (200 1) Guide for tve Core and Uie of Laboraiory Animals {81 edf.). Washingion, DC: The
Nutions! Academics Press.
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10.

92.D Identification
90,1 Coge

Each cage will be identified by a cage card indicating at least Lhe study aumber, dosc
level, group assignment, ndividual animal identification and sex of the animals.

5.0.2  Animal
Each animal will be given a sequential number tn addition to being uniquely identified
with a Monel® self-piercing staintess stee} car tag.

EXPERIMENTAL DESIGN

10.A  Route of Administration

The test substance will be adminisiered in the diet,

10.B  Justification of Route of Administration

The dietary souls of administration will be used because it is recommended in the referenced
guidelines {Section $4,C.), and because hurman exposure may occur via this rolte.

10.C  Control of Bias
Animals wil] be randlomly assigned to test groups according to PSL SOP 4 714

1.0 Dose Levels

Ten male and ten female wst animals will be randomly assigned 1o each of the following test
groups:

Mo. Animals/ Dietary Dose Level! Targer Drictary Dose Level/ Targer
Group Graup Exposure of Active ingredient | Exposure of Test Substance *
M/F (mp/kgiday) {mg/kg/dny)
l oo ] Y
p 10410 250 ‘512
3 Wyio 300 1024
4 110 750 1336
*Bused on A5 ET% aetive ingredicat {Al, Soy Leghemegioting of Say heghemogindu: Pregairasionton & PR-FGM2 4
(R&-301

10.E  JSustification of Dose Level Selection

The Sposizor, in consultation with the Study Dizector, and based on a 14-dey palatability/toxicity
study (43167") selected targei dictary dosc levels of 312, 1024 and 1536 mgfkp/day that
correspond to large! dose levels of 250, 500 and 730 mpgskg/day of the active ingredient, Sov
ieghemoglobin, To maintain target dictary dose levels throughowt the study. concenlrations in the
test diets will be caloulated based on tie most recent group body weiglt and foad consumption
data.  Alternatively, historival controi values, retevamt to the ege and weight of the rats at

' Product Safty Lohs (20163 Spy beghomuglobin Frepumiian, Parfed Soy Leghemoglobin Prepuraian and Bovice
Brythiroeytes: A 14-dny dietury isxicity/puistubility xiudy inmes (In Daly).

4
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11",

corresponding intervals will be used. Diets for males and Females at oach dictary dose tevel will
be made separately each week. A NOAEL is expected Lo be nchioved for this study.

GENERAL PROCEDURES
1L.A  Selection of Animals

Eighty {80) healthy rats {forty males; forty females) will bo used on tost. Aniraels will be selected
for this study on the basis of adequate body weight gain, sbsenca of clinical signs of diseass or
injury, and a body weight within 220% of the meun within n sux, Stlected rats will ba distributed
by randomization zccording to stratification by body weight so that there will be no dtatisticatly
sigmificant difference among group body weight means within a sex.

118  Diet Preparation and Sampling

F1.B.1 Diet Pregaration (PSL SOP #605)

The test substance will be procossed as needed 1o decrease fmicie size using o grinder
and then added to 2016 Envige Teklad Globel Rodent Diet™ and thoroughly mixed in a
high-speed mixer. Controf diet will be mixed under the same conditions as the diets
prepared with the tes substance. All dicts will be kept frozen following preparation,
unless presenied to the test snimals on the same day a3 diel preparation. Al diets will be
prepared approximately weekly.

I1.B2 Diet Prescntation

The cantiol and test dicts will be presented to their regpective groups on Day 0 of the
study. The dicts will ba repiecad concurrently with fond consumption measurements on
Duys 3, 7, 10, 14, 17, 21 and 24, Additional diet may be provided as neaded throughouwt
the study to insure ad libitum feeding.  Animals will be exposed to the tast diets for at
least 28 days.

B3 Sampling (PSL SOF #607)

The neat test substance and sclecled prepared diets (at cach concentration), will be
sampled in duplicate.

11.B4 Stability of Test Substance

At the initial, middle, and fina! dict preparation) a sample of the fest substance (neat) will
be retamed for stebility. Analytical resulis of the initinl and final stabWity samples will be
used to establish the stabitity of the test substance under normal leboratory conditions for
the duration of the study.

1LB.S Stabilily in Dietary Matrix

During the first week of the study, samples 10 verlfy the stability of the e8¢ and controel
substance in the dietary matclx will be prepared.  Sampley will be prepared in standard
feed jars with followers and retaining rings and will be stored at ambient temperatuse in
the animal room. Samples from each dictary concentration will be collectod at the first
presentation of the dict and afler 4, 7, and 10 days and frozen until annlyzed,

HES Homogencity

Samples in evaluate homopeneity of the test and control substance distribution will be
collected from the Jnitla} diet preparation. Samples will be taken from approximatoty the
top, middle and bottom of the diet mixer, Basal dict control samples will be collected
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froms the middlc of ihe mixer only. Chemical analysis will verify the diets as
bomogeneous and of accurnte concentration throvghoul the study.

11.8.7 Comuntration Verification

Sampies will be colflected from representative animal dicts of the initial {as part of the
homogeneity asseasmant), middie and Gnal dict proparations during which time samples
will be retained und stored frozen. Samples will be enalyzed to verify the concentration
af the toxst dicts.

11.B.8 Sample Praservation

Upon sampling, diet preparations and neat test substance will be stored frozen. Samples
wili be considered stable from the point at which they are frozen,

11L.BY Sample Analysis

A single duplicate of the frozen diet samples described above will be sent to Impossible
Foods [or analysis of die! preparation and neat test substance samples. A signed,
analytical report will be provided to the Study Director. This report will include the
mothadology, pertinent measuromenis, study results, and tsbulated resuls.  Upon
completion of the report, all raw data will be transferred to the Study Director © ba
incorporated into the main study report. Any remaining samplo material will be retuined
at Product Safety Labs until issuance of the final report,

Analyfical Chemistry

11.C.1 Sample Storape

Upon receipt, afl sumples will bo stored and maintained frozen (approximately -20°C)
prior to analysis.

11.C2 Method Validation

Prior 0 snmple analysis, the suitability of the methods will be demonstrated, Mothod

validation witl include, but it not limited to determination of lingarity, precision, and
aCCuUracy,

11.C.3 Referenes Subsiance

Aliquots of the neat test substance wil] serve as the referesice standard.

11.C4 Chemical Analysis

Anatyfical test methodology will be validaed by Impussible Fouds personnel. Samiples
will be anlyzed in roplicate. A detailed description of the snalytical test method(s) will

be documented. Any remaining sample sateriel will be retained until Lhe fssuance of the
final report,

1$.C.5 Datn Reposting

Data will be eaptured on standard raw data shects and as instironient ouiput, as necessary,
and summrized in tabular form,

11.C.6 Anntytical Report and Rocords to be Maintined

A signed, snalyticsl moport will be provided 1o the Study Dirsctor. This repont will
inciude the nethedology, pestinent mensurements, study results, end tubulated results,
Upon completion of the roport, a1 raw daa will be transfocred to the Study Director. The
analytical report will be incorporated into the main stady report.
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1. Opbthetmologic Evatuations

Dnaring tho acclimetion pariod, tho ayes of al} zats being considered for study will beexamined by
{ocal [Humination, indirest ophthalmoscapy and, when indicated, sHi-lamp microscopy.
Mydriatic eye drops will be administered prior tv oplithalmoscopy and the eyes will be cxamines
in snbdued light, Subdued light will be muintained tn the sinimal wom secording to PSL
SOP #7137, Thesy prucedures will be repeated on oll surviving test anfmials prior to tes!
termination,

11.E Clinies! Otaervations

Al simals will be observed at least twice daily for viability. Cage-ide observations of all
snimate will be performed datly during the wtudy, All findings will be recorded.

On Day 0, prioe o the fest treatment with the test substanee, and epproximeisly weelly
thiereafter, a detuiled observation will be condaocted (PSL S8OP #726) white Iandfing the animal,
genaratly on days that the animale are waighed and foud consumption measuremonts are taken.
Potentm! signs noted should include, but nat be limited w: chunges @ skin, fur, eyes, and mucous
membranes, cecnrrense of secretions and excredlons and sutonomic astivity (e, Jacrimation,
pifoctection, pupdl size, unusuzl raspimtory patern),  Likewise, changes In gaft, posture and
msponse 1o handling a5 wall as tho peessnee of clonfe or tomic movsments, stereotypes
{v.g., oxeossive grouming, repetitive pircling), or biznrre behaviar (e.g., seif-mutitation, wilking
backwirds) should also be cucorded, The date nnd clock time of all sbscrvations atbior sonality
checks will be reconded. '

Tho Study Dirceior wili bo promptly notified of severe/remarkable clinical observations and wil)
be advized when on animal s fownd fn & moribund condition and may authorize owthmnesia und
necTopsy 85 necpeskry 10 avoid ihe loss of quality date. Al such suthorizations will be recorded
in the raw data,

11.F  Body Weight and Body Weight Galn

tndividunl budy weights will be reconded al Tenst two times during acefimation, Test animnalt will
be weighed on Day 0 (prior to study stert) andd approximately weekly thereatter (intervals ai' 7
days & 1), Decedents nocd not be weighed. Body weighs gain will be enlculted for selectod
intervals and for the study oveeall,

110 Tood Consumpton, Food Efficiency, and Dictury Intake of Soy Laghemogiobin
Preparation

Individuat foad consumption will bs measired and revorded on Days 3, 7, 10, 14,17, 21, 4 and
at the end of the siwdy, Food efficioncy and dictary inteke of fha test substance (mgkg/day) will
also be coloulated and roparted.

ItH  Clinice) Pathology

Clinical pathology will be pocformed on all urviving animals for blocd chemistry and
bematology of the terminul sncrifice animals once towerd the nd of the dusing phase of the
study, The animals will be fasted overmight prior to blopod colieciien. Blood sample for
liematplugy {except congulation sumples) and clinical chemistry will be coliectxt via sublingoal
bleading vinder isoflurane anesthesia duting approxtmately Week 4 of the 1cg peind,
Appraximatety $00 4L, ofbtoad will bo collected in a pre-calibrted wbe contuning K,EDTA for
hematology assussments. The whole blood samples will bn stored onder refrigeation and
shipped on cold packs. Approximately 1000 pd. of blood witl be volisered fito & thbe coneatning

169


http:ancstheti.ia
http:coUoc.1ic.rn
http:prompt.Jy
http:lltcrenf\.cr
http:16077.1).SR

Page 98
PSL Study Number 43166

Product Safety Labs

28-Day dletary Study io rats
Frolocol # P703.01 TMP
PSL ID: 160720-3R

Study No: 43168

no preservative for clinical chemistry assessments. These samples will be centrifuged in o
reftigersted contrifuge and the serum will be transferred to a labeled tube, Serum samples will be
stored in 4 -BOPC freezer and shipped frozen on dry ico. All samples will be shipped to DuPont
Haskell Globa!l Centers for Health and Environmental Sciences,

The day before collection of samples for the ¢linical pathology evaluation, the animals will be
placed it metabolism cagen. Animals will be fasted after 3 pm (z! least 15 hours prior to) and
urine will be coliceted from each animal. Utine samplos will be stored under refrigeration ond
shipped on cold packs or wet lee to DuPont Iteskell Global Centers for Health and Environmental

Sciences.

Biood samplog used to detormine the prothrombin time and activated partial thromboplastin time
{cangutation) will be coliected via the inferior vena cava under isofluranc anesthesia at terminal
saorifice.  Approximately 1.8 mL of bload will be collected in a pre-calibmated tube containing
3.2% sodium citrate. These samptes will be centrifuged in & refrigerated centrifuge and the
plating will be transferred to labeled tubes, Plasma snmples will be stored in a -80°C froezer and
shipped frozen in dry lee to DuPont Haskell Global Centers for Health and Environmental
Seiences, I addition, & second blood sample will be retained during the exsanguinatinn
procadurs for futtre possible evaluation if treatment related effects are idemtified. Details of this

evaluation will be ndded by amendment,

All blosd samples will be evaluated for quality by visual examination,

tLH.] Hematology: Will include:
erythrocyle count (RBC)

hematocrit (HCT) .
wean corpuscular bamoglobin (MCH)
sbsolute reticulotyvie count {ARET)

homaoglobin concentrasion (HGB}
mexn eorpusculor volume (MCV)
red ool disteibution width (RDW)
platciet count {PLT)

total white hlaod call {WBC) and differcntizl leukoayte count
Mean corpuscular lemoglobin concentration (MCHC) will be calculated,
In addition, separate, bloed smears, stained with New Methylene Blue or Wright-Giamsa

stain, will be prepercd from esch animal undesgoing hematologlcal svatuation and will be
examined, if required, to substentinte or elarify the results of hematology findings.

11L.H2 Coagulation: Will include:
prothrombin time (FT)

activated partinl thromboplastio time (APTT)

11 H3 Clinical chemistry: Wil include:

serum agpariate smino trangforase (AST)
sorblve] dehydrogemss (SDH)

tata} birabin (BILE)

blood creatinine (CREA)

triglycerldes (TRIQ)

total sarum protein {TF)

giobulin (GLOB)

inorganic phosphoms (IFHS)

potassium (K)

sarum slanine aménotransferase (ALT)
alkaline phosphaiase (ALK

urez nitrogen (BUN)

uinl cholesteral (CHOL)

fasting glucose (GLUC)

albumin {ALB)

celafum (CALC)

sodium (NA)

chioride {CL)
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I1.H4 Urinalysis: Wil includo;

quadity (QUAL) pH ketons (KET)

color (COL) ghucose (UGLC) bilirubin (UBIL}
clarity (CLAR) specific gravity (SG) wood (BLD)
volume (UVOL) proteln (UMTP} urobilinggen (URO)

microscopks urine cedimen oxamination

Any remaining serum samples will be mainteined frozen at approximately -80°C and discarded
upon approval of the Sponsor 81 finalization.

11l

Terminal Sacrifice and Histopathology
101t Scheduled Sacrifice

At torminal sacrifice, @il survivors wili be cuthanized by cxssnguination from the
sbdominal aoda under isoflwrene anesthesia. Al animals in the study (including
decedents) will be subjected Lo a gross necropsy, which will include examination of the
oxternal surface of the body, alt ofifices, musculoskeletal system, and the cranial,
thoracle, abdominal, and pelvic cavitles, with their nssociated orguns and tissues, Al
gross lesions will be recarded. The fallowing tissues (of all animals sacrificad by design)
will be weighed wet as soon as possible after dissection to avaid dryiog:

adremats fcombined) kidoeys (combined) spleen

Yrain Tiver thymus
cpididymides (combined) avarles with oviduets (combined)  wterus

heart taates {eombined)

The follawing organs and tissues from all animals will be preserved in 10% neutral
buffered formalin for possible future histopathologicel examination:

aTcessory penital organs fleum with Peyas's putches  rectum
1a]

(prostate and seminal vesicles) le] safivary glands {sublingual
adrenals kidneys aubrsadibular, and
all gress lesions larynx parolid)
aorta liver sketeal musele
bane {femur) lupgs skin
bane marrow (from fermur & Iymiph node mandibular splnal cord - § levels:
MHemum) lymph node mesenteric ceyvical, mid- thoracic,
brain ~ 3 sections including mammary glund and Jurmbar
medulln/pong, cerebellar, nasal nirbloates spleen
and corebral cores nose stemum
epim ovarics stomach
teTvix oviducls thymus
colon pancreas thyroid
deodsnum parathyroid trachea
csophagus peripherat nerve (sciatic)  urinary bladder
Hardarlan gland pharynx tlers
leurt pituitary gland Yogit
12
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12

The following orpans and tismes fromn all asitmals will be preserved in madilicd
Davidson’s foative and then stored in cthanol for possitle future bistopathologient

cxamination;

tyes uptlc nerva

apididymidas testes

Additional tissies will be presarved if indicated by signs of wxicity. or target orgen
tavolveatent

1LL2  Unscheduled Sacrifics

Asny 1ot that dies or is sporificed becanss of a moribund canditien will b examined for
fhie cause of denth br moribund condition on the day the observation is made. Ruty will
be evaluated [or gross lesions. Organs and lssuca will ba oxcised, waighed fexcenpt for
animals found demd), and preserved as dosoribed for those animals seerifioed by design.

{103  Histopathology

Ristological examinmion will bs perfonned on the preserved orgens and lissues of the
animals from both the control and high dose groups (Grokips 1 and 4, respectively) ua
woll as from any unimul thet dies durlng the course of the stady, In addition, goss
lesions of petential 1oxicalopien] significance poted in 4y test groups at the time of
teemning] secrifice will also he examined, These exatntustions may bs exteaded to other
lssues pod argans fiom the low and ntermediate groups at the request of Pathalogist I
consuftation with the Study Dircerr and Sponsor 10 furlher tovestigate changss observed
in the high dose group. The fixed tisswes will be rimmed, processad, embedded in
pamffin, scetionad with o wicrotome, placed ont ginyg microscope slides, stined with
hemmtoxylin and eosin {HE) and examined by light micrescopy. Additional spectal stains
can be added based on HE evaluation st the diseestion of the study pathologist in
consultation with thy susdy diroctor and sponsor. Slide preperation and histnlogical
azsessment, by a boprd-certified veterinary pathologhst, will be pecforned ar Histo-
Seientific Rescarch Laboratories (JISRL),

STATISTICAL ANALYSIS

Product Safety Labs will pecform siatisticat analysis of all Jata collected during the in-life phase
af the study ns well as omgan weight data, i spplicable. The use of the word “sigrificant™ or
“signifioently” indicaley o stnfistically significant difference hetween the conteal and she
experlmental groups. Slgaificance will be judged =t a probability value of p < 003, Mals end
fernale rats will b ovaluated soparataly.

120 Statistical Mothods (u-Life and Organ Weight Data)y:

Maan and smndard dovigtions will be catsulsied for all quentitative dita I waraned hy
sufficiem group sizes, dats within grovps will be evaluated for homogeneity of verianoe end
normatity. Where homogeneous varlinge and normal dissribution 4 vbserved, treatment gwd
oot groups will b compared vsing a one-way analysis of varigoes (ANGYA). When one-
way analysis of varisnce is significans, 4 commarison of treated growps 10 control f multiple
compsrisons will bb performed ¢e.p. Dunnet’s test)®. Where varhimee is considercd significandy

' ertlel, MS. (1937). Propedis of wificioncy ang mutitenl logy, Procendings of i Repol Stotisticn! Soctery Serter A, 13,
248262

¥ Dupnstt, W, (194 Do Bedeley Bor imuitdipie- conparlsofs with wountrel. Howerder. 20(3), 452-501,

* nrmett, W, {1980 Prinwise niuiijie In the

case. J, Abver, Stdliss, Agror,, 75, TOE-ER0.

13
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13.

different, groups will be comparcd using & non-parsmetric method (o, Kruskal-Wallis non-
parametric analysis of variance) '. When non-pamametric analysis of varlance is significant, a
comparison of treated groups 10 controf will be porformed (e.z. Durn ‘s teat)?.

If wamanted by sufficient group sizes, the mcldenc: of clinical observations may be evalunted
through sequential application of a trend test’. Other procedures will be used if appropriate, and
will be desaribed in the final report.

Statistical anal_ysna will be conducted using one oF maore of the following softwure applications:
Provantis® version 9, Tables and Statistics, lnstem LSS, Staffordshire UK; INSTAT or Prism
Biostatistics, Graph Pad Software, San Diege, CA; Statview, version 5, SAS Institute Inc.; and
SigmaStat, version 2. Other statistical methods will be used if appropriste, at the time of ana!ysis,
and described bn the final report.

128  Statistical Mcthods (Clinieal Pathology)

Significance will bo judped a: a probabilily value of p < 0.05. Males and females will be
anatyzed separatoly (Provantis™ version 8, Tables and Ststistics, instem LSS, Staffordshire UK).

Methed of wgggw Anglysty
I peclimioacy teat s | W prelitmingry teal is
Paramater Probioningry Tt not algnifan significam
Tennaforms of the dats (o
achéeve normuilly and
. nrian'g;:ulsou:mly' will be
Levene's” st for . usad. order of transforms
Orxeway analysis of
' homogeneity and nitemoted will ba lop, suunre
Clinloat Pethology Shapiro-Wilk tes oy | Yatiunce Followeed with o1 g cank.oree. i
narmality ranetts tos lop anu squsre pat
trarfores Gal, ke rank-
vecer wil e used,

When fut individin) observation is recovded ag being Iess than a certain vudie, calculntions ame perfarmed
ot hall'the recordey valos, For example, If bilirubin is reported a8 <0 |, .05 Is eeed for aoy caleulntions
performed with that bitirubln date. Wheo an individusl shaervation Is reconled o5 being greater than &
certain vadue, cajculations ey peformod on the recorded value. For axampie, if speciiic gravity was
reported 08>, 108, 1.100 1s used for any cnfeulation perfonned with s ppecific gravily dua

Other statistical mothods will be used i€ sppropriatwe, 3t the tme of analysis. The statistical
methods usad will be desesibed in the Rnal report.

FINAL REPORT

A signed study report will he provided 1o the Sponsos, This repont will include, but not be limited
ta, the following information:

» jndividual animal data (and sverages where appropriste) for sctugl concentration of test
substance received; time of observatiom of tach nbrormad sign and its subsoquent course;

»  body weights, eod consumption and food efficioncy values;

¢ ophthalmological nasessments;

skl WL, & Wallts, WA, {1952). Use of ranks tn one-etlterivn visizse malysis. J. Anier. Swatin, Anoe, 47, 5831621,

* Dunn, 0.1, (19643, Multiple contrasts using, eank sians. Teotwamemizr, 6, 241352,

¥ Agresti, A (1013). Categorion! Date Analysi (3™ Edsion) Joln Wikey & S, Ine, Hoboken, NJ,

* Levere, 1, (1960) Robust 1ts13 for equality of variences In; 1, Olkin ot & (Eds}, Combriburians o probubility crd ssarisricy {pp. 278
T92). Padir Alto, CA- Stanfond Unlversity Preat.

3 Snusplro, 85 & Wilk, M.B, (1963}, An oralysis of varlanoe test for certertality (oomplats stenptes). Fiunetrika, S203-43, 391611,
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14,

-

hematolagy, elinical chemistry, coagulation, and urinalysis results;

organ welghts. organ ta body welght and argan to brain weight ratios;

necropsy and pathology findings;

test substance and dose propacation analysis;

o compliance stitement signed by the Study Director that stetes thet the report Accuratsly

refiects the raw data obtained during the performance of the study and that al! applicable GLP
regulations were followed in the conduet of the study;

s Quality Assuranee stalement summarizing QA sctivilies performed For the study.

STUDY CONDUCT
14.A  Laborstory
In-life portion Praduct Safety Labs
2394 US Highway 130
Dayton, NJ 08810
Ophthialmology evaluation Kristing R, Vygantas, DVM, DACVO

319 Pervineviile Rd.
Robbingville, NI 08694

Clinioa] chemistry, hematology,  Dupoent Haskell Global Conters for Heaith and
coaguiation, and urinalysis Environmental Sciences

P.O. Box 30

Elkton Read

Newark, DE 19714

P.L: Denise Hoban, BA, MLT, ASCP

Clinlcal pathology evaluation Product Safety Labs

2394 US Highway 130
Dayton, WY 08810
P1: Odete Mendes, DVM, PhD, DACVP, DABT

Test substance and dictary analysis  Impogsible Foods, Inc

525 Chesapenake Dr.
Redwond City, CA 94063
Prospective P.I1.: Rachol Fraser, PhD

Histological slide prepamtion Histo-Scientific Research Laboratories (HSRL)

5930 Main Street
Mount Jackson, VA 22842
P1. (histology): Craig Zaok

Histological slide evaluation Histo-Scientific Research Laboratories {HSRL)

5930 Main Street

Mount Jackson, VA 22842

Prospective P.1(s) {pathology): David Garlick, DVM, DACYP
Lauru E. Eleock, DVYM, PhD, DACVE

Elizabeth H. Hutto, DVM, PhD, DACVP

Daphne Vasconcelos, DVM, PhD, DACVP, DABT

Allen Singer, DVM, DACVP, DABT

15
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18,

148  GLP Compliance

This study will be conducted in compliznve with the following reguiations:
» US FDA GLP: 21 CFR Part 58, 1987

Which is compatible with:

o DECD Principles of Good Laboratory Practice (as rovised in 1997 published
ENV/MC/CHEM (98)17, OECD, Paris, 1998.

Clinica! pathology evaluation will be conducted in compliance with U.S. FDA GLE: 21 CFR
Part 58, 1987 which is compatible with OECD Good Laboratary Practices.

Analytical chemistry will be performed in conformance with GLP principles in 8 non-GLP
facility.

14.C  Test Procedure Guidelines
This study design is based on the following guidelinns:

«  QECD Quidelines for Testing of Chemicals and Food Logredients, Section 4 (Part 407);
Health Effests, Repeated Dose 28-Day Oral Toxicity Study in Rodents (2008).

= US FDA Toxicological Principles for the Safety Assessment of Food ingredients,
Redbook 2000, 1V.C. 4. a, Subehronic Toxicity Studies with Rodents (2007).

QUALITY ASSURANCE

The Quality Assurance Unit (QAL)) of PSL has reviewed this protncol for GLP complinnce and
will conduet in-process inspections of selected procedures during the study, The final repast will
be audited for agreetnent with the raw data records and for compliance with the protocal and PSL
SOPs.

In addition, PSL QAU will function as lead QA for this study and will moniter QA sctivities ot
DuPont Haskell Global Conters for Health and Environmental Stlences and HSRL. For portions
of the study cenductod by a subcontractor, the QAU for that facility will conduct necessary
critical phase inspections and #udit tespestive results and reports for the study phase according to
the SOPs of that facility.

The QA Units from DuPont Haskell Global Centers for Health and Environmental Sciences and
HSRL will send all GLP audil reports to the Study Director, Study Director's management, and
P3L QAU a3 soon as they are issued.

RECORDS TO BE MAINTAINED

The original signed roport will be sent 1o the Sponsor. A copy of the sigted report, together with
the protoco] and all aw data generated at Product Safety Labs, will be maintained in the Product
Safety Labs Archives. PSL will maintain these records fur o pesiod of at least five years. After
this time, the Sponsor of the study will be offered the apportunity to take possession of the
records or will be charged an archiving fee for cantinued archiving by PSL.

The following records will be mainzised:

A, information on test subsiance will include but not be limited to the following:
Storape Divlary anatysis
Usage Test substance analysis
Disposition
16
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B. Information on animals wilk inctude, but aot be limited to the foliowing:
Recaipt, date of birth Clinical observations
Initial health assesament Histopathology data
Daoging Individual necropsy records
Body weights Organ weights
Fuod consumption Ophthaimologic evatuations
Hematwology. elinical chemistry, coagulation, urinalysis data
C. ANl other records that would demanstrate adherence ta the protocol,

17.

18

Raw data related to hematology and clinical chemistry evaluations will be maintained by Product
Safety Labs and/or DuPont Haskell Global Centers for Health and Enviroamenmtal Seiences,
Newark, DE.  Prepared slides and pathology data will be maintained by Prodict Safety Lobe
andfor by HSRE, 5930 Main Street, Mount Jackson, VA, 22842, Test substance snd dielary
anulysis data will be maintzined by Impossible Foods, Ine. 525 Chesapoeke Dr. Redwood City,
CA 94063.

PROTOCOL AMENDMENTS AND DEVIATIONS

All amendments to this protoco] and the reasons therefere shall be documented, signed by the
Study Director, dated and maintained with the raw data and peotocol.  Any deviations from this
protocol will be recorded in the raw data and documented in the final report.

DISPOSITION OF TEST SUBSTANCE

A reserve sample of the test substance and records of sample disposition will be maintained at
Product Safety Labs. All remaining test substance will be retained for at Josst one year from
recoipd, unless otherwise specified by the Sponsar. Al remaining test substance will be returned
to the Sponsor unjess otherwiss directed.
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BROTOL: MENT

S0Y LEGHEMQGLOBIN PREPARATION:
A 28-DAY DIETARY STUDY IN RATS

PROTOCOL NQ.: P703.01 IMP AMENDMENT NO.: |

STUDY XNO.: 43166 PSL Sample IDs: 160720-5R

PROTOCOL SECTION {change frem): 11.F Body Weight and Body Weight Gain

Individun! body weights will be recorded st feast two times during acclimation. Test animals will be
weigled on Day O (prior to study start) and approximately weekly therealler {intervals of 7 days + 1),
Decedents need not be weighed, Body weight gain will be calculated for selected intervals and for the
study overall,

PROTOCOL SECTION (change to): 11.F Body Weight and Body Weight Gain

Individual body weights will be recorded at least two times during acclimation, Test animals will be
weighed on Day 0 {prior to study start) and approximately weckly thereafter (intervals of 7 days + 1),
The animals will alsa be weighed prior te sacrifice in order to calculate organ to body weight ratios,
Decedents necd not be weighed. Body weight gain will be caleylated for selected intervals and for the
study overalf.

REASON: Terminal body weight was not included in the protocol.

EFFECTIVE DATE: Scpicmber 28, 2016

(b) (6)
61)2 s/ea

Mithita Shitut, BVSc & AH, MS Date
Study Director
Produci Safety Labs
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SOY LEGHEMOGLOBIN PREPARATION:
A 28-DAY DIETARY STUDY IN RATS

PROTOCOL NO.: P703.0} IMP-

STUDY NO.: 43166

AMENDMENT NQ.; 2

PSL NO.: 160720-5R

PROTOCOL SECTION: {4 A. Laboratory

Change from:

Histological slide evaluation

Change to:

Histological slide evaluation
(Change in bold)

EFFECTIVE DATE: November |. 2016

(b) (6)

Mithila Shitut, BVSc & AH, MS
Study Director
Product Safety Labs

Histo-Scientific Research Labormtories (HSRL)

5930 Main Street

Mount Jackson, VA 22842

Prospective P.I(s) (pathology): David Garlick, DVM, DACVP
Laura E. Elcock, DVM, PhD, DACVP

Elizabeth H. Hutto, DVM, PhD, DACVP

Daphne Vasconcelos, DVM, PhD, DACVP, DABT

Allen Sinper, DVM, DACVP, DABT

Histo-Scientific Research Laboratories {HSRL}

5930 Main Street

Mount Jackson, VA 22842

Prospective P.1(s) (pathology): David Garlick, DVM, DACVP
Laura E. Elcock, BVM, PRD, DACVP

Elzaheth H. Hutto, DYM, PRD, DACVP

Daphne Vasconeelos, DVM, PhD, DACVP, DABT

Allen Singer, DVM, DACVP, DABT

Daniel G. Branstetter, DVM, PhD, DACVP

il\al?(t‘é
Date
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PROTOCOL AMENDMENT

S0Y LEGHEMOGLOBIN PREPARATION:
A 28-DAY DIETARY STUDY [N RATS

PROTOCOL NO.: P703.01 IMP
AMENDMENT NO.: 3

STUDY NO.: 43166 PSL NO.: 160720-5R

PROTOCOL SECTION: 11.]

Add to section 11.1.

11.1.4 Histopathology Peer Review
A histopathology peer review of female reproductive organs will be performed for all female rats. The peer
review pathologist wilt be Karen Regan, DVM, DABT, DACVP form Regan Path/Tox Services, Inc, 1457
Township Road 853, Ashland, OH 44805. A peer revicw statement will be inserted in the final study report.

EFFECTIVE DATE: June I, 2017

(b) (6)
Ttunr IJ 2017
Mithila Shitut, BVSc & AH, MS Date
Study Director
Product Safety Labs
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PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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APPENDIX B (cont.): WATER

In June 2015, water was analyzed for contaminants.

LABORATORY: PRECISION ANALYTICAL SERVICES, INC.
2161 Whitesville Road
Toms River, NI 08755

Results of water analysis for possible contaminants were acceptable within regulatory standards.
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W Ariycial B Jelroiel W iy

LAl WATTIWVILE ROAD MM VPR MO OEME  PRoREl TLMItA A FAR FRLBjA LGS

CERTIFICATE OF ANALYSIS

Costoreer:  Produc Sebety Labs

2554 kot 130

Daryton, HI 08810
ProjectiD: 2 Qucwrter Mixtrin: Orinking Wazer
PAS Project 13 P16-3141 Report Date) 6201006
PAS Smicphe e 1D Anabpy Ravelts s MR L) [ ;=% ok Zhad Data o

Swanplect Anabyred

P16-314101 | Room ¥ Copper ND ™ 005 0188 130 $M3511 8 | B/2A16 1120 | 6/27/15 1523
PI&A14L0]  [Room T D KO mlt 0035 00082 5.0 shediti B | 621716 1030 | 6/28/16 1334
P6-3141-01  {Acom T 1rad NG mEL Q0c 000048 0.00% S0 81710 1130 | /23018 188
PLE-ALALOYL  |Room #7 £. Coh / Colilent Abtent Pres/Abd |1 ColfL00ML[ ! Col/500 | 0Col/I0om | sM92238 ] 6/2136 11220 | 8/2136 1665
PLE-1143 DL ]ADam a7 Toral Cobfiorra f Colfart | Absant PropfAbs [106)/100mL |1 Col/300mt | O Cel/itimy | SM0223D | 6/21/16 11:10 | &21/16 18:55
P16-314302 | Room 030 LOPea HE Rl 0% 0.018% 130 SM 31108 | B20/56 11:35 { 6/27/16 1635
PLE-J141-02 [ Reen ¥20 B N g [ ¥ 0.0097 5.00 w3113 | ea1/is 3138 { aassse 1398
P15-3141-02 | Rogn Wi trad NE a1 0,002 COOAEL et M3 A f BiL/1G 1128 | 67236 15009
PIEA14L02 | Ream M10 £. £of / Colibert Absent Pras/ade | ) Col100me {5 Col/100mk | GCoif100mL | SM92238 | 6/21/18 11:25 | 62116 1655
P16-2141 4 [Raom 010 Total Cobferen / Guitert Alsgrnt PreafAbs |1 Col/100mL {1 Col/100mL | Lo 100wt | SM52238 | S/21/16 5138 | $/21/14 5653
PLE-ILEIOY | Moo K19, Proury Matlon {Copper N e, 2.0% 0.0185 1.30 M1 | 5/2)/16 11:35 | B/I16 16:38
P16-3161-03 | Room 319, Pressury Scation | Dnc ND M 0.025 0.0092 5.00 SMILLEB | 6723710 19:25 | 6FR16 10039
P18-3141-0)  |Acomn N9, Freswurs Strtion | Leed 50 N 203 QO00AE] 0505 M 31138 | 621016 11:35 | 5123/16 15324
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APPENDIX B (cont.): SEROLOGY

In October 2016, serology from sentinel animals residing in Room #15, which also housed the study
animals, was obtained from collected blood serum for a battery of common viral and microbiologic
pathogens.

The sentinel animals along with the test animals were in Room #34 from September 28, 2016, through
October 28, 2016, for the duration of the study. Blood samples were collected on October 28, 2016.

LABORATORY: IDEXX BioResearch
4011 Discovery Drive
Columbia, MO 65201

Results of the serology analyses for sentinel animals corresponding with this study are reported as

samples 257M 10.28.16, 268M 10.28.16, and 316F 10.28.16. All samples were negative for microbial
antibodies.
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'm"w'muu BioResearch
FINAL REPORT OF LABORATORY EXAMINATION
4011 Discovery Drive, Columbla, MO 85201
1-800-666-0825  1-573-499-5700
kieodioresearch@ideolcom www.idecodionagearch.com
{DEXX BicRassarch Cases # 30789-2018 Received: 11/15/2018
Completed: $1/16/2018

Submitted By

Mithila Shina Phone: 732-438-5100 ext, 1558

Product Safaty Lsbs Emall: MithiaShitut@productsatetylabs.com

2394 US Highway 130
Dayton, NJ 03810
Specimen Descripion
Species: rat Purchass Order #; P1802593UDCH
Desgription: Opl-Spot atripis)

Kiram Heead Tt | ey Rutnbe
1257 10.28.18 _ 45 ‘COICRL N am 43185
vots e 1o “aen w - -
JwFwmle  wemewa s SR F awm e

ServicesTests Performed: Primary Sarclogy Profile
Sarologie svaluation for antibodles to:  H1, KRV, RCWSDAVY, RMV, RPV, RTV

Summary: Al test results wern magative,

¥ you haww quastions, ghees cal O ol e Durber & 1-800.800-0823 of a-mat us Rl Gaxzbiessesmhiyden.com.
Pagetol 2 1DEXX BioReqonrsh Cose ¢ 30765-2015
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SEROLOGY SUMMARY

R SR T ST

pesilive WB = Westem Biot confirmalory sralysis perding NS = non-speciic reactivily N + maomal k3 L = lass than ncanat IgG

Page2al 2 IDEXX BloRassarch Casa 8 J07TOH-2016
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Mr-.lv\x BioResearch

FINAL REPORT OF LABORATORY EXAMINATION
4011 Diacovery Drive, Columbla, MO 85201
1-800-868-0825  1-573-409.5700
daotioressarchi@iemo.com www idesodbionessarch.com

IDEXX BloResearch Case # 30768-2016 Received: 11/15/72016
Complotod: 11/16/2018

SEROLOGY DETAILS

(TRTIRTY

HAGLRAG: HIFF P38

RMY VP mmmbanaru MFI > 2 oou - - -
‘Nt ‘MFI > 3750 . . .
i KRVpun!hdvkw MF) > 2.500 7 - - .

ns!

- - -
- - -
- - -

TV purtiod vinws
L hEY putfied vin

neil: NS51 profoin is highly conserved kmong rmdaent pasvovituses and thus sarves 2% 5 gGanaiic REsRY for [ANOVILE semtcrmrsion,
Lagand: +=postive -« negative blank © teed not parfarmod  £01 = equivocal  HE + bamalysis prechuded tesling ! = ngufien] %Y » weak
peollive WH = Weglern 8l confirmalory analysis pending NS = non-speciic roactvlly N < normad 0 L, %eas than nommt igG

Poaltive MFI maults sre reportod as "+ Sollowhd by & rumber from |10 33 In theasands ouriad off 10 Mo nsorsst thousend.

1P you have quasons, poase cot aat 20 fies nuimber ol 1-000-BE3-0820 or o-me| L5 2t Kousblorsaareh G dexa oom
Faga taf 1 IDEXX GoResenrch £ase § 307392018
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APPENDIX C: CERTIFICATES OF ANALYSIS

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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Product Safety Labs

CERTIFICATE OF ANALYSIS

Product: Soy Leghemoglobin Preparation
Lot #: PP-PGM2-16-088-301
PSL Reference No.: 160720-5R
Date of Analysis: August 16,2016

Result:
Soy Leghemoglobin — 48.82%

(b) (6)
Approvaj: 9% 7’/ 4§
LAEVIL S0y, Date
Analytical Services
Product Safety Lal
(b) (6)
QA Release: SA—D L
Rhonda Krick, B.S. Date
Quality Assurance
Product Safety Labs

This material was analyzed in compiiance with Good Laboratory Practice (40 CFR 160) standards.
Data are reported in PSL GLP Study No. 43632

PRODUCT SAFETY LARS " Z34IH0
2334 peRprodurtaaferyiabs.cam
Dzno:lsurrmﬁ;m wwy) producianfetyiaba,com
L,
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APPENDIX D: CHEMICAL ANALYSIS

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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IMPOSSIBLE

Project Title:
Analysis of Samples from Study:
Soy Leghemoglobin Preparation: A 28-DAY DIETARY STUDY IN RATS

Sponsor
Impossible Foods, lac.

525 Chesapeake Dr.
Redwood City, CA 94003
ANALYTICAL REPORT

Test Substance:
160720-5R

Author:
Pavel A. Aronay, PhD

Analytical Report Completion Date:
Decomber 7, 2016

Performing Laboratory:

Analytical Services:
Impossible Foods
525 Chesapeake Dr.
Redwoxd City, CA, 94063

Impossible Foods Study Number IF-43166

Page 1 of 35
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IMPOSSIBLE
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IMPOSSIBLE

STUDY INFORMATION
Protocol Na.: IF-43 166
Test Subsianee: Sov Leghemoplobin Preparstion

LovBatch #: PP-PGM2-16-088-301

Physical Deseription: Red/Brown Powder

Date Test Substance Received: Octaber 11, 2006 and October 25, 2016
PSL. Reference Nos.: 160720-3R

PSL Sunly Number: 43166

Sponsor: Impossible Foods, Ine.

Dates of Analysis
Analytical Principal Investigator: Pavel A Aronoy. PhD
Primary Chemists: Puju Agruwal. MS

Rachel Fraser, PhDY

Page § of 33
Analviical Repont
Study Number IF 43166
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IMPOSSIBLE

1. SUMMARY

This repont presents the dictary misture and test substance anadysis phase of PSE Study Number 43166:
Soy Leghemoglohin Preparation: A 28-DAY DIETARY STUDY IN RATS. Samples were colleuted at
various intervals for nest test substance stability (N1, stahbility in the dictary mixture (8A), homogensity
(HON. and concentmiion verification (V) and mnslersed to the Anatyticnt laborston of Impossible
Foods. This method was validited i terms of lincarity . specificity. precision, ond seeuracy. All sumples
were received frozen and were maintitined fozen prior ke exiraction,

Sumples (BO — Both Male and Female diels, MA - Male dict, FL ~ Female diet):
Neal test substance for Stability: Week {, Week 3, and Weeh 4

NTLA

NT2ZA

NT1A

Digtary misture sumples Jor Swbility (Duys 0, 4, Tand 10y

SAD 1A BO SAT YA FE SAD 6A MA
SA4 8A BO SAHI24A FE SAL13A MA
SATI5A DO SAG JA MA SA720A MA
SA22A BO SAL TTA MA SA27A MA
SAUD 2A MA SAT 18A MA SAOTAFE
NAJ YA MA SA25A MA SA41TAFE
SAT 16A MA SADSATE SAT2IAFE
SALGA3A MA S5A4 1A FE SAI2BA FE
SAQ3AFE SAT I9AFE

SA4 I0A FE SAT026A FE

Initial {Day ) Dictary Samples tor Concenteition Veritication: and Homogeneity (T = top, M = middle,
B = bmlom):

HO 1 AMBO I ATFE
HO2ATMA HO12AMFE
HO 3 A MMA HO 13 A BFE
HG S ABMA HO T4 AT MA
HOSATFL HO 15 A MMa
HOB6A ML HO 16 A BMA
HO7ABFE HOITATFL
HOSATMA HOISAMFE
HOGAMMA HOIYABFE

HO 10 A BMA

Intermediate {Duy 7Y Dietsry Sanples for Concenlration Verification:

OV I1IABO CV 4 AMA
CV2ZAMA CVESATE
CVIAFE CVaAMA
Papge & of 35
Agalytice! Repor

Sticy Number IF 43166
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IMPOSSIBLE

CVTATE

Finat {[day 21} Dictary Samples for Concentration Verification:

CVEABO
CVIAMA
CV [HAFL
CVIEAMA
CVI2ATE
CV I3 AMA
CV I4 AFE

Page 7 of 35
Analyticul Repon
Study Number IF 43166
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PROCEDURE FOR THE DETERMINATION OF SOY LEGHEMOGLOBIN
PREPARATION BY HIGH PERFORMANCE LIQUID CHROMATOGRAPHY (HPLC)

A Reference Standard

Note:  The net test substunce was used 25 the reference stondard.  No pority comection was
spplicd, Resulls wers reponicd as lest sabstance concentration (verwis active  ingrodient
oaneeniration).

Nume: Soy Leghemaglobin Preporotion
LovButch 4: PP.PGM2-16-088-301
PSL Nu.: 160F720-3R

Purity: 48.82%

Exp. Date: March 2017

Supplied by: Imprssihle Foods, Inc

8. Method Validation

Linearity, system suitability, specificity, precision, and accuraey (spike recovery)
determinations were performed prior tr analysis,

Stack Swndard Soligion: A standard solusion was prepared dy weighing 1.1 grams of
relerence standard intes 1 S0 ml. polypropylene wihe, diliting with 25 g of Lysis
Reagent. shaking i 60 minutes. and mixing well.

1B Doector Linearity: The lincarity of detector response was assessed using reference
substunce sobutions kxngeted o hricket the expected concentrations o the makyte,

Lingurity, Standand Preparption:  Five standied solutions with concentrutions vanging
leom approximately 0125 10 2 mg/ml (1IN | - LIN ) were prepared by preparing
individual diluwions of the stock standard solution In Lysis Reugent by welipht and
wmixing well. Lincarity solution shelf fife is 3 davs at 4C or 12 months a1 -80C,

Lineor regrossion of the snulyte pesk smeve voclfickents of determintion (RY) of
(.5977 - 1.0000, which were considered acceptable

2.B.2  System Suiabiliy: Flve replicate igectivis of the mid-point linearity solution (LIN
3-13 praduced relative standard deviations for this study of 0.2% - |.5% iy peak nesponse
and 0.0%% - 0.2% for retention fime.

B3 Specificity: Speificiy was demonstratad by the absence of significant intesferenies
in replicate linewity ¢LIN 1-A) and comtrol feed samples (HO 1 AM-1, Background was
< 5% of the lowest standund signnd,

2.3 Accurney |Spike recoveryd and Pregision:

Duplicate QC stock salutions were prepared by weighing approximately 8.3 gram ol o
controd sample {1 | AM) inte separate 30 ml polypropyiens contrifuge tahes,
pipetting 1.25 mb. 1QC Low) or 2.3 mb. (QC High) of STDI stock standord sotution,
and ndding £.75 ml. QO Highy or 7.3 ml. (QC High} of Lysis Reagent into cach whe,
Lach mixtore was vupped amd placed in o mechunicn! shoker for 60 minutes.  FPhe
sobutions were allowed to setfe Jor 30 minutes and {iltered using 3 0.2um 96-well flwer

Page & of 35

Analylical Repan

Study Number 17 43166
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IMPOSSIBLE

phates. Filtmte was collected in Ya-wel conical bottom plate thr HPLE anslysis,

Chromatography ol the warking QC solutins demonstrated aceuney (% recinery) o be
88.2% - 97, 7% tor QC Low and ¥7.2 - Y2.6% for QC High. The %R 813 was (.3% - 3.7% for
QC Eow und U.6% - 1 2% for QC High for peecision.

Analysis by High Performance Liquid Chromatography {HPLC)

200 Stendaed Prepamtion: The linearity solutions were injected with eveny sequence and
were used for iermolation of ssspy nesubts, An exumple result is showain 28,8,

Note: Al dict samples wene removed from the freezer and allowed to equilifirale 16 room
temperature hefire weighing.

202 Test Sample Preporation for Neat Test Suhstnee:  Samples were propured in
tripficate. Approximately 111 g of the lest substance was weighed into 50 mi. polypropylene
centrifuge tubes, dilited with 25 g lysis neapend., nd placed in o mechurien! shaker foc 68
minutes. Sceondiry dilutions were performed ay oceessary. Sumples were mixed well and
filiered using s £.2um 96-well filker plates. Filirate was eollected in 98-well conical bottom
plate for HPLC analysis, Filtrae shelf' file is 3 days a0 48 or (2 months at -ROC,

203 Sample Preparation lor Dictary Samples: Each sample was prepanead in triplicate.
Approximately 15 g of a sample wis weighed inta a 50 mbL polyvpropy lene contrifige ube
ond dituted with Lysis Reagent as necessary thigher conventration samples had a higher
dilution), ‘The solution was capped aml placed in n mechanical <hsker for 60 minutes. The
soliions were allowed to settle for 30 minotes amd fillered using & 0.2pm M-well filier
plates, Filtmte was collscied in 96-wel] conic bollom plate for HPLC uhidysis. Fillrate shelf
fife is 3 duvs o1 4 or 12 months w -80C,

204 Analysis; Al the beginning of the anafysis, the instrument was equilibeated untl it
gave a stable. consistent basehine, The standands asd samples were injected at consistent time
intervaly in oeder w mnintain i sicady boselioe, A solvent blunk aod sttncdards were vun: all
samplies were injecied in singlet,

2.C5  Calvulations: Results wore determined as loliows:

Ualcubed tlonc ime'e) ~ Poak Area - Intercepl

Stope
o Cone (ppe) = Cabe Cope gagded s Extroctivn Buffoe Wi () s 10400
Sample weight {g)
Theorctival Spike Cone.dmp/gr = Wi ol SHl, {p) A Std. Cone. (mpig)

Extraction Buffer We. (g1

Finul Come ¢imprgt ~ Theareticel Spike Cone tmg/gy v WU of Sample Al 4g5 ¢ Final Weig)
i Recovery = Cale, Cong, fing/g] » 1K)

Final Conc.(mgig}

Page ¥ of 35
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Yo Nignid ! Hackground ~ Avg LIN L= peca rgspomss 14
Avg Comrol area response

% Torget ~ Dose Cobg. tppm) ¢ Comected Those Level dppmi x 100

3 RESULTS

A summary of the analytical ¢chemistry results is presented in Table 1A-D. HPLC operating conditions are
presented in Table 2, The anulvtical method passed sl validution parameters (lineasity, svstem suitability,
specificity, precision. and accuracy) and results are reponed in Table 3. Detailed resobts of stabiliny
analysis, homogeneity apalysis, amd eoncentration verificsion are presemied in Tables 4.5,
Chromatograms are maintained in the raw data but were nol included in this report.

Page (Dol 3§
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TABLE 1A: CHEMICAL ANALYSIS RESULTS
Resuits for Neat Test Substance Stability Samples
. Measured . ) Overall
Sampling Day Recovery (%) % Change Stability (%)
Day G (lnitial) 94.96%: 0.00% 1 O, 00v%.
Dy 14 (Middle) 95.29% 3.35% 100.35%
Day 3 (Final) H)HB % - 305 95 70%
, Fimul Saople - Tmta Sample < 100
Initial Surple
Page 1} of 35
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TABLE 1B: CHEMICAL ANALYSIS RESULTS

Resuits for Dietary Stability of Initial Samples

Target Measured
Dny' Group Concentration Concentration % of Targe?
{(ppm) {ppm)

1 (B 4 ND NA
2 (W) 4373 $50% 103.08%
2 (1) 4711 4645 YR 6%
0 IM) 8746 7951 Y091%
P 9422 9034 93 R9%
HM) 13118 12263 93 50%
HF) 14133 12808 90.62%

1 {B)) 4 NE) NA
2 (M) 4373 4207 946.20%
25 4711 4471 Y4 90%:
4 3 (M) 8746 8238 94 19%
1(F) G422 BOIS 94 65%
HM) 13118 12087 92.22%
HE) 14133 13191 93 3%

1¢B0N )] ND NA
2 (M) 4373 S22 96.09%
2 (F) 4713 4168 G4 845
7 3 (M) 846 RHK) 93.76%
3iF) 9422 B728 P.63%
40 13118 12423 Y400%
4F) 14133 13547 Y5 85%

1(BO) ] NI NA
2iM) 4373 3968 LTI
2(F)y 4711 4693 W9 .63%
1 3 (M} 8746 8453 J6.65%
3(F) 9422 8836 Y3.78%
HM) 13118 12825 Y17
41} 14133 13762 973R%

NA ~ Not Applicable: ND — Not Detected

" Days rclative fo the initial diet preparation.
* 2% of Targes ~ Measured Cone. (ppom 1 { Target Cong, (ppm) x 100
Page 12 0f 35
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TABLE 1C: CHEMICAL ANALYSIS RESULTS
Results for Homogeneity of Dietary Preparations
Day' | Group | S2mple c.,.,ff.ffxm.. co"n'f::f::fson T‘fr&i, A::r:ra * | Rsp %)
{ppm) {ppm} Target
1{BQ) Midule o ND NA NA NA
Top 4302 YR IR%
2 (M) Midule 4373 4661 92.86% 95.874. 2.92%
Botiom 4215 9638%
Top AR53 030w
2(F) Middle 4714 4583 9T 8% 98.01% 4 TI%
Boltom 16 93.74%
fop 636 YR 4%
EXOH Middle 8746 8145 93.13% Y5 30% 309%
1] Hoitom %250 94234
Top YH6Y H2.62%:
3(Fy Middle 9422 9281 NR33% 97.71% 55600
Ruottom R666 0 98%
Top 12226 93 20%
+(M) Middle 13418 13558 103.35% 97.85% 5.24%:
Buottem 12724 97 H0%
Top 14567 103.07%:
+(F) Middte 14133 11183 100.35% 98.64% 3.57%
Buliom 13072 92 49%
NA = Noi Applicable: NID = Not Detegted
" Day refative to initial dictary prepusntson.
TG of Targel ~ Mensuned Cone. (ppm) § Target Conc. gppm3 x 100
Page 13 of 35
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TABLE 1D: CHEMICAL ANALYSIS RESULTS

Results for Concentration Verification of Dietary Preparations

Target Measured
Day' Group Concentration Concentration % of Targe?
{ppm) (ppm}
1(BO) 0 NI NA
2 (MY 4373 Hi61 92 86%
2{Fy 4711 4583 97 IR%
o 3 (M) 8746 8145 93.13%
3 {F} 9422 5284 98 33%
H{M) 13818 13558 103 33%
WEY 14133 14183 100.35%
I (B0} { NI NA
(M) 693 6158 101.06%
2 {F} 3824 5326 9t $53%
7 3 (M) 12318 12189 9896%
3F) 11664 {1408 91R1%
M) 18362 {9409 103.770°%
HF) 17567 {7238 93 13%
1 (B ) NI NA
2 (M) 7407 6906 03 24%:
2y 5925 5498 92 80%
21 I 14727 14292 Y7 05%F
3 12904 12612 97.76%
M) 21943 20786 94 7%%
4 19289 18829 Y763%

NA = Not Applicable; ND = Not Detected

" Doys retative to the initinl diet prepasation.
* % of Targer = Mensured L onc. (ppm 4 Target Cone, tppm) x E04
* As pur of the homogencity analysis.
Page b4 ol 35
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TABLE 2: HPLC OPERATING CONDITIONS

Insirument Agilent 1100 Series HPLC System. with DAD
Column Waters Acquity xBridge BEH125 SEC. 7.8 x 150 mm 10 3.5pm
Flow rate (inL./min) (.86
Injection Volume (pl.) 25
Wavelength {nm} U5
Column Temperature {°C) Asthient
Tray Tempermure (°C) 4
, . , 36 mM Potassium Phosphate
Run time (miny | 0w rte HPLC-Grade Water Pt 7.4, 5 M Sodium CII:l!x\ride
{ml/min} (%0} (%)
0-14.00 min (.86 { 1M}
14,01-19.00 min .86 100 {
19.01 to 30.00 min (.86 0 1{Ht

Page 13 0f 35
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TABLE 3: METHOD VALIDATION RESULTS

Linearity

{Analyzed on 11/37:2010)

Theoretical
Sample H) Peak Area Concentration

tmgie)

. HYAT43 L1236

Lin f 07110 1.1239

. 23 464 {.2572
Lin2 -y

229344 11,2509

Lind ST 3042 {L5(0O6

o 64874 {14062

048130 10324

bind 93 6001 0964

.- ERT.H6RG4 215263

Lin 1842777 T8

Slope: 92,7032

Intercept: 1151

Correlation Covflicient (r): (L9

y.=92.703x% - 0.115]
R = 0.99989

* Sarlest

— Linear {Saries )

SN

0.0 0.5 10 L5 20 2.5
Concentration [mg/g}

Page Hoor 33
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TABLE 3 (cont.): METHOD VALIDATION RESULTS
Syvstem Stitshility
{Analyzed on 11717/2016)
" Theoretical
Sample 1D Conc. (mg/g) Rete:i'l.:?n Tiene Peak Arca
n}
+. 1640 450002
4. 1682 9259
1IN 341 0.4962 4. 1687 A4.7007
4.1703 43757
41688 L2103
Average 41688 46630
STDEV (0004 0.3713
“RSD H.0% 8%
Accuracy und Precision
{Analyzed on 11/87/2006)
Theoretical Calculated Average %
S:‘::I': :e Cuonc. Peak Area Cone. R %_ Recovery
(my/g) (mglg) | TOYTY | (SD/%RSD)
45,1037 04878 97.3%
0.5012
QC 10778 0.4864 g7 O W
Low 54857 | 04mie | oya2e | 103039
0.5062
45,2369 04892 96.60%
H7.1050 049409 Q3%
1.0082 : -
o 867802 | 09373 | 930% oy
High H6.1 708 0.9 02 % HO.T% 7 DR
10086
B3.6-498 09252 91 45
y = 927032 - 0115

Page 17 of 35
Analyiien] Keport
Stndy Number I 43166
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PSL Study Number 43166

IMPOSSIBLE

TABLE 3 (cont.): METHOD VALIDATION RESULTS

Specilicity {Analyzed on 107172016}

Peak Area | Specificlty
111192
LIN }-A 117481
HO 1 AM-| ND NA
HO 1 AM-2 ND
HO 1 AM-3 ND

Page 18 0f 35
. Analytren] Repont
Study Number (43166
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PSL Study Number 43166
TABLE 4: NEAT TEST SUBSTANCE STABILITY ANALYSIS
Analyred on UF2772016
Day! Sample SIfl?plt l-_ial C alculated % .-\:'g. SD/
ay Name Weight { Cone, {Peak Ares] Coac, |Recovery ] %RSD
® | (mgg (mg/e) Revavery
.07 OATL 453436 114738 U525 036
o I NTvA [ omem | oasm | sades2 | osen2 | sasse | sboss | (0
000t § odsed | oasaame | oanr | esosw
nto26 | 057 | 1560t | 0470 | 9soRw .
| NT2a [owar | osnie | asssi | ogmn | wors | osawe | SRR
018 [ ] ERY ] D686 US X9
0.y | 0887 | 40057 | 04T | ossong -
. AL
2 NTIA | niat § 022 | 456832 | 0477a | wagpe | 908R% {0, 00
L HA7 5181 AS 32N 1).4736 wr JEE
y 291287 4 (2237

' Duys relutive to the initinl diet prepastson.

Sty

Page Vol 35
Analytical Repon
Naurmber IF 43166
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Anaisticnl Repan
Study Number 17 4300

PSL Study Number 43166
IMPOSSIBLE
TABLE 5: DIETARY MIXTURE SAMPLE ANALYSIS
Ntinfy Ery 9 0HEY BOMA Analysed on KETR20E6, HO TE Aty red an 300 &)
samp Eyshe [rare ] 1 Cule, ] N Wiarged
Snowple 1B ‘:‘" '::'n,gtﬂ Level l‘: Condt. “T;;':r' ) ':‘;;:‘" TRSD ;% Yarpn ':‘::;::‘ ?::lr:\:.:
i %z} {ppm (mxel 1 R8Ty
OV A\ f0HMm RE(FL+] KD NA NA AA
WIIAMT [ ORIT] AN | D WA HA HA N NA K& NA
HOTASD | OMRH | s ) NA NA NA
WA s | R | amds oA VA [ S
WOAAT2 | Ay ]| sowd K1iNH [T 13 o ww | oama | e
WA | ORI | ssmd Twae DAL a7 S
HOIAR-L [ LK ] Sreca Ihl D4)40 k) Ralio
BeTAME |nam | sgme | 4T W v vt iy tmar | owiARn | oz i
WrSANY § SO | Apes AR [ AR WIS .
OB AN |y | e e A e DT
D4 ART | 03083 | sas . : 2 a5 A ¥ e
WP EAN | UMD | s WA T s .
HWOSAT | NATIT L amo £ 0.4 s AT
WINA TS | U | hiee Da [T Ry 5 % | WAEAA | 1ewols
TS ATA | 04T ] At 1o K307 2102 2t 104 135
THInaM | NN0F | Aman T GATRY R P
WA M [ UM | apas | am Ay o [T et TN L T S ":L‘L: ‘
W A M| ] | 1aso ez [ryren ey Wi
AN | R | S A3, THER 43T AE5F oy et
THITATE.D | ka4 L XYL 37 i Vi ALATY. LA
HTAN | NMGa | S0 QI G [ 4w YY)
HLsand MA 1 v 08 vy 1BEES Ty MR fdEl 1 T
Page Y6 o€ 35
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PSL Study Number 43166
IMPOSSIBLE
TABLE 5 {cont) INDIVIDUAL SAMPLE ANALYSES
Sty Dy O Lonl (0 BO MA Annly sad et F 72006, HOTE Amdy red o HEV$2AH6)
SAP L Lgtte | Dees Dot : W wrger
73 ¥ ek . Dine Come, | Average . B Fuspet | beimecs the
Sample Y - Hewgent 1 Lesel { e, YHSE % Target
g \u'. Wrost | e Ares (g 1t} L} Sveruee ﬂm:x{',:;g,f
AT | 1 misa | N300 " i RN - i
-%UE-T-W ToNaN R T A dwe TN
_HUIEAYA il I8 : PR 7 e O b AN ]

1 usss

E T 7 TR
PG

Tt

=R

{2y
I

TR

walalz
s

izl
e )

(TR

e
o o

HO ght MA - A . 1iddh FE 3 - iy - L TTRR

T

Fage Jtol 35
Anadybend Report
Sy Nurber (1 Lilhe

212



Page 141
PSL Study Number 43166

IMPOSSIBLE

TABLE § {cont) INDIVIDUAL SAMPLE ANALYSES
Steady Dy 0 Cont. (HE BO MA Atulyaad vnn B T/2016, HO FE Analynd on HR192006)

Lani D Oale, [ ! L
. Samphe M Fok . g Arrragy " M 1 Y Target | WTargel bemres
Sample 1N . Reagans Tl et Cone. RSP
Wi. (g} WL ) Arrn (g (ppmat {ppmi Farger | Avweagy 12 strate
WA |- oA | SRR ELE v Y I TaaTs
35,17 O N E I MRS
YT TR

YN

BT

NA « Net Apphicshle: V) = Sot Dotecled
* Exghuded due o tan-retuting ok

Celi dided in gray woere peasebe b o FER 2016 and V22016 due to Jlow sigme.

Paps 22 af 34
Anniic Repan
Stmby Number iy 43140
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PSL Study Number 43166

IMPOSSIBLE

TABLE 5 {cont.) INDIVIDUAL SAMPLE ANALYSES
Do B Prepoocsin (130 MA Avshasd on TEEIS10, DCHTE Analy ol vo TS

Sarngd | Ly | Dhow l . . ; * Tarpd
h Feak 14006 | Towdgor Avrrupe o 0 Taget | berwemn i
Mamjsde el:il. l:‘_u::?;l {Lenel Ares prie 1pgny Tppmt SRED 5% Tt v m:;i::»,
MIHATE | ILENS |y 41 My NAKR o] WA
B SY O el X ) A TANL LIt e S RS [CRIT
HORAT Y [ 1037 1 HrA [N RIXT
HOOA M| | (AR 1 sy NALB RE1S .
HOWA WY [ HA3TE Wieng Wiin T HH TN M R ;{;{-1
HOVAMI [{187 { WLIVM 12425 [ b
A B BRI, . g
ROTTANE TR oy |
O TUNHA 0 o - A%
WAL A Y P oasa | o inst IR
[ BOTAT.Z | oo | 10P0) NT fIe 283
I A -4 | BARY 12| WX R H K1 [ R
IKIEZAM S 5 0S| IRonsd | ATOATR S pARe e Lol W
TS AME (O [T sy PO RO R L) 124 L] L3100 s
HLIZA ML | 05130 | NGt e 1 DA D Hk T o
L S W AT DT D ] Wy o5
HOLTYAH2 IR | syt 4) 1708 134 HA) KERN men L RINE:] Y.
14 B.3 | 11.%h H1a¥e EIRTTR) 412 HIRS PR
F G AT [ aart | casar Y g T
RTELAT: R - HaTeT AL Frde FO6E L (AIER | Hilms
WiTA EXTE R MERCT O aﬁ o : ‘ ;
HOLSASET [U8))h t 150 DI 1407 e R -
T TRA S 0 AIINE . BRI a8 nAMG ikt 113 PR T ) 1K13.19% 1w
1S AR [ty eS8 r\d DAS ) F3viY N o
NELGEN ERTSY MU 13 A T ki T
WO AR (o9 | ts Uigrar wHi wn Tl L D TN LERTEN
MO hAHY [ %) | tAdife AL [PENra STy BN

STy o AT

trape 23 0f 34
Angnsical Repon
Study Numbzr 33 33 on
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PSL Study Number 43166
TABLE 5 {cont.} INDIVIDUAL SAMPLE ANALYSES
Susch Duy O Cant., {HEYMA Arssh ced on RS20 1O FE Analy 6@ an 1192016}
: | TN Frone i e Dive . % Farget
Samphe 1 ;‘,":‘(':: Rewgeor | Loet | A% 0 come | Come | (RO fugpan | W] INEE e the \
: We g tepmt | iy | ppe | PP wet | Averst sibitn

WAL | o5 TR T L Gsan VAT o T

Wi A TS DG 1338434 E U R A e ] ooaze DR | e

WELTATS |t 1507 TR 1 raa LK i)

T AT | e [ES¥EY s L A TAEL [

T RA N 2 | 0w 15 130 iy [HG S e T¥AL R D Tee T mems HI¥EES Whl' M

WHRAMA | Dl (BN TI0SH ¢ O T i) i37s

Wy iva R | 0302 13 0 AL L Oadd [
[WiioAnY | osan [FOnd A3 At ) e | oaTin e

AR | oaem RS By Brly | Ok 12
Colls shaied in gray were fe-urmlyred o 12082016 due t hiph %RED.
Iage M of 35

Aneytical Kepon

Study Number b K s
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PSL. Study Number 43166
INPOSSIBLE
TABLE § {cont) INDIVIDUAL SAMPLE ANALYSES
Dy B Prupsaution (84 HO MA Amabozal on 10203016, 8A FE Ansty andon I2V2H6)
St Lysis Respent | Dose Level | Prsk alke, Cone, Porve Cuimat, Avvragy i "% Turmet
Sample ) vy ™ ree ) pomt |0 ) vaign | dvermee
N A 1 4ty oA R W
NAN A [ ) NA NA NA NA LE]
e X A
NA WA
Ny NA Nt »3 NA
A SA
NA NA
TAT 15 A NA Na LAY NA Na
N3 NA
A A

L SA 8 A
AT T Aed (IR CUNT untkey
AT [E LR
R W L AOFAT
SAID TS ] AN Tean it
RA I I3A3 [ NENY LR
Page 15 nf 33

Ayl Repen
Sy Mkt FF 8312
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PSL Study Number 43166
INPOSSIBLE
TABLE § (cont.) INDIVIDUAL SAMPLE ANALYSES
Pty O Prggmastin £ant, |5A B0 MA Agudysalan N2 122006, %A FT Aoady il vo 10020164
Nample Lytds Resgent | Fhser Bovel | Peuk | 42k Come, i aege b % Tagel
Nample (0 Wi, it Wi i) tppm Ares e (rpm) W bSEE | %% T amget Average
NAD-TAd [Ea) SHLIS iy T 1Y 7 LT
NA -3 A2 AR 1 o ST i 3edn i, anin AT ALy whl
EL YRR o0 AN 000 | IR [T5E
A A DA T3 T 1 UL S [T - LN
FENEEY NRXE v A1 9miT A e 1 MY WO wrwrs
SATI0AS =i bR o1 R T HAS R GEANS
ST 1T D518 A Y 2NN (BT Radi W
AT 1TA3 DS I EEL L pv) pEEEY A Az
A% 1TAF N3k EY A3ATE (G £33 Ty P8
A0 TIA ] 33 FUTIES HGRN ETT ) 01 1%,
TN ) TGaaN WA [ imn : oot aona [T g
SA DL TTA S S0 TAh3Y 41T BATIS AT

Eapr 26 0f 35
Ananticnl Hepon
Shutly Numbet [} $3eh
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PSL Study Number 43166

IMPOSSIBLE

TABLE 5 (cont) INDIVIDUAL SAMPLE ANALYSES
Duy 1 Prepesnation Cong, |54 BOMA Analyand an 1212016, $A FT Aalyred oo IP212006)

Sumple

S Targed

Lysde Rewgestt | Do Level | Feoh | Cale, Comt. | Dove Coow, Attiupe RS0 | % Target
Avevage

W (gh ippmt \iex ) {prmy {jpim)
T e T T e - -

SRR LY TN

Cil R ) - OTE - ] eTH :

Toir,.

BEY i MADy = W T DL Ff= = N RIS

I%2pe 27 f 28
Anmviical Repan
Study Nambze 1¥ 33100
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IMPOSSIBLE

TABLE 5 (cont) INDIVIDUAL SAMPLE ANALYSES
Uiy € Peoparachin Cont. 154 B0 MA Snaly 2od an 1212086 SA FL Atmdyzed vo 1072402016

Jovwin Do Cube, N
- Pend - Duse Come. AYETUE
Reapent Wi, | Loved Coe,
™ tppmi ey (jipem} (ppml

BT

% Farget

“HSh % Fargel

T

Bikaced MA, v - BLTT o (AL FE ) ~ M II6RC . DARD

A Nor Applecadle: NI = %t Desectsd
Celis shaned 0 Jight gray were reamatyzod o FHEG2016 and 1173924508 doc e Jon sighnl

Colts shamded i deek pruy wone re-mndy sed we [ 206520036 doe 10 igh LRSI,

Pape 24 of 32
Anshvticn] Kepen
Study Numbze 1} 411ea
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IMPOSSIBLE

TABLE § (cont) INDIVIDUAL SAMPLE ANALYSES
Day B Preporasin {54 MA Anatvred vn TU2RT01 6 SA FIL sl on 3 HHAXIT0

LY % Targer

5 14w “ale- e, e, |
Sarmphe 1t nesple anis Henpest | Dose Lesed | Pesk | ColioCooe, | Do €one, Liprage Moot

weip) {ppnt} Ares tugiml.) {hpm} Tppp

7 ) RIS RN RS Mt ) g

RI ?m’!"'""" :
EEETR

KAl

L {3

. ﬁ“

D iy v e PL

AT A win Frieas )

N IT AN | AT R T
T WIR v [ i LY

M -
1kzo) 15 (el nex T

() LTI K- K ETE nziby

490 Vi V453 LTS

B4 [ THIASS (TR
i S FIIEE LRI 5 N T Ty e

TR T i ] Gaas o AT

WA 2 WSRO D0 FE v S U1 teain | MY
Page 2 ol 35

Angtsticn Kepun
Suady Numbze 1) 83 b
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PSL Study Number 43166
TABLE 5 {cont) INDIVIDUAL SAMPLE ANALYSES
Lray O Prepemation Curd, {5A MA Anulysagon 202006, SA FE Arsh cod on 111620161
Sl Tasin Heaped | Poet leved ;| Peak Cake, Cone, Dase O, Avermie . k] % Turgel
A 1 o v
Samphe | Wi, g e} Aem (et {ppemy el ] PR s | Averser
LAs0ee. i
[k (nhd asih TINAY [HE
[EXCE] A7 R0l IEHHT 12141 LUK LR LRI
1212 LUK JRAT Al [
a7 AL (LTS ' A.1807 [(RIH] [FiIAE
SA T X0A-D L3 s 3130 4223 1523 13823 e REi O}
LAt AR [ERESY] ™S A2t 13432
AN ITA [EYE) T [ LT
JATH ARG X3 LR [T B 1M22 T ury
414 A 5 1237 ELRET LE-4 |55 TSl
M TAe SO AU GAISS i
SAN TAL 15274 WAV BANT [R5 (201 (3] Wikl
IANTAI (KX 5 Jo BASS | Mg}
[ HITIRG 152% YTHY
I LH L w215
TN AIL D3 H -
SAT Az PRI Ay HANNY
AT M AL Siin 13 RIS
Al 2R A | % [Pkl e SR
SA T MA 15 1 KT FRIC) 000 Loy HM Ui
KA I Z8A [EXLTLT T ki Mini] SR
MAC 5 2 DL 1AW FE v U1 eI 3 &L

Celis chadeid ingrwy wire reanah zed o0 21016 do o Jow sigiag

1hape Jvpf s
Anghuat Repan
Study Mumber By 8310
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PSL Study Number 43166

IMPOSSIBLE

TADLE 5 {cont) INDIVIDUAL SAMPLE ANALYSES
iy ) Priparation | SA MA Andyacd an 128120161

Lawks Respet | Dot Fevel | Peabi Cade. Cone.
WL Attt (e}

A4 1E AL AleA ey ) D3R 3 Of 46
SAd A2 1313 [ Fe ) 11 A E342 LRI Y 5 O 195
GAJ1E AN AT aRRs cun Wnss 0N e
M7 BA L AL SN F1{N AT T 41-MENd W34H
HHNS R AT CIr Lo Lo S L "]
: D3 I | JvNtn 04618 V]
SATH ISA | W ) ATRIAS B 4611
AW AT T % T EnT HATH LVE] daws LS
AN 17 4.3 1 10917 G 420 ey
SR 503 | P KTEng EETRT) SIS
Al 4 A-T .5hedl (S 11HP [T 1E BRI FYTE] 11ni I R A
AN A D% (R B{ATT ¢ [¥Es1] ek

3 U UZST L]4dn

Cells shadled B akaek groy wore reeanuly aod o 1 20572006 due 1o high 5 RS

fhape 31 of 38
Ansysial Repan
Shudy Number 11 43 16n
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PSL Study Number 43166
IMPOSSIBLE
TABLE 5 {cont.} iINDIVIDUAL SAMPLE ANALYSES
St thy 7 1Ay el onr BEL2T016)Y
Lyvi Ty Calr. fL .
T :::T;l; Reagent | Loo | YW cunn | Cone Avernse LB | % Tonge Loy

Wi | (ppewd i 7 impie) { dppon pp Aterae
VAL 1.8 EIOH NI A NA NA
TV G 1 sy 9 i T RA N3 RA NA NA
& EYizal) NE) A A NA

SOMY _AER T s [T

Y e N L O T L. 5, M 1y |TTEER 10 e

Somt) RN | aRN (&) S

WIS A |z TR

THIRES Bh ZE AN Lo i Adke

16059 AE | Bt

LN R

NI¥ = Nk Detectod, NA - Nt upplicabie.

Celfs st w1 pray were reswnvred om 1003120 A Jipe 10w signal.

ffape P2 of X5
Anghvtical Repon
Study Numbee B 43 ite
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PSL Study Number 43166
INPOSSIBLE
TABLE & {cont) INDIVIDUAL SAMPLE ANALYSES
Stk Dy 210 Amaly ed on 493720
13w Dnne £ alt. T N .
sampde Y ::r::: Reagent § Level ];:_:: Cone, Canc, ‘?’"‘,‘ naRSE | " Farger .’:‘1;::::'
Weim | pgm) g [ tppan [ 1PPS |

Cv AT EEIa L i3 SA A NA

R N0 SO0 4 [SH VA NA NA Ha Re N
LVEND HAH A0 iy WA NA MA

UV Al 1) bin FINA . - - RO Y

U A2 [T ETR T e 9.x0 ) n He) At 3w
UVa A B A A DAY ARTL (L Wil
€Y N AL 572 MBI SR FReC] L CTSIE
OV A AT ey 20K s 32 51T 43ns Gy LY H) ROURY CAETS
(R X RS <R
CX i1 A -
Y ALAD | IS
VLS
LV A
EV A
CV [T
CV 13A-

TV A

CV AL L

LR

‘%' |1,\,.3 . j L
3 - &l 1357y < LT

NIY - Nes Detoctad. NA - Nes applivable,
* Exnchded due n pon-irending rsus

Celis shaded m gvay weore pourasly zod oo 32016 dize to bow signal,

Pape 13 ot 38
Anatticat Repon
Atasty Number 43 1t
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Celis shinded w pray wosk sggpuds 2od on VLR 6 due b o sipoal

Pape Jdof 35
Angviical Repon
Stuiky Mumber 1Y $3 4

PSL Study Number 43166
IMPOSSIBLE
TABLE 5 {cont.} INDIVIDUAL SAMPLE ANALYSES
Sty Des 7 nd 21 (Analyeadon HYSH2014)

. 1axds Dme Cale. Doy ’ .

Sample (1 ::'::; Renggent | berdd t::: Cone. {'wiic. ‘:‘":T GRS | % Tarpet 5:‘1‘"‘“
Wi | \ppmi ) impig) {ppmt i : *

INIAT NITY A LTI K5 [ 3T
TYI AL 15K 0413 2% [t il 172 11182 A% [T SN
LVIAY (XA ALY AR it [ELIE [AECTS
Y RAL 5] [y el 173] [THE TN T8
YV EAT U A | 1less | 8THEE ARy [FtY L Loy 7R adAE
[ T Ay Huknd 32 RAHE s oW
tvend [ (7R ] [Tl Y il
TyoA2 tad 1atind LU R [T TR Its4
o6 A S 15162 X 1S
W A HATd T4 Doy [RECH
Ty TA 05T EXS) 1654y Q1A%

[T LS. 100 e

USTRT_ | HUMLS, B T

NSIRY. | s A6 AL

LS, | TR - e

IS ey AL [ 13008 ol (s

KL Tg | oem | S N 3374 LIni2 L AR 3 ThE
NN 013 [FY[keN [T [TR] T IR
[RWEEN BT 15178 07 IOH5 [ KIS UTRIS
VIS [IET) 15 | 2en [ GRme | U B30 XU A AANTT T
ALY B4R [FXESH [ ARG I apIes
Y AAL [IE3E] 152300 R hisl D) 5 AV
VA2 [IEYH] i%led1 | oeml | (03MEL QLXK g 1 2R ] TEER waE
TV A [T 1a1%ts NIHEIS | {ihalT ATy [

Y wA 1A - 1 2357
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PSL Study Number 43166

IMPOSSIBLE

TABLE § {cont) INDIVIDUAL SAMPLE ANALYSES
Stealy Prays 1, 7 28 fAitabs sod on IMAES0Ti)

. Laxi e (4N Emar y .
Pa— “;‘:"“’ Reagent | Lovet ‘;'r:: Cone. | Cemc ) R Locpei ! en Fune q’;t‘"‘"
W Wy wppmy | {mp | ippm {ppm} Averbge,

INILA] BAGA [ ) nIan JEEY) YTy

NI A? [P Hi b Ivet e TS FT] 7245 49K 1 SIILY a2 alrias
TV ITAY A19] 10 3 1% 11750

o4 4 B0 A [ TR

BoLE e
ABY- 3 15 |

C CERAL

[A TR
LUV AT B Y5

CENEEY S eA MR A1 ST 03,3k

LULEEY: R [T HIiKs LS SNy An T (r Rl Py A [ER) EYRRLA
B3 IDA F-Y ] HSH . 3 [XTh [ §
14AT ) 0515 L5 F4R B <A AR

HUI4A TS i 55 F3.0-43h ELVIL XIS AR 115 12208 105 [EREE] A3 e
HO AT 111K 5 3ntint A% S [ V1T 1T

SADTAG [TRMF] [VE AN AL

AL A2 11 3254 $1.0K A5 49N Sl IR fiRes {13003
SAN A

O3 EETH LR

L] .nglg- T, AT
L L B

: WS
7 T ! 'a'ﬂ%

Iamrraql

G EAT T

S 44l 11523 | - x3 [TEIG L 0
SAD 3A D X522 (Ll Kdtr IS Hn [ ri ] 11 ] 1173 uran a5
Lhanagt L5451 i W S (.02 ) Wy

PId 1 LAt N 1)

Cobbs shended w grn were evelcdod froar anudy iy due b high SaRSEY Deling date was used i analy s,

trape 35 £ 18
Anmzutical Rupest
Study Number 1Y 3¢
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PSL Study Number 43166

APPENDIX E: OPHTHALMOLOGY

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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PSL Study Number 43166

Kristina R, Vygantas, DVM, Diplomate American College of Veterinary Ophthalmologists
314 Perrinevilie Rd.
Robhinsvitle, NJ 08691
509.259.8300 {work)

£xam Date: September 23, 2016

- Eurofins Study No: 166720-5R— LBt ihe T (.B.)r,m.
PSL No. I porids-

44 male and 44 female 5D rats were examined. The examination was performed under dim
light condftions after pharmacologlc mydriasis with 1% tropicamide ophthalmic soiution. Both
eyes of each animal were examined using slit ]amp biomicroscopy and indirect
ophthalmoscopy. All animals ware all norma! on ophthalmic exam and thus, suitable for
inclusion in this study.

(b) (6)

Kristina R. Vygantas, DVM
Diplomate, American College of Veterinary Ophthalmologists

228



(b) (6)



Page 158
PSL Study Number 43166

APPENDIX F: INDIVIDUAL ANIMAL IN-LIFE CLINICAL OBSERVATIONS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

: Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.

230



Page 159

PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date

1 1 1 1 t 1 1 t i t
Group Sex Animal Clinical Sign Site 0 1 2 3 4 5 6 7 B 9 0 1 2 3 4 5 6 7 8 9
1 m 7001 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7002 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X x
7003 No Abnormalities Detected X X X X X X X X X X X X X xXx X X X X X X
7004 No Abnormalities Detected X X X X X X X % X X X X X A X X X X X X
7005 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7006 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7667  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7008 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7009 No Abnormalities Detected X X X X X X X X X X X X X X X ¥ X X %X X
7010  No Abnormalities Detected X X %X X X X X X X X X X X X X X X X X X

Severity Codes: X = Present; § = 8light; M = Moderate; F = Superficial

Group 1t - O mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

Individual Animal Clinical Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

M
N
N
nJ
ha
n
30
3V
3N
[3M)
[

Group Sex Animal Clinical Sign Site o 1 2 3 4 5 & 7?7 8 9 0

1 m 7001 No Abnormalities Detected X X X X X X X X X X
7002  No Abnormalities Detected X X X X X X X X X X
7003  MNo Abnormalities Detected X X X X X X X X X X
7004 No Abnormalities Detected X X X X X X X X X X
7005 No Abnormalities Detected X X X X X X X X X X
7006 No Abnormalities Detected X X X X X X X X X X .
7007  No Abnormalities Detected X X X X X X X X X X
7008  No Abnormalities Detected X X X X X X X X X X
7009 No Abnormalities Detected X X X X X X X X X X
7010  No Abnormalities Detected X X X X X X X X X X

Severity Codes: X = Present; $ = Slignt; M = Mocderate; F = Superficial

Group t - O mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 2B-Day Bietary Study in Rats
Day numbers relative to Start Date

1 1 1 1 1 1 1 1 1 1
Group Sex Animal Clinical Sign Site o 1 2 3 4 5 &6 7 8 9 0 1 2 3 4 5 6 7 8 @9
2 m 7021 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7022  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7023 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7024 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7025 Nc Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7026 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7027 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7028 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7029 No Abnormalities Detected X X X b4 b4 X X X X X X X X X X X X X A X
7030 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X ¥

Severity Codes: X = Present; $ = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512 mg/kg/day
Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date
2 2 2 2 2 2 2 2 2 2 3
Group Sex Animal Clinical Sign Site 0o 1 2 3 4 5 6 ¥ 8 9 ©
2 7021 No Abnormalities Detected X X X X X X X X X X
7022 No Abnormalities Detected X X X X X X X X x x
7023 No Abnormalities Detected X %X X X X X X X X X
7024 No Abnormalities Detected X X X X X X X X X X
7025 No Abnormalities Detected X X X X X X X X X X
7026 No Abnormalifies Detected X X X X X X X X X X
7027 No Abnormalities Detected X X X X X X X X X X
7028 No Abnormalities Detected X X X X X X X% X X X
7029 No Abnormalities Detected X X X X X X X X X X
7030 No Abnormalities Detected X X X X X X X X X X
Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512

mg/kg/day

Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date

1 1 1 1 i 1 1 1 1 1
Group Sex Animal Clinical Sign Site o 1 2 3 4 5 6 7 8 ¢ 0 1 2 3 4 5 6§ 7 8 9
3 m 7041 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7042  No Abnormalities Detected X X X X X X X X X X X X X X X X X x x x
7043  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X x
7044 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7045 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7046 No Abnormalities Detected X X X X X X X X X X X X X X X %X X X X X
7047 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7048 Mo Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7048  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7050  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X

Severity Codes: X = Present; § = 8light; M = Mederate; F = Superficial

Group 1 - 0 mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512 mg/kg/day
Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

Individual Animal Clinical Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Group Sex Animal Clinical Sign Site o] 1 2 3 4 5 3] 7 8 9 o]

3 m 7041 No Abnormalities Detected X X X X X X X X X X
7042 No Abnormalities Detected X X X X X X X X X X
7043 No Abnormalities Detected X X X X X X X X X X
7044  No Abnormalities Detected X X X X X X X X X X
7045 No Abnormalities Detected X X X X X b4 X X X X
7046 No Abnormalities Detected X X X X X X X X X X
7047 No Abnormalities Detected X X X X X X X X X X
7048 No Abnormalities Detected X X X X X X X X X X
7049 No Abnormalities Detected X X X X X X X X X X
7050 Mo Abnormalities Detected X X X X X X X X X X

Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day Group 2 - 512 mgfkg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date
1 1 1 1 1 1 1 1 1 1
Group Sex Animal Clinical Sign Site 6o 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 8
4 m 7061 No Abnormalities Detected X X X X X X X X X X X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . . X . . . . .
7062 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7063 No Abnormalities Detected X X X X X X X X X X X X X X X X x X X X
7064 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7065 No Abnormalities Detected X X X X X X X X X x X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . X . . . . .
7066 No Abnormalities Detected X X X X X X X X X X X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . . . . X
7067 No Abnormalities Detected X X X X X X X X X X X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . . . . X . . . . . .
7068 No Abnormalities Detected X X X X X ¥ X X X X X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . . . . X . . . . .
7069 No Abnormalities Detected X X X X X X b4 X X X X X X . X X X X X X
Staining Cage Pan , , . . . . . . . . . . . X
Eschar Head . . . . . . . . . . . . . . . . . . . .
7070 No Abnormalities Detected X X X X X X X X X X X X X . X X X X X X
Staining Cage Pan . . . . . . . . . . . . . X
Severity Codes: X = Present; § = 8light; M = Moderate; F = Superficial
Group 1 - O mg/kg/day Group 2 - 512 mg/kg/day

Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date
2 2 2 2 2 2 2 2 2 3
Group Sex Animal Clinical Sign Site o1 2 3 4 5 6 7 8 9 0
4 m TO61 No Abnormalities Detected X X X X X X X X X X
Staining Cage Pan . . . . . . . .
7062 No Abnormalities Detected X X X X X X X X X X
7063 No Abnormalities Detected X X X X X X X X X X
7064 Mo Abnormalities Detected X X X X X X X X X X
7065 No Abnormalities Detected X X X X X X X X X X
Staining Gage Pan . . .
70586 No Abnormalities Detected X X X X X X X X X %
Staining GCage Pan . . . . .
7067 No Abnormalities Detected X X X X x X X X X X
Staining Cage Pan . . . . . . . . . .
7068 No Abnormalities Detected X X X X X X X X X X
Staining Cage Pan . . - . . . . .
7069 No Abnormalities Detected X X X X X X X X
Staining Cage Pan . . . . . . . . . .
Eschar Head . . . . . . . . F F
7070 No Abnormalities Detected X X X X X X X X X X
Staining Cage Pan
Severity Codes: X = Present; $ = Blight; M = Moderate; F = Superficial
Group 1 - 0 mg/ka/day Group 2 - 512 mg/kg/day

Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date

1 1 1 1 1 1 1 1 1 1
Group Sex Animal Clinical Sign Site 0 1 2 3 4 5 6 7 8 9 0 7% 2 3 4 5 88 7 8 8
1 T 7011 No Abnormalities Detected X X X X X X X X X ¥ X X X X X X X X X X
7012 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7013 No Abnormalities Detected ¥ X X X X X % X X X X X X X X ¥ X x X X
7014 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7015 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7016 No Abnormalities Detected X X X X X X X ¥ X X X X ¥ X X x X X X X
7017  No Abnormalities Detected X X X X X X X X X X X X X X X X X X x X
7018 No Abnormalities Detected X X X X ¥ X X ¥ X X X X X X X X X X X X
7012  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7020 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X

Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512 mg/kg/day
Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

Individual Animal Clinical Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Group Sex Animal Clinical Sign Site o0 1 2 3 4 5 6 7 8 9 0
1 f 7011 No Abnormalities Detected X X X X X X X X X X X
7012 No Abnormalities Detected X X X X x X X X X X X
7013 No Abnormalities Detected X X X X X X X A X X X
7014 Mo Abnormalities Detected X X X X X X X S 4 X X
7015 No Abnormalities Detected X X X X X X X X X X X
7016 No Abnormalities Detected X X X X X X X X X X X
7017  No Abnormalities Detected XX X X X X X X X X X
7018 No Abnormalities Detected X X X X X X X X X X X
7019  No Abnormalities Detected X X X X X X X X X X X
7020 No Abnormalities Detected X X X X X X X X X X X

Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

Individual Animal Clinical Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Group Sex Animal Clinical Sign Site o 19 2 83 4 5 6 7 BB 9 0 1 2 B8 4 5 6 7 8 9
2 ki 7031 No Abnormalities Detected X X X X X X X X X X X X X X x X X X x X
7032 No Abmormalities Detected X X X X X X X X X X X X X X X X X X X X
7033 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7034 No Abnormalities Detected X X X X X 4 X X 4 X X X X X X X X X X X
7035 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
Alopecia Left Forelimb
Alopecia Right Forelimb . . . . . . . . . . . . . . . . . .
7036 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7037 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7038 No Abnormalities Detected X X X X X X X X X X X X X X X X X xXx X X
70639  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7040 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
Severity Codes: X = Present; § = 8light; M = Moderate; F = Superticial

Group 1 - O mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1535 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date
2 2 2 2 2 2 2 2 2 3
Group Sex Animal Clinical Sign Site o] 1 2 3 4 5 5 7 8 2] 0
2 7031 No Abnormalities Detected X X X X X X X X X X X
7032 No Abnormalities DPetected X X X X X X X X X X X
7033 No Abnormalities Detected X X X X X X X X X X X
7034 No Abnormalities Detected X X X X X X X X X X X
7035 No Abnormalities Detected X . . . . . . . . . .
Alopecia Left Forelimb 5 5 S S 8 5 S M M M
Alopecia Right Forelimb . S 5 S S 8 S 5 M M M
7036  No Abnormalities Detected X X X X X X X X X X X
7037 No Abnormalities Detected X X X X X X X X X X X
7038 No Abnormalities Detected X X X X X X X X X X X
7038 No Abnormalities Detected X X X X X X X X X X X
7040 No Abnormalities Detected X X X X X X X X X X X
Severity Codes: X = Present; § = Slight; M = Moderate; F = Superficial

Group 1 - 0 mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512 mg/kg/day
Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

Individual Animal Clinical Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Group Sex Animal Clinical Sign Site 0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 5 6 7 8 9
3 T 7051 Mo Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7052 Mo Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7053 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X x
7054 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X x
7055 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7056 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7057 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X% X
7058 No Abnormalities Detected X X X X X X X X X X X hd X X X X X X X X
7058  No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7060 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X

Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - 0 mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical GObservations
PSL Study MNumber 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date

2 2 2 2 2 2 2 2 2 3
Group Sex Animal Clinical Sign Site 0 1 2 3 4 5 B 7 8 g 0
3 T 7051 No Abnormalities Detected X X X X X X X X X X X
7052  No Abnormalities Detected X X X X X X X X X X X
7053  No Abnormalities Detected X X X X X X X X X X X
7054  No Abnormalities Detected X X X X X X X X X X X
7055 No Abnormalities Detected X X X X X X X X X X X
7056 No Abnormalities Detected X X X X X X X X X X X
7057  No Abnormalities Detected X X X X X X X X X X X
7058 No Abnormalities Detected X X X X X X X X X X X
7059 No Abnormalities Detected X X X X X X X X X X X
7060 No Abnormalities Detected X X X X X X X X X X X

Severity Codes: X = Present; § = Slight; M = Moderate; F = Superficial

Group 1 - 0 mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166
Individual Animal Clinical Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Day numbers relative to Start Date

1 1 i 1 1 1 1 1 1 1
Group Sex Animal Clinical Sign Site o + 2 3 4 5 6 7 8 9 0 t 2 3 4 5 6 7 8 3
4 f 7071 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7072 No Abnormalities Detected X X X X X X X X X X x X X X X X X X X 4
7073 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7074 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7075  No Apbnormalities Detected X X X X ¥ X ¥x X ¥ X X X X X X %X X X X X
7076 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7077  No Abnormalities Detected X X X X x X X X X X %X X X X X X X X X X
7078 No Abnormalities Detected X X X X X X X X X X X ¥ X X X X X X X X
7079 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X
7080 No Abnormalities Detected X X X X X X X X X X X X X X X X X X X X

Severity Codes: X = Present, § = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day
Group 3 - 1024 mg/kg/day

Group 2 - 512 mg/kg/day
Group 4 - 1535 mg/kg/day

245



Page 174
PSL Study Number 43166

Individual Animal Glinical Observations

PSL Study Number 43166
A 2B-Day Dietary Study in Rats

Group Sex Animal Clinical Sign Site 0 1 2 3 4 5 6 7 8 9 0
4 f 7071 No Abnormalities Detected
7072  No Abnormzlities Detected
7073 No Abnarmalities Detected
7074 No Abnormalities Detected
7075 No Abnormalities Detected
7078 No Abnormalities Detected
7077 No Abnormalities Detected
7078 No Abnormalities Detected
7079 No Abnormalities Detected
7080 No Abnormalities Detected

PO MO XM XX OO
b A A R
o A P A A
b A A A
b A O .
S MO XX O O
PO M MR PO X
- A i I A )
HOOM X MO O X
oM OB M M MO MR
Pl A

Severity Codes: X = Present; S = Slight; M = Moderate; F = Superficial

Group 1 - O mg/kg/day Group 2 - 512 mg/kg/day
Group 3 - 1024 mg/kg/day Group 4 - 1536 mg/kg/day
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PSL Study Number 43166

APPENDIX G: DETAILED CLINICAL OBSERVATIONS ASSESSMENT METHODS
SCORING KEY

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation
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PSL Study Number 43166

APPENDIX G: DETAILED CLINICAL OBSERVATIONS ASSESSMENT METHODS

SCORING KEY

Removal from Cage and Open Field Observations

Activity/Arousal 0. Alternating behaviors - animal goes through normal repertoire of behaviors during
observation period. These consist of exploring, sniffing, grooming, rearing, etc.

1. Inactive/Alert - animal sits in one place during the observation period but appears to
be aware of its surroundings. It may go through its normal repertoire of activities but
the majority of the observation period is spent not moving.

2. Hypoactive/Not alert - animal sits in one place during the observation period. Animal
appears to be unaware of its surroundings or in a stupor.

3. Hyperactive/Hyperalert - animal appears excited. Animal may dart and freeze during
the observation period or animal may sit in one place and jump at any sound or
movement.

Biting 0. None
1. Biting cage
2. Self-mutilation
Circling 0. Absent
1. Present
Convulsions 0. None
1. Clonic — alternating periods of contraction and relaxation of muscles
2. Tonic — prolonged period of muscle contractions
Defecation 0. None/Normal

1. Soft (partially formed)

2. Diarrhea (watery feces)

Ease of 0. Slight/moderate resistance - animal is easy to handle, may squirm or vocalize

Removal/Handling

1

occasionally.
. No resistance - animal is [imp/flaccid when being handled.

2. High resistance/aggressive - animal is difficult to handle, and/or squirms continuously,

and/or tries to bite handler.
. Aggressive - biting or lunging behavior specifically directed at handler.

Emaciation

. Absent
. Present (confirmed using body weights)

32
]

Normal

. Exophthalmos - abnormal protrusion of eyeball

. Endophthalmus — sunken eyeball

. Eye damaged - mechanical damage (e.g. orbital bleeding, etc.)

Fur/Skin Appearance

. Normal

. Unkemnpt - coat rough or ungroomed, may be slightly stained
. Urine stained/wetness (Ano-genital staining)

. Hair loss

]
=)

= OIW N = 0w N = Ol= OW

. Normal

. Abnormal - limbs exaggerated/splayed, hind limbs and/or forelimbs show exaggerated
placement or movement

. Non weight bearing (Limping)

Lacrimation

b o= O

. Absent

. Present - lacrimation noticeable.

. Excessive - animal has excessive amount of tearing.
Note: Descriptors (i.e. color of ocular discharge will be noted on daily observation
sheet).

Locomotion

0.

1
2

Normal
. Somewhat impaired
. Totally impaired
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PSL Study Number 43166

APPENDIX G (cont.): DETAILED CLINICAL OBSERVATIONS ASSESSMENT METHODS

SCORING KEY

Mucous Membranes

0. Normal
Present — mucous noticeable

Muscle Tone

1.
2. Excessive - animal has an excessive amount of mucous present
]

. Normal - muscles are resilient and firm and the hind legs go through their full range
of motion.

. Increased - muscles are rigid, hind limbs will not go through their full range of
motion.

. Decreased - muscles are flaccid, hind limbs have little or no resistance to movement

[y

Palpebral Closure

. Eyes wide open
. Eyes halfway shut
. Eyes completely shut

Piloerection

Absent
. Present

- o N O

Posture

. Normal (awake) — alert, sitting, standing, or rearing

. Normal (sleeping) - curled up, usually with head down

. Hunched — abnormal posture

. Flattened (prone) — limbs spread out lying flat or on one side

Respiratory Pattern

Normal

Slow

Rapid

. Rales (Moist or Dry)
. Gasping

. Labored - Dyspnea

Salivation

. None
. Present - salivation is noticeable around the edge of the mouth
. Excessive - salivation extends to the fur around the jaw

Tremors

. None

. Slight — localized to one area, or a twitch/spasm of a localized area
. Severe — more than one area or involving whole body

. Fasciculation — wave-like ripples of a muscle or group of muscles

Unusual Behaviors

. Absent
. Present — Be specific in describing all unusual behaviors on data sheet.

Urination

. None/Normal
. Excessive

—_ O

Vocalization. removal
from cage

0. Absent
1. Present - animal vocalizes unprovoked or continuously vocalizes when being
handled.

Vocalizations, open field 0. Absent
observations 1. Present
Writhing 0. Absent
1. Present
Manipulative Tests
0. Normal

Pupillary reflex

1. Slow or absent- pupil reaction is slow or absent.
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PSL Study Number 43166

APPENDIX H: INDIVIDUAL ANIMAL DETAILED CLINICAL OBSERVATIONS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

: Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/keg/day of the active ingredient,
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4; 1536 mg/kg/day of test substance corresponds to 750 mg/ke/day of the active ingredient.
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Page 200
PSL Study Number 43166

Inchdduat Animal Dalaled Clinicat Ctasrvations.

PSL Study Number 43165
A 28-Day Dietary Shudy in Rats
Sex:Male  Dav(s) Relaiive [o Start Date
1024 BetClin{bs (Removal from Cage)
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14 2 28 a 7 14 ] 28 0] 7 4 21 28 [
1 [ 0 3 [ 0 [ 0 ] [ a [ ] 0 [}
T2 L] o (4] ) 0 ° b L] L Q v 9 Q L]
T043 0 o [ 1] 0 o [} 0 L] 0 L] 0 0 Q¢
T044 9 o o 0 0 o [} 9 L] L] 0 a 0 0
TO15 a 0 ¢ o 0 ° ] 9 L] aq L] 0 0 it
TG Q 0 &) o 0 ] 0 a 0 a 0 L] 1} L]
M7 Q9 0 ] Q 0 0 0 Q o Q L) Q D L
7648 U] o [} [} 0 g 0 1] 0 (] 0. i} D] 9
sk L} o ¢ o 0 v o Q 0 1} L0 1} 0 9
Jes0 ] 0 [ 0 0 0 0 9 v 0 v u 0 ¢

272



Page 201
PSL Study Number 43166

Indddusl Animal Detailed Glinical Ohsezvations

PSL Study Number 43156
A 28-Day Dietary Stody in Rats

SexzMale  Daves) Relative 10 Start 1ale
1024 TeIClinCbs (Removal from Cage) DetCiinObs (Open Field Obs)
mg/ka/day Rewpiratory | Hespirstory { Respirutory | Respiralory | Pupiilary | Pupiilary | Popiiiary | Pupiblary | Pupilloy | Acivi? | Activity | Aciviys | Acumily/ | Acivils
Group 3 Paltem Patem Eattern Prttern Reflex Reflex Heflex Reflex Reflex Arousal | Arcusal | Aroussf | Arousal | Arowsal
? 14 21 28 1] 7 [E] 2t 28 Q 7 14 21 28
TO4E L] 4] o 0 ] Q 0 0 1] 1] [} H o 0
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PSL Study Number 43166

Iriidieat Animal Delaled Chrical Obsanvatons

PSL Study Number 43165
A 28-Day Dietary Study inRats
Sex:Male  Day(s) Relative to Stast Date
T BACTnGbr (Open FIek Db
ggx:fg“’ Copvu | ) Consilsions[Convuli Tromors | Treimors | Tranars | feemiors | Tromors | Poture Posture Fosllre Peuhire
T
[} 7 14 21 2. a 7 I4 21 18 [i] 7 14 ]
01 1] 0 1] 0 [+] 1] 0 ] 0 1] 0 1] 0 ]
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Page 215
PSL Study Number 43166

Indaidual Animal Delaled Glnical Ohsarvalions

PSL Study Number 43166
A 28-Day Dietary Stdyint Rats ¢

Sex: Fomale  Day(s) Refative to Stant Date

0 DelCiinObs (Removal from Cage)

mgkpfday Handiing § Hendling | Hading | Handling | Hondling |Vocaliztion]Voeal ii Vocniization] Vocaiizafion] Faipebral | Fatpebral | Palpebral | Palpcbmi

Group 1 Reactivity | Reaclivity | Reactivity | Reactivily | Reactivity {RC) (RC) (RCY {RC} (RCH Closure Closure Closure Closure

[ 7 14 2 28 ¢ 7 [E} 21 5 [{] 7 14 21
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Page 219
PSL Study Number 43166

Individust Animal Detaled Clinical Dbsanvabions

PSL Shudy Number 43166
A 2%.Day Dietary Studyin Rats
Sex:Female  Day(s) Relntive to Start Date
o DelClinOhs (Remorvad Fom Cage} EetClinObs {Cpen Ficld Obs)
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iroep 1 Pattem Patlem Paltem Paitern Reflex Reflex Reflex Reflex Reflex Arousal Arcusal Arousal Arougn] Arcusal
7 14 a1 28 [} 7 3] 3] 28 [ 7 4 21 28
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PSL Study Number 43166

Inchiduat Antmal Cetalled Ginlcal Observations

PSL Study Number 43165
A 28-Day Dietary Study in Rals

Sex: Female  Day{(s) Relative to Start Date
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PSL Study Number 43166

|Dataled Clinical G

PSL Study Number 43168
A Z8-Day Dietary Shudy in Rats
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PSL Study Number 43166

Indaidual Armel Dalaled Clinteal Obsarvations

PSL Stady Number 43166
A 28-Day Dietary Study in Rats

Sex:Famale  Day(3) Relative to Start Date
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PSL Study Number 43166

Indaddual Anin:al Dedailed Clinieal QHirarvatians

PSL Studydiumber 43165
A 28-Day Dielary Studyin Rals
Sex; Female  Day(s) Relative 1o Seat Date
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Page 245
PSL Study Number 43166

Individual Animal Delailed Cinical Dbsesvabons

PSL Study Number 43156
A 28-Day Dietary Study in Rats
Sext Fernale  Day(s) Relative 10 Start Date
1536 DetClinChs {Removal from Cage)
whait Tl T FalSkin | FurSkor | FurShin | Fumskin T FarSRin TIGEe FoangMiisdls Tonainses Fonavim s Tooguiic Tond Respiraiony
Groug Paliesti
v 21 E] [} 7 14 2t 28 U 7 4 F1 28 0

071 0 0 0 o o 0 0 o ] 0 0 1 L a
7072 0 ] 0 [ o ¢ o o U} 1] 0 [} 0 13
073 0 0 0 0 [+} [} 0 o 0 0 0 [ L} [}
oM 0 0 0 [+] [} ¢ [} o i) a9 0 0 0 [}
7075 [} 0 ] D} [ [ [} ] o 0 0 0 0 [}
7076 [} ] [ o 0 [} 0 0 [} 1} 0 [} [} [
7077 o [ [ o 0 [ 0 0 [} 0 0 0 0 [
7078 1] [ 4 D] 0 o L} 0 L1} L1 0 0 0 [
079 [ [ [ 0 ] o [ 0 0 [} 3 0 ] °
080 [ "} " 0 0 v [} 0 [} [} 0 0 ] o
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Page 249
PSL Study Number 43166

Indidcusl Animat Detaled Chnical Gbeervations

PSL Study Number 43165
A 28-Day Dietary Study in Rats

Sex: Female  Day(s) Relative to Start Date

1536 DUClnDbs (Open Field Obs)

grka/duy Delecation | Deft Ui Urinwitoh | Urison | Ursralion | Urination | Unusual | Unuswal | Unwsual | Unusuel | Unususl |Vecali Vogal

Group 1 Behaviers | Behaviers | Behavioes | Behaviors | Behaviers {015 (OF)

2 2% [ 7 1B 2 ] ] 7 14 21 28 [ 7

671 0 0 [1] 4] 0 0 1] o ] L] [1] i} Q 0
i raxd 0 0 1] o ¢ 0 [H] ¢ 1} D] L] ] Q [}
073 0 0 0 ¢ L 0 [+ [ 0 0 0 9 0 0
0T 0 0 0 o ¢ Q [ @ ] i} 0 9 a [1]
075 0 0 0 e v} Q n 4] 1] Li] Ll L] 4] ]
076 0 0 [1] [¢] [+] 0 0 o Q 0 0 1] a 0
077 ¢ 1] 0 o [+ 13 Q o L] Q 0 v v ¢
078 o 0 0 0 Q (] 0 o L] L] 0 4] L] [H
078 ¢ Q 1] 0 0 ¢ 0 o 0 1] 0 o ) (1]
J080 ] G [} 1] 1} 4] 1} [} L] ] 0 0 0 H
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Page 251
PSL Study Number 43166

APPENDIX I: INDIVIDUAL ANIMAL BODY WEIGHTS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/keg/day of the active ingredient.
Group 4: 1536 mgfkg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166

Individual Animal Body Weights

PSL Stidy Number 43165
A 28-Day Dietary Study in Rats
Sex: Male  Bodyweight {g)
{ Duy(s) Retative
mg/ke/day to Start Date
Group |
0 7 I 21 28
7001 240 97 345 ki 429
7002 § 232 273 »n7 362 182
T3 238 288 334 372 491
O XY 271 Mo 343 350
T003 228 267 305 340 sy
7006 | 27 30 47 104 134
7007 242 308 358 400 130
moE | 230 o) 328 361 79
7000 | 241 297 342 381 400
7010 232 290 327 366 375
Mean | 2364 2817 3323 3732 3947
5D 6.4 1.0 16.5 227 2838
N 10 10 10 10 10
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PSL Study Number 43166

Endividual Anima Body Weights

PSL Study Number 431656
4, 28-Dary Dietary Study inRats

Sex; Male  Bodyweight (g)

512 Day(s} Relative
meg/ke/day to Sturt Date
Group 2
4] 7 14 21 28
7021 232 28 32 Rix} 390
7022 | 236 29% 346 ki 103
023 243 299 353 39 415
7024 216 298 36 383 400
f{izh] 237 291 331 369 387
THE ] 232 288 35 381 403
HRI 240 ] 330 Kyl 398
7028 | 128 273 309 31 155
e 241 306 170 421 458
7030 128 271 316 359 380 s
Mean | 236.4 2806 3370 376.6 3989
so 6.1 181 18.4 214 26,4
N 10 10 10 10 10
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PSL Study Number 43166

Individieal Anirnal Body Weights

PSL Study Number 43166
A 28.Day Dietary Study it Rats

Scx: Male  Bodyweight ()

1024 Day(s) Relntve
mghg/day to Start Date
Group 3
] 7 L] 21 28
041 238 281 333 377 402
7042 250 36 67 419 448
T3 232 282 322 366 382
7044 23 295 353 401 q34
TO45 233 288 337 378 401
046 | 24 308 371 413 148
047 239 304 360 406 433
7048 241 303 360 411 143
049 232 270 309 37 364
7050 227 172 304 335 345
Mven { 2536.7 290.% 3l 3815 410.2
5D 70 143 24.2 3l 372
N{ 10 10 10 10 10
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Page 256
PSL Study Number 43166

ndhvidua) Animaal Body Weights

PSL Study Number 43165
A 28.Dayy Dietary Study in Rats

Sex: Femate  Bodyweight (g)

Duy(s) Relative

O
mg/kg/day Io Start Bate
Group |
o 7 b 21 28
7011 165 178 188 204 208
7042 163 188 204 223 228
013 197 210 261 282 288
7014 187 222 120 n 248 53
FO1S 181 205 217 243 252
7016 169 195 212 233 250
o7 156 16 192 209 273
8 175 201 224 255 262
7019 180 212 239 244 264
7020 168 19% 231 58 270
Mean | E74.1 198.3 2188 2392 249.8
5D 123 148 219 2.0 .0
N|] 10 10 10 10 1]
i [RC:Rewrighed. food and water OK]
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PSL Study Number 43166

Irdivicheal Asimal Body Weights

PSL Study Number 43165
A28 Day Dietary Study in Rats

Sex: Female  Bodyweight (g)
512 Day(s) Relative
mg/ke/day to Start Date
Group 2
a 7 14 2 28
7031 192 217 239 216 257
7032 175 195 208 224 237
7033 173 200 210 2281 238
7034 162 183 198 208 219
7035 168 194 28 229 244
7036 168 202 218 23 242
7037 153 169 182 187 1%6
7038 193 220 236 250 265
7039 183 218 244 240 171 260
7040 177 215 233 246 275
Mean | 1744 20190 2183 2393 244.0
S} il6 16.3 196 19.4 233
N| {0 10 10 10 i0

1[. RC:Reweighed, food and waler OK]

2 [RG:Rewsighed. food and waler OK]
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PSL Study Number 43166

Indwvidual Animal Body Weights

PSL Study Mumber 43166
A 28-Day Dietary Sludy in Rals

Sex; Fomwle  Bodvweight (g)

1024 Tay(s) Relative
mg/kg/day o Start Date
Gronp 3
0 7 14 21 28
7081 162 189 202 110 229
7052 152 192 216 224 238
7053 182 210 231 249 267
7054 182 216 239 155 267
7055 i98 224 236 268 277
7056 176 24 239 237 266
7057 66 185 204 22] 237
7058 11313 198 215 228 237
7059 180 24 238 251 270
7060 £72 198 217 225 244
Mean | 175.6 2040 227 2388 2532
sD 1.8 133 146 19.4 17.7
bl 1§ 10 10 10 10
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Page 260
PSL Study Number 43166

APPENDIX J: INDIVIDUAL ANIMAL MEAN DAILY BODY WEIGHT GAIN'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

: Group 2: 512 mg/kg/day of test substance cormesponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredicnt.
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Page 262
PSL Study Number 43166

Individual Animat Mean Daily Body Weight Gain

PSL Study Number 43165
A 28-Day Dietary Study in Rate

Sex Male  Mean Duily Body Weight Guie (g/day)

312 Tmy(s) Relstive

mg/kg/day to $lart Date

Growup 2

0—7 T—eld | W1=12] [ 21 =28} G—128
7021 74 57 56 19 5.6
02 84 73 53 29 8.0
7023 8.0 77 5.6 33 &.4
7024 7.4 6.9 3.3 24 8.5
o5 iy b 54 2.6 54
7026 3.0 8.1 3.1 3l 6.l
7027 1.3 56 6.3 34 36
7028 Gt 5. 4.6 2.0 4.5
7029 2.3 9.1 7.3 53 78
7030 6.0 6.1 6.1 30 54
Mean 7.60 6,97 5.66 31 .80
D 0.94 1.30 0.73 091 0.83
N|1¢ 10 10 10 10
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Page 265
PSL Study Number 43166

Incivideral Animal Mean Daily Body Weight Gain

PSL Study Nomber 43166
428 Day Dietary Sludy in Rals

Sex: Female  Mean Daily Body Weight Gain (g/duy}

I Day(s) Relative

mg/kg/day 1o S1ar Date

Growp 1

00— Tl [ 1421 |21 -2 | 0—28
gt 1.9 1.4 23 0.6 L5
7042 3.6 23 27 0.7 23
7013 1.9 7.3 30 0.9 33
7014 5.0 03 4.1 045 2.4
7015 34 1.7 37 L3 2.5
70le 7 24 19 36 9
7017 19 23 24 20 |
7018 37 33 K| Lo 3.1
701% 46 iv Q.7 249 kX
7020 a0 5.0 39 b7 36
Mean | 346 293 2.91 151 AL ]
Sp i.03 2.0¢ 1.15 1.03 ¢.60
N|jl0 10 10 10 i¢

337



Page 266

PSL Study Number 43166

Individual Animal Mean Daily Body Weight Gan

PSL Study Mumber 43165
A 28-Day Dietasy Study in Rats

Sex: Feniale  Mean Daily Body Weight Gain (g/day)
512 Dy(s) Relative
mg/kg/day %o Start Date
Gronp 2
07 Foald | 14 er2E 12128 028
7031 l6 31 1.0 16 23
7032 9 1.9 23 1.9 12
7033 kR 1.4 26 L4 23
7034 30 21 1.4 1.6 20
7035 37 34 1.6 21 27
7036 4.9 23 2.1 23 2.9
7037 23 1.9 0.7 13 15
7038 39 23 20 21 26
i< 4.6 37 -0.1 29 28
7040 54 2.9 1.6 4.5 3.5
Mean | 330 2.50 1.51 13 2.4
SD 096 0.75 0.82 0.85 0.53
N |10 10 10 10 10
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Page 267
PSL Study Number 43166

Individual Animat Mean Dally Body Waight Gan

PSL Study Number 43165
A 28-Day Dietary Study in Rafs
Sex: Fomale  Mean Daily Body Weight Gain (g/day)
1624 Dny(s) Relative
mg/ke/day 1o Start Dhate
Group 3
0T [ T4 (M= |2l =38 ] 6—28

051 kX 1.9 1.1 27 2.4

7052 43 34 1.1 20 2.7

T053 4.0 10 26 26 30

705 kX 33 2.3 1.7 28

7655 37 1.7 4.6 13 28

7036 54 hX 26 13 a2

7057 27 27 24 23 25

058 4l 24 1.5 13 2.4

059 419 34 19 27 32

7060 3.7 27 1.1 2.7 2.6

Mean | 4.06 281 16 .06 277

5D o072 0.66 1.03 0.63 0.30
NJlo 10 10 4] 10
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Page 268
PSL Study Number 43166

Indvidual Arémal Mean Daily Body Weight Gain

PSL Study Number 43166
A 28.Day Dietary Study in Rate

Sex: Female  Mean Daily Body Weight Gain (g/day)
153a Dy(s) Relative
mg/ke/day 1o St Date
Gronp 4
07 T— 14 {1 =21 [ 2128 628
771 39 2.0 A0 LE 28
072 +0 3l 1.6 24 8
7973 19 34 i.7 27 29
7074 23 29 1o 07 20
7075 34 24 16 1.7 23
7076 3.9 41 33 0.4 29
7077 4.0 3 27 1.é 30
7078 L1 3l £ 1.9 N
7079 2.7 4.4 13 0.6 24
7080 3.6 2.1 37 2.1 29
Moean | 3.57 3.0 .39 1.53 2.66
5D 0.51 0.8 096 079 0.34
N |10 10 10 10 10
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Page 269
PSL Study Number 43166

APPENDIX K: INDIVIDUAL ANIMAL MEAN DAILY FOOD CONSUMPTION'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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Page 270
PSL Study Number 43166

[ndividua Animal Mean Daity Food Consumplion

PSL Study Number 43166
A 28.Day Dietary Study in Rale
Sex Male  Mean Daly Food Consumption (g/day)
0 Oey(s) Relaive
mglig/day to Start Date
Group 1
37 T—10 | 10—=14 | 1417 | 1721 | 2t =24 | 2428 ] 328
7001 B0 213 270 273 279 223 23 272
7002 | 280 73 270 73 279 23 23 72
7003 270 245 283 248 254 208 285 252
7004 | 270 245 263 248 21 208 %5 252
7005 281 5.2 246 253 %8 218 276 257
7008 231 252 246 253 259 28 276 257
T007 29 7 280 260 %68 228 283 272
7008 | 289 wnr 280 260 6.8 228 33 7.2
7008 | 274 268 269 260 263 H.2 %.9 26.0
1010 | 29 268 269 260 263 2.2 %9 26.0
Mean | 2603 26.30 2655 2590 26.38 2180 2110 26.28
SOf 108 131 117 0.89 0.97 0.1 1.64 0.86
NE 0 10 10 10 10 18 10 10
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Individual Animat Mean Dally Food Consumplion

PSL Study Number 43166
A 28-Day Dietary Study in Rats
Sex Mole  Mean Daily Food Consumplion (g/day)
512 Day(e} Relative
mghkgl/day to Stant Date
Group 2
T7 | T=i0 | 10014 | 14==i7 [ 17 =21 | 21 =24 | 24=28 | 328
7021 | 288 %2 %9 %2 59 715 e %62
702 | 288 262 268 252 259 25 76 262
7023 | 204 275 276 25.0 26.4 215 25 %6
7024 | 204 275 276 250 %4 215 %5 268
7025 § 708 278 27.4 240 %5 218 2.3 267
7026 8.8 278 274 240 265 213 A3 267
027§ B 26.2 259 243 259 ns 78 260
70| 281 26.2 259 243 259 215 28 260
762 280 278 285 288 279 240 306 281
030 2.0 278 285 238 279 240 0.6 281
Mean | 2880 2710 21.2% 2547 26350 2207 28.15 26.73
sD 0.52 081 091 1.83 orr .03 .21 0.76
N 10 10 10 10 10 30 19 19
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Individual Animat Mean Daily Food Congumplion

PSL Study bkmber 43166
A 25-Day Dietary Study in Rats

Sex Male  Mean Daily Food Consumption (g/day)

1024 Day(s) Relative

mykg/day to Stant Date

Group 3

=7 T 0 | D=18 | 14ame 17 | 17 we2t | 21 =24 § 2438 | 328
704t 8.3 2990 285 25 203 230 0.6 286
7042 | 283 290 295 295 253 230 30.6 86
7043 | 298 278 276 21.8 271 220 84 7.4
7044 | 298 278 276 278 271 220 284 27.4
7045 30.0 280 298 252 275 243 30.3 282
7045 300 290 298 5.2 215 243 33 282
7047 28 230 286 272 286 23 305 280
7048 88 280 286 202 286 223 305 20
7049 | 245 242 738 20 230 197 %9 235
70530 | 25 242 234 220 230 187 Lk} 235
Mean | 2823 2150 27.88 26.33 27.10 22 213 a1
S0 208 197 225 278 231 1.6t .92 1.98
N 10 10 10 10 10 10 10 0
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Individua Animal Mean Daily Food Consumption

PBL Study Number 43166
A 28-Day Dietary Study in Rals

Sex Male  Mean Dailly Food Consumption (gfday)

1536 Day(s) Relative

mykg/day to Statt Date

Group 4

37 Tt 10 | 0m1d | 14=37 | 1T=21 | 2HRd | 2428 | 328
7061 218 213 2638 252 256 23 8.1 263
7062 8 277 268 26.2 256 213 28.1 263
7063 285 n7 26.4 253 215 23z 25 26.7
7064 | 285 21 26.4 253 a5 32 275 26.7
7065 24 217 286 287 219 228 3.1 27.8
T0E5 | 294 217 286 287 219 28 301 7.8
To§7 0.1 293 286 273 273 27 308 28.2
7068 | 301 293 286 273 273 27 0.8 282
Joss [ 274 272 2693 53 %4 23 2.4 26.6
0l 74 72 %9 253 26.4 223 29.4 26.6
Mean { 28.63 2790 27.45 2517 2693 4 .18 2713
R 1.07 .78 103 0.82 w86 0.66 1.28 0.78
N{ to 10 10 10 16 10 10 Hi
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Indidueal Acimal Mean Daly Food Corsumgtion

PSL Sty Nurmber 43165
A 28-Day Dietary Stdy in Rats
Sex Female  Mean Daily Food Consumption (g/day)
fi) Day(s) Refative
mg'kg/day lo Start Date
Group 1
3 =0 [ 10—14 | 14017 | 17221 [ 2 —24 | 2428 | 378
o 198 17.3 178 180 1.4 48 184 178
012 9.8 173 17.8 180 17.4 4.8 184 17.8
1613 24 232 216 R7 223 182 21.3 213
0| 24 232 216 217 223 162 2.3 21.3
7615 221 183 18.0 i8.7 18.6 165 21.3 195
To86 | 221 183 190 187 196 6.5 2.3 195
mr ng 17.8 184 18.7 193 15.3 0.4 190
7018 | 2.8 17.8 184 18.7 19.3 153 0.4 19.0
7018 | 186 200 280 19.3 0.8 167 23 W01
7020 18.6 200 210 19.3 209 16.7 3 264
Mean | 2118 1933 19.55 19.27 19.88 1590 2070 19.55
50| 124 223 159 1.34 172 .74 1.38 1.24
L 10 10 10 10 10 10 10
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Incividual Animal Mean Dzily Foad Consumption

PSL Study Number 43165
A 28 Day Dietay Study in Rals
Sex Female  Mean Daity Food Consumption (glday)
512 Day(s) Relative
mgkgiday to Start Dale
Group 2
I=7 F—i0 | 10—td | 1417 1 1721 | 21 —24 | 428} 328
70 21 198 238 05 195 162 35 210
iz 241 19.0 238 205 199 16.2 235 210
7033 203 18.2 183 200 180 1523 29 190
WMy 203 18.2 183 200 18.0 153 209 190
1035 203 18.3 1838 187 180 166 2041 1838
7035 | 203 183 184 187 19.0 160 At 189
0¥ 29 17.7 20.6 188 20 163 8.9 200
7038 | 229 177 20.6 188 20 163 1.9 20.0
7038 | 206 180 268 180 05 17.3 23 204
04| W06 180 20.8 100 03 17.3 3 201
Mean | 21.23 18.43 2045 19.40 20.08 16.23 2.8 19.78
s 113 0.54 202 076 1.18 068 1.4 0.82
N 10 10 10 10 10 10 it 10
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incividual Anirval Mean Daily Food Consumgplion

PSL Study Number 43166
A 28-Day Dietary Study in Rats
Sex Female  Meap Daly Food Consumption (g/day)
1024 Day(s) Relative
mgkgiday to Star Date
Group 3
37 T—10 | 10w=td | 1417 | §7 =28 { 21 =24 | 24—28 | 3 =28
To5t | 209 175 184 1.7 17.3 158 205 184
fo52 | 209 175 18.4 17.7 173 158 2.5 184
7053 20 19.7 06 19.5 208 185 23 203
7054 20 19.7 206 195 2038 155 23 203
7055 29 232 204 200 206 i6.3 .4 208
7086 | 229 232 204 200 208 163 24 0.8
7057 199 172 18.0 168 180 158 19.8 181
7058 19.9 112 18.0 168 18.0 158 16.8 18.4
7050 | 196 18.0 199 183 204 153 215 19.4
7060 | 196 19.0 19.8 183 201 1683 215 194
Mean | 21.05 19.30 19.45 18.47 1835 15.67 21.08 18.40
s 1.31 2% 112 1.2 1.52 0.34 091 1.09
N}| 10 10 10 10 10 i 10 10
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Individua Animat Mean Daily Focd Consumption

PSL Stuy Number 43165
A 28.Day Dietay Study in Rats

Sex Female  Mean Daiy Food Consumplion (giday)
1536 Day(s) Relakve
mg/kgiday o Start Date
Geoup 4
AT | 7T—10 | 1014 | 1417 [ 17 =21 [0 =24 | M4-28] 3-8
T07t 198 2 10 178 181 147 208 181
7012 | 198 17.2 7.0 178 181 147 w08 181
073 21.% 8.2 19.6 179 19.8 162 19.6 194
4§ 211 19.2 196 17.0 199 162 19.6 1481
7005 | 205 19.3 185 19.5 190 160 211 9.4
7016 | 205 193 195 145 19.0 160 211 9.4
Hurg 25 198 19.4 19.7 19.6 157 201 19.4
7078 | 205 19.8 194 19.7 19.6 15.7 201 194
7079 | 180 19.0 199 187 180 157 206 194
7080 18.0 18.0 19.9 18.7 19.0 157 2.6 19.9
Mean | 20.18 18.90 19.08 18.73 1913 15,63 2045 19,00
sDf 0w 0.96 1.1 117 054 055 0.55 0.52
N 10 10 10 10 10 10 10 16
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APPENDIX L: INDIVIDUAL ANIMAL FOOD EFFICIENCY"#

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Food efficiency = Mean Daily Body Weight Gain
Mean Daily Food Consumption

2 Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/fke/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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individud Animai Mean Food Efficiency

PSL Study Nmber 43166
A 28 Dary Dietary Sty ine Fats

Sex: Male  Food Efliviency
0 Day(s) Relative
mg/ke/day to Start Date
Group |
0—7 T— k| 14—21 | 2] 28
7001 036 025 0.26 0.18
7002 | 028 028 0.8 [181]
7003 032 0.26 5.26 &3
7004 | 024 0.22 0.3 &.10
7005 | 024 012 G.an .10
7006 | 034 0.23 0.32 0.37
7007 0.36 0.26 023 0.17
7008 | 0.29 0.23 0.18 0.10
W0e | 0.3 0.24 0.21 G.11
e 032 0.20 0.21 0.05
Mean | 0.304 0.241 0,223 0,121
5D | 0.046 0.025 0.044 0.040
N HO 10 10 10
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Indvidual Animal Mean Feed Efficiency

PSL. Study Number 43165
A 28.Day Dietary Study in Rals

Sex: Male  Food Efliciency

1024 Day(s) Relslive
mg/ke/day 1o Start Date
Group 3
0—=7 | Teald | 4 —=2] |21 =28
ML ] 027 0.25 0.1 0.13
Tz | 03 030 0.25 0.15
T3 0.30 0.21 033 0.09
o4 | 038 0.30 0.25 0.18
7045 | 031 024 022 0.12
06 | 037 031 0.21 0.t7
7 037 028 $.33 i
7048 | 033 0.28 0.26 0.18
7049 | 023 0.23 n1g o447
7050 | 0.27 0.1% 0.20 0.06
Mean | 0312 0.258 0.227 0,139
5D | 0.05] 0.041 0.026 0.0
N o 10 10 10
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individuat Anima| Mean Food Efficiency

PSL Study Number 43165
A 28Day Dietary Study in Rets

Sex: Male  Food Efficiency

1536 Day(s) Relative
rg/keddoy to Start Date
Grronp 4
0—7 T—=14 { Ll =21 ]21—28
061 | 0.34 0.25 6.2l 0.1
7062 | 0.3 0.2% 0.22 0.16
083 0.23 0.1% 0.22 0.13
7064 | 0.0 031 .30 0.16
7065 Q.35 0.27 0.22 0.1%
7066 | 0.34 0.26 0.23 0.13
TOR? 0.33 o2 ] 0.20 0.4
ToeE | 029 0,22 0.19 0.12
7062 { 036 0.17 0.19 0.i0
707¢ | 030 0.24 0.20 a.le
Mesn { 0,329 Q.24 0.217 0.139
50 1 008 0.040 0.031 .019
N {0 10 10 10
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individual Animal Mean Food Efficiency

PSE Study Number 43165
A 28-Day Dietery Study in Rale
Sex: Femufe  Food Efficiency
] Day(z) Relfalive
mg/kg/day to Start Date
Group |
b7 Tuoabd [ 14 we2] | 2} ~ 28
01 | @iz 0.08 o3 0.03
7012 | 0.22 0.13 015 0.4
7013 410 ¢33 0.14 0.04
7014 | 0.27 -0.01 0o 0.03
015 | 049 0.09 0.19 0.07
016 | 0.20 033 Q.10 012
7017 016 Q.13 0.13 a1l
018 | 0.20 0.13 0.23 0.03
THY | 0235 0.19 0.04 0.4
7020 0.22 0.24 0.19 0.09
Mean | €193 .48 0.149 9.080
Sk | 0,055 0093 0.057 0.052
NI 16 0 10
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Indridual Animal Mean Food Efficiency

PSL Study Mumbar 43166
A 28Day Dietary Study in Rats

Sex: Female  Food Efliciency
312 Day(s) Relative
rg/ke/day ta Start Date
Gronp 2
(LR Treld | blwe2] | 21 - 28
7031 0420 0.14 6.05 3.08
032 | Q.46 0.09 0.11 0.09
7033 g.23 0.08 0.13 0.08
TO34 | 018 0.12 .07 0.08
7035 9.23 0.18 0.03 .12
7036 | 0.29 0.12 C.it ¢.12
7037 .12 0.10 £.03 0.07
7038 | 021 0.12 0.i10 0.12
7036 | 024 0.1% -G.0l .14
7040 0.28 0.14 0.08 0.21
Mean | 0.215 0.128 0077 o1l
8D J 0.052 0.037 02 6041
N flo 10 10 10
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PSL Study Number 43166

Endividual Animal Mean Food Effciency

PSL Sludy Number 43166
A 28-Day Dietary Study in Rats

Sex: Female  Food Effiviency

1336 Day(s} Relative
mg/kg/day to Start Date
Group 4
0= T— 14 | FA—=2] | 2] - 28
7071 | 023 0.12 0.22 0.06
072 | 0.2 0.18 0.09 0.13
7073 023 0.18 .09 0.15
7074 | 014 0.15 0.1} 0.4
7075 0.19 0.13 0.08 0.09
7076 | 0.22 0.2] 0.17 0.02
7077 023 019 IRE] 0.09
7078 | 0.23 {16 0.08 0.10
079 | 1S .23 0.09 0.0%
7080 | 0.1% 0.11 0.19 0.12
Mean | 0.206 0.165 0.126 0.083
51 | 0,038 4.040 0.052 0044
N |10 i0 10 10
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PSL Study Number 43166

APPENDIX M: INDIVIDUAL ANIMAL MEAN DAILY DIETARY INTAKE OF
SOY LEGHEMOGLOBIN PREPARATION!

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds 10 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mgfkg/day of test substance corresponds to 750 mg/keg/day of the active ingredient.
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PSL Study Number 43166

Individkial Animial Mean Dielary lntake

PSL Study Number 43165
A 28-Day Dielary Study in Rats

Sex: Male  Dietary hunke Variable (ing/kg/day)

s12 Day(s) Relative
mpkg/day 1o Surt Date
Gronp 2 -
[rp Y 14 -+ 20 31 -aa8 028
2l 482 544 512 492 480
7022 169 516 482 171 159
T3 468 526 476 458 456
T024 466 533 486 472 464
7025 430 §51 500 5kt 484
7026 487 542 482 493 474
7027 47 521 493 492 468
7028 503 556 533 546 507
W 489 519 192 168 463
7030 533 598 576 357 535
Mean 485.4 540.5 503.2 495.9 478.9
5B 209 245 307 332 247
N 10 13 10 10 10
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Individuat Animal Mean Dielary Intake.

P5L Study Numsber 43165
A 28-Day Dielary Study in Rats

Sex: Male  Dietary Intake Variable (mg/kg/day)

1024 Day(s) Relative
mg/kg/dny to Strt Date
Group 3
07 T T5E 2 8 [ip
7041 918 1188 1129 1034 1009
T2 866 1083 1020 2% 219
43 989 1142 1089 1016 1001
TiH4 967 1065 993 905 925
7045 {1 1172 t012 1048 tood
TG 934 1079 921 946 919
T7 981 1079 998 948 916
T4g 974 108} 997 Ly 937
T4 vz 1032 Az 9% 934
7050 ] £037 963 1005 952
Mean 9663 1095.9 1007.2 9730 9347
sD 42.5 535 817 49.1 38,0
N 10 10 10 10 Lo
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PSL Study Number 43166

Individitat Animal Mean Dietary Inlake.

P5L Study Mumber 43165
A 29-Day Dielary Study in Rats

Sex: Femate

Bietary Intake Varjable {ma/kg/dny)

512 Day(s) Relative
mg/kg/lay to Start Date
Crroup 2
Q-7 T 14 14 -»21 2] - 28 0-+28
7031 451 550 484 480 A80
7032 498 622 543 323 332
7033 472 513 517 470 481
7034 510 552 557 313 521
7035 A80 523 491 160 476
7036 470 513 487 451 469
37 408 637 652 368 601
038 174 490 495 422 458
7039 505 506 451 A77 181
THY 513 313 48] 438 477
Mean 498.0 ERY Ry 5188 4824 497.8
sn 435 9.5 539 418 42.8
N 10 10 10 10 10

365


http:Dieto.ry

98

o1 01 al 01 o1 N
06T 09g e T6t T'6e as
€86 o'rse ["¢1nd Sl 6566 el
SEOt 1901 £801 [Z9]] 801 0202
are 556 66 F101 L6 6504
956 001 L6 £001 096 8502
886 8101 {101 G901 G601 L50L
866 hixs s100 6111 $101 Se0L
956 0is 666 c0lI LSG 5502
£90 L5O z101 ETOI1 1.6 31172
986 894 [+o[ 201 £001 £504
86 €501 086 A 1001 502
ZZ010 4801 GHGL 301 £101 1504
§L+- 0 8Z- 1T 12« P [ L0
¢ dupy
sieQ UBS 0) Sep By Am
aamnpay (8pieq $T01
(Aup,ByBut) Jjquite A quan] ARl delung (Xog

sy Ul Apnis A KeQrgz v
SOUEY RQUNN ApAS IS

U] AIBIRI0 VEIN EWAY [ENPHDU|

99 £ Jaquiny Apnig 1Sd

¥6T 28ed
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PSL Study Number 43166

Individual Animzl Mean Dietary Intake.

PSL Study Number 43165

A 28.Day Dielary Shudy in Rals

Sex: Female  Dietary Intake Vonable (mgdg/day)
1536 Day(g) Relative
mghg/day to Start Date
Group 4
677 7 14221 21 28 0+ 28
7071 1413 1475 1479 1434 1402
7072 1432 Hi61 1496 1473 1418
7073 1350 1565 1455 1330 1388
074 1403 1679 1560 [E1R] 1439
7075 1504 1643 1597 1553 1524
7076 1610 1683 1548 1499 1534
7077 1391 1521 1456 1323 1376
018 1584 1747 1670 1524 1573
7079 1421 1499 1424 1372 1384
7080 1703 1804 1690 £534 1618
Mean 14811 1604.6 [537.2 1460.2 [470.4
sD 1150 t16.7 923 790 882
N 10 10 10 10 1]
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APPENDIX N: CLINICAL PATHOLOGY

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

Submitted by:

Dupont Haskell Global Centers
for Health and Environmental Sciences
P.O. Box 30, Elkton Road
Newark, Delaware 19714
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Srupy TiTLE:

AUTHOR:

CLINICAL PATHOLOGY
RESUL1S COMPLETED:

PERFORMING LABORATORY:

WoRK REQUEST NUMBER:
SERVICE C'ODE NUMBER:

CLIENT:

CLIENT STUDY NUMBER;:

Clinical Pathology Results for
Soy Leghemoglobin Preparation: A 28-Day Dictary Study in
Rats

Denise Hoban. B AL MLT (ASCP)

July 20, 2017

E.1 du Pont de Nemours and Company
DuPont Haskell Global Centers for
Health & Environmental Sciences

P.C. Box 30

Newark, Delaware 19714

7.8.A

21641

161t

Product Safety Labs

2394 U8, Highway 130
Davton, New Jersay 08810
US.A,

41106

Tage | of §%
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Clinical Pathalogy Results for
Soy Leghemoglobin Preparation: A 28-Day Dietary Study in Rats

STUDY DESIGN

A 28-day dictary study in rats was conducted al Product Safety Labs (Daylon, Now Jersey,
11.8.A) on behalf of Impossible Foods, Inc. (Redwood City, California, U.S.A.). Groups of
10 mal¢ and 10 female rats were fed 0, 512, 1024, 1536 mg/kg/day Soy Leghemoglobin
Preparation which corresponds to 0, 250, 300 and 750 mg/kg/day of active ingredient Soy
Leghemoglobin. Samples were collected for clinical pathology evaluation on Lest days 22
and 29/30 and were shipped to DuPont Haskell for analysis.

MATERIALS AND METHODS

Clinical pathology analyses were conducted on samples collected on test days 22 (hematology,
clinical chemistry, and urinalysis) and test days 29 (males) and 30 (femrales) (coagulation).
Hemalology measurements were condueled on whole bloed on the day of collection. Clinical
chemistry and coagulation measurements were conducted on samples that were frozen until
analysis. All blood samples were evaluated for quality by visual examination. Urinalysis
measurements were conducted on the day of collection.

1. Hematology and Coagulation
Complete blood counts, including reticulocytes, were determined on an Advia 120 Hematology
Analyzer. Blood smears, stained with New Methylene-Blue or Wright-Giemsa, were prepared
from each animal undergoing a hematology evaluation, but were not needed for examination,

Coagulation times were determined on a4 Sysmex CA-1500 Coagulation Analyzer,

The following parameters were detennined:

red blood cell count red cell distribution width
hemoglobin absolute reticulocyte count
hematocrit platelet count

mean corpuscular (cell) volume white blood cell count

mean corpuscular (cell) hemoglobin differential white blood cell count

mean corpuscular (cell) hemoglobin concentration
prothrombin time activated partial thromboplastin time

2. Clinical Chemistry

Serum clinical chemistry parameters were determined on an Olympus AUG40 Clinical Chemistry
Analvzer,

The following paramaters were determined:

aspariate aminotransferase glucose
alanine aminotransferase total protein
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Clinical Pathology Results for

oy Leghemoplobin Preparation: A 28-Day Dietary Study in Rats

sorbitol dehydrogenasc
alkaline phosphatase
total bilirubin

urea nitrogen
crealinine

cholesterol
triglycerides

3. Urinalysis

albumin

globulin

calcium

imorganic phosphorus
sodium

potassitm

chloride

Urine volume was measured, and appearance (quality, color, and clarity) was evaluated visually.
Urine protein was measured on an Olympus AU640 Clinical Chemisiry Analyzer. Other urine
constiluents were semi-quantitatively measured on a Clinitek Atlas Automated Urine Chemistry
analyzer. Sediments from urine specimens were evaluated microscopically.

The following parameters were determined:

quality

color

clarity

volume
specific gravity
pH

glucose

ketone

bilirubin

blood

urobilinogen

protein

microscopic urine sediment examination
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STATISTICAL ANALYSES

Significance was judged at p < 0.05. Separale analyses were performed on the data collected for
cach sex. Statistical analyses were performed by Provantis™.

¥ (1)

Method of Statistical Analvsis

Parameter Preliminary Test

H preliminary test is not
significant

1f preliminary test is
significant

Levene's test for
homegeneity™ and
Shapiro-Wilk test™ for
normality

Chnical Pathology®

One-way analysis of
vasiance™ followed by
Dunnett's test™

Transforms of the data to
achieve normality and
variance homogengity
were used. The order of
transforms attempted was
tog, square-root, and rank-
order. 1fthe log and
square-root transforms
failed, the rank-order was
used,

a  When an individual observation was recorded as being less than a certain value, calculations were performed
on half the recorded value. For example, if bilirubin was reported as <0.10, 0.05 was used for any
calculations performed with these bilirubin data. When an individual observation was recorded as being
greater than a certain value, caleulations were performed on the recorded value. For example, if specific
gravity was reported as 1,100, 1,100 was used for any calculations performed with those specific gravity

date,

RECORDS AND SAMPLE STORAGE

For the work conducted at DuPont Haskell, specimens (il applicable), raw data, and the clinical
pathology report will be returned to the client within 6 months after the final report issues.
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5. Dunnett, C.W. (1964). New tables for multiple comparisons with a control. Biomelrics 20,
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TABLES
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TABLLS

EXPLANATORY NOTES

Oliss

- sramdard deviation

nember of valuss used 1n calculation
- percent difference from oo 1
- aw data

Summary of Hematoclogy Values
e Hhleed cell count

= hemoglobin

- hematocr:it

«  mean corpuscular foelly welume
T muan lar

- mean gorpuscutar (o9lly hemeglobin concentration
red cell distribution width

- platelet count

- white bloed cell count
abgolute neutrophil {(all fomms
absolute lymphooyte

- abgelurs menpsoyte

~ absclute eocinophil

- abgaln basaophil
absolure largs unstarned <ell

- abgeluts reticelocyre

Summary of Coagulation Values
PT -~ prothrambin Lite
APTT - activated parvial rhromboplastin cime

Summary of Clinical Chemistry Values

AST -  ampartate aminotransferase
ALT - alanine aminserancferase
P - sorhitoel dehydrigonaze
ALRP - alkaline phesphatase
BILT - Lotal brlinwbin

BUMN -  urea nitragen
CREA S - creatinine
CHOL - sholesterol
TRTG - triglycerides
GLYT - glucose

TF - wotal protein

RLZ - albumin
GLOE - globulin
CALL - lum
1FHE « | anie phosphorous

HA - zo 1)

- potaszium
CLc chlonade

Summary of Urinalysip Values

WOL - velwes
pil - the logarithkm of th ciprosal of the hydrogen 1an concantrarion
SG - specitic gravety

HRS - wrobtlinogen

VEFTE - prarean
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TABLES

EXPLANATORY NOTES (Continued)

ARBREVIATIONS:  [Contingesd)

HOTES
summary of Hematology Values
Summarxy of Coagulation YValues

Summary of Clinical Chemistry Values
Summary of Drinalysis Values

Groups with ldentical wvalues may vary an gstabiztical signallconce, hecausze tabulated scoatistiem
are rounded to fewer decimal places than the values wsed for statistical determination.

The caloulatien foy i (deviarion from contzoly it ar follows:

3D1EE -~ {{CNIZnt group mean - control group mean; [/ conbrol group mean) x 100

This calculatian is pe
within this teport.

ormed upen Eull preeision means and net the rounded values displayed

Caleviacyon of mean, 3D, and 3Di{f may vary from computer-generatwd values due to differences an
rounding.

-10-
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Summary of Hematology Valucs for Malc Rats
Sex: Mk ] 512 e 130
mglgidny myhg'dey rgSphday mylghdyy
Qeaup Genp 2 Groug 3 Grop 4
Day(a) Rl 1o Stiet Dt
RGC ) oz m 18 T4t 110
{x10t8dy 50 0 o 015 u
K 10 eo 10 1
D 48 1% <03
=] 2 Nam 156 tha "4 thy
(g} 50 03 og T L]
H 10 0 0 i
W BE] A 14
™ b as at 5 Y]
e 50 a9 15 '] 1]
N 10 0 18 '
L &Y, 48 10
LY oTg ” Uaa 2 Lok L1 B ] 47
1) 50 10 23 1 19
N e W 1 t
Hi 07 07 13
MM 7 Mos %3 203 04 206
L 50 65 o8 3 ot
N 1w w 10 1
won 02 1) 18
Vo u S M4 Ty Ma M5
(grdp 50 04 04 03 (4
N 1 10 0 w
o L 01 04
ROW 2 [r 124 125 124 £21
] S0 03 85 81 04
K 10 1 n 1
“pe £y 11 14
AT 2 froe 1 12602 1" 77
Ll 50 121 5 76 185
N 19 0 0 W
“d EY 10 58

Garaun Faatrote {Stotivocal Tast Azova and Dunnetfs st Transfarmabon :Autzematic}

Crromsp 2 502 mgn gdhy of tost wubseiinen exatiapotiels to 250 i b day of tie active ingzradingd.
Groap 31628 s kp'day of tont sifhatie cotipapotuls 19 S0 me ke day of the active iigrediens.
Croup 4. 158 o Yoy oF Hew subarancy comapotuds o 750 ie ey of e alive bnediag,

379



Page 308

PSL Study Number 43166
Clinieal Patholeay Resulls for
Soy Leghemoglotun Preparation: A 28-Day Dietary Study n Ratg
Tablc |
Summary of Hematology Values for Male Rats (Continued)
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Table 2

Summary of Hematology Values for Fomale Ruts
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Summary of Hematology Values for Female Rats (Continued)
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Summary of Coagulation Values Tor Malke Rats
Sax Moo 0 §i2 o 153§
mgloidar . mobgiley mghgidsy mgfiphisy
Geoup t G 7 Gebup ) Grow 4
Outpis) Relotrrs bo Start Datw
43 ] Vet 1 ; 1.7 4 168
{ovc) 0 LET o 0z 6z
f 10 ; 10 ] 19
APTT ] Wom: 202 A My o 1p 5
] 50 a4 53 89 48
N 1 : 10 1 1

Genersl Footirobe [Shatabcst Test Atcwit #nd Dusnetfs 1est Tranfemaben - Scdompdie]

FI@ - Tes Durnnatt o Pararratie 2 Sided p < 0.05]
Groegpt 2 512 ngkpidey of ten enbosmgy esameaipends to 230 mpkpidoy of die active bigredient
Group ¥ 1020 Agkpdes of toar aliledaike cotpeaponds 10 SO gy of e stive engnediens
Sroup b 1506 mpkyday of teat sultedincy vormgagaonds 10 750 mg ke sy of Be mitive ingredien

383



Page 312

PSL Study Number 43166
Climeat Pathakogy Resulis for
3ov Leghemaslobin Prepasmion. A 25-Day Dictary Stidy 1n Rats
Tahie 4
Summary of Coagwlation Values for Female Rats
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Clinical Pathology Results for
Soy Leghemoglobin Preparation: A 28-Day Dictary Study in Rats

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTLES

ABBREVIATIONS:

Ganeral:
- = aot abgerved
. - not taken, not performed, not observed, or results net valid
Han - many
Hod - podexals
HPH - not performed due o bamolysis
OX - sample condirion OK fop masting
pple - partz per milllen
OHE - sample guantity not sufficient {or testing

Individual Hematelagy Valuess

WE -~ whale bleed conditiion
RBC - red blowd owli count
W50 - hemegleobin
HTP - hematocrit
MCY - mean corpuccular {cell) velume
MCH - mean <orpuscular {cell) hemeglebin
MCHC - mean carpuscular (cell) hemoglobain concentrat:ion
RoW - red sell distribunien width
PLT  » platelar count
WBC - white blaod cell count
MNEG -~ absolute neutrophil tzll forms)
ALYK - absolute lymphecyrs
AHON - absolute monoscyte
AEQS - abgoluts @ozinophll
ABAS - abzolute basophil
ALUC - absolure large unstained cell
BREET - abgolnte remiculccyne

Inciavidual Coagulation Values:

PHEM - plasma hemelysiz
PLIF -~ plasma lipemia
PICT - plasma icherus
BT - prothrombin time
APTT -  acravared parrral thrombgplastin rime

T
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Clinical Pathology Results for
Soy Leghentogiobin Preparation: A 23-Day Dietary Siudy in Rats

INDIVIDUAL ANIMAIL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)
ABREVIATIONS: (Continuwd)

Individual clinigal Chemizvry Values:
HEM ~ hemolysis

LIP - lipemia

et - roTexus

AST - azpartate amnotransierase
ALT - alanine aminotransferase
SDH - sopbitel dehvdrooansgs
ALEF - alkaline phospharase
RILI - teral biltrobin

BUN -  urea nitrogen
CREA - creatinine
CHOL - cholestersi
TRIG - Rxiglycexrides
GLYC - glucosze

TP - total provein

ALB - albumin
SLOP - globulin
CRLC - caloyum
IFHS -~ lneorganic photsphouous

NR - sodium

K - potaszium
CL - chiorade

Individual Urinalysis Values:

OUAL - cmalaty {(mediiias oelern
CoL - woler
CTLAR - clarity
VAL - volume
p¥t - the legarirthe of the reqipracal of the hydeogen 10n concentration
5G - opecific graviny
#ELT - Glucose
KET - hetone
URIL - bilirubin
ELD ~ hlood
VR - uwrebilinogen
uMTe - FESTSLN
Individual Urine Hicrossopic Eramination Valuss:
EPIT - spithelial cells
UWBC - urine white bleed vells
WREC - urine fed blood celle
NORY - normal crysrtals
WMICR -  wrcroonganisme
SPER - Sperm
REPT - xenal epitheliel cell

MUC - mucus sTrand
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Clinicat Pathology Results for
Soy chhemogl_obin Preparation. A 28-Day Dielary Sudy in Rats

INDIVIDUAL ANIMAL CLINICAL PATHOLOGY DATA

EXPLANATORY NOTES (Continued)

NOTES:

when irdividual animal data ace not reported, it may be due ta one of the £ollowing reasons oc
obther reasons:

the sample was glott
there was insotficy

i {CLOT)

somple for testing (QNE)
a valid rerult could not be obtained {(RUVY

the sagple war npot wuitakls Lor vesting

the animal died priov to sample eollection

no sample was available for testing (NEK)

Only pogitive {indinge were recordsd for special cobservations (£.¢., additional c=ll types) or
abssrvations mavked orhar.
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APPENDIX O: ANIMAL NUMBERS, DOSE GROUPS, AND FATES'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/ke/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166
Individual Animal Fates
PSL Study Number 43166
A 28-Day Dietary Study in Rats
ARemoval Removal Removal Time Removal Patholoagy
Group  Dose Level Sex Animal Cage Day Week Date Time Slot Symptom  Reason
1 0 mg/kg/day Male 7001 1 29 4 27/10/16 6:50 Term Term
7002 1 29 4 27/M10/16 6:51 Term Term
7003 2 29 4 27/10/16 6:51 Term Term
7004 2 29 4 27/10/16 6:51 Term Term
7005 3 29 4 27/10/186 6:52 Term Term
7008 3 29 4 27{10/16 6:52 Term Term
7007 4 29 4 27/10/16 6:52 Term Term
7008 4 29 4 27/10/16 6:563 Term Term
7009 5 29 4 27/10M116 6:53 Term Term
7010 5 29 4  27/10/16 6:53 Term Term
1 0 mg/kg/day Female 7011 6 30 4 28/10/18 6:50 Term Term
7012 6 30 4 28/10/186 6:50 Term Term
7013 7 30 4 28/10/16 6:50 Term Term
7014 7 30 4 28/10/16 6:51 Term Term
7015 8 30 4 28/10/16 6:51 Term Term
7016 8 ao 4  28/10/186 6:51 Term Term
7017 9 30 4 28/10/16 6:52 Term Term
7018 9 30 4 28/10/186 5:52 Term Term
7019 10 30 4 28/10/16 6:53 Term Term
7020 10 30 4 28/10/16 6:53 Term Term
2 512 mg/kg/day Male 7021 11 29 4 27/10/16 5:56 Term Term
7022 11 29 4 27/10/16 6:57 Term Term
7028 i2 29 4 27/10/186 6:57 Term Term
7024 12 29 4 27/10/16 6:57 Term Term
7025 13 29 4  27/10/16 6:58 Term Term
T026 13 29 4 27/10/16 6:58 Term Term
7027 14 29 4 27/10/16 6:59 Term Term
7028 14 29 4 27/10/16 6:59 Term Term
7028 15 29 4 27/10/i6 6:59 Term Term
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PSL Study Number 43166
Individual Animal Fates
PSL Study Number 43168
A 28-Day Dietary Study in Rats
Removal Removal Removal Time Removal Pathology
Group Dose Level Sex Animal Cage Day Week Date Time Slot Symptom  Reason
2 512 mg/kg/day Male 7030 15 28 4 27/10/16 7:00 Term Term
2 512 mg/kg/day Female 7031 16 30 4 28/10/16 6:54 Term Term
7032 16 30 4  28/10/16 6:54 Term Term
7033 17 30 4 28/10/16 6:55 Term Term
7034 17 ao 4 28/10/16 6:55 Term Term
7035 18 ao 4 28/10/16 6:55 Term Term
7036 18 30 4 2B8/10/16 6:56 Term Term
7037 19 30 4  28/10/16 6:56 Term Term
7038 19 30 4 28/10/16 6:56 Term Term
7038 20 30 4  28/10/16 6:57 Term Term
7040 20 30 4 28/10/16 6:57 Term Term
3 1024 mg/kg/day Male 7041 21 29 4  27/10/18 7:00 Term Term
7042 21 29 4  27/10/18 7:00 Term Term
7043 22 29 4 27/10/16 7:01 Term Term
7044 22 29 4 27/10/16 7:01 Term Term
7045 23 29 4 27/10/16 7:02 Term Term
7046 23 29 4 27/10/16 7:02 Term Term
7047 24 29 4 27/10/16 7:03 Term Terms
7048 24 29 4 27/10/16 7:03 Term Term
7049 25 29 4  27/10/16 7:04 Term Term
7050 25 29 4 27/10/16 7:04 Term Term
3 1024 mg/kg/day Female 7081 26 30 4 28/10/18 6:58 Ters Term
7052 26 30 4  28/10/18 6:58 Term Term
7053 27 30 4 2B/10/16 6:58 Term Term
7054 27 30 4 28/10/18 6:54 Term Term
7055 28 30 4 28/10/186 6:58 Term Term
7056 28 30 4 28/10/16 6:589 Term Term
7057 29 30 4 28/10/16 6:59 Term Term

459



Page 388

PSL Study Number 43166
Individual Animal Fates
PSL Study Number 431686
A 28-Day Dietary Study in Rats
Removal Removal Removal Time Removal  Pathology
Group  Dose Level Sex Animal Cage Day Week Date Time Slot Symptom  Reascn

3 1024 mg/kg/day Female 7058 28 30 4 28/10/186 7:00 Term Term
. 7059 30 30 4 28/10/16 7:00 Term Term

7060 30 30 4 28/10/16 7:01 Term Term

4 1536 mg/kg/day Male 7061 31 29 4 27/10/16 7:05 Term Term
7062 3 29 4 27/10/16 7:05 Term Term

7063 az 29 4 27/10/186 7:05 Term Term

7064 32 29 4 27}i0/16 7:06 Term Term

7065 33 22 4 27/10/16 7:08 Term Term

7066 33 29 4 27/10H6 7:06 Term Term

7067 34 29 4  27/10/186 7:07 Term Term

- 7068 34 29 4 27/10/16 7:07 Term Term

7069 35 29 4 27/110/16 7:07 Term Term

7070 35 29 4 27/10/16 7:08 Term Term

4 1836 mg/kg/day Female 7071 36 a0 4 28/10/16 7:01 Ters Term
7072 36 30 4  28/10/18 7:01 Term Term

7073 37 30 4 28/10/186 7:02 Term Ters

7074 a7 30 4 28/10/16 7:02 Term Term

7075 38 30 4 28/10/16 7:02 Term Term

7076 38 30 4 28/10/16 7:03 Term Term

7077 39 30 4 28/10/186 7:03 Term Term

7078 39 30 4 28/10/16 7:03 Term Term

7079 40 30 4  28/10/16 7:04 Term Term

7080 40 30 4 28/10/16 7:04 Term Term
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PSL Study Number 43166

APPENDIX P: INDIVIDUAL ANIMAL NECROPSY OBSERVATIONS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166

Individual Animal Necropsy Observations

PSL, Study Number 43166
A 28-Day Dietasy Study in Rats

Animal: 7001 Group: 1 Sex Mde
Dose 0
Necropsy Date: 102712016
Gross Pathology Chservationa [Corralation]:
Na chservations found
Any remaining protocol required lissues, which have beea examined have no visible lesions
Anima: 7002 Group: 1 Sex: Mae
Dose 0
Necropsy Date: 1042712015
Gross Pathelogy Observations [Carrelation]:
testas-combined : size: 1% 1.5¢m
lestas-combined : right small; soft
epiidymides-combined : size: 3x 0.5 em
epididymides-combined ; nght. small
Any ramaining protocel required issues, which have been exantined have ro visible lesions
Animal: 7003 Group: 1 Sex: Mae
Dose: 1]
Necropsy Date: 1012772016
Gross Pathology Ohservations [Cormulation]:
Ne observalions found
Any remsining protocol required lissues, which have been examined. have no visible lesions
Animal: 7004 Group: 1 Sex: Mae
Dose: 0
Necropsy Cate: 1042772016
Gross Pathalogy Observations [Correlation];
No abservations found
Any remaming prolocol required lissues, which have been examined have no visible lesions
Animal: 7005 Group: 1 Sex: Mde
Dose: ]
Necropsy Date:  $0/27/2016
Grogs Pathofogy Observations [Comolation]:
No abservations found
Any remaining prolocol required tissues, which have baen examined have o visible lesions
Anima: 7006 Group: 1 Sex: Mde
Dose: 0

Necropsy Date:  $0/27/2016
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PSL Study Number 43166
[ncividual Animak Necropsy Gbservetions
PSL Sterdy Number 43166
A 28-Oay Distaty Stuty in Rats
Gross Patholegy Observations (Correlation]:
No observations found
Arvy ramaining protocel required tissues, which have been examined, have no visible lesions
Animal: o7 Growp: Sex: Male
Dose: 0
Neceopsy Date: 102712016
Gross Pathology Observations {Correlation]:
No cbservations found
Any remaring protoce] required ssues, whish have been examined, have no visible lesions
Animak: 7008 Goup: 1 Sex: Mde
Dose: 0
Necropsy Date:  1G/27/2016
Gross Pathology Observalions [Correlation]):
Ne obsarvations found
Any remaining protosol required lissues, which have been examined have ro visible lesions
Anirnal: 7009 Group: 1 Sex Mae
Dose: 0
Nesropsy Date: 1072712016
Gross Pathology Observalions [Carreletion]:
No obsarvations found
Ary semaining protecol required issues, which have been examined have no visible lesions
Animal: 7010 Group: 1 Sex: Mae
Dose: 1]
Meciopsy Date: 1042712016
Groas Pathslogy Obasrvations {Correlation]:
No ebservations found
Any remaining profocol required lissues, which have been examined have no visible lesions
Animak: Tott Group: 1 Sex: Female
Dose 0
Necropsy Date:  10/2802016
Gross Pathclogy Ohsorvations [Commlation]:
No observations feund
Any remaining protocol sequired tissues, which have been examined, have no visible iesions
Anima: 702 Group:  f Sex: Femole
Dose. ¢

Necropsy Date:  10/282016
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PSL Study Number 43166
Individual Animal Neeropsy Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Groaa Potholagy Obscrvations [Correlation):
No cbservations found )
Any remaining protocol required lissues, which have been examined, have no visible lesions
Animal: 013 Graup: ¢ Sex. Femals
Dose: [
Necrapsy Date:  10/28/2016
Gross Patholegy Observations [Correlation}:
utenys ; fuid filled
Any remaining protoce] required lissues, which have been examined, have ne visible lesions
Anima: T0H4 Group: 1 Sex: Female
Dose: 0
Necropsy Date:  10/28/2016
Gross Pathology Observalions {Corrolation]:
Mo observations found
Any remairing protocel required tissues. which have been examined have no visible lesions
Anima: 7015 Growp: 1 Sex: Female
Dose: Q
Necropsy Date: 1012812066
Gross Patholegy Observationa [Correlation]:
No obsatvatiors found
Any ramaining protocol required issues, which have been examined, have no visible lesions
Anirsa: 1016 Group: 1 Sex; Female
Dose; 0
Necropsy Date: 1072872016
Groxs Pathology Observations [Cormelation]:
No cbservations found
Any remaining pretocol required tissueg, which have been examined, have ro vishle lesions
Animal: 047 Group: 1 Sex: Female
Dose: 4
Necropsy Cale:  $0128/2016
Gross Pathelogy Obsorvations [Cornetation}:
vterus : uid filed
Any remaining protoce! requinsd tissues, which have been examined, have no visible fesions
Animd: 7018 Group: 1 Sex. Female
Dose 0
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PSL Study Number 43166
Individual Asimet Necropsy Observations
PSL Study Number 43166
A 28.Day Dietary Study in Rats
Necropsy Date:  10/28/2016
Gross Palhiology Observalions [Corrolation]:
wterus : fluid filled
Ary remaining protocel required tissues, which have been examined, have no visible lesions
Animal: 7019 Group: 1 Sex: Female
Dose: 0
Necropsy Dale: 10/2872016
Gross Pathelegy Observations [Correlation]:
Na observations found
Ay remaining protocs) frequired issues, which have been examined have b visible lesions
Animai: 7020 Group: 1 Sex; Female
Dose: 0
Necropsy Date: 1012812016
Grosa Pathology Observations [Correlation]:
uterus : fuid filled
Ay remaining protocol required lissues, which have been examined, have o visible Jesions
Animal; o2 Group: 2 Sex: Male
Dose 512
Necropsy Date:  10/27/2018
Gross Pathology Observationa [Correlation]:
No observetions found
Ay remaining protocol required bissues, which have bean examined, have ne visible lesions
Animal: 7022 Group: 2 Sex: Msle
Dose: 512
Necropsy Date:  10/272016
Gross Pathology Observations [Corralation]:
No observations found
Any remaining prolocel requiced issues, which have been exarined, have oo visible lesions
Anima: 7023 Group: 2 Sex: Mae
Dose 512
Necropsy Date: 1072772016
Growss Pathology Observations [Correlation]:
Na ebservations found
Any remeining protece] required issues, which have baen exsmined, have no visible lesions
Animal: 7024 Group: 2 Sex: Made
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PSL Study Number 43166
Individual Arimal Netropsy Qbservations
P5L Shudy Numbee 43165
A 28-Day Dietary Sludy in Rats
Dose 512
Necropsy Date: 1012772016
Groge Pathelogy Ghservations [Cormlation]:
Na obseevations found
Any remgining proloco! required issugs, which have heen examined, have ro visible lesions
Animal: 7025 Group: 2 Sex: Male
Dose: 512
Nacropsy Dale; 10127016
Gross Pathelogy Observations [Correlation];
No obsecvations found
Any remsining prolocol required lissues, which have been examined, have no visible lesions
Animal: 006 Group: 2 Sex Mde
Daose: 512
Necropey Date: 101272015
Gross Pathelogy Chservations [Correfation]:
No obgervations found
Any remaming prolocot required lissues. which have been examined. have no visible lesions
Anima: 1027 Graup: 2 Sex; Mde
Dote 512
Necropsy Dale: 102712006
Gross Pathology Observations [Correlation]:
Ne abservations found
Ay remaining protocol required lissues, whith have been examined. have no visihle lesions
Animal: 7028 Group: 2 Sex: Male
Dose: 52 :
Necropsy Date;  10R712016
Gross Pathology Observations [Correlation]:
N absarvations found
Any remaining protocol required tissues, which have been examined have no visible lesions
Anima: 7029 Group: 2 Sex: Male
Dose: 12

Necenpsy Date: 1012712016

Grogs Pathology Observations [Cormalation):
No ahservations found

Any remaining protocel sequired issues, which have been examined have rio visible fesions
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PSL Study Number 43166
Individunl Animal Necropsy Observations
PSL Study Number 43165
A 28-Day Dietary Study in Rats
Animal: 7030 Greup: 2 Sex: Mde
Dose 512
Nectopsy Date: 1002712016
Groas Pathalogy Obaervations {Correlation]:
Na ebservations found
Any remaining prolocel required besues, which have been examined, have ne visible lesions
Anima: 7031 Group: 2 Sex: Female
Dose: 2
Nacropsy Date: 100282016
Gross Pathology Obacrvations [Corvolation]:
No observatians faund
Any remaining protocol required lissues, which have been examined, have no visible lesions
Animal; 7032 Group: 2 Sex. Female
Dose: 512
Necropsy Dnte:  10/28/2016
Groas Pathelogy Obaervations [Correfation]:
No ebservations found
Any ramaining protocol requined lissues, which have been examinad have no visible [esions
Animal: 7033 Groug: 2 Sex:  Female
Dose 512
MNecropay Date:  10/2872016
Gross Pathology Observations [Correlation]:
No obsesvations found
Any remaining protocol reguired lissues, which have been exanined, have na visible lesions
Anima: T034 Group: 2 Sex: Female
Dase a2
Necropsy Date:  10/28/2016
Gross Pathology Ohservations [Corralation]:
No observations found
Any remaining protocol required tissues, which have been examined, have no visible lesigns
Anima: 7035 Gooup: 2 Sex. Female

Dose: 512
Necropsy Date:  10f28/2016

Last Clinical Obsarvations:

Alopecia, LeR Forelimb. Moderata
Alopedia, Right Forelimb, Moderate
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PSL Study Number 43166

Individual Animal Necropsy Qbservations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Grogs Paholegy Observations [Corvelation):

non correleted finding : no corvelated finding  {Alopacia, Left Forelimb, Moderate (C} ] Alopecia, Right Forelimb, Moderale (C))

Any remaining protocal required tissues, which have been examined, have o visible lesions

Animal: 7038 Group: 2 Sex: Female
Dose 512
Necropsy Date:  10/28/2016
Gross Pathology Observations {Correfation]:
No gbservations found
Any remaining protocol required issues, which have been examined, have no visible lesions
Animal: roar Group. 2 Sex: Female
Dose  §12
Necropsy Date: 1072812056
Gross Pathology Ohaervations [Corralation]:
Ne observations found
Any remaining prelocol required Bssues, which have been examined have ro vigible lesions
Animd: 7038 Group: 2 Sex: Female
Dose: 512
WNecropsy Date: 1072812016
Gross Pathology Observations [Correlztion]:
No obssrvations found
Any remaining protocol required ssues, which have been examined, have no visible lesions
Animal: 7038 Group: 2 Sex: Female
Dose 512
Necropsy Dale: 1072812016
Gross Pathology Observations {Commlation]:
No cbservations found
Aty remaining protocol sequired lissues, which have been examined, have no visible lesions
Anima; T040 Group; 2 Sex: Female
Dase: 512
Nectopsy Date: 1072872016
Gross Pathology Observations {Correlation]:
No gbservefions found
Any remaining protocol required tissues, which have been examined have no visible lasions:
Animed: 7041 Group: 3 Sex: Male
Dose: 1624

Necropsy Date: 102712016
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PSL Study Number 43166

Individusl Animal Necropsy Observations

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Grosa Pathology Qbservations [Corralation]:

No obsarvations found
Any remning prolocal required tissues, which have been examined, have no visible lesions
Anima: 7042 Group: 3 Sex: Mde
Dose: 1024
Necropsy Date: 102772016
Groas Pathology Observations [Correlation]:
No ebservations found
Any remaining protocal required tissues, which have been examined, have no visible lesions
Animal: 7043 Group: 3 Sex: Male
Dose 1624
Necropsy Date: 107272016
Gross Pathelogy Observations [Corralation]:
No observations found
Any remaining protocol required bissues, which have baen examined have no visiole lesions
Anineal: 7044 Group, 3 Sex. Mde
Dase: 1024
Necropsy Cate; 1012772016
Gtoss Pathology Obaervations [Correlation];
No obsarvations found
Any remaining protocol required issues, which have baen examined have no visible fesions
Asninal: 7045 Group. 3 Sex Made
Dose 1624
Necropsy Date: 102712016
Gross Pathology Observations [Corrolation]:
No obsarvations found
Any remaining protocol required issues, which have been examined, have ro visible lesions
Anims: 7046 Greupr 3 Sex: Mde
Dose 1024
Nociopsy Date: 1072712016
Groas Pothology Observations [Correlation]:
Na cbservations found
Any remaining protocol required bissues, which have been examéned, have no visible lesions
Animd: 047 Group: 3 Sex Mde
Dose: 1024

Necropsy Date: 12772016
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PSL Study Number 43166
Irdwvidual Animal Necropsy Observations
P51, Study Number 43165
A 28-Day Dietary Study in Rats
Gross Pathology Observations [Corralation];
brain : focal depressed aren on left hemisphere, Possible prosection damage
Ary remeining profocol requéred lissues, which have been examined, have no visible lesions
Anima: 7048 Group: 3 Sex; Mae
Dose: 1024
Necropsy Dale: 1072772006
Gross Pathology Chservatlons {Correfation]:
No abservtions foung
Ay remaining prolocol required tissues, which have been examined, have no visible lesiorns
Animal: 7048 Group: 3 Sex. Mde
Cose 1024
Necropsy Date:  10127/2016
Gruss Pahology Observations [Corvolatian]:
No observatons found
Any remaining profocol required Essues, which have been examined, have no visible lasions
Anima: 7050 Group: 3 Sex: Mae
Dose 1024
Netrapsy Date: 12712016
Gross Pathology Observalions [Corralation];
No abservations found
Any remaining prolocol required lissues, which have been examined, hiave no visible lesions
Anirna: 1031 Group: 3 Sex: Female
Dose 1024
Mecropsy Date; 107282018
Groas Patholagy Obasrvations {Cormalation]:
No observations found
Any remaining protocol required fissues, which have been examined have no visible lesions
Animal: 7052 Group. 3 Sex: Female
Dose: 1024
Necropsy Date; 1002812016
Gross Pathology Obsorvations [Corralation):
No obsarvations fowd
Any ramaining protosn] required tissues, which have been examined hava no visible lesions
Animak: 7053 Group. 3 Sex: Femals
Dose: 1024
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PSL Study Number 43166
Individuat Animal Nacrapsy Obsarvations
PSL Studdy Number 43166
A 28-Day Dietary Stuty in Rats
Necropsy Date: 1072872016
Gross Pathology Observations [Correlation];
utetus ! duid Slled
Arty remaining protocol required bissues, which heve been examined, have no visible lesions
Animal: 7054 Group. 3 Sex. Female
Dose f024
Necropsy Date:  10/28/2016
Gross Pathology Obsorvations [Gorrelation];
No cbservations faund
Any remaining protocol required tisstss, which heve heen examined heve no wisible lasiens
Animdl: T8 Groupr 3 Sex: Femsle
Dose: 1024
Necropsy Date; 100282016
Groas Patholagy Observations [Corralation]:
spleen : strichre
Ay remaining protoco! required tissues, which have been exantined, have no visible lssions
Asimal: 7056 Growp: 3 Sex; Female
Dose: 1924
Necropsy Date:  10/2872016
Gross Pathology Observationa [Corralation]:
Na observations found
Any remaining protocol fequired lissues, which have been examined, have no visible lesions
Anlma: 7087 Groop: 3 Sex. Femele
Dose: 1024
Necropsy Date:  10R2B02046
Gross Pathclogy Observations [Correlation):
No ohservations found
Any remaining prafocal required lissues, which have been examined have ne visipfe lesions
Animd: 058 Group: 3 Sex: Female
Daose: 104
Necropsy Date:  #0/28/2016
Gress Pathology Observations [Corrolation]:
No observations found
Axty remaining prolocol required lissues, which have been examined have no visible lesions
Apima: 7059 Group, 3 Sex. Female
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PSL Study Number 43166
Individusl Animed Necropsy Obsexvations
PSL Study Number 43156
A 2804y Distary Sludy in Rets
Dose: 1024
Neoropsy Date: 142812015
Grous Pathology Observations [Cormlation]:
No observations found
Any remaining protocol required tissues, which have been examined, have no visible lesions
Animal: 7080 Groupr 3 Sex: Female
Dose: 1024
Necropey Dale: 102812016
Gross Pathology Cbservations [Corrolation]:
No observalions found
Any ramaining proloce] required fissues, which have been examined, have no visible lesions
Animal: 7061 Greap: 4 Sex: Mde
Dose: 1536
Necropsy Date:  10/27/2016
Gross Pathology Observations [Corrolatinn]:
No abservations found
Any remaining proloce! required tissues, which have been exsmined. have no visible lesions
Bnima: 7062 Group: 4 Sex: Mde
Dose: 19336
Necropsy Dale;  10/27/2016
Groas Paholegy Obasrvaions [Corrptation]:
No cbservatons found
Any remaining protocot required tissues, which have been examined, hive o visible lesions
Animal: 7063 Group: 4 Sex: Mde
Dose. 1536
Necropsy Date: 1012712016
Groas Pathology Observations [Carrelation]:
No observations found
Any remainig protocot required tissues, which have been examined, have no visible lesiors
Animai. 7064 Group: 4 Sex: Mde
Dose: 1336

Neeropsy Date:  10/27/2016

Gross Pathology Observalions [Cormlation];
No obsasvations found

Any remaining protocal required lissues, which have been examined, have ro visible lesions
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PSL Study Number 43166
Individual Animak Necropsy Observetions
PSL Study Number 43156
A 28-Day Dietary Study in Rats
Animal: 7065 Group: 4 Sex: Mde
Dose: 1536
Necropsy Date:  10/27R2016
Groas Pathology Dbstrvations {Correlation]:
Mo gbservations found
Any remaining protocol required bissues, which have been examined, have no visible lesions
Animal: 7086 Group: 4 Sex: Mae
Dose: 1536
Necropsy Dale: 1072112016
Groas Pathalogy Obscrvations {Corralation):
No ebservatiors found
Any remaining protocol required issues, which have been examined have no visible lesions
Animd: 7067 Growp: 4 Sex: Male
Dose 1536
Mecropsy Date:  10/2712016
Groas Pathology Obsetvationa [Corralation];
No observations found
Any remaining prolocel required issues, which have been sxamined, have no visible lesions
Anima: T068 Group: 4 Sex: Mde
Dose; 1536
Necropsy Date: 1072772016
Gross Pathology Observations [Correlation]:
o chservations found
Any remaining protocol required tissues, which have been examined have no visible lesions
Anima: 7068 Group: 4 Sex: Mole
Dose 1536
Necropsy Date: 107272016
Last Clinical Obsarvations:
Eschar, Haad, Superficia
Groas Pathology Observations [Correlation]:
non correleted finding . no comelated finding  [Eschar, Head, Superficia {C)]
Any remaining protesol required tissizes, which have been examined. have no visible lesions
Anima: 7070 Group. 4 Sex: Made

Dose: 1536
Necropsy Date:  10/2772016
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PSL Study Number 43166
Indidual Animat Necropsy Observations
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Gross Pathology Observations [Corralation]:
Mo chservations found
Any ramaining protocol required lissues, which have bren examined have no visible Jesions
Animek: on Group: 4 Sex: Female
Dose 1536
Necropsy Date: 102872016
Gross Pathology Observations [Corralation]:
Ne observations found
Any remaining prolocel required lissues, which have been examined have o visile lesions
Animal: 7072 Group. 4 Sex:  Female
Dose: 1536
Necropsy Dale: 1012872016
Gross Pathology Observations Correbation]:
No obesnvatiarss found
Any remaining prolocot required fissuss. whith have been examined, have ne visible lesions
Animal; 7073 Group: 4 Sex: Female
Doser 1536
Necropsy Date: 1012802016
Greas Pathology Obaervations [Correlation]:
No abservations found
Ary remaining protocol required tissues, which have been examined, have no visible lesions
Animal: 7074 Group: 4 Sex: Femsle
Dase; 1536
Necropsy Date:  10/28R2016
Gross Pathology Observations [Correlstion]:
No chservations feund
Any remaining protocal required tissues, which have been examined, have ro visible lesions
Animz: 7075 Group: 4 Sex: Female
Dose. 1336
Neccopsy Date:  10/2872016
Gross Pathology Observations [Corraletion]:
Mo abservations found
Any remaining protacal required lissures, which have baen examined have no visible lesions
Anima: 7076 Group: 4 Sex. Female
Dose. 1536

Necropsy Date:  10/28/2016
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PSL Study Number 43166

Individual Arimal Necropsy Observatians

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Gross Pathology Observations [Comrelation]:

No observations found
Any remaining prolocod required lissues, which have been examined, have no visible lesions
Animal: 077 Group: 4 Sex: Femate
Dose 1536
Nacropsy Date: 107282016
Gross Pahology Observations {Cormlation):
No observations found
Any remaining protoso] requirad tissues, which hive Bieen examined, have no visible lesions
Ammal: 7078 Geoup: 4 Sex. Female
Dose: 1536
Necropsy Date: 1072872016
Gross Pothology Observations [Gormlstion]:
No tbservations found
Any remaining peolacel required bissues, which heve been examined have no visible lesions
Arimal: 7079 Group: 4 Sex: Female
Dose: 1536
Necropsy Date: 1002802018
Gross Pathology Observations [Corvelation]:
No ebservations found
Ay remzining protocol required lissues. which have been examined, have no wisible fesions
Arima: 7080 Group: 4 Sex: Female
Dose: 1536

Necropsy Date:  10/2812016

Grosn Pathology Observations [Corrafation]:
No observations found

Any remaining protocol required issues, which have been examined, have no visible lesions
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PSL Study Number 43166

APPENDIX Q: INDIVIDUAL ANIMAL TERMINAL BODY AND ORGAN WEIGHTS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

! Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4; 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166
Individual Arimal Terminal Body and Organ Weights
PSt. Study Number 43166
A 28-Day Dietary Study in Rats
Sex: Male  Day|s)Relalive to Starl Date

]

mglkg/day Temind Adreral Brain Epididymides Heart Kidneys Lrver

Growp 1 BW Glands Wt Wt wt w wt Wt

(9 ] {a) (a) () 4)] lg)
7001 09 0.073 219 114 1.31 319 11.08
7002 8 0.0n 2.16 0.94 113 281 14.06
7003 e 0.0M 215 0.84 118 266 1253
7004 w7 0.056 1.98 082 106 2% 11.00
7005 328 0.063 210 1.04 1.07 220 8.44
7006 401 0.066 220 120 1.30 254 11.90
7007 395 0.068 213 147 1.35 283 11.68
7008 385 0.07 22 1.04 1.18 259 944
7009 370 0.062 200 093 1.1 247 976
7010 354 0.053 20 110 .25 286 1229
Mean 3675 0.0654 2141 1.032 1195 2641 11.218
5D 253 0.0068 4.085 0123 0.104 0297 1657
N 10 10 10 10 10 16 16
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PSL Study Number 43166

Indvidual Animal Temnina Body and Organ Weights

PSL Study Mumber 43165
A28-Day Dietary Study in Rats

Sex Male  Day{s) Relafive {0 Starl Date

0
mghkg/day Spleen Tesles Thymus
Group 1 Wt W wi
(o) )] {9}
T001 085 365 0845
7902 078 218 .563
7003 0.85 3z 0.485
7004 0.72 24 0.385
1005 0.76 291 0633
7006 048 312 0.357
7007 1.05 396 (.659
T008 091 33 0414
7009 .77 323 0.474
1010 063 33 0.320
Mean 0.831 3.148 0.5205
sD 0125 0.531 .1595
N 10 10 il
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PSL Study Number 43166
Indivitual Arimal Terminal Budy and Grgan Weights
PSL Study Number 43166
A 28Day Dietary Study in Rals
Sex: Male  Day(s} Refetive to Starl Date

512

mghkgday Termmna Adrenal Bran Epididymides Heart Kidneys Liver

Growp 2 BW Glands Wt Wt w w w Wi

() @ (@ (g (9} (o} ()
7021 3 0.076 1.9 ) 7 114 268 11.05
702 374 0074 221 110 1.28 301 11.54
7023 36 0054 2.22 1.19 1.29 247 10.80
7024 s 0.067 2.3 108 1.28 257 0.74
7025 2 0.069 208 1.05 112 242 10.75
7026 s 0.053 bATS 117 1.26 285 12.25
7027 366 0.087 215 1.01 128 265 1057
1028 6 0.058 2.14 108 1.13 267 1068
7029 28 0.062 2.21 092 154 I 1252
7030 358 0.055 1,97 113 122 244 10.92
Mem 3725 0.0635 2143 1.088 1.254 2678 11.182
50 28 00112 0410 0.083 0123 0.218 0.691
N 10 10 10 10 10 10 10
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PSL Study Number 43166

Individual Animel Teminal Body and Qrgan Weights

PSL Study Number 43156
A 28-Day Dietary Study in Rats

Sex Male  Dayls) Relalive to Start Date

5t2
mglkglday Spleen Testes Thymus
Grewp 2 it w Wi
(g {9) (o
702§ 080 i3 0.359
Hna 0.84 308 0.623
N3 078 255 0521
7024 0.73 3% 0.63%
7025 0.86 318 0.406
7026 0.92 396 0,648
027 068 342 0715
7028 1.04 363 0614
7028 072 35 0643
7030 076 3% 0493
Maay 0.813 3,384 0.5661
sSD 6.107 0292 01162
] 10¢ 10 10
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PSL Study Number 43166
Individual Animal Terminal Body and Organ Weighls
PSL Study Number 43166
A 28-Day Dietary Study in Rals
Sex Male  Day(s) Reletive to Stert Date
1024
mglkgfday Temma Adrenal Bran Epididymides Heart Kidneys Luver
Growp 3 BW Glands Wt Wi Wi W Wi Wt
(9) (o) (9 {o} {a) {g) (g
7041 ET) 0,058 220 114 115 289 13.47
T042 a 0.074 2% 1.07 138 291 13.21
7083 5 0.056 2.14 093 121 250 10.42
T044 406 0.067 23 135 136 2% 13.78
7045 I 0064 2% 094 127 245 11.88
7046 413 0.060 227 0.96 1.46 n 13.24
7047 a4 0045 187 098 130 279 1254
7048 M3 0.066 23 106 132 310 15.05
7049 8 0.035 242 093 113 251 559
7050 3 0.057 208 099 1.14 267 9.9%
Mean 3840 0.0563 2185 1.035 1.272 2788 12317
50 na 0.0116 0.140 013 0113 (246 1804
N 10 10 19 10 10 10 10
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PSL Study Number 43166

Individial Animal Terminal Body and Organ Weights

P5L Sludy Number 43166
A 28-Day Dietary Study in Rats

Sex Male  Day{s) Relative to Sterl Date

1024
mykglday Spleen Testes Thymus
Growp 3 Wi ] w
{9 t9) (-]
7041 0.82 357 0513
1042 078 299 0.534
1043 0.77 343 0.441
7044 075 it £.502
7045 068 kK] 0.569
7045 06.82 315 0.84%
w04 0.83 iR 03552
048 0.78 318 0.612
7048 018 316 0.409
7050 0.68 300 0.503
Mean 0.769 3.266 1.5465
S0 0053 0.251 0.1185
N 10 10 19
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PSL Study Number 43166
Individual Animal Temninal Body and Organ Wesghts
PSL Sludy Mumber 43166
A 28-Day Dietary Study in Rals
Sex Male  Day{s)Relalive to Start Date
1536
mglkg/day Temind Adrenal Brain Epididymidzs Hearl Kidneys Lver
Group 4 BW Clands Wt Wi w w w Wt
(g (g )] (g) {a) ta) (o)
7061 381 0064 2.08 1.04 122 261 10.92
7062 379 6.058 214 0.88 1.26 28 10.89
7063 353 0.063 1.9 113 1.08 278 12.40
7064 43 0.064 227 0.87 1.29 365 1247
7065 405 0075 2224 0.91 136 32t 1354
7066 384 0,063 215 £10 1.28 277 14.23
7067 389 0073 210 1.05 113 248 11.20
7068 3B 0.084 222 142 1.20 277 1287
7069 350 0.049 242 094 1.42 248 9.43
7070 368 0073 23 104 124 302 134
Mean 37193 00672 2152 1.008 1219 2800 12.093
SD H4 0.0098 0105 0100 0083 0.24t 1.452
N 16 10 10 10 19 10 10
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PSL Study Number 43166

Individual Animal Terminal Body and Organ Weights

PSL Study Nonther 43166

A 28-Day Dietary Study in Rats

Sex Male  Day{s) Relative to Starl Date

[1536
mylkg/day Spleen Tesles Thymus
Group 4 wi W Wt
(9 {s}
7061 082 iz 0476
7062 017 3.00 0.366
7063 087 32 0.510
To64 0.86 366 0.437
7065 082 325 k]
7066 075 10 0,548
67 073 299 04549
7068 104 35 0.702
7068 0614 386 0.461
7070 085 324 0512
Mean 0.809 iz 0.5276
i1 0.105 0.246 0.1687
N 10 10
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PSL Study Number 43166
Indivitkial Animal Terming Body and Organ Weights
PSL Study Number 43166
A 28-Day Dietary Study in Rals
Sex Female  Day(s) Relative to Slent Date
]
mykg'day Terminad Adrenal Brain Heart Kidneys Livar Cvaries with
Growp 1 B Glands Wt Wt " w W Qviducts Wt
{9 ) (@ (g (g @ {9)
ToH 134 0061 1.83 0.173 159 6.61 0124
7012 206 04075 1.9 074 t.68 620 0128
7013 266 0.084 244 1.00 201 7.8 G452
T014 21 0.076 209 090 183 679 0.145
7015 236 0.089 2.08 090 165 7.32 0.139
016 27 0.068 1.94 083 1.68 81% 0124
1017 205 0.667 1.9 074 150 6.05 0.104
018 24 0.079 2.02 0.3 1.85 3 0.156
7019 240 0079 205 0.85 1.86 174 0.108
7020 230 0.068 2.04 (.83 181 1.60 0129
Mean 2292 00747 2007 0.840 1.752 1156 0.1368
sD 23 0.0067 0.083 0.032 0.164 0720 0.0173
N 10 10 L 10 10 10 10
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PSL Study Number 43166

Individual Animal Terminal Bedy and Organ Weights

PSL Study Number 43166
A 28-Day Dietary Study in Rats
Sex Female  Day(s) Relative fo Start Date
0
mglkg/day Spleen Thymus Uterus
Gmw 1 Wit w Wt
(9 (0] (9
7011 0.39 0.369 Q57
102 0.42 0.258 0.60
013 Q.50 0.490 0.96.
7014 049 0.460 065
T0i5 0.42 0.491 0.5
7018 0.56 0.481 0.48
7017 0.47 0.385 087
7018 0.53 0373 097
7019 0.66 0.413 044
TO20 0.44 0633 117
Mean 0.498 0.4343 0727
sD 6.088 0.0898 0.247
N 10 10 10
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PSL Study Number 43166
Individual Arimal Terminal Bady and Crgan Weights
PSL Study Number 43166
A 28-Day Dietary Study in Rals
Sext Female  Day(s) Relative to Stert Date
512
mglkgiday Termma Adrenal Brain Heart Kidneys Liver Gvaries with
Growp 2 BW Glands W W w Wi w Oviducts Wt
(g f9) (9 (g} (o (9 (9)
703t 234 09072 2.02 0.88 1.88 787 0118
7032 218 0074 2.05 0.80 19 742 .18
705 A7 0.085 201 0.79 1.95 7.54 G54
7034 199 0.06% 1.92 675 161 6.34 0113
7035 33 0.068 192 085 161 7.63 0.142
703 28 0.063 1.88 082 1.76 883 0.129
7037 182 0.059 1.88 075 1.57 593 0.096
7038 247 0.083 1.88 087 183 1.05 0.133
703 243 0.670 216 0.87 200 8.62 0.124
7040 257 0.078 206 092 208 813 0157
Meari 2256 0.0713 1.876 0.830 1.820 7.636 0.1272
S0 »7 0.0089 0.0% 0.057 0477 1.037 0.0172
N 10 10 19 10 10 10 10

487



Page 416

PSL Study Number 43166

Individual Animal Terminal Body and Organ Weights

PSL Study Number 43166
A28-Day Distasy Stuty in Rats

Sex: Female  Day(s) Relstive to Slert Date
2
mgkgiday Spleen Thymus Ulerus
Growp 2 Wt w Wt
(g} {a) (9)
7031 061 0.473 0.5
7032 0.43 0.446 0.54
7033 0.54 0.532 .54
7034 0.39 0,402 0.4i
7035 0.43 0.411 0.38
7036 0.60 0,480 0.43
7037 039 0.370 0.54
7038 0.44 0625 0.45
7039 0.61 0.396 0.41
7040 0.74 0.429 0.4i
Mean 0.518 0.4654 0.457
50 0119 0.0741 0.061
N 10 10 10
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PSL Study Number 43166
Individual Animal Termina Body and Organ Weights
PSL Study Number 43166
A 28.Day [Dietary Study in Rats
Sex Female  Day(s) Relative to Start Date
1024
mglkg/day Temina Adrenal Brain Hearl Kidneys Liver Ovaries with
Growp 3 BwW Glands Wt Wt w w wt Oviducts Wt
{9) (g (o} (g) (@ @ ()
7051 A7 .05 2.14 0.82 114 7.05 0134
7052 27 6.067 1.94 0.83 1.81 834 0.108
7053 247 0.061 207 0.85 1.62 154 0116
7054 246 0.077 2.0 0186 152 711 0122
7055 %7 0.065 2.03 092 198 7.85 0.140
7056 250 0.066 FAI) 0.81 1.81 124 0.107
7057 222 0.051 197 0.82 1,75 1.3t 0134
7058 24 0.065 207 0.86 170 6.52 0105
7059 248 0.077 1.96 0.89 1.94 657 0.144
7060 225 0.07% 216 084 185 7.5 0121
Mean 2363 0.0664 2046 0.850 1.769 7.338 0.1231
sSD 145 0.0092 0.677 04034 0146 0512 00143
N 10 16 10 10 10 10 10
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PSL Study Number 43166

individal Animal Terming Body and Organ Weights

PSL Study Number 43166
A 28-Day Dietary Study in Rats
Sex Female  Day(s) Relative to Start Date
1024
mghkgiday Spleen Thymus Uterus
Growp 3 Wt w Wt
() (g} (g}
7051 0355 0.386 0.46
7052 0.48 0.581 6.43
7053 053 0.445 1.28
7054 0.5t 033 0.54
7055 0.48 0534 0.63
7056 062 0633 0.45
7057 0.56 0531 049
7058 045 0.363 0.43
7050 0.52 0.435 0.90
7060 037 0.504 0.53
Mean 0.507 0.4762 0.6156
S0 0.068 0.0967 0.276
N 10 10 10
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PSL. Study Number 43166
Individual Arimal Termina Body and Crpan Weights
PSL Study Number 43166
A 28-Dsy Dietary Study i Rats
Sex Femele  Day{s) Relative la Start Date
1536
mglkglday Termind Adrenal Brain Heart Kidneys Liver Ovaries with
Growp 4 BwW Giands Wt wt w W w Oviducts Wt
{9) fa) (g {9) (g () ()
7071 235 0.065 2.03 0.81 [%ii 618 0.144
7072 n2 0.074 202 0.85 1.87 167 0.142
nn 244 0.073 194 0.94 1.72 1.76 0.140
7074 21 0.064 208 0.78 1.90 715 0.105
7075 25 0077 205 081 £.50 8384 0.345
7076 234 0.080 202 0.82 202 83 0145
7077 255 0.064 2.05 0.9 1.87 775 0.126
7078 »? 0.082 1.53 083 178 7.09 0.529
7079 248 0.092 2.04 0.9 1.70 .3 0.160
7080 prz4 0.066 205 079 17% 748 0.128
Mean 2318 0.0737 202 0.848 1815 7.763 0.1364
sD 18 0.0083 0.049 0.065 0.101 0.548 6.0150
N 10 i0 10 10 10 10 1
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PSL. Study Number 43166

Individugl Arémal Terminal Body and Organ Weights

A 28-Day Dietary Study in Rats

PSL Study Number 43166

Sex Female  Day{s) Relntive to Sled Dale
1536
mglkg'day Spieen Thymus Uterus
Grow 4 Wi " W
@ b)) (9
7071 0.60 0643 0.46
7012 0.54 0.459 0.52
70713 051 0378 0.52
7074 0.39 0379 052
7075 0.48 0.920 0.50
7076 0.53 0.665 0.49
077 0.54 0616 0.38
7078 0.49 0584 0.41
TO78 6.58 0.440 0.56
7080 047 0613 0.54
Mean 0.513 0.5218 0.450¢
S0 0.060 61127 0.057
N 10 10 10
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PSL Study Number 43166

APPENDIX R: INDIVIDUAL ANIMAL ORGAN-TO-BODY WEIGHT RATIOS'

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

: Group 2: 512 mg/kg/day of test substance corresponds to 250 mg/kg/day of the active ingredient.
Group 3: 1024 mg/kg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 me/kg/day of the active ingredient.
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PSL Study Number 43166

Indivicuial Arimal Organ-to-Body Weight Ralios

PSL. Study Number 43166
A 28-Day Dietary Study in Rals
Sex Male  Day{s) Relative 1o Start Date
1

mgkg'day Adrenal Brain Epididymides Hearl Kidngys Liver Spleen

Growp 1 TBW TBW FBW B ITBW ITBw 18w

(Ratic) (Ralic) {Ratia) {Ratic) {Ratio) (Ratia) (Ratic)
7001 0.183 549 2857 328 7.99 2rn 216
7002 0.198 6.02 2613 315 7.83 3916 211
7003 0.189 5.2 2560 316 1.07 3R 226
7004 0,165 5.68 2433 315 671 3264 214
7005 €191 63 3.161 325 6.60 25,65 231
7006 0165 5.4% 2993 324 633 20.68 244
7007 0172 539 29%62 342 116 2957 266
7008 0.200 2] 2530 332 7.30 26.59 2.56
7003 0.168 5.41 2514 3.00 €.68 26.38 208
1010 06150 647 3107 353 808 172 1.78
Mean 0.1784 5.846 28075 3751 7.184 30549 2256
50 0.0165 0411 0.2682 0.t51 0610 4.348 0.255

N 10 10 10 10 10 10 10
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PSL Study Number 43166

Individual Arimat Organ-to-Body Weight Ralios

PSL Study Number 43165
A 28Day Dietary Study in Rats

Sex Male  Dayls) Relative to Starl Date

0
mglkg/day Testes Thymus
Group 1 mow ITBW
{Ratia) (Ralio}
7001 815 2.118
7002 6.07 1624
7003 8.70 1316
TO04 7.2t 1142
7008 8184 1.924
7006 7.78 0.99
7007 10.03 1.468
7008 941 1.166
1009 873 1.281
7040 9.58 0.904
Mean 8.549 1.4134
80 1.201 0.4037
N 10 10
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PSL Study Number 43166
Individual Arimat Qrgan-ta-Boedy Weight Ratios
PS1. Study Number 43166
A 28-Day Dietary Study in Rats
Sex Male  Day(s} Refstive to Start Date
512

mglkgfday Adrengl Brain Epédicyntides Hearl Kidneys Liver Spleen

Growp 2 BW TBW TBW TBW TBW nsw W

[Ralic) (Ralio} {Ratio} {Ratio) (Rafio} (Ralio} {Ratio)
7021 6209 5.40 3223 314 738 3044 2.20
7022 0188 591 2941 342 805 30.86 275
7023 0.140 575 3083 334 640 2798 202
7024 0179 618 2888 342 6.87 2872 1.95
7025 6.191 577 250t 309 6.69 .70 238
T026 140 574 3.005 333 757 ey )| 2.43
To27 0.238 5.87 2760 3.50 724 28.88 1.86
7028 0173 6.37 3155 3.36 795 379 310
7029 0.145 5.16 2150 360 703 29.25 168
7030 0.154 550 3156 341 6.82 0.5 2.12
Mean 01766 5.766 2.4351 3352 7.199 30.052 2398
sD 0.0328 0355 0.3125 0151 0.541 1.405 0391

N 10 10 10 10 10 10 10
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PSL Study Number 43166

Indvidual Animal Orgando-Bedy Weight Ratios

PSL Study Number 43166
A 28Day Dietary Study in Rats

Sex Male  Day(s) Refative lo Start Date

T

mykgiday Tedes Thymus
G 2 Bw TBW
(Ratic) {Rakio)

o2 9.34 0.969

702 .26 1666

70 764 1.350

7024 9.06 1.709

7025 873 1122

7026 10.48 1714

7087 934 1954

7038 1080 1827

7028 832 1.502

7030 811 137

Mean 8108 1.5208

sD 0871 0,305

N 10 10
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PSL Study Number 43166
Individual Arimal Organ{o-Hody Weight Ratios
PSL Sty Number 43166
A 25-Day Dietary Study in Rals
Sex Male  Day(s) Relative to Starl Date
1024

mykg'day Adrenal Brain Epidicymides Heart Kidrieys Tiver Spleen

Growp 3 TBW mew 3w mew TBW YW mBw

{Rabio) (Rdlio) (Ratio} {Rafic) {Rafio) {Rdlic} {Raba)
Todl 0.184 S87 3040 307 7 3592 219
7042 0176 5.44 2542 3.28 691 3L 1.85
7043 0.158 6.63 2620 3.44 7.04 2835 217
7044 0.165 574 3325 335 729 3384 165
7045 0170 597 2493 337 650 s 180
7048 0.144 5.43 2297 349 7.44 31.67 1496
7047 0.114 463 2426 322 691 3104 205
7048 0.160 558 2567 3.20 7.51 3644 1.89
7049 0.107 6.46 2835 3.45 7.65 29.24 238
7050 0.166 6.06 2085 332 .78 2313 1.98
Mean 0.1540 5722 27030 35 7.274 3t.962 2.012
D 0.0253 0497 0.3143 0.128 0421 2654 0184

N 19 10 i0 13 10 10 10
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PSL Study Number 43166

Indvidual Animal Organto-Body Weight Ratios

PSl, Study Numbeay 43166
A 28-Day Dietary Study in Rats

Sex Male  Day{s) Relstive to Slart Date

1024
mglkgiday Tedes Thymus
Growp 3 TBW TBW
{Palio} [Ratic)
7041 952 1.368
1042 710 1.268
7043 9.66 1242
7044 9.26 1.2%
708 B75 1.483
046 1.54 2012
7047 172 1.366
7048 1.70 1.482
1049 9.63 1.247
7050 8.75 1.466
Mean 8,564 19174
50 0970 0.2318
N 10 10
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PSL Study Number 43166
Individeat Animal Crgan-to-Body Weight Ratios
PSL Study Number 43166
A 28-Day Dietary Sludy in Rals
Sex Mele  Day(s)Refetive to Starl Date
1536

mg/kg/day Adrenal Ersin Epiddymides Heart Kidneys Liver Spieen

Group 4 MW ITBW W BwW W BwW Bw

{Ratia} {Rdlin) {Rati) {Ratio} {Ratic) (Ratio) {Ratio}
7061 0.168 5.48 2730 320 6.85 28.66 215
7082 0.153 5.65 2322 332 147 2873 2.03
7063 0.178 564 3201 306 7.88 Bn13 246
7064 0.155 550 2107 12 738 3019 208
7065 0.185 5.53 2247 336 793 3336 202
7066 0175 5.46 2792 37 7.03 3612 1.80
7067 0.188 5.40 2693 2.80 638 2873 1.88
7068 0.233 615 3.102 3.32 767 35.65 280
7089 0.140 5.77 2686 3.20 709 2694 1.74
7070 0.198 6.25 2826 337 821 385 231
Mean 01773 5.682 26712 324 7.387 31893 2438
sD 0.0264 0.284 0.3544 0.148 0.560 3859 0312

N 1 10 0 10 10 10 10

500
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PSL Study Number 43166

Indvidual Arimal Orgando-Body Weight Ratios

PSL Study Number 43166
A 28-Day Distary Study in Rals

Sex Male  Day(s)Relative to Stat Dete

1036
mglkgiday Testes Thymus
Group 4 TBW Tew
(Ratio) {Ralio)
7081 8.45 1.249
7062 792 0.966
7063 a1 1.445
7064 8.86 1056
7665 8.02 1.765
7066 761 1.3%1
1067 769 1.411
7068 886 1945
7069 10.14 1317
1070 B.80 1.39
Meany 8.657 1.3939
SD 0885 0.2519
N 10 10

501
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PSL Study Number 43166
Individal Arimal Organto-Bedy Weight Ratios
PSL Study Number 43166
A 28-Day Dietary Study in Rats
Sex Female  Day(s) Relative to Start Date
0

mylkg/day Adrenal Brain Hear Kidieys Liver Dvaries wilh Spleen

Group 1 mew mew mew TBW TBW oviducts/TBW Bw

{Ralio) (Ralic) (Ratio} {Ratic) {Ratio} {Ralic} {Ratio)
701 6314 943 376 820 3497 063 201
7012 0,364 242 3.59 816 30.10 0621 204
7013 0.316 845 3.7 7.78 29.44 051 22
7014 0335 9.2t 1% 8.06 2981 0639 2i6
1015 0292 881 38 6.99 31.02 0.589 1.78
7016 0,300 855 366 740 36.08 0546 247
017 0.327 946 3.46 132 2831 0507 229
7018 0.290 83 3.78 768 an.eo 0.647 220
7019 0,328 854 354 778 3225 0.450 275
7020 0272 816 R 724 3040 0516 1.76
Mean 03139 8.801 3665 7.657 31.278 0.5727 24N
80 00265 0.545 0.189 0412 2212 0.0669 0.300

N 10 10 10 10 10 10 16

502
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PSL Study Number 43166

Irdividual Anirmal Organ-to-Body Weight Ralios

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Sex Femafe  Day(s) Relalive to Start Date
[}

mghkgday Thymus Uterus
Grow 1 TBW TBW
(Ratic) [Ralic)

o 1.902 294

7012 1,352 29

7013 1.805 364

7014 202 286

015 208 2%

7016 2119 2H

017 1.678 424

7018 1.548 402

7019 1.7 163

7020 2532 468

Maax 1.8863 3159

5D 0.3463 0.949

N 10 10

503
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PSL Study Number 43166
Individual Animal Organ-ta-Body Weight Ralies
PSL Study Number 43166
A 28-Diay Dielary Study in Rals
Sex Femele  Day(s) Relative lo Start Date
512

mglkg/day Adrenal Brain Heart Kidneys Liver Ovaries with Spieen

Growp 2 ITBW TBW TBwW mew ew ovidudtsI TEW TBW

{Ralig) (Ralic) (Ratic) (Raic) {Ralio) {Ratio) {Ratio)
7031 0.308 863 ¥ 8.03 33463 0.504 261
7032 0.343 949 3.70 8.84 3435 0.551 1.88
7033 0.392 926 3.64 8.89 3475 0.650 249
Y034 0.307 965 37 8.09 31.86 0.568 1.96
1035 0.292 324 365 6.91 32.15 0.609 1.85
7036 0.278 816 360 7.72 3873 0.565 263
7037 0.324 1033 412 8.63 3258 0527 214
7038 0.336 761 352 744 2854 0.538 1.78
7039 0.288 889 358 8.23 3547 0.510 251
1040 0304 802 358 B.09 3553 0.611 288
Maan 0.3168 §.828 3.692 8004 33.619 0.5635 2284
D 0.0336 0.852 G471 0634 2,683 00474 0.384

N 10 10 10 i 10 16 10

504
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PSL Study Number 43166

Individual Animal Organ-to-Body Weight Ralios

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Sex Female  Dayl(s) Relative 1o Statt Date
512

mglkgfday Thymus Utenss
Group 2 BwW MW
{Ratic) {Ratio)

7031 2021 197

7032 2065 250

7033 2452 249

7034 2412 206

1035 1754 1.63

7035 2105 189

037 2033 297

7038 2530 1.82

7039 1.636 1.69

7040 1.669 1.60

Mean 20742 2060

sD 0.3287 0.452

N 10 10

505
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PSL Study Number 43166
Indvidual Arémal Organ-to-Body Weight Ralics
PSE. Study Number 43156
A 28-Day Dietary Study in Rats
Sex Female  Dey(s) Refative to Start Date
1024

mglhkgiday Adrenal Brain Heart Kidneys Giver Cvarics wilh Spleen

Growp 3 mw 1B mew TBW mow oviducts/ TBW W

{Ratio) {Ralic) {Rattin) {Ratio) (Ratio) {Ratic) (Retio)
7051 0.258 988 37 7.88 3249 0618 253
7052 0.205 855 366 7.97 3674 0.476 n
7053 0.247 838 4 656 30.53 0.470 215
7054 6313 817 350 5.18 28.90 0.4% 207
7055 0,253 790 358 7.70 30.54 0.545 1.87
70% 0.264 844 324 7.24 2896 0.428 248
7057 4.230 887 269 7.88 3293 0.604 252
7058 0.290 024 384 759 3045 0.468 20
7059 0310 7.96 359 7.82 26.49 0.581 210
7060 0.351 9,60 3.73 222 3356 053 1.64
Mean 0.2812 8692 3608 7.505 31158 0.5222 2149
sD 00372 0.686 0.178 0.657 2883 0.0543 0281

N i0 10 10 10 10 10 10

506
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PSL. Study Number 43166

Indviduat Azimal Qrganto-Body Weight Ratios

PSL Study Number 43166
A 28-Day Dietary Study in Rats

Sex Female  Day(s)Relative to Stad Dale
1024

wglkgfday Trymus Ukenis
Growp 3 MABW ITBW
(Ralio} (Ralic)

7051 1.820 212

7052 2559 1.89

7053 1.802 E¥r)

T054 1378 22

7085 2018 245

7056 2.540 1.80

7057 2352 22

7058 1.621 1.92

7059 1.754 363

7060 2240 236

Mean 20184 2519

sD 0.4057 1.063

N 10 10

507
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PSL Study Number 43166
indvidual Animal Organ-to-Body Weight Ralics
PSL Study Number 43166
4 28 Day Dietary Study in Rals
Sex Femals  Day(s) Refative to Slart Date
1536

mgkgiday Adrenal Erain Heart Kidneys Liver Cveries with Spleen

Growp 4 TBW TEW Bw TBW msw aviducts TBW TBW

(Ralio) (Ratio) (Ratio) {Ratic) {Ratio) {Ratio) (Ratio)
7071 0277 864 3.45 753 3481 0613 255
7072 0319 87 3.66 8.06 33.06 0612 233
7073 0.299 7.95 373 7.05 31.80 0.574 2.09
7074 0290 aH 3.53 860 3235 0.475 1.76
7075 0.342 911 3.60 8.00 39.29 0.644 213
1076 0.342 263 3.50 883 35.56 0.620 226
1077 0.251 8.04 349 7.33 30.39 0.484 2.12
7078 0.369 8.69 37 806 31.84 6.581 221
1079 0371 823 3.99 685 29480 0.645 234
7080 0:257 923 356 170 3369 6577 212
Meaan 03157 8.664 3625 7.783 33269 05835 2491
50 0.033% 6.492 0163 0.602 2172 0.0581 0.206

N 10 10 10 10 19 10 10

508
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PSL Study Number 43166

Individal Animal Organ-to-Body Weight Ratios

PSL Study Number 43168
A 28-Day Dietasy Study in Rats

Sex Female  Day(s) Relative to Start Date
1536

mglkg/day Thymus Uenus
Growp 4 TBW TBW
{Ralio} (Ratic)

70N 2736 1.9

7072 1.978 224

073 1.553 213

7074 LTS 2%

7075 1.856 22

7076 2842 209

i 2416 148

7078 2631 1.8%

7079 1714 226

7080 2.761 243

Mean 2.2362 2103

sD 04918 0.277

N 10 10

509
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PSL Study Number 43166

APPENDIX S: INDIVIDUAL ANIMAL ORGAN-TO-BRAIN WEIGHT RATIOS!#

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

| [organ weight/brain weight}
Group 2: 512 mg/kg/day of test substance comesponds to 250 mg/kg/day of the active ingredient.

Group 3: 1024 mgfkg/day of test substance corresponds to 500 mg/kg/day of the active ingredient.
Group 4: 1536 mg/kg/day of test substance corresponds to 750 mg/kg/day of the active ingredient.
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PSL Study Number 43166

incividual Animal Osgar-lo-Brain Weight Ratios

PSL Study Number 43166
A 28-Day Dielary Study in Rats

Sex Male  Day{s)Relative to Start Date

9

mofkg/day Advenal Epididymides Heart Kidneys Tiver Spleen Testes
Growp 1 BwW B BW 1Brw B BeW BW
{Retio) {Relio) [Ratio) {Rabo) (Ralio) {Ratio) {Ratio)

7001 0.033 0521 0.680 1.45 5.08 [E) 167

7002 0.033 0435 052 1.30 651 036 .01

7003 0,033 0.437 0.55 1.24 583 0.40 152

7004 0.028 0.414 0.54 1.44 556 0.3 123

7065 0030 049 0.51 1.05 402 036 1.39

7006 0.030 0.545 0.5 1.15 5.41 0.45 142

7007 0032 0548 0.62 133 5.48 0.49 1.86

7008 0.032 0.471 0.53 147 427 0.41 £.51

7009 .03t 0.485 0.5 1.24 488 0.3 152

7010 0.023 0.480 0.5 1.25 537 0.78 1.48

Mean 00306 04913 0.558 1232 5238 0.368 1.469

SD 0.003¢ 0.0465 0.038 0.114 0.727 0.057 0235

N 10 10 10 10 10 16 10

5i1
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PSL Study Number 43166

individual Anienal Osgen-to-Brain Weight Ratios

PSL Study Number 43165

A 28-Day Dietary Study in Rats

Sex Male  Day(s)Relative to Start Date

92

mg/kgiday Advenal Epididymides Heaf Kidneys Liver Spleen Tesles
Giowp 2 BiW B B IBW 1Brw B B
{Ratia) (Raio) [Ratio) Ratio) {Ratio) {Ralio) {Raka)

70 0.039 0597 0.58 137 5.64 o 1.73

oz 0.033 0.498 0.58 1.36 5.22 038 1.48

7023 0024 0.536 0.58 m 4.86 035 133

7024 0.029 0.468 0.55 in 465 032 1.47

7025 0033 0.502 0.54 1.18 514 0.41 1.51

7026 0024 053 0.58 132 565 0.42 1.82

00 0.040 D.470 0.80 1.23 492 032 139

7028 0.027 0.485 0.53 125 4.99 0.49 170

7029 L7 0.416 0.70 1.36 S.67 0.3 1561

TR0 0.028 0.574 0.62 1.24 5.54 0.3% 1.65

Mean 0.0307 0.5095 0.585 1% 5.228 0.380 1.581

5D 0.0056 0.0535 0.048 0.140 0.374 0.055 0.155

N 10 10 10 10 10 1o 10

513
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PSL Study Number 43166

Individual Animal Organ-to-Brain Weight Ratios

PSL Study Number 43166
A28.Day Dietary Study inRats

Sex Male  Day(s)Relative to Start Date

512
rgkglday Thymus
Growp 2 By
{Ratio}
7028 0.183
7022 0282
v 0.235
7024 0277
7025 9.194
0% 0,299
07 0.333
7028 0.287
7029 0.291
ik ] 0.256
Mean 0.2630
50 0.0472
N 10

514
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PSL Study Number 43166

Individual Animal Organ-lo-Brsin Weight Ratios

PSL Study Number 43165
A 28-Day Dietary Study inRats
Sex Male  Dayls)Relative to Start Date
1024
mgkglday Adeenal Epididymides Heart Kidneys Liver Spleen Tedes
Growp 3 BW BrW B B BW Brw B
{Ratio}) (Ralio) {Ratia) [Ratio) {Raio) {Ralio) (Raio}
7041 0031 0518 0.5 13 612 037 162
7042 0.082 0.467 0.60 127 577 0.34 1.31
7043 0,626 0,435 0.57 17 487 0.3 160
7044 0.028 057¢ 0.58 127 591 03 1.61
7045 0.028 0418 0.56 1.9 528 030 147
7046 0.026 0423 0.64 1.37 583 036 1,39
7047 0.025 0524 070 148 6H 0.44 187
7048 0.020 0.450 0.57 134 §52 034 138
7049 007 0.4% 0.53 118 452 037 1.49
7050 0.027 0478 0.5 128 480 03 1.44
Mean 0.0270 0.4738 0583 1.278 5633 035 1,493
sD 0.0043 0.0521 0.052 0.114 0.740 0.03% 0123
N 10 10 10 10 10 0 10

515



Page 444
PSL Study Number 43166

Indwidual Animal Organ-to-Brain Weight Retios

PSL Study Number 43165
A 28Day Dielary Study in Rals

Sex Male  Day{s) Relative to Start Date

1024
mgkgiday [T Thymus |
Growp 3 BAY
{Ratic)
7041 0.233
7042 0233
7043 0.206
7044 0215
7045 0.248
7046 0.370
7047 0.25
7048 0.265
7049 0.193
7050 0.242
Mean 0.2502
S0 0.0514
N 10

516
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PSL Study Number 43166

Individira Animal Organ-to-Brain Weight Ratios

PSL Study Murrbes 43165

A28-Day Dietary Study in Rats

Sex Male  Day(s)Relative to Start Date

1536
mgkgiday Adrens Epidicymides Heast Kidneys Gver Spieen Tedes
Growp 4 Bew BrW B 1Bt Bw Brw B
{Ratia) [Ratin) {Ratio) {Raliv) {Ratio) {Ratia) (Ratio)
7061 0.031 0.458 0.58 1.25 522 03 1.54
7062 0.027 041 0.50 1.32 5.00 0.3 1.40
7063 0032 0.563 054 140 6.23 0.44 1.63
7064 0.028 0.383 0.57 134 5.49 038 1.61
TO85 0033 0.406 06t 143 .03 037 1.45
7065 0.032 0512 0.80 129 6.62 0.3 1.40
7067 0.035 0.500 0.54 1.18 533 0.3 1.42
7068 0.038 0.508 .54 1.25 580 0.45 1,60
7069 0.024 0.465 0.55 1.23 467 0.30 1.76
7070 0032 0.452 0.54 131 566 03 1.41
Mean 00312 0.4700 0566 1.300 5614 0.376 1523
$D 0.0039 0.0573 0.02 0.078 0579 0.044 0.125
[ 10 10 10 10 10 10 10

517
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PSL Study Number 43166

Indavidual Animal Organ-to-Briin Weight Ratios

PSL Study Number 43165
A 28.Day Dietary Sludy in Rats

Sex Male  Day(s)Relativa to Start Date

1536
mghg/day Thymus.
Group 4 By
{Ralig)
7061 0.228
fog2 0.1
7063 0.256
7064 0.193
7085 0.319
7066 0,255
7067 0.261
7068 0.316
7069 0228
7070 0223
Mean 0.2450
S 0.0476
N 10

518
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Indnidual Animal Organto-Bran Weigth Ralios

PSL Stesdy Number 43165
A 28-Day Dietary Study in Rals
Sex Female  Dayls] Relative o Starl Gale

0

mgkglday Adrenal Heartt Kidneys liver Ovarigswith Spleen Thymus

Growp 1 B 1BW B BrW oviducsBry Brw B

{Ralio} (Ratio) {Ralia) (Ratio} (Ratio) {Ralio) {Ratio)
70641 0033 940 087 361 0068 0.4 0202
1012 003% 038 0.87 320 0.086 Lik-rd 0133
7013 0.039 0.47 0.57 3466 0.073 0.8 0.224
7014 0.036 0.43 0.88 325 0.069 0.23 0.220
05 6.033 0.43 0.79 352 0.067 0.20 0.236
7016 0.035 0.4 oer 422 0.064 029 0.245
7617 0,635 Q.37 .77 312 0054 0.24 0,198
7018 0.035 045 0.92 358 0077 0.26 0185
7019 0.039 04 0.9 378 0053 [th2) 201
02 6.033 0.41 0.89 373 0.063 022 9.3t0
Mean 00357 0.418 0872 3556 0.0652 0.248 0.2158
50 0.0024 .03t 0.056 6325 0.6075 0039 0.0459
N 10 10 10 10 10 10 10

PSL Study Number 43166
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Page 449

PSL Study Number 43166

Individual Animal Organ-to-Brain Weigth Ratios

PSL. Study Numiber 43166
A 28-Day Dietary Study inRate
Sex Ferale  Day{s) Relative to Star Date

512

mghkglday Adrenal T T Heatt Kidneys Liver Ovanes wih Spleen Thymus

Growp 2 B B BW Brw oviducts/BriW {BrW By

(Ratio) (Ratio) {Ratic) (Ratio) (Ralic) {Ralio) Refic)
7031 04036 iiL) 0.93 380 0058 0¥ 0.234
1032 0.036 039 0.53 362 0.058 o2 0218
7033 0.042 0.30 0.97 375 0.070 027 0.265
7034 0032 039 084 330 0.059 620 0.236
7035 0,033 044 084 397 0074 622 0.214
70% 0.034 044 2.9 475 0.069 032 0.238
037 0,031 0.40 0.84 318 0,051 [Eva] 0.197
7038 0.044 0.46 0.97 375 0.071 023 0.332
7039 0.032 0.40 0.83 3589 0.057 078 6183
7040 0,038 0.45 1.01 443 0.0768 036 0.208
Mean 0.0361 0.420 0.920 3562 0.6644 0.261 0.2366
50 00043 0.028 0.062 0.476 0.0086 0.054 0.0434
N 10 10 10 0 10 10 10

521
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Page 451

PSL Study Number 43166

Indavidual Anima! Organ-te-Brain Weiglh Ratios

PSL Study Number 43165
A 28-Day Dielary Study in Rats
Sex Female  Dayls) Relative to Start Date

1024

mgkg/day Adrenal Hear Kidneys Liver Ovaries wih Spleen Thymus

Growp 3 B BrW BW BW oviduet B BW Brw

{Rata) {Ratio} {Ratio) {Ralio) {Ratio) {Ratio) (Ratia}
7051 0.026 038 0.8 3.29 0.063 0.26 0185
7052 0.035 0.43 0.83 430 0.056 0.5 0.299
7053 0.029 o4 078 364 0.056 026 6215
7054 0038 0.43 0.76 354 0.061 025 0169
7055 0032 0.45 0.98 387 0.06% 0.24 0.263
0% 0.031 0.38 0.86 343 0.051 0.28 0.301
7057 0026 042 0.88 37 0.068 0.28 0.270
7058 0.031 0.42 0.82 329 0.051 [1¥] 0.175
7058 0.039 045 0.99 3.35 0.073 027 0222
7060 0037 0.39 0.8 350 0.058 017 0233
Mean 0.0325 0.416 0.866 3592 0.0603 0.248 0.2332
5D 00047 0.026 0.080 0310 00079 0.035 0.0489
N 10 10 19 10 10 10 £0

523
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Page 453

PSL Study Number 43166

individual Arémal Organ-to-Brain Weigth Ratios

PSL Study pkimber 43166
A 28-Day Dietary Study in Rals
Sex Female  Dayls) Relative Lo Stad Dale
1536
mglkgiday Adsenal Heart Kidneys Liver Ovares wih Spleen Thymus
Group 4 BiwW BN BW AW oviducts/Bri¥ Brw B
[Ratio) (Raio} {Ratio) (Ratio) (Rato) {Ratio} {Ratic)
7071 0.032 0.4¢ 087 4,03 8071 0,30 0317
012 0037 b42 0.93 380 0.070 a2 0.227
7073 0.038 0.47 0.8% 400 0,072 026 0.195
7074 6.031 0.38 0.9 M 0.050 0.19 0182
7075 0.038 0.40 0.83 43 Q.07 023 0,2{5
7076 0.040 0.4 1.00 412 a.072 0.26 0.329
7077 0.031 043 031 378 0.061 0.26 0.300
7078 0,042 0.43 0.93 367 0067 0.2 0303
7078 0.045 049 0.83 362 0018 028 G216
7080 0.032 039 0.63 365 0.062 023 0.259
Mean 0.0365 0,42 0.998 3842 0.0676 0.254 0.2583
sD 0.0050 0.036 0049 0257 0.0078 0.031 0.0561
N 10 10 10 HyY 10 10 10

525
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Page 455
PSL Study Number 43166

APPENDIX T: HISTOPATHOLOGY

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

Submitted By:

HSRI.
Histo-Scientific Research Laboratories
5930 Main Street
Mount Jackson, VA 22842
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PSL Study Number 43166

I I:; I | INC. HISTOLOGY

PATHOLOGY
e ABoRaoRS | arcHIVES

PATHOLOGY REPCRT

S0Y LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Product Safety Labs (PSL) Study Numnber 43166

Prepared by

HSRE
Histo-Saientific Researnch Laboratones
5930 Main Street
Mount Jackson, VA 22842

Testing Facility

Product Salsty Ladbs
2394 US Highway 130
Dayton, NJ 08810

Sponsor

Impossible Foods, Inc.
525 Chesapeake Dr.
Radwood City, CA 94063

July 24, 2017
5930 Main Street 540.477,4440 phone www. hsrl.org
Mu. Jacitsan, VA 22842 540.477.4448 fax
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PSL Study Number 43166

Final Pathology Report
Impessible Foods, Ine.
PSL Study Mumber 43166
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30 Executive Summary

The cbjective of this study was to evaluate the potential subchronic loxicily of Soy Leghemoglobin
Preparation in male and female rats continuously expesed to the test substance in the diet for at least 28
days. A no-observed-adverse-effect-level (MOAEL) was sought for each sex.

Methods: According to the protocol, 80 rats (40 male and 40 female) were assigned to four treatment
groups. Following the in-life procedures, animals were euthanized and subjected to a gross necropsy.
Protacol-specified tissues were collected and forwarded to HSRL for histological processing to
microscope slides. The resulting microscepic stides were evaluated by Daniel G. Branstetter, DVM, PhD,
DACVP of HSRL. This patholegy report by HSRL presents the results of the gross and microscopic
evaluation of protocol-required tissues from all animals in Groups 1 and 4 and gross lesions from all
animals in all groups. In addition, based on target organs identified during slide evaluation, the ovaries,
uterus, vagina, cervix and oviducts for all females in Groups 2 and 3 were processed, embedded in
paiaffin, sectioned, stained with hematoxylin and eosin (H&E) and evaluated microscopically.

Conclusion: The objective of this study was to evaluate the potential subchronic toxicity of Soy
Leghemaglobin Preparation in male and female rats continuously expesed to the test substance in the
diet for at least 28 days. A no-observed-adverse-effect-level (NOAEL) was sought for each sex.

There were no early deaths in this study. There were no freatment-related effects in males or females.
The NOAEL for male and female rats was established at the maximum dose tested, 1536 mg/kgiday.

5 24207
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4.0 Introduction

4.1 Pratocol
This report presents the histopathology resuits of a 28 day study of Soy Eeghemoglobin Preparation when
administered in the diet to rats, PSL Study Number 431686, Impessible Foods, Ing., Redwood City, CA.
All indife procedures and tissue harvests were parformed at Product Safety Labs under the direction of
Mithila Shitut, Study Director. Histology was performed at HSRL and microscopic evaluation was
completed by Daniel G. Branstetter, DVM, PhD, DACVP at HSRL.

42 Objective
The objective of this study was lc evaluate the potential subchronic toxicity of Soy Leghemoglcbin
Preparation in male and fernale rats continuously exposed to the test substance in the diet for at least 28
days. A no-obgerved-adverse-effect-level (NOAEL) was sought for each sex.
5.0 Methods

5.1 Compliance Staternent

The histology and pathology portions of this study perfermed by HSRL were conducted in compliance
with U.S. FDA GLP: 21 CFR Part 58, 1987.

5.2 Study Design

According to the protocal, 80 animals (40 males and 40 femnales) were enrolled in this study. The siudy
design is further described in Table 1 as follows:

Table 1, Dose Levels

I Dietary Dose Levelf Target Dietary Dose LevelTarget
Group Numb;;@r;zg:froup Exposure of Active Ingredient | Exposure of Test Substance®
(mgfkg/day) {mgfkgiday)
1 1010 0 a
b 1040 250 512
3 10M0 500 1024
4 1010 780 1836

° Based on 43.82% attive ingredient (Al, Soy Leghemoglobin) of Soy Leghemoglebin Preparation lot # PP-PGM2.16-088-301

53 Necropsy

At tetminal sacrifice on Day 29 for males and Day 30 for females, all animals were euthanized and
subjected to a gross necropsy. Necrepsies included examination of the external surface of the body, all
crifices, musculoskeletai system, and the cranial, thoracic, atxieminal, and pelvic cavities, with their
associated organs and tissies. At scheduled termination, the following organs were weighed: adrenals
{combined), brain, epididymides (combined), heart, kidneys (combined), liver, ovaries with oviducts
(combined), spleen, testes (combined), thymus, and uterus. The following organs and tissues from all

animals were preserved in 10% neutral buffered formalin:

accessory genital organs (prostate and seminal

vesicles)
adrenals

aorta
bone (femur)

ail gross lesions

TI2412017
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bone marrow {from femur and sternum} oviducts
brain - 3 sections inctuding medulla/pons, pancreas
cerebellar, and cerebral cortex parathyroid
cecum peripheral nerve (s¢iatic)
cervix pharynx
cafon pituitary gland
ducdenum rectum
esophagus salivary glands (sublingual, submandibular, and
Hardertan gland parctid)
heart skeletal muscle
lleum with Peyer's patches skin
jejtnum spinal cord - 3 levels: cervical, mid-thoracic, and
kidneys lumbear
larynx ‘spleen
tiver sternum
ungs stornach
lymph node mandibular thymus
Iymph nede mesantaric thyroid
mamrmary gland trachea
nasal turbinates urinary bladder
nose uterus
avaries vagina

The epididymides, eyes, optic nerve and testes from all animals were preserved in modified Davidson's

fixative and then stored in ethanol.

5.4 Histological Processing

Protocol-required tissues were forwarded fo HSRL where the preserved organs and tissues from all
animals in the control and high dose groups (Groups 1 and 4, respectively) and gross lesions from all
animals in all groups were processed, embedded in paraffin, sectioned and stained with hematoxylin and
eosin (H&E). In addition, based on target organs identified during slide evaluation, the ovaries, uterus,
vagina, cervix and oviducts for all fermales in Groups 2 and 3 were processed, embedded in paraffin,
sectioned, and stained with hematoxyltin and eosin {H&E). Animal information from PSL's Gross
Pathoiogy Results was entered into Fristima® at HSRL. All migroscopic slices were evaluated and
microscopic findings were entered directly into Pristima® by Daniel G. Branstetter, DVM, PhD, DACVP of
MB8RL. Gross to microscopic correlations and the incidence of microscopic findings are presented in the
Histopatholegy Incidence Tables portion of this report.

A patholagy peer review of reproductive organs from all female animals was performed by Karen S.
Regan, DVM, DABT, DACVP. This pathology report reflects the consensus opinion of the Study
Pathclegist, Dr. Daniel Branstetter, and the Peer Review Pathclogist, Dr. Karen Regan. As per Protocol
Amendment Ne. 3, a Peer Review Statement is included in the final study report.

Within the Histopathology Incidence Tables, the following abbreviations apply:

M=Male

F=Female

1>=Minimal or Fresent
2>=Mild

3>=Moderate
4>=Marked
S>=Severe

7 772412017
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6.0 Results
6.1 Animal Maortality

There were no early deaths among the animals submitted for histopathological evaluation.
6.2 Macroscopic Observations

At the Day 29/30 time paint, there were no macroscopic findings related to the administration of the test
substance, Soy Leghemoglobin Preparation, in male or female rats. In the female rats, the presence of
“figid filled" wteri (which correlated with dilation), typically associated with normal proestrusfestrus stage of
the estrous cycle, was decieased in rats treated with 512 and 1536 mg/kg/day Soy Leghemoglobin
Preparation. Fluid filled uteri were noted in 4 out of 10 fernales at G mgfkg/day (Group 1 Animais 7013,
7017, 7018, and 7020}, in 0 out of 10 females at 512 mgikg/day, in 1 cut of 10 femnales at 1024 mg/kg/day
{Group 3 Animal 7053), and in 0 out of 10 fermales at 1536 mg/kg/day. Fluid filled uteri correlated with the
estrug stage of the estrous cycle, and higher individuai uterine weights, and is a normal finding with this
stage of the cycle. The decreased macrescopic incidence of fluid filled uteri in treated female rats
correlated with lower incidences of estrus, resuiting in significantly decreased uterine weights in the 512
and 1536 mg/kg/day groups. Notably, the incidences of animals in metestrus in the treated groups was
not dose-related.

The remaining macroscopic observations at the Day 29/30 time point were also of sporadic incidence and
showed no trends/patterns to suggest a relationship tc administration of Soy Leghemoglobin Preparation.
These findings included testis and epididymis small and/or soft right which had a microscopic correlate of
atrophy and aspermia, respectively, in control group Animal 7002; brain depressed area, which was an
artifact confirmed microscopicatly, in Group 3 Animal 7047; and spleen stricture, with no microscopic
correlate, in Group 3 Animal 7055,

6.3 Microscopic Observations
At the Day 29/30 time point, there were no Soy Leghemoglobin Preparation-related effects.

There was a decrease in the incidence of dilated Wterine Jumens in the 512 and 1536 mg/kg/day rats
compared to controls. The wteri were dilated in 4 owt of 10 females at 0 mg/kg/day (Animals 7013, 7017,
7018, and 7020), which was consistent with esirus. There were no females with dilated uterine lumens in
the 512 and 1536 mg/kg/day groups and two out of 10 in the 1024 mg/kgiday group (Animals 7053 and
7059), which correlated with lower incidences of animals in the proestrusfestwus stages of the estrous
cycle. Microscopically, 512 and 1536 mg/kg/day rats tended to be in the metestrus stage of the estrous
cycle which correlated with the lower weights and was an unusual disiribution. However, the presence of
both new and old corpora lutez in females from all groups indicates that these fernales were cycling
normally and there were no treatment-related effects on the estrous cycle,

All other microscopic findings at the Day 29730 time point were alse unrelated to administration of Soy
Leghemoglobin Preparation and can be observed in the age and strain of rats used in this study
(Sugimoto et al, 2000; Percy and Barthold, 2007, Mclnnes, 2012).

7.0 Conclusion

The abjective of this study was to evaluate the potential subchronic toxicity of Soy Leghemoglobin
Preparation in male and female rats continuously exposed to the test substance in the diet for at least 28
days. A no-observed-adverse-effect-level (NOAEL) was sought for each sex.

There were no early deaths in this study. There were no treatment-related effects in males or fermales.
The NOAEL for male and female rats was established at the maximum dose tested, 1536 mg/ko/day.

8 712412017
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Appendix A. Histopathology Incidence Tables (Expanded Summary Report of

Histopathology Day 29/30 Animals)
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Salivary Gland. Sublingual Ralivary gland. Sutwnandibadar Senuenl Vesicls Sheletal Miscle Skim
Spiral Cord, Cervical Sparad Covd, Lagnbat Spinad Cordl Mithboriscic Spleen Stenuen
Renuch Thymps Thytoid Gland Trachea Urinary Rladder
46
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Page 502
PSL Study Number 43166

Individual Grevs and Microscaple Ob servations Prinled 97:20°2007 0R.452.57 AM

HSRL Swady: 13166 Pristim® Vetsion 6.4 0 Busld $6.HSRLO01
Study Tlke: SOV LEGEEMOUGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rt/ Sprague-Dawley Tert Artick: Soy Leghamoglodin Prepanition 18 DayDictary
Animal #7003 Group: 1 Day OF Peuth:  Dxsing Phase, Day 29
Sexi M Death Status:  Termuml sactifice
Thaie Grosws ObscrvationyComsients M e Olservatlon O
Heant No Gross Dbservations Pregenerahon, novofibee, miminol, foval
Larymx No Grosy Obsznalivin Intilinati phit, minimml. !
laver No Girots Dlxervation InfiZtraticn, enxed cell, mininwd, mudufocd
Parutlyrord Gluds Tissue Comument Fwa purativreuds availabie for eval
No Gross Qbsenvations

Sativary Gland, Parotid No Gress Obsanvabons Within Meemal Lingts

One of (B ez is Missing

The fottowng protocdl-specified roqured Nssiies were £t exsrunsd mieroscopcally:
Thete afe nosuch lisaiss

The followiryg tissucs are within nornal limits hoth grossly and microasoprcally:

Adrenal planls Aarty Bone mamow, Fenmr Trone Mamew, Steonem Hrain
Cecum Colon Duedetatn Epidbcimder Exoplagis
Eyes Fermzg Hatderian glande lkewn Jejurm
Kidiscys Lungs Lymph Neds, Manditxdar Lyruph Nexle, Mesenteric Maguinry Gland
Nerse unil Nasal Tarbipotes Oplic Nerves Puncreas Parathyreid Glasds Penpheral nerve (seiatic)
Peyer's Polches Phanx Patttitary Gland Prodate Gland Rectum
a7
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Page 503

PSL. Study Number 43166

HERL

Rat:Spraguy-Dawley
Animal #: 7003

Todbvkdual Gress and Microwcoplc Obsweryations

Stady: 42166

SiuedyThte: SOV LEGHEMOGLOBIN PREPARATION: A 28-UAY DIETARY STUDY [N RATS
FewArtiche: Soy Lephemeglobin Prepaniion

Pricted 072472017 08: 8257 AM
Prishima® Yetsion 6.1.0 Builil Rs. HSRLM

28 Day:Dhctary

Group: 1 Tray OF Death:  Thnargg Fleoe, Day 29
Sex: M Treath Statos:  Temumai saenfiee
Tlysue CGirass ObscrvatlonyComments. Heatns Misroscopic DbservatlonyComments
Conllnucd from grevions page ...
Salivary Gland, Paresid Sahvary CGland, Sublimpal Sabivary gland, Sendnal Veseles Sheletal Muwle
Sutmiandriular
Skin Spinad Coed, Cervical Spitad Cord, Lumbur Spntad Cotd. Midihoracie Spleen
Senum Setich Teales Thyime Thyrord Glad
Truchea Uirinary Dtadder
L]
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Page 504

PSL Study Number 43166

I I fdual Gross and Microscopk Obserations Ennted 07'2.1°201 7 08:32:57 AM

HSRL Study: 13166 Prishiima® Versient 6.1 0 Buitd 50 HERLOF
StadyTale: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUBY 1M RATR
Rat:Sprague-Dawley Test Article: Soy Leglemoglolin Prepanition 28 Duy/[hetary
Anieial 4: 7004 Graup: © Bay Of Death:  Phnasgg Plose, Day 2%
Sex: M Bealh S1atas:  Tentdml sacrifice
Thaue Grows ObservationCommenty Hlatus Microweple ObservationwCommenis
lteart o Gross Olsenation Dregencranos, myolibey, enindsal, focal
Liver No Gross Olsenvaton Inilnutost nexed et minined, mnlnfocal
Parathyroid Glands NoGross Olaenutions Cnya ol 1l guaif is Missing
Withun Nomat Linas

Thynms WoGrons Obeervabons Iserensed number, macrophages, limible body, imnimal.

The fllewing: jrotoco)-spevilied requined tissie were met exauningd ngerascopically.

Thaere ane no suelh ssties

The fetlowing tissnes arc within norm! Himits both grassly and nuceseopicaliy:

Adremal glandk

Cecin

Eyes

Kidnzys

Mungnery Gland
Patigheral nerve (ciatic}

Rectum

Actla

Lolon

Femur

Lanmnx

Nose amel Nesal Tusbinstes
Peyer's Pakhes

Saivary Cland, Paretill

[onz marmaw, Fanur
Paodairm
Harderian glands
Lungs

Optic Nenves
Pharynx

Salivary Gland, Subingiza)

ikl

Nene Marow, Steniam B

Epiidvmctes Esoplogs

Bzum feyommm

Lyrmph Nele, Manndagdar Lymnph Nuwlz, Meseniaic
Paneress Parathytoil Glaskh
Pitetary Gard Prostate (land

Salivary ghandl, Saminal Vesieles
Submancdibidar

49

576


http:SnUm~lt.ll
http:llui1d86.HSIU.OI

Page 505

1ISRL,

Rat:Sprague-Dawley
Antma)h: 7001

PSL Study Number 43166

Indbidunl Gross and Micrencapic Obsersatlons
Stndy: 13100 Prstimud Virsion 6,50 Build 86, HER LY
StudyTile: SOV LEGHEMOGLOMN PREPARATION: A 2%-DAY DIETARY STUIRY IN RATS
Feat rticke: Soy beglemeglobin Prepanulion

Panted. 072202017 08:52.57 AM

28 Dy Dietary
Gropg: 1 Ty Of Death:  Desing Phase, Day 19
Sex: M Death Staiws:  Tenninal sxrifice
Thaue Groyy ObservaliondComments Statuy Microsteple OlnenitlonyComments
Ceatlnued from previous pape ..
“The fellowing tsses are within nermd limits both gressly and mierascopscally:
Shletal Muscls Shan Spinal Coed, Camvreal Spual Cord, Lumbar Spinal Cotd, Midihosagic
Spleen Setgn SKonuch Testes Thyzetd Gland
Trachea Uniiary Bl
0
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Page 506

PSL Study Number 43166

Tadividual Grou and Micrncopk Observations.

Priled: 07247301 7 085187 AM

18R, Study: 43166 Brastine® Version 6.1 0 Buslid o HSRLOI
SiudyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY BIETARY STUDY [N RATS
Rat’Sprague-Dawley Test Artick: 3oy Leghemonlobin Prepaniticn 28 Law/Dictary
Anlmal #7008 Granp: 1 Ty Of Daath:  Dewing Plase, Day 29
Sex: . Death Statas:  Temwnl sacrifics
Tlvue Grow GhyervalionyCommenty Status Microscapic ObvervatlonwComments
Lanynx No Gross Observations Tsilirtion. rewnraphil, senimal, focal
Puorathyttd) Glameds No Groea Olservaion Onte ol the puir s Missing
Willin Notaal Listets
Salivary Oland, Sublingest Mo Groes Observalions ntiltration, invnemxlear cell, monimal, rdnitoca)
Tlapms No Gross Obwepvations Iwtensed munber, macrophages, lingeble body, neninml,

The followarg protecol-yprvified required tissugs wele net examned nicrescopicatly,

Thete ane nosuch fisare

“The followirg tissies ore within noemal limits both gresdy and tneroscopically:

Adtenal glands
Cevum
Eyes

Jejumun

Eymph Nede, Mesennmic

Paratinzoid Glands

Preatate Gland

Anfta
Lolon
Famuwr
Kitlreys

Manumagy Gland

Peniphicral nerve (xeiatic)

Restum

Bone muymow, Famir
Duadermun

Harderian glineks

Livet

Nose and Nasal Trtnimles
Payer's Matches

Salivary Glael, Psotid

mudtilocal

Bene Marrew, Stenmn Bran

Epibihynzdes Exoptugin

Hoeast lizwm

l.tings Lyinph Nodle, Manditudar
Optic Netves Pancreas

Fhannx Pitulary Claml

Salivary glamd, Seininal Vesicles

Subsnadibadar

5
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Page 507

PSL Study Number 43166

lodb sl CGrovs and Mlcracople Obyeralions Panted: 07:242037 08,5357 AM
HSRL Seudy: 43160 Pristnna® Yrsion o3 0 Huld #5 HSR1LOI
StadyTitle: SOV LEGHEMUGLOBIN PREPARATION: A 28 DAY DIETARY STUDY IN RATS
RatSprague-Dawley Test Artkcle: Sov Leghenwglobin Preparation 28 Doy/Diztaty
AnimotN: 7008 Croup: 1 Day O Meath:  Deoirg Plase, Duy 29
Sex: M Death Status: — Termumt swnfics
Tlwue Gross Ofservationy/Comments Slaluy Microxuple QlacrvutionVComments
Conlioued from previous pupe ...

The [lowing hsstics are within nermal Trits both groasly and ncrescopically.

Skelutal Musele Sunt Spinal Cord, Cervical Spinal Cord, Linnbar Spinal Cond, Mdthoracis

Splacn S1erman Srogrosch Tesrss Thyreid Gl

Truches iy Blagder

52
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Page 508
PSL Study Number 43166

HSRL

{ndhidual Grow and Microsoaphe Olnervations

Stody: 13066

Prinled: 07/24°2087 08 5157 AM
Pristinn®: Version o -4 0 Build 86 BSKLO)

StudyTle: SOY LEGHEMOGLOBIN PREFARATION: A 28-DAY DIETARY STUDY IN RATS

Rat/Sprogite-Dawlgy Test Arttehe: Soy Leghemoglobin Preparstion 2R Duy Diekiry
Anlmab#: 5006 Group: 1 Tay OF Death;  Dinirgg Pliase, Duy 19

Sex: M Dreath Statnsi  Terminal sacitfice
Thaur Ciroas ChsernvatichsCommenty Seatos Microscopic Obaervatlons (" omHiciity
Epididynnides Mo Gress Obsenvptions Debns, celhdar, lumind, minon], &fuse, bilslent
Kitbneys No Gross Olsenations Basephilie, Tabades, minimal, twdtfecsl
Liver Nodiros Oleerigtiom Irilistion, wixed el miniml, mullifocal

Necrosis, mirmial, Focal

Prestate Gland Mo Giress Observations Infiliration, me Tear eell, munimal, stz focal
Testes N0 Grods Obsenvatons Atrephy, tubies, nnimal. mulrifocal, blateral

Vacuolation Sireli culls, sitinitsal, multifocal

“The fltowap protecod- preafied reduired tissigs were not examungd wicrescopeally:
There are nosch lisses

“The Following tissues ats within permat heaits both gressly and mucroscapically:

Adrenal glanids Aotta Bone masrow, Femur
Ceeum olon Dxiocternin

Femuw Hatderian glands Flean

Lanmx Lungs Lyreph Node, Mandilwlar
Mo wind Nipal Tirhinalas Opic Nerves Pancreas

Peyee's Fatches Pharymx Pituitary Gland

Salivary Gld, Sublingual Salivery glardl, Subnundibular  Semiml Vesicles

Berie Marrow, Sterman
Feophagis

leurn

Lytph Neode, Mlesanieric
Parathyroid Glands
Revium

Skelota) Susele

fAzain

s

Jejitum

Manunary Glaxl
Penpleral merve (sctalict
Salivary Gland, Parotid

Skin
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Page 509
PSL Study Number 43166

HSRL

Ral Sprague-Dawley
Anlmul &: 7006

Individual Grows snd Micemcoplc Ghvervatioas

Stady: 13160

StudyTlde: SOY LEGHEMOGLORBIN PREPARATION: A 28-DAY DIETARY STUDY 1N RATS
TesLrtlgle; Sny Leghemoglobin Prepantion

Panrled 07:242017 08:5, A
Pristira® Yirsion o 4.0 Build 85 HSRLOY

28 xiyiDictary
Group: 1 Dray OF Death:  Dening Plusse, ay 25
Sex: M Death S1aws:  Termomal ssern fice
Tiwue Grosws Olnervalions/Comments Statuy Micrexapic OlnervatlonComments
Conlinged from previowns pugs -

The fllowing tssucs ate with ! liroils Voth gromsly and Pically:

Spinal Cerd Cervical Spinal Codd, Lurnbar Spival Cord, Midtheragre Spleen Slemnzm

Sronsach Thymne Thiyrotd Glad Trachea Uninaty Dladdet

o
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Page 510

PSL Study Number 43166

fadbviduel Grow and Micrescople Obsenations Prilted 07242017 O8.32:57 AM
HISRL Slady: 13166 PrisiinaX Version 0.0.0 Buiki 86 KERLO:
SiudyTlite: SOV LEGHEMOGLOBIN PREPARATION: A 12-DAY DIETARY STUBY IN RATS
RauSpmgue-Dawley Test Arclcle: Koy Leghemoglotin Prepamiion 28 Dy Dictony
Atiloat#: 7097 Group: 1 Ty OF Dea Deitgg Plase, Da
Sex: M Death Statay:  Temttal sacnifice
Tiwue Crow Observatlon¥Comments Statuy Microscaple ObservatlonyCommenty
ieart No Gress Olservalions Infilimnen meaonuctear cell, nutimal, focal
Hudneyx NoGros Obienation Barophilio, tubules, imimmal, fiva!
Liver NoGross Obsepvutions {nlilration, mixed eell, minined, madtfogat
Parathyroid (lands Tissus Cottenent: Two paratiyreids availabie for svaliation

No Gross Obseryutions

Thy fellowing protacel-speeeificd requurs] st were nul exartiitied iezoseapically

Thene are no such e

The foliowiig twssies are within stofiial lirmls both grossty and nueeoscopcally:

Adrenal planch Aona Iione o, Femy Hone Mara, Stemuan Hran
Cereuryt Colon Ducdernin Epidtdamde Exoptmpin
Eyes Fesz Harderian glands Iteum Jejusturn
Larynx Lungs Lynpl Xode, Mandibular Lymph Neds. Mesentene Manmary Gland
Noe and Nasal Tiebinates Ootie Nerves Pancneas Parathyoid Glam Penpheral nerve {aiatic)
Peyer's Patches Phunymy Pittitary Gland Prostate Glartd Rechon
Salivaey Glated, Parotid Salivary Glaxd, Sutdingual ahvary gland, Seminal Vel Skelelal Mincle
Sulstandilndar
Shin Spind Cordk, Cervigal Spimd Cord, Lunsbar Spinal Cord. Midthosacic Splasn
55
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Page 511

PSL Study Number 43166

Individual Grows and Microscopie Obswers atlony Printled 07:2-420L7 08:52:57 AN
HSRL Htudy: 13166 Prestinn X Version 6,50 Fudld Be.HSRL0
SemlyTie: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Ructi Sprague-Dawley
Anlmalw: 7007

Test Article: Soy Leghemeglobin Preparshon 28 Doy Bietury
Grawgr 1 Pay Of Meath;  Dkwitgg Pluse, Day 29
Sex: M

Death States:  Temuml sserifies
Thaue Grow ObservalienyCommemts ESETIN Microscople ObservalloavComments.
Contloued fram previous page .
The lobloawing tssties are within noemk) Bimils both grosaly and microscopically:
Slermen Stomach Tesles Thytns Thyteitl Gland
Trachea Urinary Bladdt
56
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Page 512
PSL Study Number 43166

Individual Gross and Microscople Obvervatlons
HISRL Stady: 23166
SiedyTitde: SOV LEGHENMOGGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Rat Sprague-Dawley “Test Artlcke: Soy Eeghrmoglobin Preparetion

Pristime & Version

Ponted: 0724

50 Bhaild 80 HSR1LO1

28 Day'Diclary

Anfmat#: 7008 Group: 1 Day OF Death;  {hsing Phase, Day 19
Sexi M Death Statwy:  Temunal sacrifice
Thvwue Gireas ObservalionVCostimctty Statns Microxcople ObacrvallonyComments
Kidneys NoGiross Observations Infil lear cell, interstitial, nuninil. focal
Pazathyrond Glads Mo Gross Obsensitom Oryg of the pair is Micsing

Within Nonial Linats

The following protedol-specificd required s weze nol examined microscopically:
There are no <uch lawstes

"The Bollowing tresies ate within neemal Bimits Bath grossty and mucroscoptntly:

Adrenal glasick Acra Bone mamow, Famg Bonz Morpow. Stemten
Cecunt Calon Ducmm Epididyiruds

Eyes Fenier Basditran glank Iteart

Jeyumm Lanmx tver Liews

Tymph Node, Mesenienic Manwmary Glal WNowe nnd Nasat Trrlnrates Clptic Nepess

Paratlnredd Glands Peripharal perve {sciatic) Peyers Patches Munnx

Prodtate Gland Reelum Salivary Gland, Parctid Salvary Gland, Subiimganl
Seminal Visicles Sreletad Muscls Rin Sjhinal Cord, Cervical
Spiral Cotd, Midtherogic Spleen Srermam Storpach

Thyrne Thyroed Glasd Trachea Uninary Blakkr

Bran

Esigtiagns

Hewn

Lymph Nede, Mandindar
Pancteas

Prngtasy Gland

Sativary gland. Submasdibular
Spinad Cont, Lumbar

Testes

57

584


http:1lunNm1�.il

Page 513
PSL Study Number 43166

Iodk hiual Gress and Microscopic Obiervatiom Prnied: 07:24201 7 0%: 7 AM
HSRL Study: 43§66 Prichima® Vetssedt 6,10 Build 86.HSR LG
StudyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY RIETARY STUDY IN RATS .
Rat Speagie-Dawley Test Arlicle; Soy Leghemoplolin Preparation 28 Day:Distary
Anlmal#: 7009 Group: 1 Day Of Dozl Dossrg Plue, Bay 79
Sen: M Death S1atms: — Tenmnl saenfice
Thsue Girow ObservalionyComments Statay Microsceple ObrervatlonwConmmenin
[53=3 NoGioss Obsenvagom Roneties. Tefin, naninwal, focal
Teant o Gions Dbsenvations Infilinticn, mxswoactear cell nimnal, fecal
Laver NaGios Observation Infillration, stexed cell. mininml, madnfocal
Mamnary Gland NeGross Osenvalion Atrophy. nunimal, nuallifocal
Patathryredd Glads Weitens Observaliom Cnte of the pairis Missing

Within Nermal Lingts
Prostate CGlad NoGross Ohsarvatons Infiltration, inoncouctear ocll, mingnal, multifocal
Recreton, decteased stwount ouiuiial /[Cotrnents Ventrl

prostate affecled

The followargs protoced-specified requised Tioies were nel exntined mictoscopically:
There are nosuch tisstes.

The Bllowirg lisswes are within poernsl limits toth grossly and oucroscopicaily,

Adresal glands Aoty Bone magrow, Femg Bone Marmoss, Siennmm Tiramn
Cecum Calen Duocheruum Epididymudes Esopleapus
Fennw 1arderian glancds lewn lejman Kidneys
Lanmw Lactgs Lymph Node, Mandibaa Tymph Nede, Messmaric Noaw and Nasal Tabinates
Cptic Netves Pancreas Putathyreid Glands Petipteral netve facistic) Peyer's Pateles
53
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Page 514
PSL Study Number 43166

Individual Groess and Microwcopic Obsersations Primed 07282017 025257 AM
HSRL Study: 13166 Pristwa® Verston 6.4.0 Build Bo.HSRL.0
SeudyTitle: $0Y LEGEEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY % RATS
Rat:Spragrse: Dawley Tert Artiehe: Sy Legheniogloldn Preparation 28 Doy Dizlary
Anjmal #2700 Croupz 1 Bay OF Death:  Deming Plasg, Day 29
Sex: M Death Seatas: | Tenmiml sasritice
Tiwar Gross OlservitionVComments Hiatus Microwopk Qbservaliony/Comments

Cantlnued from provioas page ..
The Followirg tsates are within nersmul limits Ioth grossly and micrescopcaliy.

Phanmx Piruitary Gland Raviom Salivary Glund, Paratid Sativary Gland. Sublingual
Soivary plad, Subimntbular  Seminsl Vesiclas Shelatal Miscle skin Spinal Cord, Cenvacad
Spiral Cord, Lumle Spinal Cord Milboaucic Spleen Stesman Steensch
Testes Thytus Thyreid Glusd Trachoa Urinary {adder

5%
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Page 515
PSL Study Number 43166

HSRL

Rt Spragrée-Dawley

Indbvidual Gress and Microweaphe Dbwervations Printed: 2722017 ¢

Study: 1360

? AM
Prestino® Versien 0.1.0 Buld 86 1SRLOI

SwdyFhile: SOY LEGHEMOGLOBIN PREPARATION: A 28- DAY DIETARY $TUDY IN RATS
Test Artlcke: Soy Eegletmeglibin Prepartion 28 Duy:Dhsary

Anlmal #; 7010 Group: 1 Day Of Denth;  Diwing Plase, Day 29
Sex: Al Beath Stafus:  Tenmind sacrifics

Tivwur Gross CtservatlonyComments Status Misroscopie OlservationyComm<nts

Epidithmdes “:\:.(;IGIN\ Cbsenations - Gramiloma. sperm, mininial, focal, welalend

Hardertan glardy No Gross Observoliogs Ixdatica. gland, o), focad

Edver No Grovws Chenvation Inlitzanon, nuxed cell, amninml, ifocal

Tewus No Gress Obsenution Inczeased muiber. ntscreplgtes, ungible bady, numimal.

Mithee
The fellawing protocolaspeciticd reqlined tisnes were not excamned imcrmcopically:
Thete wre no sueh lsstics
“The fellowang tssues are within negnsl hgnits boeth grossly apd meeroscopically:
Adlrenal plandk Aot Bone muarmw, Fanur Baere Marzow, Stenumm Brun
Cecum Calon Daedamun Fsoptugin Eyes
Temis Hean ey Jejraman Kitlays
Lanyw Lags Lymph Nede, 3 lurlitalar Lymoph Nede, Mesenterie Mammary Glasd
Mosg and Nasal Trabinaes Optic Nerves Panereas Parstbiymoud Glazuds Pesiplarst mepve (scintic)
Peyer's Patches Pharynx Pmitary Gland Prendate Gland Rectum
Salivary Glaid, Parosid Salvary Glarel, Sublingual Sakivary gland, Sessinal Vesicles Skelatal Murscle
Sutananditrdat
Skin Spinat Cord, Cemvical Spinal Cord, Lumbar Spinal Cord, Midihesacic Spleen
&
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Page 516

PSL Study Number 43166

Indhvidual Grows and Microscaple Observatlons. Pripted: 077202017 08:32:57 AM
HERL Stuity; 43106 Pristizn & Version 6.5 0 Bugld So HSR L0
SHudyTllle: 30Y LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY $TUDY IN RATS
Rat Sprague-Dawley TesLArtcle: Soy Eeghemoplobin Preparation 28 Py hetary
Aalmal #7010 Growpe 1 Day Of Beath: Pinitg Plisse, Day 29
Sex: M Death Status:  Temmnal saerilice
Thwsue Grass GbservatloadComments Stufws Mi It Obscrvatlonyi®

Cantlnucd from previous page ...
The fllowing lisstes are within noemes! limits both grossly and microscopically:

Sermum Stenrach Testas Thyteed Gland Trachea

Urinary Bladdes

&}
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Page 517

PSL Study Number 43166

HSRL

RavSpiague-Dawley

Sloity; 43160

[adividual Gress and Microicopk Observadens

Printed 97/2.1201 7 08:32:57 AM

Prstima® Version 6..1.0 Biald 86 HSRLOY
Siudy Tltde: SOV LEGHEMCGGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Tewe Articke: Soy Leghemoglolin Preparation

28 Doy Diztary

Anlmatw: 7011 Gruup: | Dy Of Death;  Donirg Fluse, Tay 30
Sexz Death Statas: — Temual sacrilice
Tivwue Cross ObscrvatlonsCommctits Satne Micrescople ObservallosComsnents
Kadneys NoGross Obxt\'atl.(-“m Infil ! ial. minimal, mudifocad
Basopldlia, tibules, minmad, focal
Lver N Gros Olsenations Infiltnstion, mixed cell, nisinel, mmltifecy
lLngs N Groes Observations hdiltatien, moaomxdear cell. niumal, fesa)
Parathyterd Cilands NaGross Observations Both Missing
Nagtina No Grons Olrevaton Metestrus, present

The fodlowing protocol-specified 1epuned fissies were not examined microscopically:

Parathytond Glands

The fellowing tiatien ate wikin nogs] Hanils both grosaly and nfcrescopreally

Adrenal glands

Leeun

Eyes

Jejumion

Wose and Nasal Tigbimates
Peripheral nepve (xciatic)

Salivary Glard Parotid

Aot

ereix
Fenny
Lanmx
Cptig Nerves

Peyer's Patches

Safivary Gland, Sublingual

Hone marmaw. Fernur
Colon

Elrderian glindks

Lymph Node, Mandibudor
Ovanes

Tharem

Sabvary gland,
Sutmnaxibalas

Bone Marmow, Stenman
Dhiodern

Hearl

Lymph Neode, Mesenteric
Onurtets

Pitarry Gland

Skeletal Muscle

Hrn

Esephugts
lean

NMampwry Gland
Panerens
Reetum

Skin

62
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Page 518
PSL Study Number 43166

Inth:Rbup) Giross and Mlcrosconk Obvervation
HSRL

Study: 13166
StudyTile: SOV LEGREMOGLOBIN PREPARATION:

Pamed 07272017 0%:52:57 AM
Pristina® Version 6. 1.0 Build Bs HSR1L.G1

DAY DIETARY FTUDY IN RATS
RatSprgue-Dantey Test Aetlehe: Soy Laphemeplolis Preparation 28 DuyvDislary
Arlmate: 701 Group: 1 Day OF Death:  [ksing Phease, Puy 30
S F Death Statny;  Tenmuml saerifice
Tintic Gross ObservatienyComments. Status Microscophc GlaervutionyCein ittty
Continued feom previous page ..
The fellowirg: tssiaes are within serml limits both gresdy and misroccopisally.
Spind Coed, Cenvical Sprinal Cerd, Lumbar Spinal Cord, Migithoracic Spleen Stenan
Sormach Tyt Thyred Gland Traclea Lrinary Blarlder
Uterus
63
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Page 519

PSL Study Number 43166

HSRL

Ruv$prague-Dawley

Indlvidusd Grots and Micrescopls Obwenvations

Stadys 13166

Printed: 97:2.01°2017 Q83257 AM
Pristiea® Versien o.1.0 Buitd 86.1HSEL0I

SidyTitle: SOY LEGHENMOGLOBIN PREPARATION: A 2E-DAY DIETARY STUDY IN RATS

TetArtick: Soy Leghemoglobin Prepanution

28 Day!Dictary

Anlmat®: 7012 Group: 1 Day Of Death:  [xsing Plesse, Day 50

Sex: F Death Stalov:  Temmumd sacntice
Thwwe Grow OlncrvattanvCosikaenty Statos Mi pic Olnervationy/C
Kuneys WoGress bservations Infiftranon, metonler ook intersifiof, minmal. meltfoeal
Laver NoGrns Clsenobonms Indittration noxed cell, muumat, imit focad
Farathyroad Glands NaGross Olsesvation 1z of e pair 15 Miszing

Within Nomal Limits

Vg No Gross Observabions Prosstns, presen

The following protocel-reeifisd roquired tiss were non examined nucroscopically:

Thwte are 1o such tses

The tolfowing tissues are within nesi) s both grosaly and mucroscopieally:

Adrenal ghands
Cetum

Eyes

Jejnnun
Mantsry Glaml
Puncreas
Piluitary Glarkl

Shelefal Mingle

Aot

Cervix

Ferng

Lanmx

Npwg sl Nosal Tabinates
Parathyrond Glands
Revium

S

Bone martow, Furtine
Colon

Handeran glawk

Lamps

Optic Nerves

Petipfieral nerve {wiaue)
Salivary Glaned, Pazotidd

Spiml Cond Cervical

Beew Marrow Stomin
Predaiman

Teart

Jymmph Nodle, Manditnadar
Chanes

Payer's Patetses

Salvary Gland, Sublimguasl

Syrimal Cord, Lt

L3run

Exoptugin,

Hetun

Lymmph Nedde, Mesenleric
Urvichnts

Phanyix

Saliviey glawd, Subtiandibalar

Spanal Cond, Midihotucie
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Page 520

PSL Study Number 43166

HSRL

Rat'Sprague-Dawley
Animal#: 7052

FadBidunl Grows and Mlcrovcopk Observations Printed- 07:2472017 08:52:57 AM

Study: 13166 Prishme® Version 6.4 0 Huild 8o HER1.01

StlyTitle: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Test Articie: Soy Leglenogtolin Prepartion

28 Doy Drctary
Day Of Deah:  Deming Phase, Day 30

Group; 1

Sexi F Beath Statws:  Temuml aenfice

Groas QbyervatfansCom citts Status Mi pic Observalion

Tise fedloaving tiasnes ate within nooma) bimits bath geossly and smcroscepeally:

Splecr

Trachea

Codtéinucd from previeus pupe ..

Sermm Semach Thymus Thyreedd Glarsd

Litinaty Bladder Ukene
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Page 521
PSL Study Number 43166

Indivklual Grovs and Micrascephs Ohservationy Printgd: 07:20°2017 08: 8357 AM
18RI Stady: J3166 Pristima® Version ©.4 0 Builil §6.HSRLO
StudyTide: S0Y LEGHEMUGLOBIN PREPARATION: A 28 DAY DIETARY STUDY N RATS
RavSprogue-Dawley Tew Article: Soy Eaglnmoglobin Preparution 28 Day'Thstary

Anlmol #: 7013 Group: 1 Day Of Deoth:  Dising Plase, 2y 30
Sex; F Death Stadow:  Teruoml sycrifice
Tisue Gros Ghiervatlons/Comments Htatny Mlérmwpic ObscrvatlonyComments
Hurderian glands N Gross Obsenvations Infillustion, smostoundvar eell punimal, foeal
Liver No Gioas Obsenations Intiliration, eaxed vell. sl mulifocat
Optic Netves Tisise Congnent Two optic merves available for evaluation
No Gross Olnervaions
Tlymus Mo Gross Obsenvaions Ineteasecd imanbet, macrephages, igible bodky, nininal,
ditfiee

Utenss Flud ffed, Noted Cetrelated Negir, Estiun, presan

. Flind Hitted, Noted Cotrelated Dhlatzon mikd
Voging NeGross Olsenajons Estrus, prosent

T follewing protocol-specified requized Hasoes were net cxannned mdcroscopeatly:
There age nosuch tisaes

T Todlownig tissines are within nennad lirmits both grossly and nicrowcopically

Adrenal glands Aetta Bone mamow, Femr Bons Mattee Siermrs Brain
Ceentm Cervizn Colen Dueckzruan Esoptugin
Eyes Femur Heart HEIN Jejunum
Kidneys Lanms (ALY Lymph Kede, Mandibalar Lyzuph Neade, Mesenteric
Marrtmary Gland Nese und Nasal Turbiiates Dplic Nerves {hatiss Onvithicts
65
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Page 522
PSL Study Number 43166

Individual Grovs and Migroveonle Obveriatlons Pasterd 07:24/201 7 083, AM
HSRL Study: 13E66 Pristinn® Verston 6,40 Build §6.HSRLOI
SwudyTale: SOV LEGHEMOGLOBIN PREPARAITON: A28-DAY DIETARY STUDY IN RATS
Rai: Spragiie: Dawley Tew Aribele: Soy Lephemoglobit Preparution 28 DuyiDictary
Anletal h: 7033 Group; T Pay Of Death:  Dosing Plase, Day 30
Sexr; ¥ Death Statas:  Temoml sacnfice
Tlsue Gross Observaliany/Cominents Batui Me ple ObacrvalloruC b

Continued fram previens page ..

The fllowirg tissves are within noermad limits both prossty and microscopiealiy:

Pancreas Paratbyroid Glamds Penptieral nerve {xciatic) Peyer’s Pateles Flarmx
Piluitary Gland Restiun Salivary Gland, Parstitl Salivary Gland, Sullinguad Sativary glasd, Sutmandibtular
Skeletad Muscle Sun Sprinal Cord, Cervieal Spial Covd, Lumbxg Spanal Cord, Midthoesoe
Spleen Sernum Stemach Thyreid Gland Traches
Uriary Bladder

a7
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Page 523
PSL Study Number 43166

Iodhidual Gross and Mictorcople Obéryniions Prnted 07292017 085257 AM
HSRL Swdy: 13160 Pristima ¥k Version 6.4 6 Builil 86 HSR1.01
StudyTitte: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rust Spragise-Dawley' TabArtick: Sop Leghetnog] obin Preparution 28 DayiDistary
Anlmul #7038 Graup: 1 Day O Deawd;  [hsig Plase, Dav 30
Sexi I Beath Stamv.  Temoml sacrifice

Tivsie Gross OlhervationyCommctts Slatus Alerorcapic OlnervatlonyC ommen Ly

Kidnows Mo Gros Divervations Basophilia, tbiles, smmpsal, focal
[hlalion, tubades, nanimal, foeul
Infilinuion, sotoniadeas ell. niterstitial, minisial, mnfhixd

Liver No Grass Dbservatons Infiliraston, zixed eell. nunimol. muli:(ocal

Pevers Paiches No Grems Dbsenvations Mincratizution, mininsl. matifocal

Thynu No Grons Observations Inczeasetl mumber, maczeptuipes, hngible bedy, muunul,
dithse

Vagina No Gross Observatione Llelestnis, present

The following pootocal-apecified resptined fisses were not examined microseopically:
Then: are ne sixh tissizy

The following tissues are within netied firmits both grossly and nuctoscopteally:

Adrenal glands Ao Hone mamew, Femur Hone Marew, Stermzn Rrun
Ceeum Cavi Calon Draodiman Esopgin
Eves Fenmr Harderian gl Heart l{etm
Jejnmon Lanmx Luzps Lyniph Node, Mandibudar Lymph Nedde, Mesenlene
Mammary Gland Wosg gt Nuval Terbintes Oplig Nepvan Charies Crvadlixts
Tangrcas Parathyroid Glands Peripheral n2rve {xiolic) Phanmx Pingtary Gland
63
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Page 524

PSL Study Number 43166

H8RL

RavSprague-Dawley
Anlmal #: 7013

IndivKlual Grows and Microscopk Obsereatlons Primted 07212201 7 08:82:47 AM

Siudy; 3 o6 Pristima® Version 6.0 9 Sudld So HSRLO)
SindyTiele: SOV LEGHEMOGLOBIN PREPARATION: A 38-DAY DIETARY STUDY IN RATS

Test Artiche: Soy Leghemeglobin Prepasution

Thaue

28 Day?Dietary
Ciroup: ¢ Day Of Death:  Desing Ploae, Day 30
Sex: F Death Statow:  Termimd sacrifice

Giroys ObservalionyComments Statws Mi pic Oervatiopyt

The followng tissies are within negsmt limits both grosaly and microscopecally.

Recum

skin

Swnnan

Ulerus

Continued from previous pape ..

Salivany Gland. Paretid Sativary Glancl Sublingual Saliwary gland, Skelotal Muscle
Submandibidar

Spinat Cord, Cervieal Spinal Coel, Laanbar Spinal Cord, Mithhoacic Spleen

Sonmuch Thytoid Glaml Tracden Urinary Bladdkez

68
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Page 525
PSL Study Number 43166

HSRL

Rat: Sprague-Dawley
Aulmal 4 T3S

IndIvkbual Gross and Mlcroscopic Obsernuntions

Stndy: $3166

Printed: 07:24201 7 08:52:57 AM
Prishimak Yesion 0. 4.0 Brild 86, HSR101

StudyTitde: SOV LEGHEMOGLOBIN PREPARATION: A 25-DAY BIETARY STUDY IN RATS

Groug; §

Test Article: Soy Leghemoplobin Prepanstion

18 av Diclary
Day Gf Daath:  Dooing Pluse, Day 30

Sex: Iyeath Seats:  Temumal sacrifice

Tlwue Groas ObservatlonsComnetits Htatus Mirmcople Observatlonsomments

Liver Wo s Obssrvations infiliraniot, nsxed cell, maniswal, nudn fcal

Buruthyroid Glands Nodrss Observatons Ome ol e pair is Miasing
Witkan Noqial Lauis

Salivary Gland, Parotid WoGrons Obsenations Intiltration, moiemactear cell, minemial, focal

Thyrous N Gross Obsenvations Increased b, Macroplapes, Ungible boshy, neninal,
hitlisse

Vagina Nodtess Olnctvations Provsing, present

The foltowing protosod-sposi bed required tissnes were not exammed microscopcally:

There aze no such Beaies

The fiklowing lisstes are withine nosmad Bils both grossly and microscopreally:

Adrenal glands Aotla Bore mamow, Fennir one Marow, Stenmm Brun

Cecnim Cervix olon Ducdeman Esoplugin.

Exes Ferma $latdenian glark Hean Hewm

Jejigmun Kidmys Lanmx Lungs Lymph Nade, Mandibular

Lymphs Newhe, Mesenistic Murmrnory Gland Mowe and Nasal Tirbirles Cptic Nerves Canics

Oviduels Tancisas Parattyrodd Glands Peripheral nerve (seiatic) Pever's Palches

Plaryny Pitnitary Gland Reetum Safivaty Ghund Sutligal Salivary gland. Subnarsdibulay
0
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Page 526

PSL Study Number 43166

1ISRL

RatSprague-Dawley
Animab#: Z01S

Fadhvidun] Groes and Microscopic Observatioms Printed: 07/24-2017 05:52:87 AM
Study: 1366

Prstitma® Vitsion 6.1 0 Bl 6. HSR1L9)
StudyThte: SOY LEGHEMOGLOBIN PREPARNTION: A 38 DAY DIETARY STUDY [N RATS
Test Artlcle: Soy Leghemoglodin Praparution

28 Duy!Dietary
Group: | Day (f Demth:  Dosing Pluse, Day 30
Sex: F Death Status:  Tenmmal sacrifice
Tivsue Giross QbservalionvComments Statay Microscophc ObaervationVComments
Contloucd from previous page ...
The followaty tissnes are within noesmal limits both grossly and mucroscopically:
Seletal dlusele kin Spiml Cord, Cervical Spinal Cord, Lumbar Spinal Cord. Muliboeacic
Spleen Sretruan Stenuch Tharerd Gland Traches
Urirsiry Bladkker Ulers
7t
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Page 527
PSL Study Number 43166

1SRL

Rat:8prague-Dawley

Study: 43100

Individual Groys und Microssapk Dbservations

Printed. 07:2.0°2017 08:32: %7 AM
Pristinn®: Version 6.3 0 Binld S0 HSRLM

StudyTitle: SCY LEGHEMOGLOBIN PREPARNTION: A 28- DAY DIETARY §TUDY [N RATS

Tert Arvick: Soy Leghemoglobin Prepantion

28 [oyDictary

Adlmat ¥ 706 Grauge 1 Day OF Death;  Doeug Flase, Doy 30
Sex: Death Stwi  Teromml sacnifice
Tlwue Gross GbservationsComments Microwopic ObservationyComments
Hardenan glunds NoGioss Dbscrvaton Infiltmtion, mononselear cell, aunimal, focal
Ridnoys No Greva Olservations Basephilia, ulsdes, mininl, fival
Laver NoGrosz Dbunations Infilirstivn, mixed cell, mininl, ol
Thynmis WoGtass Ohservations Ircreased fnumbees, inacrephages. tngible Tody, minimal,
feval
Vogina NoGross Obuivations Meresinus, peesent

The following pratocel-specificd requned tissues were nol exannned mictoscopseally:

Thete are no such ticaues

The following tissucs are within notirea! lnsts both gaomsly and nicroscopscally

Adrenal plands

Cecumn

Eyes

Larynx

Nose ad Nuasal Tiatwrmtes
Parathyroid Glands

Rechum

Aptta

Cervix
Femue
Lungs

Oplie Nerves

Peraphieral nerve ixiatic)

Salivary Glunel Panstid

Bone numow. Fennur
Colon

Heant

Lytrph Node, Mandibxdan
Ovanss

Peyer's Patches

Sabivagy Gland, Subdingusl

Bone Maow, Stenian
Ducdernan

lleum

Lyt Node, Mesenteris
Ovidets

Fhapms

SRalivary plaxd,
Sutapandibudar

Bramn

Esoptugis
Jepaumn
Mamnzry Glarxl
Pancrec
Panaary Gloxxl

Skeletal Minsle

T2
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Page 528
PSL Study Number 43166

HSRL

Rat-Sprague-Cawley
Anlmal #: 7016

A Giross and Mi pic Ob: i Printgd: 072472017 08:52:87 AM

Siudys 43166 Pristima® Version o.1.0 Build 8o HSRL01
StudyTlfe: SOY LEGHEMOGLGHEIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Test Artich: Soy Leglemoglobin Prepantion
Group: 1 Day OFf Death:  Dhsug Plaae, Day 3
Sex: F

Death Status:  Tentoal ssenifice

Thawee

Gross ObwrvalienvCommeats Status Microscopic OlnervationvComments

“The fillowing liswes are within nerzmol Iomits both prossly and smeroscopreally.

Skin

Sternum

Utenins

Cantinued from previous page ..
Spinal Coed, Cervical Spinal Coed, Lagnbar Spmat Cord, Midihoracic Spleen

Sonwch Thyreid Gland Trachea Utinaty Bladdet

3
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_ Page 529
PSL Study Number 43166

Indbidual Girovs and Mlcrevcaple Observations

Primted 07212017 0% 357 AM

HSRL Stody: 12150 Pastima® Version 6.10 Build 86 HSRLO0!
SsudyTille: SOV LEGHEMOGLOBIN PREPARATION: A 28 DAY DIETARY $TUDY TN RATS
Rat:Sprognte-Dawley Festantick: Soy Leptemoglolis Prepasustics 28 Dy Ditary
Aulmat #7017 Group; 1 Nay (F Daath:  Dening Plase, Day 30
Sen F Death Statua:  Temuml sserifiee

Thaue Gross ObaervationyCommetiis Siain Micrascopic ObservatlonyComments
Heart Wariress Ubsarvations Infiltranion, motictux]car ccll, tinimal, fecal
Liver NoJress Olsenabon Iiitszation pmxed cell. unnined, s focad
Pinatary Mo Gress Obsenvation Cystis), purs distalis. menisl, i fecd
Ulenin Flwd Glled, Xoted Cotrelated Vagiik, Estrus, presciz

Flaed [illad, Noled Correlaled [nlnsion, mld
Vo Noioss Obutvatons Estriss, presenl

The following protocotsspecifled requinsd tissues were nol exammed mictoscopmeally:

There are nosuch lissages

"The Todlowing Fisstas e within negted lingts Loth groswty and nicroscopieally

Adrenal glands
Cacum

Eves

Kidneys
Masmmngry Gland
Pancreas

Rectum

Aotla
‘i
Fetina
Lannx
Mo and Nawal Purbyputes
Parathyravd Glanils

Salivary Gland, Pasetid

fone mamow, Famr
Lalon

Harderian glareby

Lings

Ophic Nerves

Periphicral nerve (sctalic)

Salivary Glund, Subdinguel

Bewe Mamow Stemum
Duoddiesn

lzum

Lynph Node, Mandibular
{Ranes

Peyer's Patches

Salivary phud,
Subinandsbular

Brn

Esophagis

Jequan

Lyimph Nedde, Mesentons
Ovidhels

Plunmx

Skeletal Mircle

74
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Page 530

PSL Study Number 43166

Inhvkiual Grow and Mlcroscapk Obiervations Prnked 07213017 0852587 AM
HERL Study; 43366 Pristinu® Vetsion 6.4.0 Build Bo.HSRLOI
StudyTlile: $OY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
RatSprogue-Dawley

TeatArtick: Soy Laghemonlotin Prepantion
Animul#: TOIT

28 Day/ Dty
Grouge: 1 Day Of Drath:  Deoing Plhase, Day 30
Sex: F Death Statuy:  Temubral sserifice
Tlhwaue Grow Olscrvailons ommamis Htalas Micrmgopic Obgrvaliony(Cemments
Conllaued fram previous poge ...

The following tissies are within netrml fimits both grasly and nrsros opicatly:

Skin Spinaf Cord, Cervical Spimal Copd, Lugmbag Spinal Cord, Mutkhoracic Spleen

Sterints Stortuh Tivamnes Thyreed Gland Trachea

Urirairy Blacder

5
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Page 531
PSL Study Number 43166

Tadhidual Geoss and Mlcrowcople Obsen atioas Printed: 03720°2017 08: 5257 AM
HSRL Study: 30 Pristima® Verston 6 1.0 Puild 86 HSRLOY
Stady¥Title: SOV LEGHEMOGLORIN PREPARATION: A 38 DAY DIETARY STUDY IN RATS
Rt SprgueDawley Tewl Articke: Soy Leglenmeplobin Prepamtion 28 Day: Diclary
Animala: 7018 Groap: 1 Day Of Death:  Diening Phase, Duy 30
Sex: F Death States:  Termmuml sacntica

Thwue Grows Observatlony/Commamts Statas Misroxcople OlnervationvCommenly
Eye No Gross Obsenvations Reselles, retim. nunimal, focal
Wardenan glands No Gies Olsenahom Infiliration, mononncear cell, noninat, focal
Heant NoGross Dlienvatons tfilimtion, mororslear ccll, ntnimad, foecal
Laver No Gross Observaborns Infiltration, mixed cell, nuinind, b focal
Pitustary Gland No Uiroas Olservations Cyst{s), ur dhatalis, nuninwl, mutikecal
Utens Fliad tiled, Neted Cotrefated Vegune Estnb, present

Fluid fifed, Neted Coeepelated Dhlation, mild
agin No Groas Obsenations Eatnus, presan

The fellewing pretocel-specilicd requred tissues weze nol eximmned mictescopreally:
Thete ate 1o such lssties

The fodlowing tixsues are withu nermal limits both grossly and microscopeally:

Adtenal glonds Aofln Bone inarrow, Fernus Befre Mastow, Stesmum Dram
Cacurn Cervin Colon Pruecke pum Exoploigus
Fenr llewn Jejumm Kidieys Lurss
Lungs Lyruph Nods, Mandibalar Lytuph Neds, Mesenterie Magurzy Gland Nowe and Nasal Twbitates
Ophic Nerves Ovanies Oviibicts Paneeas Barathyrond Glamk
b
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Page 532

PSL Study Number 43166

Tndb-iiual Gross und Microdcopic Obveryntions Panted 07 2072017 08:52:57 AM
HSRL Slody; 43108 Pristn® Verston 6,10 Build 86, HSRLOT
StudyTle: SOY LEGHEMOGLOMN PREPARATION: A 28:DAY [NETARY STUDY IN RATS
RatSprague-Dawley Test Artlck: Soy Legheoglonn Prepantion 28 Day Thetary
Animal #7018 Group: 1 Day Of Deatl;  Desig Phase, Day 30
Sex: F Peath Stalms; Yol sacrifice
“Tlssue Grow ObscrvationwCommenta Hlatuy Micrescaple ObservallanvCommenty

Conlloocd from previows page ...

The fellowing Hissucs arg within metntt Innits both grossly and imiceascopically,

Periphieral merve {sciatich Peyer's Patches Phanmy Rectuen Salivary Gland, Paretid
Salivary Ghand Sublingual Salivary gland, Subnandibular  Skelelal Mussls Skin Spinat Cord, Cenvival
Cond, Luwmlsat Srnad Cord, Midihorgic Spleen Stermen Stemuch
Thytitrs Flaaoid Gland Trachea Unnary Madder
v
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Page 533
PSL Study Number 43166

Tadhidual Giroo and Mlcroscapic Obsery ntions Primted 07202017 0R: 5257 AM
HERL Stady: 43166 Prstimad Vetsion 6.4 0 Build 8o HSR LA
StudyTlte: SOV LEGHEMOGLOBEN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Rut Sprague.-Dawley Tet Arilehe: Soy Leghemoglobin Prepantion 28 Day/Diztury
Animole:  TD)9 Group: 1 Py Of Death;  Piming Plose, Day 20
Sex; F Deatl Status:  Tormmmal saerifice
Tissue Gross OlservatlonyCommenis SNiatus Micrascoplc Olnervatlony'Corimenty
Laver Wo Gross Observalions Insiisnstion. msed eell. minimed, i feocol
Vi No Gross Olnervations Melestrus, present

The Tellowing protocol-specified requited tissties were not eXatiniied #Scroscopediy,

Fhere are no such vatcs

Th foflowing tissues are within notnrd Limits both grossty and nueroseopieally.

Adrenal gliands

Cecumn

Eyes

Jejurnan

Lymiph Node, Mesentenc
Oviccls

Phanms

Salwvary plansd. Subonmdsbutar
Spinul Cond, Midthoracic

Thyrowd Glund

Aonta

Cevix

Feane

Kidneys
Manunary Gland
Panmicas
Pitwtary Gland
Shighelal Musele
Spleat

Truchea

Bone mamow, Famur
Colen

Harderian glands

lanmx

e and Nasal Frzbinakes
Parathyreed Glals
Rectam

Kun

Bermm

Urirany Badder

feae Martow Stormuss
Ducderam

Heart

Lurgs

Lphic Nerves

Periphersl rerve (waaled
Salrvary Gland, Paratid
Spyal Cord. Cenacal
Stonach

Ulerus

Bramn

Exophagts

Thaum

Eamrph Medle, Mandibular
Ovaries

Peyers Patches

Salwary Glang, Sublinginl
Spenal Cond. Lumbsar

Thyms

74
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Page 534

PSL Study Number 43166

11SRL

Rat-Sprgue-Dawley

SandyTlae: SOV LEGHEMOGLORBIN

Endivkiual Grows and Micrascopic Observations.

Sty 43166

Prinled” 072472017 08 32:57 AN
PristimaX Version 6,16 Build K6 HSRLO!

REPARATION: A 28-DAY DIETARY STUDY IN RATS
Tel Arikede: Soy Leghencglobin Preparstios

28 DoviDretary

Animal 4: 7020 Group: t Day OF Peath:  Dsing Phase, Day 30
Rex: F Death Status: Tl senlice
Tiwur Gross ObservatlonvComments Htatas Micros¢opic OlaervailonnCommaniy
lean No Gross Observations Infiltrahon, moneaucleaz cell. minimal, local
Kitkreys o Giens Olnenvagors Baxophilia, lubodes, enisinal, focad
Mamumary Gland No Grons Observations Dilation, chast(s), mild, focal, factiferons dust
Litenss Flud filled, Noted Ceereluted Dilation, moderate
Flud filled, Nored Ceerefated Vagirn, Estrs, present
ogina NoGross Dbsenatons Eatrs, presenl
The fedlowing protecol-specificd requined tissues were not examined microscopeally:
Thete ate nosuchtissues
The fllowing rissues are within notned Bunis both grossly and soctoscoproatly
Adrenat glands Agtia Hone marrew, Fanur Derse Mareow, Stemum Dsain
Ceenm Cervix Colon Duodeiman Esoptups
Eyes Femno Harderian ghands Hzim Jejaman
Lanymx Livgr Lungs Lymph Node, Mandibular Lymph Nodz. Mesenteric
Nose and Nasad Tuartinotes Optic Nerves vonies Ovidhets Panereas
Parathiyredd Glands Peripheral merve (<iakc) Peyer's Palches Pharynx Piruilary Ghand
Rectithy Salivary Gland, Parotid Salivary Gland. Sublimgual Salivury glund, Skeletad Miscle

Submandebigar

L]
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Page 535
PSL Study Number 43166

Indfvidual Gross and Microwcapke Obsersations Prirged 07247207 08 5257 AM

Stady: 1356 Priskima® Vewsion 6.4 0 Ruild 8. HSR LG
StudyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Tewtarticke: Sov Leghemogiobin Prepantion

1I$RL

Rat Spragiss-Dawley

28 Day:Diztary
Anlmal ¥ 7020

Group: 1 Day Of Death:  Desing Plisse, Day 36
Sem F o Death Stalow:  Termamd sscnfice
Tiwue

Grows Observalion»/Commcats Ntaluy Migroscopic Obacrvationwomin etity

Cantinwued from previons page ...
The (odlowing Hasuex are within soemmal limits both gromly and thucroseopecally:

in

Sl Cord, Cervical Spimal Coed, Lignbar Spual Cord, Midiberacic Sptecit
S foimch Thymmzs Thyreid Gland Trachea
Urinary Bladdar
30
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Page 536
PSL Study Number 43166

Indhidual Gress and Microscopic Observationy

Pringed: 97:24208 7 0F:
HshL Ktady: 13166 Pristime® Version 6.40 Build 6. HSR1,01
StudyTile: DY LEGHEMOGLOBIN PREPARATION: A 28-I3AY DIETARY STUDY IN RATS
RaliSprague-Dawley Test Article: Suy Loghrmoglobin Prepasation 28 Doy Dietasy
Anlmal #7031 Group: 2 Day Of Demih:  Desing Bhase, Pay 30
Sex; F Death Stotos:  Temind sxrifice

Thaue Girass Ubservationy'Cotsmetits Status Microscople GbservationvComments
Mg No Gross Dbsyrvations Diestruy, pessent
The fllowing prutecol-speaifled ceiquined s were ol examined ndemscoptealiy.

These are ne such tiaaes
The following tissues are within normad lipnts b gressly and micreomsally:

Cervin Onvatics vidhicts Urers

&t
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Page 537
PSL Study Number 43166

Fadiviluad Gross and Akcroscapk Observations Printtadl: 07202017 05:3.1 38 AM

SR Stady: 1300 Pristine K Vepsdon 6.1 0 Build B6 HSR1O|
StudyTide: SOY LEGHEMOGLOBEN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
RalSpeague-Dawley Tt Artlcke: Soy Leghenmoglobin Prepanition 28 Duy!Diztary
Anlmul#: 7032 Growp: 2 Pay Of Demik:  Desing Plase, Py 30
Sex: § Deatl Stafns:  Tepimed sacrifiee

Thaue Grow ObservatfonyCommenls Stalus ATH pic Obrcrvationy
Yging

No Gress Dbseivations Estrizs, present

The fidlovang pritocol-specificd resuired Bxsues wete nol exasmined microscopically:

There are no such liswes

Thw fodfowing rissues are within nernal limits both grosaly and mecroscopicalty:

Cervix

Ovaties” Ovihicls Litenis

az
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Page 538
PSL Study Number 43166

Todividual Gros and Micraicopic Cbrervations Printed. 07207201 7 OB 5538 AML

HSRL Stmty: 43168 Pristinu X Versior: 610 Build Ra HSRIH
SwdyTlhie: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rt SprigueDawley Test Artlch: Soy Leghemoglobin Preparation 28 By Ihclary
Anlmal #: 7533 Group: 2 Day OFf Deatb;  [esirg Phase, Day 30
Sex: F Death Statoy; — Tormmuml sacrifice

Tlwue Grow OhservalionsyCommaniy Statuy Microveaplc Obvenaliony/Caommonts
\uging NoGias Obsetvations

Metestus, present

The lciowing putocol-specefiod requured ssstes Wete pot exutined sictosveproally,

There ane no such Esdies

The follawing s ate wathin noeneo! tissts both grossly and micrescopicaliy:

Catvix

{nanes Ovidacis Lirema
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Page 539
PSL Study Number 43166

Indivkiual Grovs and Microscapk Obwersotions

Prnted: 07:24:201 7 083438 AN

HSRL Study: Hiloc Pristima® Version 6.3.0 Huald 86, HSRLOY
StudyTile: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY 1N RATS
Rat Sprague-Drwley Teu Article: Sov Leghemogiobin Prepatation 28 Day:Dietary
Animal®: 70X Groap: 2 Tray Of Deatt;  Ixwing Pluse, Day 30
e F Death Suawas;  Fonmml sacrifice:
Tinee Groas Observalionsy'Camments Szt Microscople OlaervatlonnCommeniy
Vaping Tissue Conmmantindy cenvix and seunt vagina present
NoGioss Clrtnutions

Mutestnis, presenl

The fllowarg protecel specfied requined tssies were not exanmnsred mecroscopcatly:
There are ne sl tisses

The fllowing lssues are withi noesad badts both grosly and nocroscopeally:

Cervix Uvanies Oviducts Uterus

611


http:lmld8~.l!SR!.01

Page 540
PSL Study Number 43166

Iadividual Gens and Micrescople Obyeryntions

Srudy: 13106
SeudyTide: SOY LEGHEMOGLORBIN PREPARATION: A 28.DAY I
Tore Article: Sov Legheinoglobin Prepantion

HSRL

Rat Sprague-Dawley
Animal#: 7035

Printed 07:24/201 7 08:5-0.38 AM
Prisbao® Version 6,10 Build 86, HSRLOY
ARY STUDY IN RATS

28 [y Dietany

Gmup: 2 Py Of Deagh;  [xmitgt Phase, Day 30

. Sexi Bealli $talns:  Temomal saerifice
Thwue CGirom GhservalionsyCemmteilly Slate Mi ple Otnervation
Vagina No Greos Observativns hlstestnes, presenl
Tix following profogat-speaiticd teiphited oo were o exainined nieroscepeally:

Thars are o sxh lissues
The following rissues are witin porzmd fimits both gressty and microwopseally:

Cervix Ovanes Ovtibiets Ulenus

[
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Page 541
PSL Study Number 43166

Individuad Gros and Micraseepic Obserations Printed: 072472017 085438 AM
1SRL Slody: 43166 Pristima?: Version 6 10 Brald B, HSRIL$
Study Title: SOV LEGHEMOULOIMN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rait: Spraguc- Dawley Tew Artlck: Soy Leghemenlobin Prepanution 18 Duy:liztary

Anlmal #: 703 Graup: 2 Tray Of Deatb:  Thwing Phose, Day 30

Sexi ¥ Death Status:  Tenmumal sacrilice
Tlsue Gross ObservalionsCosmmetily Halus Microscaple Olnervntlons/C oraments
Vigina

Tissue Conmmen): Vagiza presenl for evalualion
o Gfons Dbsenvations Matesinus, present

The following protecel-specified rocquired fssues were nol eximined iavrascapreatly
Thet are i such liasies

The fodlowing ssies are within netmsal Bnits bosh grosdy amild neerowopically
Cevix Oraries

Urerus
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Page 542

PSL Study Number 43166

Individunl Gross end Microscepic Observatlons Printed 07:2.1°20E7 OR: 5138 AMNL

HSRL Study: 13100 PrishmaX Version 0.4 0 Build ke.HSRLGI
StudyThle: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
RatSpraguesDawley Test Actlcke: Sov Leghenioglobin Preparation 28 Poyilietary
Anlmat#: 7037 Group; 2 Dy OF Death:  Desing Phase, Day 30
$en: F Death $1atay: — Temmuml saenitice

Thaur Crows ObservationyComments Staldy Microstople ObrervallonsComments
Yaging

Tissue Congment Ondy corvis nnd seant vagina present
NaGioes Dvenations MetesIng, potan

The fellowing protocol-speeificd requined tissies were nol examined mistoscopcilly.

There wre nosuch ivates

The frdlowing tissues are within nemual hmils both grosshy and microwcopically

Cervix

Ovanes Ovidhscls Ukerus

a7
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Page 543
PSL Study Number 43166

Indb-Weal Giron ped Micromcopk Observaiiony Frinled: 07242037 08: 5438 AM

HSRL Stacdy: 43166 Pristima® Version 6.4 6 Duild B6.HERLO)
Sty Tinle SOY LEGHEMOGLORBEN PREPARATION: A 28-DAY DIETARY STUBY IN RATS
RatSprame.Cawley TestArtkeke: Soy Leghemoglolin Preparstion 28 Dy Dhelary
Anlmal#: 7038 Cirouge: 2 Day Of Death:  Dhoing Plase, Day 30
Sex: F Death Staims:  Tembiul sacrilice
Thsoe Gross ObservationwCommenls Stafus Mlerowapic ObcrvatlonyCommmin
Vgt Tisane CommelOndy cenvix and scant vapins presant.
No Gross Obeyrvations Melesiius, peesent

Thee Tollowing protocel-specificd requrited tissies were et exunined micioscopically:
Theze are noanch tisties

‘The followirg lixsues sre withinneml lindls both gy and smeroscopzeally:
Cervix Ovares viducts Liens
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Page 544
PSL Study Number 43166

Individual Gross and Micrescogh Observaltions P §7:2°201 7 0R: 5438 AM
1isRL Hudy: 43166 IMristines®: Version 6..1.0 Build 86 HSRLOY
StudyTlde; SOY L TEMOGLOBEN PREPARATION: A 28-DAY DIEVARY STUDY IN RATS
Rat-Spragnse-Dawley Teut Articles Soy Leghameglobin Peepasition 28 Day Dictary

Anlmal #; 7039 Groug: 2 Thay Of Death:  Dosirgz Plase, Day 30

Sex: F Death Status:  Termiml sacnifiee
Tlsuc Gross ObservatlonvComments Stalas Mi¢ roxcapic Olnervatlon W ommenty
\agina WoGtoss {Observations Melestrus, present

The fdlowing protocalespecificd raquired osnc were st exaniised nacrosgopreally,
There are 10 5UCh lissdics

The feltowing tissues are widnanosmal himils both groessly and microscopically:
Cetviz Ovanes hiducts Literus

83
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Page 5435
PSL Study Number 43166

Iadhiduak Grows nnd Microscopk Observatiany Printed. 0712

2017 $ AN

HERE Seudy: 43106 Pristima & Verdon 0,50 Suild 6 HSRLD)
ScedyTlke: SOV LEGHEMOGGLORIN PREPARATTON: A 28-DAY DIETARY STUDY IN RATS
RabSpragus-Dawley Test Artiche: Soy Leghemeglolin Preparition 18 Day:Diclary
Anlmal #7040 Group: 2 Day Of Deaths  [loarg Pline, Day 30
Sex: F Treath Seatus;  Termnal ssenice

Thwue Gron CdservatlonsiComments Slatus Mizroscopic OtaervallonyComments
Nagina

Tissus Commpent.Cily cemvix amd scamt vagina presenl.

Noties Obsenaions Mletestms, prescul

The fotlowing protocelspecified required tissbes Were td cxntiined scroscojncally:
Thets are no such Bauss

“The foltowing fissizes ate Within nommal limits both grossly and idezescopieatly:
Cenvix {vares Cridheats Ulerus
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Page 546

PSL Study Number 43166

Individual Gross and Micreacopls Obwrvitioas

017 085550 AM

HSRL Stady: 413166 Pristirma® Yersion 6,40 Build 86 HSRLDI
StudyThle: SOY LEGREMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY [N RATS
RatSprague-Dawley Terk Artbcke: Soy Lephemoglodin Preparution 28 Day!Dislary
Anfmal 4 TOST Group: 3 Day Of Deoth:  Testigg PMhasz, Day 29
Sex: M Death Statns;  Tenunal serifice
Tiwue Crows ObservatlonWCommentsy Stagus Microscopic Olacrvatlony/Comments
Drain

Tissue ComnmntAnifucur dimage 1o cofes extending into
ventricle,
Depressed Atea, focal, ot lelt henisphure Coerelated Agzifiser, present
iConments posable prosection danage

The fdlowing pretosel-speafied requned tissucs were not exarminedd mmstoscopically:

There are 10 such Baies

The Fetlowing tissues ane within noetnod limils both grossly and micrescopieally.

There i no such Bssues

N
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Page 547
PSL Study Number 43166

FISRL
StudyTile: SOY LEG!

Rat-Spmgue.Dawley
Animal #: 7051

Individaal Grow and Microcopic Ghiervations
Ktudy; 13166
EMOGLORIN PREPARATION

35-DAY DIETARY STUDY IN RATS
Tew Article: Soy Leghenxglobin Prepartion

Prinkedd 072172017 08: 5550 AN
Pristimu® Version 6. 0 Huitd B6 HSRI.0

28 Dy Dictary
Gragp: ) Day OF Death:  Dening Phuse, Duy 30
Sen: F Death Stasuy:  Temuml sacrifice
Thvwue Groas OhervationvComments Stxlus Micrascopic Olnscrvollons’Camments
Vagina Woliress ODbsenanons Digstros, present
The following protocol-spect fed required s were nol exarmnel ngezescopically,
Thene are norsuch lissss,
The following tissues are Wathin nesenal liswits bath geossly snd micrecopseally
Carvix Ovanes Ovithiets Uterns
92
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Page 548
PSL Study Number 43166

Indivklual Grows and Microscopic Observations Printed 077212017 983550 AM

Study: 43160 Prisima® Version 6.5.0 Build¥6 HERL0I
StadyTitle: SOV LEGHEMOGLOBIN PREPARATION: A 28 DAY DIETARY STUDY [N RATS

TotArtieke: Sov Leglenmoglobin Prepamtion

FISRL.

RutSprigue-Cawley
AnlmaiW: 7052

28 Duy!Dhetasy
Groap: ) Bay Of Deuth:  Desing Plase, Day 30
Sex; ¥ Death Statas:  Terminal sacrifice
Thwsue Girov ObservationWCommishiy Seatus Microscople Dbnervallohy'Commenits
Vagina Frssuie Conmail:Only conviX nnd scant vaging presant.
NaGross Dbsenvations Prosstne, present
The followisy protecol-specilicd seuuined tstss were not examinel mcrosopseul by,
Thete afe no sl fisdics
‘The follmwing tissues are within norl Brivits both grosely and ndczoscomedly:
Cenvix Cvanies Oviducts Ltenus
93
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Page 546
PSL Study Number 43166

Tadividusd Gross and Micrescopk Observatiany Pranted” 0721201798 2550 AM

HSRL Study: 43166 Pristime & Version 689 Build So. HSR1LOI
StwdyTile: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY §TUDY IN RATS
RatSprague-Dawley Test Artick; Soy L eghemeglobin Prepanttion 28 Daviistary
Anlmal ¥: 7053 Group: 3 Ty Of Death:  Doearyg Flaoe, Thay 30
Sex: F Death Sexius:  Tertroial socnifies
Tlwur Gross Obacrvaliony/Commen v Sty Micrescaplc Olnervatlonvt ommenty
Uterus Fluid filled Newed Coerelated fhlation, todete
Flagd filled, Noted Coepelated Vagina, Eslan, present
Vagina No Grona Otnervatos Estaus, present

The foilowing protecol-apecified zeipired Hasins werd Bt examined scrosconicily.

Thene are ho such lisdics

T following tissues are within sormud Timits bath gressly ol inetoseopreally:

ey

Owarizs Ovindels
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Page 550

PSL Study Number 43166

thdivklual Grms ond Microveeplks Obcrvations

Printed: 0720172017 08:55:50 AM
1{SRL Study: 43106 Prishna® Versio 6.10 Build 86 HSRLE
Sty Tite: 50¥ LEGHEMOGLORBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rut:Spragtte-Dawley Teal Arikcle: Sov Eephemoglobin Preparation 28 Dayiastary

Anlenl #: 051 Grup: 3 Day Of Denth:  Dewing Pleve, Day 30
Sexi F Death Statay:  Temiml sacrifice:
Tivur Grosy ObservationyCommenty Status Microseople ObservalisnvCommenis
Vagina NoGress Observitions Dhestrus, present
The letlowing protecel-spevified required ssrs were (0l exauinad sderoscopically:
Thene ate o such fisuues
The fodlowiig tissties are widor noemal limils both grossly and microssopeally
Cervix Ovaries Dvidiels Uterns
95
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Page 551
PSL Study Number 43166

fadhidpat CGroas and Microseepl Cbyervations Ponted 07:2.1/2017 085550 AM
HSRL Stody: 13166 Prishira ® Verston 6,16 Build 86.HSRLGI
SwEyThe SOY LEGHEMOUGLOBIN PREPARATION: A 2B-DAY DIETARY STUDY [N RATS
RavSprague.Bawley Teit Article: Soy Leghemoglobin Preparution 28 Dy Dietary
Aalmat#: 7055 Group: 3 Tay OF Beath:  Denitg Plisae, Day 30
Sex: F Death Statws: | Temwul soentice

Thsur Grass ObservationwCommeniy Status M plc OlncrvationyC
Splecny Within Nermal Linus

tretuge, Noted wor Comeluked
Vagitta Tissie Corunent:Orly cervix and scant vigasta presenl.

N Gross Obsenvations Extous, prosent

The fislowing profcol-peified tequined lisues were not examned microscopically

There ase noswch lisatie

The fotfowing tsaues see within neenal linits both geossty asul niiescopreally,

Cervix

vanes Criducts Lters
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Page 552

PSL Study Number 43166

HSRL

RatSprague. Duwley
Animal #: 7056

Tndivikkual Gress and Microscopk Observalisns Prnled: 072941017 08:55:30 AM

Slody: 4366

StudyTile: SOV LEGHEMOGLOBEN PREPARATION: A 28-DAY DIETARY STUBY IN RATS
Test Articke: Soy Lughenmoglolin Prepanition

Pristima® Version 5.1.0 Buitd ¥o HSRLOY

28 Day Dictary

Group: 3 Day Of Denth:  Dioisg Plose, Day 30
Sex: F Death Status:  Tertwmual sacnalice
Tiwue Gross Observaliony/Commen iy Safus Microscoplc CnervallenyComments
ity Tussue Contenent Oy cervix and scant vaging present.
Nadiess Ubwervations Eestrus, prasent

The foltewing pretecol-specified rapited Basues weze 130l exunined ieroscopicatly:

There ate nosuch bixases
The following lissue are within netnul lingts both groasty and mdcroscopreally

Cevin Ovanies Ovidircx Uberus

ar
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Page 553
PSL Study Number 43166

Endlividual Girovs and Microvcophc Observalions Prnted 47242017 08:55: 50 AM

HSRL Stwmdy: 43106 Prislitno® Verston ¢.10 Build 86 HSRLO)
StadyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 22 DAY DIETARY STUDY 1N RATS
Rat-Spmgue-Dawley Teut Article: Soy Leghensoglobin Prepatalion
Animud N TOST Group: 3 Pay Of Demth:  Dewing Flase, Doy 30
Sex: Death Status:  Temaml sacrifice:

Tlwe Grows ObservationvComments Status Micrescople Observallonwiiomments
Vagina o Gross Olservabons Mutestrus, present

Tie fllowing petecol-spesified requited Ussogs weze ol examirsed necroscopreally
Thiese are s such asties

The fllowing tissus are wathin nosmal Iumils both gresshy and microscopmieally:
Cervix Cvangs vidhicts Utens
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Page 554
PSL Study Number 43166

ndhvidual Gross and Micrescapsc Observalions Prnted 07202017 08:33:30 AM
HSRL Stady: 1366 Pristmma & Viasion 6.5 0 Build 86 HSRLOL
StuedyTlibe: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Rat/Speugue-Dawley

Tear Articke: Sov Leghemogiobin Prepanalion
Animpl#: 7058

28 Day/Distary
Graup:d fhay Of Death:  Dosing Phase, Day 30
Sex: F Death Statos: Ternmiml sacrifice
Tlwite Gross Observations/Comments

Slagoy M

ple ObservalfonvC

Magina

NoGress Observations Metestas, present

The following protocol-spenificd requirer Basues were il exaniined microscopically:
There are noxuch tisaes

The following tissocs are wathin nornul Jimits both grossly and nieroscopically-
Cenvix Cranes Oviducls Grens

626



Page 555
PSL Study Number 43166

BSRL

Ruv SprsgueDawley
Animal #: 7052

Jadivklual Gross and Mlcrovcapic Obsenvatiom Prmed 0724201 T 0B 55.50 AN

Stugys 43166 Pristima® Version 6.3 0 Build 8a HSR1.01
Stedy Tl SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Tt Article: Soy Laglemeglobin Preparation

28 Duy Distiry

Groug: 3 Dy Of Death:  Phesinge Pluse, Day 30
Sex: ¥ Bleath Stalov:  Tonnumal ssilice
Tlwue Gross ObservationyVCommamiy Siatus Microscapl ObservatlonvComments
Uit No Griss Dbscrvations Drlutive, suld
Yagma Noirws Dlservabon

Proesine, prosent

The following protocol-gredified geephired tixsies wete not exanined niictoscopicly:

Tt are no suh tisanes

The following bsaties ate within nernu] Yamits both grossty and miceoscopically;

Camix

Oviimes Dvidacts.
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Page 556

PSL Study Number 43166

Tndividual Grods and Micoancoplc Obretvations

Printed. 07202017 O8:

AM

28 DuyDietary

HERL Study: 13 oo Pristizza® Version 6.1.0 Build 86 HSRLO)
SiudyTille; S0Y LEGHEMOGLOBIN PREPARATION: A 78:DAY DIETARY STUDY [N RATS
Rat SpragueDuwley Test Articke: Soy Leghetneglodin Preparstios
Animaba: 7061 Croup: 4 Day Of Dealh;  Dawing Plase, Day 19
Sex: M Dealh Statwy;  Temanal saezifice
Tlvwue Gross ObscrvatinnwComments Status Microvcopic ObservatlonyCotnmendis
Liver NoGross Obsetvation InBlmtion, rexed cell. mininml, muki ot
Vacuolution, hepatocelirdar, NOS, nenimal, diffise
Thynms Na Geona Obsevatiom ltereased tmunbey, macropluges, ngable body, rammad,

The fidlowirg protocolepecified nipited tisoe were not exaunined imcroscopically,

Thezc are no such lissues.

The Eellowing tiasues ate within noend st both geossly afid tizerencopcatiy:

Adrenal glands

Ceeum

Eyes

Jejien

Lymph Nede, Mesatane
Parathyresd Glands
Prentate Gland

Feminad Vesicles

Spival Cord, Midihorscie

Throid Gland

Acrta

Colon

Fenny

Kadmys

Matury Gland
Penphernl nerve {scratic)
Rectum

Skeletal Musele

Spleen

Trechea

Bone marrow, Fermir
uedanan

Hatdherian glancs

Lanymy

Nowe and Basal Tishirles
Pever's Paiches

Salivary Ghnd, Parclid
San

Kierraum

Urinnry Rladder

dillime

Hone Marzow. Stenum
Epidecyndes

Hean

Lungs

Oplic Nerves

Phanmnx

Hadivary Gland, Subbingml
Spims! Cotd, Cervical

Stedtach

Brun

Estpluge

Henm

Lymupt Node, Mandiblar

Pangzeas

Minatory CGland
Salrvary gland, Submusndibelar
Spiml Cord. Lumba

Testes.

m
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Page 557
PSL Study Number 43166

Endévidual Grow and Microvcopic Obsenatlons

Prinded: 0724201 7 08:30:35 AM

1t5RL Studys 43166 Priima® Vession 6.3.0 Huild §6. HSRE0]
StudyTile: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DEETARY STUDY IN RATS
RavSprague-Dawley Tewt Articde: Soy Leghesagloin Preparation 8 Doy hetary
Anfma)a; 7062 Grougs 4 Pay Of Death:  Dianing Pliase, Day 29
Sex; M Death Stalas:  Temminal sacrifiee
Tlwac Gress Olaervaliony/Commenty Status Micrercopis Observationy ommenls
Liver Waidress Observolions Infiftraizernt, nexnd cell, mindrsal, suudiifocal
Thyinus No Gruss Observolions Tiercusedt renpber, macrophages, tingitle bechy, minind,

The Ellowing protecal-specifiod requized tiasiss ware nol examingd microscopisally:

These ane no sl fisses

The Followang lissties ane wathipsoenmt himits beth geossly und merescopuealiy:

Salrenial plands
Cecum
Eyes

Jejusiem

Aorta Bene nsarow, Fer
Colon Iyioderatm

Femuzr Hagderzan ghorcks
Kidneys Lannx

[ymph Nexk, Mesenteric
Paruttyrond Glands
Proutate Gland

Seminad Vesicles

Spinal Cord, Midthorcic

Thyrotd Gland

Mammary Gland Nose arxl Nasol Turbrinates

Peraphicral Aerve (sqalic) Peyer's Paiches
Reviumn Salivary Glarsl Parctid
Sheletal Muscle in

Spleen Sterman

Traches Urinuy Bladdet

diflizse

Reve Maren, Stermian
Epidicymadas

lcan

lLungs

Optic Netves

Phanynx

Salivary Gland, Sulfingmal
Epmal Cord, Carvieal

Slemach

Brum

Esoptagis

Heusm

Lynph Neods, Mandibular
Paneteas

Putary Gland

Sadivary glandl, Submandibalar
Spinat Conl, Lumbar

Testas

102
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Page 558
PSL Study Number 43166

Fnttivilual Gross and Microscopic Observatikony

Prnled G7:24°2017 08: 36036 AM
Prstimm®: Vetsion .40 Buld 86, BSRLOY

28 DayiBenary

1I$RL Studys 4366
SludyTite: $SOY LEGHEMOGLORIN PREPARATION: A 25-DAY DIETARY STUDY IN RATS
RatSpragueDawley Test Article: Sow Leghemeglobin Preparation
Anlmal#: 7063 Groop: 4 Day Of Death:  Deosisg Pluse, Day 3%
Sox: M Peath Status:  Termm! sscrifice

Tivue Grow ObscrvationyComments Saluy Micrewapic OlnervatlonyC ommenis

Larymx No Gross Obsenstion Iniilirstion, monenuc]eat cell, mitdnial, focal

Liver Ko Gross Observations Vaeulotion, Iepatocellidar, KOS, nanml, ihilixe
Istiltmtion, naxed cofl, randiinl, focal

Parartiyzoid <ilands No Gross Observations Within Neemal Limsts

The felfowing peotoeol-specified tecptied s Were not exfinned neezoscopically:
There ane i sixch issues

The lollowing tssins are within noseesd liwais both grossly and macroscopreally:

Adrenal plans Aorta Bone marmoew, Fenur
Cevurm Colon Duedenum

Eyes Femwr Harderian glineks
Jejtuses Kidneys lamgs.

Mamurgy CGland
Peripheral nesve (scialic)

Rectum

Skeletal Muncle

Newse and Nasal Terbimtes
Payer's Patches

Salivary Gland, Parotd

Skin

Optic Netves
Pharynx

Salivary Gland, Sublinpgual

Spiml Cord, Cervical

Crine of the pair is Alissing

Dette Murose, Stermian
Epididyntdes

Heart

1ymph Nede. Mandibidas
Pancreas

Pinzirary Gland

Sahvary gland,
Subirandibiag

Spinal Cord, Lumnbar

Brun

Exoptugis

1zum

Lyanph Nods, Mesentenic
Patathytot dilsnds
Prostare Grand

Senunad Vexicles

Spmaf Cord, Midthoracic
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Page 559

PSL Study Number 43166

Indivituat Grow and Microcopie Chsenatioas Pranted” L1217 05:50: 35 AN

Stady: J3E66 Pristime® Version 0.3 0 Huild 86 HSREQ)

SiudyTiike: SOY LEGHEMUGLOBIN PREPARATION, A 28-DAY DIETARY STUDY IN RATS
Test Article: Soy Leghenkglobin Preparution

Groop: 4 Bay OF Death: Doniigz Plee, Doy 2%

Sex: M

HERL

Rasti Sprague-Drawley

I8 Day:Dictary
Anlmal i T3

Death $1atus:  Termomal sacnfice

Tiswsue Groar Obacrvatlons’Comments Status Microseople ObserintionsCommenls

Contiaucd from previeus page ..
The folleaving tissies abe within nermul Bimits both grossly and imeroscopeally.

Splecn Sretrotm Stetnach Testas Thytnus
Thyrowd Gland Trachea Uninary Bladder
104
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Page 560
PSL Study Number 43166

Tndivldua] Gross and Microwcople Observatiens Prinled 077242017 08:50:36 AM

HSRL Stady: 13166 Pristima® Nersion 6.5.0 Huild 86 HERLAOY
Study Title: 50V LEGEEMOGLOBIN PREPARATION: A 28-DAY NIETARY STUDY IN RATS
Rat:Sprague-Dawley Tt Artiche: Soy Leghemeglobin Prepantion 18 DayDrelafy
Anlmal W 7064 Group: 4 Day Of Death:  Thosing Phase, Day 29
Sex: M . Death: Status:  Temuna sacrifice

Tivue Grom ObservationsComments, Staton M. plc Obnervationy/(
Esdidynsidas No Gress Chsenvations Db, evllidar, lumind, mirned, diffise
Eyes No Giress Clsenation Remeltes, zetina, matimul, focal
Kidneys No Gross Ghsenations Hasepliliz Tbules, imimal, foval
Eiver No Gross Chservations Infiltmtion, rexed ecll, mininl, multifoeal
Parithyroid Glands No<Gess Observations Ome of Ihe puir is Mixsing

WWithin Noomak Enmits

Testes Nodross Olservatons Atrephy, tubales, nonumal, focal
Nasuolatraty, Serteli cells, paninl, sty focal

Thynds No Gnos Obsetvation TIncreasce munker. meceophisges, ingble body, numnual,
dillise

The fetlowing protocol-specilied seqtiied tissiaes wees not exannned niicroscopiclly
‘There ate nosuch tisues

The following lissucs ane within nerzid lints both grossly and migroscopically:

Addrenial glands Aptta Bone mastow, Fanr Boene Martow, Stemuan Bean

Caeum Colen Puedenm Esoptugus Femut

Harderian ghands Heant Tsum ’ lenmum Laryns

Lungs Lytrph Node, Mandibular Lymph Node, Mesentene Mamnary Gland Nose and Nasal Tuttbiates
105
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Page 561
PSL Study Number 43166

Individual Gross and Micrevcapic Obwersationy Printed 072173017 08: 5030 AM
HERL Studys Aio6 PristimaZ \irsion 5,10 Build B8 HER)0Y
StudyTitle: SOV LEGHEMOGLOBIN PREPARATION: A 24-DAY DIETARY STUDY 1N RATS
Rat Spragise-Dawley Tost Artick: Sov Leghencglobin Prepaution 28 Duy Diatary
Animuld; 7ol Group: 4 Day Of Doalh:  Mwing Plase, Day 9
Sex: M Dealh Stalos: — Tenerl sacrifice -
Tinue Gross Glservalions/'Comments Silatuy Misroxoplc Obscrvattony(Commenly

Contlnurd from previows paps ..
The fallowing tisstes are within nornul lintts bath grossly and niereseopscally:

Optic Nerves Sneres Parathytoed Glarsds Pertilieral perve (sishs) Pever's Patches
Flanmnx Pittitary Glasnd Frostate Glamd Rechuty Salwary Sland, Paretid
Silivary Glasd, Subfingual Salivary pland, Submandibidar  Saninal Vesicles Skalztad Ml " skin
Spinal Cosd. Cervieal Spinal Cord, f.nbar Spinal Cord. Midiwracie Spleen Stennan
Stenach Thytetd GLand Trachea Unnary Bladder
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Page 562

PSL Study Number 43166

1SRL

Rut SpragrucDawley

lndkviual Grns and Microvcaphe Observations

Stady: 1166

Tesl Artlek: Soy Legheoglobin Prepanstion

Priatted: 07:2.1°201 7 08 50:36 AM

Pristina® Version 6110 Build 26, HSR LM
SiwdyThle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY 1M RATS
28 DayPhgtany

Anlmul #: 705 Group; 4 Day Of Death:  Dkwirg Plase, Day 29
Bex: M Death Stawes:  Termaml sacrifice
Tivue Gross Observallony/Comments Stalus Microscople Obyervallens'Comments
Liver Vo Geoss Observations Infiftraiten, nexed coll, minimal, multfocal
Thymus NoGrss Obsenvation Tixreased mimber, macreplmges, ungble bedy, nenined,

The following protecol-specilied requintd tisies were nol exumused micressopieally:

Then: are nospch asdies

T fediowing tisstes are wathin neromd limits both gressly and nseroscopcally:

Addtenal glamls

Caenm

Lyes

Jeptumam

Lymtph Nowe, SMusenterie
Parnilnreid Glands
Prosiule Gland

Serndml Vasicles

Spiral Cord, Msdthonric

Thyreéd Gland

Aorta Bone mamrow, Fenmr
Colen Duedleram

Fetne Hardettan glowk

Krdneys Lanyax

Musnnary Gland Noese and Nasal Turbinates

Peripheral nerve {seiatic)
Rectutn

Releta) Muscle

Spleen

"Traches

Peyer's Patches
Salivary Glarel, Parctsd
in

Stermen

Urirary Blsdkder

thilize

Rorre Marow, Slemen
Epididyimades

fleact

Langs

Optic Nerved

Phanyny

Fahvary Gland, subbingul
Spinal Coed, Cervial

Htommach

Bran

Esoptagns

ez

Lymph Nodz, Mandibular
Pancreas

Pitwtary Gland

Salivary pland, Subnunditular
Spinat Cord., |ombar

Tuostes

7
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Page 563
PSL Study Number 43166

HISRL

RutSpragrue-Dawley
Anlmab#: 7066

Fadividual Grovs and Microscopke Obenations. Prtled 03742017 083030 AM

Study: 43106

Pristiina® Yession 6.5 0 Build S0 HSRLO

S1edyTile: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Testarticke: Sov Leglenxglobin Preparution 28 Dy Detary

Group: 4

Day Of Death:  Drning Plase, Day 29

Sex: M feath Stalos:  Temmul sactifice

Tiwue Gros Observolieny/Comments Status Misroscopls Observaliony/Commenls

Epdidviides No Gréos Obsenations Debnis, celbular, laitiml, winnsl, diffuse, bloteal

Liver No Goss Obwenvanom Infilreation, mixed celt, nmissl, mgdnfocs)

Paratfyreid Glands No Grogs Olxenvation Ome of the par is Missing
Within Nonmal Limats

Testes No Gress Olsenvations Degzensed numibar, round sperimatids, imsimal, induifocal,
bilateral

Ty No Greos Olnenvation Iscreased munber, Inactophages, tirgdble body, naninl,

riultitocal
The followarg protecol-grecified seequined fissngs were not examimed macrorcameatly
Thete are no anch tissues
The following tisstes are wathin norsval Jimils both grossly and nrieroscopically:
Adltenal glands Adtin Bonz mamow, Femuy Bene Mamow Stemizn Brun
Ceenm Celen Podemim Esoptugin E;:;
Fanw Harderian glands Heart Tlsm Jepaumn
Ridmeys lanymx lamgs lymph Nede, Mandibudar Lymph Nede, Messnilens
Marnery CGlaml o arxl Nuwl Tuelimres Ophe Nerves Panetvas Panuthyroid Glands
Penpheral mervy: (sciatich Pever's Batches Pharyny Tty Gluwd Prostate Glanl
108

635


http:umuaryGlo.ml

Page 564
PSL Study Number 43166

Indhiduat Grots and Aflcroscapk Observations
HSAL Study: 43166

Printed 0722017 05 5030 AN
Pristima® Vetzion 6.40 Build 86.HSRLSL

StudyTlde: SOY LEGHEMOGLGHIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

28 Byt Dietary

Rat Sprague-Dawley TeslArticle: Soy Leghemegiobin Prepamtion

Animnl ¥ 7066 CGroup: 4 [y Of Death:  Devirgg Plase, Day 29
Sex: M Death Statos:  Termiml sserifice

Tlasue Graas Observatlony/Comments Stalay Microwaplc OtnervatlonyCammenis

The following lisstaes age within nieemsa] limits both grossly end mieroscopically

Canllnued from previows pags ...

Recrutn Salivary Gland, Taratid Sahivary Glal Sublingual Salivary gland, Seminal Vedcles
Submanikbtdar
Rkeletal Miscle Skin Spind Corel, Cervical Spinal Coed, Lumbar Spnal Cozil. Mitthoracic
Spleen Senim Srotruch Thyroid Gland Trachea
Lrinary Bladdet
109
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Page 565
PSL Study Number 43166

Tadividual Grots and Microscopc Observations

Study:

StudyTile: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
Tatariick: Sov Leghemegiobin Preparution

FISRL

Rab Spragus-Dawley

Pruged. 07242017 085036 AM

PrishnX® Yersion o 1.0 Build 8o HSR1.0|

28 Day'Dictary

Anjmal #: Group: 4 Pay Of Dealb:  Dening Plasz, Doy 29
Sex: A Bealh Suatos; — Tenmml sacrilice
Thsue Grovs ObservatfonyCommendy Statay Microscepls Observalleny' ommenis
Larymis NoGress Dbsenvations Infiltruspon, newtrophil, minitral, focal
Parstbyron] Glads Tissue Contirentl, Twa ptutivtoids avalable tor evaloaton
NoGiress Olnervtions

The Tollowing protocolsspectficd required tissues were nol exumined ticzescepeally:
“There are no such Kasies

"The following fstees are witlon nermal hnuts both grossly and mucrescopreally:

Adsenal glands Aorta Bone mamow, Fennue Lione Marros Stenian Brn

Ceztin Colon Duodarmim Epididymudes Esoptugis

Eyes Femur Barderian plawds Herl Lz

Jepiunan Krdnsys Laver Lags Lyniph Nede, Mandibular

Lymph Nede, Mesenteric
Parstlnyosd Glands
Prowtate Gland

il Vesieles

Spund Ceed, Midiboracie

Thanns

Atmmisry Gland
Peripheral nerve {sciatic)
Ractum

Sheletal Mimcle

Spleen

Thyrottd Glaned

ot and Nzl Turbinates
Peyer's Palches

Salivary Glarel Parctid
Hin

Kermen

Traches

Ogptic Nerves
Pharynx

Salivary Gland, Sutdingied
Spinal Core, Cervical
Stomach

Utinary Bladder

Panceeas

Pindtary Glund

Salivary gland. Submandibulas
Spinal Cord, Lambsy

Tesles

o
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Page 566

PSL Study Number 43166

HSRL

Rait' Spraguies Daveley
Anloiab #: 7068

lodh idual Geens and Mleroveapie Observations
Studys 13160

Printed: 07202017 88:30.36 AM
Pristine? Version 6.+0 Build R6 HSRLOI

StudyTitde: SOY LEGHEMOGLOBEN PREPARATION: A 28 DAY DIETARY STUDY IN RATS

Group: 4
e M

Test Article: Soy Leghetoglodin Prepatition

Day Of Daath:  Phosimg Plse, Dy 29

Death Status;  Termmundd sasrifice

Thaue

Grox ObservatlonyComments

Hatay

Microscople OtnervationvComments

Bone martesy, Fennue

Eves

Bean
Kidneys
Liver

Pazathyroid Glands

Prostate Glamd

Thyzous

NoGross Observations

Wo Gross Olmenution
NoUsess Ubsenations
N Gross Olservation
No Gross Obearvations

NoGross Observations

NoGross Obsenvations

NoGross Obsenalions

The l¥towing protocol-grerficd required Bssise were nol exinmned mictoscopically.

Thene aire nosuch tissies

The Tritowing tissues aze within noenud limdts both grossty and nticroscopieally

Ihpesclhdanty, ngrimal, diffise

Tissue Comanent O eve oflil antsfoctually destsoyed

Infilirstion, mixed sell. minimal, focal

il t

cell, interstitzal, nuninmel, mult focal

Infilstion, nved cell. miings, txdtifocsl

Willun Normal Limits
Tz of the puiris Missing

Infil Lear cell, ninind, imadtifocal

Tircreased) flumber, macrepluiges, tngible body, minznsl,
<itfiee

Adrenial glass Aol Bonz Marrow, Stermuen Brain Ceermn

Colon Duoderami Epididymides Esaplugus Eyves

Femur Hardetian plarxks lewm Jejunum Lanmnx
111
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Page 567
PSL Study Number 43166

lodhiduat Geows and Microscepk Obwen siloas

Pomel 07217017 08;

i AM

HSRL Study: 43106 Peiskitma® Verseon 6 -4 0 Bullg §6. HSR1.O1
Sy Tille: 30V LEGHEMOGLOBIN PREPARATION: A JR-DAY DIETARY STURY IMN RATS
Rt Sprogue-Lawley Teswartick: Soy Leghenxnlolin Preparation 28 CuysDiztuy
Anlmol ¥ 7068 Graup: 4 Ny OFf Drath: Doving Phase, Day 29
Sax: M Dealh Stalas:  Temanl saenfice
Thsue Growt OlservationyComments Hatus Ml pic Obyervalion v A

Conllnued fram previons pape ..

“The fellowing tissies are within normal limits both geosely and microsceprealiy:

lungs Lymph Node. Manditeiar Eymph Node, Mesenterie Mammary Gland

Oplie Nefves Pancrens. Patallyveid Glads Patiphieral nerve (asiatic
TPhanmx Pituikasy Glasm) Hectim Salivary CGland, Barotid
Sabivary gland, Submmibbigar  Seminal Vesicles Skcletal Muscle Sk

Spinal Coed, Luzutrar Spinad Cord, Midthoraeie Silen Srerup

Tasles Thyrotd Sl Trachea Vnnary Bluddet

Nose and Nasal Tuzbinates
Pavers Patches

Sativury Glak, Sutdingal
Spinal Cord, Cavical

Stemach

112
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Page 568
PSL Study Number 43166

Individual Gross and Microscapsic Observations

Printed: 07.24:2017 08:56. 36 AM

1i5RL Study: 13166 Pristino® Version o 40 Buld 8o HSRLOI
StudyThte: SOY LEGHEMOGLORIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
RatSpegise.Dawley TestArticle: Soy Leghemoglobin Prapanition 28 DayDielary
Anlmul #; o0 Graup: 4 Day Of Death:  Denang Pliase, Duy 29
Sex: M Death Status:  Temminl sacnifice
Tisaue Grow ObservatlonyComments Status Microscople Observallony/Commenisy
Exes No Gross Olsenvations Rosatnes. etina, miinsal, foval
Laver No Grews Olssrvations infiltraton, nexct cell. musitd. sudlifocal

The folloswing
There are no sch tisaies

protocol-specified raguired hisss were ol exanined nogewepically:

The fellowing tisanes are within nemid limits both grosady and nueroscopealiy.

Adrenal plands
Ceewn

Fermu

Kuineys
Mannrany Glami
Petipheral terve faclicy

Rectum

Actta Booe marzow, Feur
rolon Dupdemm
Handessut glack Beant

Lannx Tamgs

Nose atd Nosal Tirbinstes:
Peyer's Pakches

Salwvary Ghand, Paretidl

Oplic Nezves
Pharynx

Sahwary Gland, Sublinguat

Ricletal Muscle
Spleen

Thyreed Gland

Skin Fpimal Coxd, Cervical
Rermm Sremmach
Trachea Uty Bladdet

HAenz Marrow, Steman
Epickdyrmides

Hewm

Ly Nexle, Manbkbidar
Pancreas

Pitigtary Glasd

Salwury gland,
Sitbriandibutar

Sprnal Cord, Lanbar

Testas

Brun

Esoptugue

Jepouon

Lymph Noxde, Mesentenc
Parathyroid Glarkk
Prontate Giland

Serunal Vescles

Spinad Cord, Midthocacic

Thymus

113
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Page 569
PSL Study Number 43166

HSRL

RatSpragseDawley
Animal #: 700

Fndividual Gross aed Microicople Obsenvatlens

Stady: 13166

Printedd: D201 7 08: 5630 AN
Pristima®: Versios: 5.10 Puitd 86 HSRI12

StudyTitle: SOY LEGHEMOGLORIN PREPARATION: A 28-DAY DIETARY STUDY [N RATS

Group: 4
Sex: M

Test Articles Soy Logheneglobin Prepamtion

28 Doy Dietary
Pay Of Death:  Desing Phase, Day 29

Beath Statns:  Termimad sacrifice

Tissue

Gross UbrervationyCommenb

Siatus

Microscopic ObservationvComments

Liver
Swmack
“Teotes

Thymms

WoGloss Ghacrvanons

Yo Gross Claenibons

WoGews Cheenations

Wolitems Obsetvations

The following protocel-spocified roquired tissais ward pot examined mecnmeopieally

Thens are o SUCH tisstes

‘The following nssucs are withinnoensd limits both grossiy and nycsoscopcally:

Adrenat ghanik

Cocwin

Lyes

Jejuman

Lymph Node, Mesenlciic
Puteihyredd Glands
Prondake Gland

Semiml Vesicies

Aoty

Calon

Feang

Kidneys

Maniwrary Gland
Paripheral morve (xciatic}
Reclum

Hheletad Munscle

Bone mammow, Femmut
Duedereimn

Hardrian glands

lanyns

Wone anid Nazal Turbinates
Payer's Patches

Salivary Gland, Parcdic

Kin

fnfittralion, noxed cotl. mininsal, nadtifocal
Tnfilteation, moneapetear veld, mingmal, focal
Vaenelation, Serteli cells, miniml, mulnfocal

Ireased number, macropluges, tingible body, fmnind,

dillise
Borte Martow, Stemisi Baain
Epidticdyimides Esoplugin
Hiast Tlcum
Lz Lyeaph Node, Mandibwlar
Optic Nerves Panceeas
Pharymx Pinatary Glamd

ivary Gland, Sutingiul Salivary gland, Subrnanditulaz

Spinat Cord, Cervical Spiteal Cord, Lutnbar

114
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Page 570

PSL Study Number 43166

lodh:sued Geow and Microscopis Obvervailons Printed 07:21201 7 08:36:20 AM
HSRL Stady: 13166 Prishima® Vergon 0,40 Bnild 86 HSRLO
StudyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY $TUDY IN RATS
t Spragnue-Dawley Test Artiche: Soy Lughemoglobin Preparation 28 Day!iielzry
Anlmab#; 7070 Grouge: 4 Bray Of Deatk:  Dedting Pluac, Duy 29
Sex: M Beatd Statns:  Temusal sacniice
Thwe Groys GbservatfonvComments Status Mi ale Olncrvattosy/C

Continwed frem previeus puge ..
The followusg tissties are within neene! hmils both grossly and microscopreally:

Sping Coed, Midihoracic Spleen Rermam Thryreed Sland Trachea

Urinzry Bladder

115
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Page 571
PSL Study Number 43166

JI5RL

RavSprogue-Buwley

1ndividual Gross and Microwcopic Obenations P

Stady: 1166

| 07:2.1'2017 03:326:30 AM
Prisitimak Version o 10 Buslil 86 HSR1.01

StudyTitte: S0V LEGHENOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

TestArtick: Soy Leghemeglobin Preparation

28 Doy Dielary

Anlmat#: 5071 Group; 4 Day Of Beoth:  Dhnisg Plase, Day 30
Sex; F Death States:  Temioral ssctilice
Thaue Grow ObcevatiohwCommctity Siuiny Microcaplc ObservatloavCommeonts
Liver NoGross Ghemations Infilitution, saxed eell, minital, mudi fcol
Ovaries NaGess Obsenation Cyat luteizad nuhil il focal
Parathyroid Glands Tasste Comnenl: Tiwo parathytoeds availalde for evabation
Wodiross Otservabions
‘Tinins No Grews Olservations Inrcteaved mzmber, madrophioges, Lngible Loy, ranimad,
nditkcal
Yagina Nadims Clrenvativr Metestnw, presenl

The fellowing protocoel-spastliad requuzed hssies wers not xunined sucrescepeally:

There are nivsuck: lisanes

T Following tissues are within nosnul Lz both grossly and mecroscopeedly:

Advenal glands

Cacum

Eyus

Jejurtian

Lynmph Nede, Mesenteric
Panetcas

Pinutary Glul

Aotts

Cetvin

Fema

Kidneys

My Glaml
Parathyreid Glamsdy

Ructum

Dore sarmow, Ferr
Celon

Hatdezaan glikts

Lanynx

Newz and Nasat Tizbinates
Panpheral nerve (sciatic}

Sakivary Gland, Parctid

Bore Marrow, Stermisn Bruin

Dundemen Esopingit

Hear Tlewtn

Lungs Lymph Node, Mandibular

(plic Nervies
Pever's Patehes

Salivary Gland, Sutlingual

Owidkacts
Plunux

Salivary gharel. Submanditular

136
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Page 572

PSL Study Number 43166

Individeal Grovs snd Microscopic Observations Prinled” 07247201 7 08:56: 3% AN

Sludy: 43E66 Pristima® Version 5.1 0 Binld 56 HERLOY
StudyTile: SOY LEGHENOGLOBIN PREFARATION. A 28- DAY DIETARY STUDY IN RATS

2-Dawley Fest Artlele: Soy §eglamoglobin Prepamtion I8 DayDictary
Anlmal #: 7071 Group: 4 Tray Of Bruth:  Dising Ploee, Dy 3¢
Sex: F Death Statuy:  Temmuml sacnfics
Tiwue Gross OlservatlanvComments Statuy Microscnple Otnervations/Cominenty
Contloved feom previous page ...

The Edloswing tissies are within nevaml Henils both grenaly and miczescopeally:

Skeleral Mincle Sin Spired Covd, Carvical Spinal Cord, Laumbar Spinal Cord, Micthoraeic

Spleen Sternmm Stopcl) ThyTotd Glasud Trachea

Urinury Bladder Utezin

117
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Page 573

PSL Study Number 43166

HERL

RabSprague-Dawley
Anlmal#; 7072

Endivkiunl Gross wnd Microscopic Observatlons

Study: 43i0d
StudyTile: SOV LEGHEMOGLOBIN PRERARNTI,

Teu Article; Sov Leghemoglobin Prepantion

Groupe 4

Sen: ¥

Bay Of Death:

Beath Status;

Printed 97:24/201 7 08:30:30 AM
Pristinn ¥ Version .10 Buld 86 HSRLDY

&0 AC2E-DAY DIETARY STUDY IN RATS

28 Doy:Ticlay

Ounirgz Plase, Day 30

Termunal saerilice

Tisus

Giroy Observationy'Comments Statur

Microscopic Olncrvation U omm etity

Peyer's Paihas

Pinstany Glarxl

Tliinus

Vg

WoGross Obearvations

NoGioa Chaavatess

Wo Gtosa Dbservations

No Gions Gbsenvabotts

The following protocol-spesificd required lssues were nel xennired negrrscopicaly:

Tleete ane o such tisaaes

The Mdlowiig Bssues ate withis neers! lnnits bath grosiy and noereseopically:

Manzralization, nribd, mulnifocal
Movrophage sggragates, mld midtifoca)

Cystis), pars distabs, muniml, focal

Inezcasadd muvber, iaczophoges, tingible body, noninad,

nndtifocd

Metestrus, present

Adrtenal glands Ao Bone mamow, Ferpur Bone Murtew Sterum Brain
Clecum Cervix lolon Ducdsrnan Esuvplugis.
Eyus Femur Hatdertan ghunds Reart livum
Jejuman Kidneys Lanmx Liver Lusges
Lymiph Node, Mandibular 1ymph Node, Mesentesie Manmitay Gland Nose and Nosal Thrbiiatey Optic Nerves
Ovaries Ovithucts Penereas Parattyyraid Glands Peripheral nerve (aeiatic)
Phanyny Reetiun Salivary Glasd Parctid Salwvary Gland, Sullugial Salivary glarkl, Subimanlibulas
Skeletal Muscle Skin Spinal Cordt, Cervical Sptnad Coed, Lusbar Spinal Coed, Midihoracic
18
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Page 574

PSL Study Number 43166

HSR1.

Rut'Spragae-Dawley
Aolmal #; 7072

Individual Grovs and Micrescaplke Observatlons Printedd. 0720201 7 08 56:36 AM
Stady: 23166

Pristima® Vetsion 6.10 Buitd 86 HSR1.01
SiedyFltke: SOY LEGHEMUGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
TestArikeke; Soy Leghemeglobin Preparation

238 Doy Dhglary
Group: 4 Day Of Death: Dening Plase, Duy 30
Sex: F Dealh Stats:  Temuml tenfice
Tlsaue Grosy ObvervationyComments Status Microscople OservallonyCommeniy
Contined from provious pape ..

The fellowing tasiwes are within nermal limits both grossly and hticroscopueally.

Splusts Stermum Romwh Thyroid Gland Traghea

Urinary Blakker Uren

113
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Page 575

PSL Study Number 43166

1ISRL,

Rat: Sprague-Dawiey

Tadiv hual Grow and Micromcople Chvervations
Seudy: 43106

T Artiche: Soy Leghemoglolin Preparation

Prinded: 07:24'201 7 98:50: 30 AM

Pristna® Version 6,10 Build 86 HSRLOI
StudyTitke: SOY LEGHEMOGLOBIN PREPARATION: A 28-0AY DIETARY STUDY [N RATS

28 Doy Tietary

Animutw: 7073 Group: 4 Ty OF Death:  Deoagt Phase, Day 3¢
______ Sex: T Death Statoy:  Fesmsml saenfice
Tivue Grow Gbservalleny/Commemts Htatus Microseople Ghservallony/'Commenls
Suging Ne s Observations M2t present

The ellowang protecal-spavificd
Thete are na such tivaes

Feannsl Ussoes Wete ot examised micmscopm:lly.

The [Rlowing tissues ate within pecsud Imits both grosaly and tocosespieathy

Adrenal glanik

Cesn

Eyes

Jepinen

Lymph Neds, Mandibudar
Ovanes

Peyers Puatches

Salivary Glnd Sublingual
Spu! Cosd, Lanbar

Tinmus

Aty Bone mamow, Fetnut Boewe Mreew, Stennam
Cenix Colon Criodderamt

Fepng Harderian glarck leart

Kadneys Tanns Taver

Lyt Nede, Mesenleric Manmzzy Glamd Wose wwl Nasal Tuzbinares

Catibigts Pancreas Paruthyroid Glands
Phanmy Pitnitary Gland Rectigny

Sulivary gland, Sutoandbular  Skeletal Muscle Skin

Epinel Cord, Midibonigis Kpleen, Stz

"Myrotd Gland Trrehea Unnary Bladder

Brain

Esophagus

eum

Lurge

Optic Nerves

Penipheral nzrve [seisticy
Sulivary Glanl, Paretid
Spinal Cord, Cenvical
Steenach

Lterne
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Page 576

PSL Study Number 43166

Individual Grots and Microcopic Observatlons

Printed: 07723:201 7 08:50:20 AM

ISR, Sludy; 43066 Pristito X Viersion 6,40 Puild 86 HSRLO!
Sl sTie SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS

Rul Sprpue-Dawley Tetartiele: Soy Leghemoglolsin Prepasition 28 Doy Bhctary
Animal #: 707 Group: 4 Day OF Death:  Domirga Pluse, Pay 30
Sex: F Beath Suatws:  Tenmuml srifice,

Thwue Grow ObservalieosdCamments Status Microswopls GlservatioswComment

Bonc imnmew, Fetttur
Boree Murrow, Stennsn
Taver

Vg

No Gross Uhaervations
NoGriss Olservaton
No Grexs Olwervations

NoGross Observations

The following prolocol-spreecificd required tissies were nol exarned nacroseopicadiy.

Threre re 53 sueh tissues

The fellowing tissties are within notreal timits both grosdy and nucroscopically:

Adbrenal glands

Colog

Harderian ghals

Lanmx

Nowe and Nasal Taghinales
Paratlysoud lands

Reetuny

Shin

Aorta

Duedemm

Heart

Lungs

Oplic Naves

Perigheral sitve dacialic)

Salivary Ciland Parotd

Spund Coril Cervical

Ltain

Frophague

Ifewan

Lynmph Noge, Mandibufar
Ovaries

Pever's Palches

Salivary Gland, Sublngual

Sgtinat Coed, Laanbaz

Dicreuscd tayeloid-enythioid mio, thininiat

Decressed niveleid erythioid rie. mindsal

Infiliration, nixed cefl, minioml, nudiifocal

Proestng, present

Cecton

Eves

chwucn-

Lytph Nede, Mesentens
Ovidicls

Phannx

Salivary gland,
Subaandibular

Spinal Cord, Midtheracie

Cervix

Fetmr

Kitlneys
Mamzrsary Glal
Pancreas
Pinatayy Gland

Sheletal Musele

Seen
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Page 577
PSL Study Number 43166

FISRL

Rat:SprmgueDawley
Anlmal & 7074

ladividual Gross and Microscophe Obser olions Prinded 0772403087 0%:50:30 AM.

Stady: 13166 Pristituk Version 6.3 0 Builil Ba HSRLSI
StudyTite: SOV LEGHEMOGLOBIN PREPARATION. A 28-DAY DIETARY STUDY IN RATS

T Artlcke: Soy Legheinoglobin Preparalion

28 DoviDictary
Group: 4 Day OF Death:  Iksing Pluae, Day 30
Sex: F Death Status: — Terminal sactifice
Tixsue Gross ObservatfonuCommenls Hlatoy Microscople OnervaionwComments
{'enlinued from previows page ...

The fidlonvirg: trssues are within petsmal it both grossly and nieroscopically.

Stermen Sienmach Thynns Thyteid Glansd Traches

Utinary Bloddez Lilerus

122
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Page 578
PSL Study Number 43166

HSRL

RatSptagus-Dawley

Individual Gross and Microvcopic Chiservations

Sredy: A3]66

Pried 07:2.1:201 7 08: 56,36 AM
Pristinn® Verdon 610 Buiki 86.HSRLA

StudyTile: SOV LEGHEMOGLORIN PREPARATION, A 2B-DAY DIETARY STUDY IN RATS
Test Artlck: Sov Leglentoglolin Prepamtion

28 Dauytidiclany

Anlmal #: 7078 Group: 4 Thay OF Death:  Dising Phase, Duy 3
Sext F Treath Seatus:  Tesmuruld sacrifice
Thaue Gross OlnervationyCommenty Staim Mi pic Olervalichy'C:
Lavsr NoGross Observations Infitzrutiert smixed coll. miningd, mulfocy
Thynms No Grons Observabon Tinreused munber, macrophuges, ingable bk, suninal,
dilline
Ahgina No Grass Observations Muetests, present

The fellosing protocel-spesified requinad Sssues were pol camtined nacroscoprealiy:

Thete are 1o sxh lissies

The fallowag fissucs are withen nesrid Bmils both grossdy and nresoazopically:

Adrenal glands Aot Bene mugrow, Fesmy Bonte Mamow, Stesan Rram
Cecum Cenvix Celor {rucdermm Esoplogus
Eyes Femty Hardetian glinds Hean leutn
Jepmnun Kty Laryy lLuigs Tamph Nede, Mandibula
tymph Nods, Maentene Aamumary Gland Nose and Nasal Tizbinales Oplie Nepves Ovaries
Oviduets Pancisus Parethyioid Glands Peripheral srmve (oialie) Pevers Palches
Phanmx Pirwitary Gland Reclum Solivary Glusd, Parotid Salivary Gland, Sublingwal
Salary planed, Subtmntbbidar  Sheletal Muscle Buan Spmal Cord, Corvicy Spinal Cord, Lumbar
Spinal Cord, Midiboracte Spleent Stermun Stormach Thyroid Gland

12
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Page 579

PSL Study Number 43166

HSRL

Rut-Sprogue-Duwley
Anlmal #: 7075

Individual Grens and Micrascople Observations Prinled: 07:2.4:20E7 08: 50:36 AM

Stady: 43166 Pristima®k Ves@on .40 Build %o BSRLOY
Sty Tile: SOV LEGHEMOGLGHIN PREPARATION: & 28-DAY DIETARY STUDY IN RATS

Tewt Articte: Soy Leghemoglobin Prepasulion

28 Day'Dhelary
Graap: 4 Day Of Denth:  Dosing Plose, Day 30
Sex: F Death Statns:  Temtml socri e
Thue Grays GhservatfonyComments Slafuy Microscoplc OlnervationvComments
Conlinued from previous psye ..
The fellowing tissies are within neerna! limits bath grossly and microscopacally.
Traches Urinary Bladker Uters

124
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Page 580

PSL Study Number 43166

HSRI.

RatSprague.Dawley
Anlmul & 7076

Indivklugl Grosi and Microwcapk Observations

Stady: 13166

Tew Arlicke: oy Leghemoglebin Preparation
Day Of Death:  Phnitgg Plue, Day 30

Gradp: 4
Sex: T

Prnted 07:24°201 7 05:50. 0 AM

Pristima® Version 0.4 ¢ Build K6 HER1,01
StedyTitle: SOV LEGHEMGGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
28 Day Dictaty

Death Strins: — Tenunal ssehilice

Tiwur

Gros OlservalionyComments

Status

Microscople Obacrvationy{ommenty

Kidneys
Liver

Thyims

Vapna

NoGross Observations
NerGeoss Obsenvutions

NoGrosa Olngrvalions

NoGriss Obiervations

The fellowing protocol-specified sexquured tissties Were fiot examnned nictoscopically:

Thcte are nosuch tissues

The fellowisg lissues sre within nernud limits both grossly and meroscopically:

Adrenal glantds
Cacum

Eyes

Jejunen
Masmnery Glianed
Panereas
Pitwitary Glanil

Skeletal Muscle

Aot

Cervix

Femitz

Lanns

Neree arxl Nusal Fiolinabes,
Paretsyroid Ghuuds
Rectum

Skin

otte matrow, Feinus
Calon

Barderzan gl

Lmngs

Oplis Nerves

Teriplicr al neive (seiatic)
Kalivary Glaxl, Parciid

Sl Coed, Cervical

il i

I, manirmal, feead

Infilration, maxed ccll, munsimal. irdbfocal

Inczeased nuanber, macroplug e, tingible boche, maninet,

diffuse

Prowsines, present

Beae Matrow Steniton
Diiodermm

Heart

Lymph Node, Mandibular
Ohgries

Peyer's Potebs

Salivary Gland, Sublingial

Sprnal Cordl, Lambar

Hen

Exopligin

leun

Lymph Node, Mesenienic
Ovithwls

Pharynx

Salivigy pland, Subtnaredibalue

Spimal Conl, Midiikwacic

125
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Page 581
PSL Study Number 43166

Individuat Girons and Milcroweeple Observallkons Printed: 07:2972017 08:56: 30 AM
I1SRL Study: AM6o Fristime % \ersion 0.6 Build R6. HSRLOY
StudyTitle: SOY LEGHEMCKGLOBIN PREPARATION: A 28 DAY DIETARY STURIY IN RATS
Rat; Sprogue- Dawley TeatArticke: Soy Leghenoglodin Preparution 28 Duy:Diclary
Anlmat ;7076 Group: 4 Tay (M Death:  Dosing Plase, Bay 30
Sext T Dreath Seatow:  Tenmmml sacrifice
Thaue Gross OtservationyComments Micrewcopic Obscrvatlons/Comments

Cenliaued from previows page ...
The following maawes are within seemul limits both presly and meeroscepically:

Splech Stermmm Stomach: Thytod Gland Trashea

Uriruury Bluddar Trenit
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Page 582
PSL Study Number 43166

IISRL

RatSprague-Darwley

lod b Idal Grows ond Microvcaple Obsenatlons

Study: 13166

Printed’ 07/ 2.0°20E7 08 S0:30 AN
Pristima®: Yersion 0.3.0 Build 85.HSR1.0Y

SeudyTlde: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY [N RATS
‘Test Artlcke: Soy Leglemoglolin Preparation

28 Day'Dictory

Anlmab ¥ 7077 Group: 4 Day Of Death:  Desing Pluse, Day 20
Sex: F Death Statas: — Tenmiml saezifice
Tivue Gross ObservatlonvComm ity Stalds Microscopls OlwervatiayComments
Kadneys WoGress Cbservations Intilfrai lear ell, I, nrml, focal
Liver NeGies Ulacvatom Infiltation raxed cell, mutikl. ndtifoca]
Thynms No Grins Observations Irsereasail mistibeet, ntacrephuge, egible body, nonind,
ddiffuse
Yugina No Gross Observations Metestnu, presenl

Tie fllowing protocal-speei fod required tisswes were ot exarmined microscopically:

Thete ate to sach tiaaes

The fetlowing lissues are within neema lirmits both grossly and meeroscopcally:

Adrena ghands Aotla Bone marrow. Fenr Bene Mamee Semen o
Cecnm Cervix Colon Phicdernan Esoplugin
Eyes Femir Hartkeran glapds Hear? laun
Jemman Laryny Lungs Lyngph Nete, Mandbular Lymph Nedde, Mesenteric
Manrmry Glaml Moz andl Nusal Tirbinates Oplic Netves Oharies Ovithwix
Pancreas Parotiyroid Gluds Peripteral perve (static) Peyer's Patches Frannx
Pisuitary Glarut Rechur Salivary Glaoxd, Peatid Salvary (and, Sultingiad Kalivary gland, Subtnarabibodar
Skelstal Mincle Skin Spnad Cord, Carvical Spima) Cond, Lumtrar Spinal Cond, Midthoacic
127
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Page 583

PSL Study Number 43166

Individual Gross and Microscoptic Obsers atians Prnted 072172057 08: 50:36 AM
HSRL Sludy: 93160 Pristima® Nirsion 6.1.0 Buiki 86 $5R1.01
StadyTiie: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY $TUDY iIN RATS

RatSprague-Dawley

Test Artick: Soy Leghensoglolan Preparstion: 28 Dy Dhelary
Anlmal #: 7077 Group: 4 Day Of Dreath:  Desing Phane, Day 30
Sex; F Death Status:  Tarmomal sacrifice
Thaue Growy ObservationwComiments Statm

Microscapic OlacevollonyCommenty

Contianed from previots fnge ...
The fdlowirg tissines are within nernid lintits both grossly and neroscepically.

Splzen Semam Senuch Thyrerd Gland Trachsa

Urinary Bladchs Ulerus

128
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Page 584

PSL Study Number 43166

HERL

RatiSprge-Lawley

indhkiual Grovs and Microscoplke Observations

Stady: 13166

Test Artick: Sov Leghemeglobin Prepamtion

Printed: 07:21°2017 08 30: 25 AN

Pristime® Version 610 Suild §3 HSRL01
StedyTile: SOV LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY IN RATS
28 Day/ietary

Anlmal #: 7O7R Group: 4 Day OF Death:  Dosing Plese, Day 30
Sex: F BDeath Sty Temud sactilice
Tiwue Gros ObsecvalionyComments Stalmy Mi fic Obvecvation
Lants No Gross Dbsetva oy Ingiltration, narophil, sninzd, focal
Liver WaGiress Observabons Ingittzation, prixed cell, muwitml, sl focad

Salivary Gland. Paretid
Thvmus

Vigita

No Graxs Obszrvations

No Gross Observations

No Gross Obsrvations

The following protecel-speeilicd requined bissucs were not exanuned microsoptealiy:

Thate ate nosexl licas

The following tissues ate witun noend linuts both grossly and seccoscopically:

Atltenal plands
Ceoum

Eyes

Jejiuuen
Manurery Gland
Pancress

Fituitasy Gland

Aorta

Carvix

Ferma

Kidneys

Nosz amd Nasul Turhites
PasatlnyTeid Glands

Reetwm

Bonc magrow, Fetniy
Colon

Iarderian glands

Ly

Opuc Netvss

Peripherat netve (sctalic)

Solivary Glarl, Paretid

O of the puit is Missing

Within Nomial Limits

Inezeased number, macrephages, tingible body, mininal,

Aitfuse

Mletestus preent

Botte Mamoss Steniian
Puodeman

Hean

Lymph Nede, Mandibuar
Ovancs

Pever's Patches

Salivary Gland, Sublingual

Bren

Esop¥npis

Tty

Lymnph Nede, Mesenterie
Ovidets

Phurix

Salivary glarsd, Subinaudibutar
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Page 585
PSL Study Number 43166

ndivkiual Gross and Mlcrosenpie Obwervallons

Prutted 07242087 0%:56: 30 AM
HSRL Study: 12166 Pristurn® Vission 6.1 0 Huilid $6.HSRLA
SeudyTIde: SOY LEGHEMOGLOBRIN PREPARATION: A 28-DAY DIETARY STUDY I RATS
Rut Sprague.Dawley TestArticke: Soy Lephemoglobin Prepasilion 28 DayDistary
Animal#: 7078 Group: 4 Day Of Death:  [hewipg Plaae, Day 20
Sex: F Death Statas:  Tormaml sacrifica
Tiwue Gros QlservatfonyCommends Status

dlicrascopic OlservatiopyComments

The following tissues are within neernl limits both grossly and microscopically:

ontinued from prevlons pape ...

Rieletal Ml Skin Spinad Cord Cervical Spinal Cord, Lamnbag Spinal Cond, Midthoracic
Spleen Stermen Stommch Thyretd Glang Traches
Unigruy Rledder Litezus

130
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Page 586
PSL Study Number 43166

{odividusl Gros and Milcrovcapk Gbservatons Printed: 07242087 05:50:3% AM
H$RL Sludy: 1366 PristimaX Verden o, 3.0 Build 86 HSRLOY
StudyTite: SOY LEGHEMOGLOBIN PREPARAFION: A 28:-DAY DIETARY STUDY IN RATS
RatSprugme-Dawley TerArilck: Soy Lephemoglobin Prepartion 28 Duy'Diclary
Antmul #;  TO™ Group: 4 Day Of Death:  Desing Plase, Doy 30
Sex: F Death Sqaips;  Terminl sagrifice
Tlwue Grow ObvervalionyComments Stalus Misracuplec ObservalionyComments

Urnary Moadder

Vigino

The fWlowing peoloenl-specified
Thete are o such tisaies

Tisste Comunent: The epitluleim appears vacuelated big 1his
cliange muay be i stretch aniBict caused a1 necosy,
Vacuclati i

No Gross Dbservations XUt mkd, Jocally

No Grons Obsetvalions Metests, preseit

recuinetl st et 0T exatintel niczocopically:

The following tissies wre within notivd hints boih grossty and ncroscopeally;

Adrenal glands Acna Bone mamraw, Femir Buste Marow, Stetturn Arun
{'coum Ceivix Colon Duederman Esoplugin
Eyes Fenr Hardknan glancks Heart Ifewn
Iepuman Kidneys Larmx Laver Luungs
Eytuph Node, Muhibader Lymph Node, Mesenleric Nanynary Gland Nose and Nl Tizbites Cplic Netvey
Ovanes viduets Pancteas Paralbyzcid Glands Penpheral nerve (scuhe)
Peyet’s Putches Phanymx Prlvitary Glard Reehu Salivary Gland, Parotid
Salivary Gland, Seblingual Salivary gland, Submandibdar Sheletal Muscle Skin Spnal Cord, Cervieal
Spimt Coed, Lumbat Spywal Cosd, Midthorere Sploi Stemun Stoenach
Tl Thytees Giland Trachea Vers
31
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Page 587
PSL Study Number 43166

IISRL

Rat Sprague.Dawley

Individual Gross and Microacople Obsenatlons

Siedy: 13166

Ptiled: G7.247201 7 08: 58:36 AM
Prislima® Version 6.1.0 Build 5o HSRLO]

StelyTitle: SOV LEGHEMOGLOMN PREFPARATION: A 28-DAY DEETARY STUDY IN RATS
T Arilck: Soy Leghemoglolin Prepamtion

28 Doy hetgy

Anlmul & 700 Gropg: 4 Day Of Death;  [kmirg Piase, Doy 30
sex: B Peath Statay:  Temmimal sagrifice
Tivue CGrow ObvervatlonComamenty Stalus Microscophc ObervatonsCommenty
Kidncys Woddross Olianation Infiltration, monoemetear cell, mierstitial, nusioal, focal
asephilia, tubules, nimimal, neti focal
Laver NoGross Obsenvatiom Infiltmtion, nuxsd egli, munisal, nndtfoeal
Yagina No<iress Dbsenations Ngtestrus, presenl

The following protocel-speciticd requized tissuss were nat sxapined nhcroscopieally

There are ne such lsares

The following tssues are within pemut limits both grossty and nicrescopeally:

Aulregd glonks Actin Bonx nusrow, Fenwr Rorwe Murtow. Sterman Bram
Cesury Cervix Colen Duedaman Esophagus
£yvs Fermur Harderian glands Heart lleum
Jejuanan layns Ly Lymph Nede, Man@bular Lymph Nods, Mesenteric
Mammary Fand Noe andd Nosal Turbinates ptic Nerves Ovanies Crhydeacts
Panceas Parathyroid Glands Peripheral nefve (scalic) Peyers Patehes Phanmg
Prittaty Glund Rectn Salivary Glared, Parctid Solivary Gland, Sutdingl Salivary glawt, Subnandibular
Shctetol Nuscle San Spincd Cosd, Cervical Spinat Cord, Lambar Spinal Cond, Mudihoracie
Sploen Mermum Stormeh Thyms Thyraid Gland

122
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Page 588

PSL Study Number 43166

lodkvidual Grow and Micrmcopk Obervatlony

Printed, 07:2.122017 08:%0: 30 AN
HERL Stody: 43166 Pristima® Yeraen 6110 Build$e.HSRLO)
StdyTitle: SOY LEGHEMOGLOBIN PREPARATION: A 28-DAY DIETARY STUDY N RATS
Rl Spragus-Dawley Test Arilche: Soy Leghemoglolin Prepanstion 18 Dy Diclary
Animal ¥ T8RO Grayp 4 [ray Of Death:  Dxnirgt Pluse, Day 30
Sev: F Dealh Statns:  Fermuml sacnitice
Tivwue

Grays ObservationvComments Status Microscapic OlservatlonvComments

The fellowaty lssues ate within neennl lints bath geessly and miczoscopreally:

Trwhea

Contloucd from preylows plage ...

Urinuy Blakkr Lilerus

133
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Page 589
PSL Study Number 43166

Indivkiual Gross and Microssapic Obvervatloms Pamigd 0772402017 08:35:30 AM
HSKRL

Htudy: 43166 Pristina® Version 6.4 0 Build 86 HSRLG1
StwdyTite: SOV LEGHEMOGLOBIN PREPARATION. A 28-DAY DIETARY STUDY IN RATS

Tew Articks Soy Lephemoglobin Prepatalion

Rat Spmgue-Duwley
L]

28 DuyThctany
Aplmal #: 7 Group: } Day OFf Demth:  Dening Phase, Duy 30
Sex: [ Dealh Staton:  Termurol sscrifice
Thsue s Observatlony/Comments Siatus Misroscopic ObscrvationwCommenls
Vsgina

Tissuz Comunent:Only conx nnd scamt vaging pressnt

No Gress Observations Mleteslmus, pesent

The Bollowing profocobsetified reqined Sssies Were 7wt cxaumiiied tEcroscopically:
Thete are nosch lases

"The fidlowing tissues noe within neemsd Himii beth grossly and nocroseopeally.
Cavix Ovarics Oviduets Uretus
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PSL Study Number 43166

Final Pathology Repost
impossible Foods, Inc.
PSL Sludy Number 43166

Appendix B. Quality Assurance Statement

135 TI2412017
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Page 591
PSL Study Number 43166

H S R LHistoScientiﬁc Aesearch Laboralories
QUALITY ASSURANCE STATEMENT

Study Title: Soy Leghemoglobin Preparation: A 28-Day Distary Study in Rats
Client Study Number: 43166
This histopathology project has been inspected and audited by the HSRL Quality Assurance Unit {QAU)} as

required by the Goed Laboratory Practice (GLP) regulations disseminated by the U.S. Food and Drug
Administration {FDA, 21 CFR 58).

Dates
Area Inspected Inspection’ Reponed® Reporied®
Critical Phase: Quality Control 16NOV16 17NOV16 17NOV16
Data Review 18NOV16 23NOV1i6 23NOV1i6
Data Review 16DEC16 19DEC16 19DEC16
Pathology Report:  Draft 20-21DEC 6 22DEC16 22DEC16
Final 20JUL17 24JUL17 24JUL17

All the results/conclusions of the pathology report accurately reflect the raw data.

! Date(s) of inspection
? Date(s) inspections reported to HSAL Laboratory Director/Test Site Management, Principal [nvestigator/HSRL Study Pathologist

? Date(s) inspections reported 1o Study Director, Test Facility Management, and Lead QA (if appropriate)

(b) (6)
24 Oull#
Victoria L. Cook, RQAP-GLP Date
Director of Quality Assurance
Form 1501-1va Origination: 312/08

Effectiva: 3/14/08
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PSL Study Number 43166

APPENDIX U: HISTOPATHOLOGY PEER REVIEW

PRODUCT IDENTIFICATION
Soy Leghemoglobin Preparation

Submitted By:

Regan Path/Tox Services, Inc,
1457 Township Road 853
Ashland, OH 44805
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