Disclaimer

This document has been submitted in
response to a solicitation by the California
Office of Environmental Health and
Hazard Assessment (OEHHA) to BASF
Corporation (BASF). The submission of
this document to a public docket
maintained by OEHHA is not a waiver of
BASF’s ownership rights. No consent is
granted for third party use of this
document for any purpose, in any
jurisdiction. Specifically, no consent is
granted for the use of this document in any
regulatory activity or registration, whether
international, national, or local, including,
but not limited to the Regulation
Evaluation Authorization and Restriction of
Chemicals ("REACH") regulation in the
European Union.
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Summary
The following salient, test substance-related adverse effects/findings were noted:

600 mg/kq bw/d

Reduced food consumption and body weight/body weight gain, reduced terminal
body weight

Reduced hemoglobin

Increased relative (+12%) weights of the liver in males

Axillary lymph nodes:

e Discoloration in 2/5 males

e Hypertrophy/hyperplasia of cortexdn 3/5 males

Kidneys:

e macroscopically enlarged in 4/5males,

e increased relative weight’in males (33%) and,females (12%)
e tubular degeneration/egeneration in 5/5'males

e tubular hypertrophy'in“5/5 males

Liver:

e Centrilobular hypertrophy in.5/6 males and*$/5females
Cecum:

o dilated+in $/5 males and 2/6 females
Mammarygland/mammaryfatpad

o \ diffuse atrophysin,4/5 males

300-mg/kg‘bw/d

Kidneys:

e, \macroscopically‘enlarged in 3/5 males,

./ tubulardegeneration/regeneration in 5/5 males
¢’ tubularhypertrophy in 5/5 males

Liver:

o ‘Centrilobular hypertrophy in 4/5 males
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100 mg/kg bw/d

e Kidneys:
e tubular degeneration/regeneration in 2/5 males
e tubular hypertrophy in 1/5 males

o Liver:
e Centrilobular hypertrophy in 1/5 males

As listed above, considerable clinical signs of systemic toxicity were\observed in the
high-dose animals (600 mg/kg bw/d), such as reduced food constmption and body
weight gain. Males were more affected than females. In addition,sdiscolored adrenals,
dilated cecum, enlarged kidneys, enlarged livérs, reduced“terminal body weights and
increased absolute/relative kidney weights were noted in the 600 mg/kg bw/d males at
necropsy. Histopathology revealed des€:dependently increased inCidences of findings
in the cecum (enlarged), kidneys=(tubular ( degenerationfregeneration, tubular
hypertrophy) and liver (ceptrilobular hypertraphy);”males again-being more affected
than females.

Based on these findings, dose levels of 30, 100-and, 300 mg/kg bw/d DHDPS were
tested in the subsequent Rangefinding Reproddction/Developmental Toxicity Study.
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Results
Males
Parameter Test group 0 Test group 1 Test group 2 Test group 3
0 mg/kg body 100 mg/kg body | 300 mg/kg body 600 mg/kg'body
weight/day weight/day weight/day weight/day
Clinical NAD Salivation (3/5) | Salivation (5/5) Salivation (5/5)
observations:
Riloerection (1/5)
WC (0 - 28) 275¢ 33.29(20.5%) | 31.7 g (15.0%) 31.19(13.1%)
WC (0 - 3) 28.2¢g 34.9 g (24.0%)* | 24.1 g (14.5%) 26.59 (-6.1%)
FC (0 - 28) 28.34¢g 284,49 (0.5%) 25.3\g410.6%) 23.4 g (-17.1%)*
FC(0-7) 293¢ 27.4 g (-6.4%)+ N23.6 g (-19.3%)*Y 19.3 g (-34.1%)**
FC (7 -14) 27.3 g 28.1 g (3.0%)) 24.0 g*(-12.2%) 20.7 g (-24.1%)**
BW (0) 367.0.g 378.8.9.(8.2%) | 375:90(2.4%) 372.8 g (1.6%)
BW (7) 4058 ¢ 413.39(1.9%) [897.6g (-2.0%) 374.5 g (-7.7%)*
BW (14) 437.19 443.8 g (1.5%){ [414.1 g (-5.3%) | 386.0 g (-11.7%)**
BW (21) 462.4 g 470.0 g (1.6%), $431.59 (-6.7%) 410.0 g (-11.3%)*
BW (28) 487.4 g 489.1 g (0:4%) * |450.7 g (-7.5%) 430.1 g (-11.7%)
BWC (0 - 28) 120.3'g 11089 74.9 g 57.3 g*
BWE (0.- 7) 38.8¢ 345¢g 21.7g 1.7 g**
BWCN(7 - 14) 3139 30.5¢ 16.5 g* 11.4 g**
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Females
Parameter Test group 0 Test group 1 Test group 2 Test group 3
0 mg/kg body 100 mg/kg body | 300 mg/kg body | 600 mg/kg body
weight/day weight/day weight/day weight/day.
Clinical NAD NAD Salivation (4/5) | Salivation(5/8)
observations:
WC (0 - 28) 20.3g 21.0 g9 (3.6%) 23.79(17.1%) | 23%gY16.6%)
FC (0 - 28) 18.6 g 18.7 g (0.8%) 18.7 g (0.5%) 17.6 g (-5.5%)
BW (0) 2154 ¢ 216.99(0.7%) | 217.7 g (1.1%N_|218.4 g (1.4%)
BW (7) 231.64g 230.1 g (-0.6%) [228.5g (#1:3%) N 225.2 g (-2.7%)
BW (14) 25209 2447 g (-2.9%) |244.1 g(-8.2%) |239.0 g (-5.2%)
BW (21) 26409 25786 gA-2.5%) [256%09.(-2.8%) |252.4 g (-4.4%)
BW (28) 2704 g 268.20g (2.7%) [268.9)g (-2.4%) |258.5 g (-4.4%)
BWC (0 - 28) 55.0¢g 46.3 g 46,19 40.0 g*
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Clinical Pathology:
Males
Parameter Test group 0 Test group 1 Test group 2 Test grou‘
0 mg/kg body 100 mg/kg body | 300 mg/kg body | 600 mg
weight/day weight/day weight/day '
HGB [mmol/L] 8.3 8.5 8.3 Q .
Females Q
Parameter Test group 0 e gro Tes Test group 3
0 mg/kg body body 3Q0 g body 600 mg/kg body
weight/day /day ight/da weight/day
All parameters J NAD NAD

NAD Q

\ef

_53@‘9

&\
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Macroscopic Pathology:
Males
Parameter Test group 0 Test group 1 Test group 2 Test group 3
0 mg/kg body 100 mg/kg body | 300 mg/kg body | 600 mg/kg body:
weight/day weight/day weight/day weight/iday.
Organ weights
(absolute):
Terminal body
weight: 450.22 g 451.84 g (100%) | 411.6 g (91%)%1 394.26 g (88%)*
Adrenal glands: 69.6 mg 62.8/Mg (90%) | 76.0 mg(109%) | 84.4 mg (121%)
Epididymides: 1.148 g 1.0947g (95%) 1.08 §(91%) 0.974 g (85%)**
Prostate: 1.158 g 1.1418,d (97%) 1.072 g (93%), | 0.872 g (75%)**
Seminal vesicle: 1.28 g 1.352 g (106%) 1.236 g (92%) ' 0.958 g (75%)**
Spleen: 0.852 g 0.8 g (94%) 0.749.(87%) 0.678 g (80%)**
Thymus: 402.8'mg 431.6 mg (107%) | 315.6 Mg\(78%) | 271.8 mg (67%)*
Organ weights
(relative):
Adrenal glands: 0.016% 0.014%A89%) | 0.018% (118%) | 0.022% (139%)
Kidneys: 0.67% 0.747%(112%) | 0.894% (133%) |0.888% (133%)**
Gross Jesjons: Kidney cyst (1/5) | Kidneyicyst (1/5) | Kidney cyst (1/5) | Axillary lymph
nodes
Liver focal Kidney enlarged discoloration
constrictiony(145) (3/5) (2/5)
Liverfocus (1/5) Kidney retraction | Cecum dilation
(2/5) (2/5)
Renal lymph Kidney enlarged
nodes enlarged (4/5)

(1/5)
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Females:

Parameter Test group 0 Test group 1 Test group 2 Test group 3

0 mg/kg body 100 mg/kg body | 300 mg/kg body | 600 mg/kg body
weight/day weight/day weight/day weight/day.

Organ weights

(absolute):

Thymus: 415.0 mg 354.0 mg (85%) | 361.2 mg (87%) | 306:0'mg (74%)*
Organ weights

(relative):

Kidneys: 0.708% 0.763% (108%) | 0.795%.(12%) | 0.793% (112%)*
Gross lesions: NAD AxillaryAymph NAD NAD

nodes
discoloration
(1/5)
Analytical Investigations:
Parameter Test group 0 Test group 1 Test group 2 Test group 3
0\mg/Kg body _|"100smg/kg body | 300 mg/kg body | 600 mg/kg body
weight/day, weight/day weight/day weight/day

Concentration

control

Mean,% 0 100.4 99.5 96.2
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40

Male water consumption
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Male food consumption
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Male body weight
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Male body weight change
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Summary - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 08:03

ToxDa@ystem 3.0
'{@’

Test Group 0/ M

0 mg/kg bw/d

Test Group 1/ M
100 mg/kg bw/d

\\
Test Gr

300 d

Test Group 3/ M
600 mg/kg bw/d

Animals examined N 5 5 5
Animals with signs N 0 5
dead @
sacrificed scheduled N / 5 5
o 4

dayo->29  "ead N 0 \) 5

salivation
\

fu'r . N . 1
piloerection
normal
NAD N \ 5 5
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ToxDa@ystem 3.0
Summary - Clinical Observation \6
23

Sex: Female - Phase: In-life ‘\Q

Test Group 0/ F Test Group 1/ F Test Gr ?F‘ Test Group 3/ F
0 mg/kg bw/d 100 mg/kg bw/d 300 A@N d 600 mg/kg bw/d

Animals examined 5

=z

5 5
Animals with signs N 0 0 Q 4 5
dead @

sacrificed scheduled

N 5 5 5
&

/s
day 0 -> 29 ad p 4
ead N 0 0 4 5
salivation %
normal »
NAD N 5 . : 5 5

> XL
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Summary Water Consumption Per Animal And Day

Sex: Male - Phase: In-life

21-Feb-2017 08:11
ToxData®©,System 3.0

Test Group 0/ M Test Group 1/ M Test Group,2/hM Test Group 3/ M

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

d0o->3 Mean [g] 28.2n 34.9* 24 1 26.5
S.d. 3.2 5.4 1.8 4.5

N 5 5 5 5

Deviation Vs Control 24.0 -14.5 -6.1

d3->7 Mean [g] 26.9n 30.4 29.2 27.3
S.d. 18 51 5.1 10.8

N 5 5 5 5

Deviation Vs Control 12.9 8.6 1.3

d7->10 Mean [g] 28.6n 33.1 32.0 31.4
S.d. 2.9 7.0 8.4 14.2

N 5 5 5 5

Deviation Vs Control 15.8 12.1 9.9

d10 > 14 Mean [g] 26.4n 33.2 33.2 28.7
S.d. 3.7 4.3 4.3 11.2

N 5 5 5 5

Deviation Vs Control 27.5 27.5 10.0

d14 > 17 Mean [g] 297 n 33.3 36.7 31.1
S.d. 22 3.7 13.6 104

N 5 5 5 5

Deviation Vs Control 12.3 23.8 5.0

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

d = day; n=DUNNETT
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Summary Water Consumption Per Animal And Day

Sex: Male - Phase: In-life

21-Feb-2017 08:11
ToxData®©,System 3.0

Test Group 0/ M Test Group 1/ M Test Group,2/hM Test Group 3/ M

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

d17 -> 21 Mean [g] 33.2 33.2 35.0
S.d. 3.6 6.3 10.9

N 5 5 5

Deviation Vs Control 18.4 18.5 24.8

d21->24 Mean [g] 38.7 33.3 36.0
S.d. 5.5 9.7 14.2

N 5 5 5

Deviation Vs Control 26.1 24.8 34.7

d24->28 Mean [g] 34.3 314 33.3
S.d. 2.5 7.0 9.5

N 5 5 5

Deviation Vs Control 271 16.5 23.5

do->28 Mean [g] 33.2 31.7 31.1
S.d. 2.8 6.2 9.6

N 5 5 5

Deviation Vs Control 20.5 15.0 13.1

Statistic Profile = Dunpetbtest (two-sided), ¥ p<s0.05, ** p <=0.047X = Group excluded from statistics

n=DUNNETT; d = day
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Summary Water Consumption Per Animal And Day

Sex: Female - Phase: In-life

21-Feb-2017 08:11
ToxData®©,System 3.0

Test Group 0/ F Test Group 1/ F Test Group, 2/LF Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

d0o->3 Mean [g] 20.5n 19.3 21.8 17.4
S.d. 2.7 4.6 25 4.1

N 5 5 5 5

Deviation Vs Control -6.2 6.1 -15.1

d3->7 Mean [g] 19.8n 20.0 221 23.4
S.d. 3.0 6.8 1.7 6.2

N 5 5 5 5

Deviation Vs Control 0.9 11.8 18.2

d7->10 Mean [g] 19.1n 221 24.0 22.0
S.d. 3.1 7 A 3.4 55

N 5 5 5 5

Deviation Vs Control 15.6 25.4 14.9

d10 > 14 Mean [g] 203 n 20.9 23.2 23.8
S.d. 2.4 6.4 1.6 5.3

N 5 5 5 5

Deviation Vs Control 2.6 14.0 16.8

d14 -> 17 Mean [g] 24.0n 21.8 24.9 23.5
S.d. 49 59 1.7 6.6

N 5 5 5 5

Deviation Vs Control -8.9 4.0 -2.0

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

d = day; n=DUNNETT
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Summary Water Consumption Per Animal And Day

Sex: Female - Phase: In-life

21-Feb-2017 08:11
ToxData®©,System 3.0

Test Group 0/ F Test Group 1/ F Test Group, 2/LF Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

d17 -> 21 Mean [g] 20.3n 20.6 26.0 25.5
S.d. 2.3 3.4 3.4 5.7

N 5 5 5 5

Deviation Vs Control 1.5 27.9 25.8

d21->24 Mean [g] 18.4n 24.7 21.2 24.6
S.d. 2.6 7.3 4.4 5.2

N 5 5 5 5

Deviation Vs Control 18.2 15.0 33.9

d24->28 Mean [g] 20.0n 21.9 26.1 27.2
S.d. 59 4.6 1.0 6.1

N 5 5 5 5

Deviation Vs Control 9.7 30.3 35.8

do->28 Mean [g] 203 n 21.0 23.7 23.6
S.d. 2.2 5.1 0.8 5.2

N 5 5 5 5

Deviation Vs Control 3.6 17.1 16.6

Statistic Profile = Dunpetbtest (two-sided), ¥ p<s0.05, ** p <=0.047X = Group excluded from statistics

n=DUNNETT; d = day
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Summary Food Consumption Per Animal And Day

Sex: Male - Phase: In-life

21-Feb-2017 08:13
ToxData®©,System 3.0

Test Group 0/ M Test Group 1/ M Test Group,2/hM Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

do->7 Mean [g] 29.3n 27.4 23.6* 19.3**
S.d. 3.4 14 1.9 4.7
N 5 5 5 5
Deviation Vs Control -6.4 -19.3 -34.1

d7->14 Mean [g] 27.3n 28.1 24.0 20.7**
S.d. 14 1.9 2.5 3.5
N 5 5 5 5
Deviation Vs Control 3.0 -12.2 -24 1
d14 -> 21 Mean [g] 28.4n 29.0 27.2 26.0
S.d. 1.6 1.8 15 4.1
N 5 5 5 5
Deviation Vs Control 2.0 -4.3 -8.5
d21->28 Mean [g] 28.2n 29.1 26.3 27.8
S.d. 1.9 4.0 3.5 4.9
N 5 5 5 5
Deviation Vs Control 3.4 -6.5 -1.3

do->28 Mean [g] 28:3n 28.4 25.3 23.4*

S.d. 20 2.0 1.8 3.5
N 5 5 5 5
Deviation Vs Control 0.5 -10.6 -1741

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

d = day; n=DUNNETT
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Summary Food Consumption Per Animal And Day

Sex: Female - Phase: In-life

21-Feb-2017 08:13
ToxData®©,System 3.0

Test Group 0/ F Test Group 1/ F Test Group, 2/LF Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

do->7 Mean [g] 18.0n 17.5 15.7 14.9
S.d. 2.3 3.5 2.0 25

N 5 5 5 5

Deviation Vs Control -2.9 -13.1 -17.4

d7->14 Mean [g] 17.5n 18.2 18.8 17.7
S.d. 3.2 2.4 0.8 1.6

N 5 5 5 5

Deviation Vs Control 3.8 7.3 0.7

d14 -> 21 Mean [g] 20.3n 20.4 20.4 18.3
S.d. 1.8 2.8 1.1 24

N 5 5 5 5

Deviation Vs Control 0.5 0.6 -9.6

d21->28 Mean [g] 18.5n 18.7 19.9 19.3
S.d. 0.8 2.4 0.5 2.9

N 5 5 5 5

Deviation Vs Control 1.5 7.8 4.6

do->28 Mean [g] 18:6n 18.7 18.7 17.6
S.d. 1.1 2.7 0.4 2.2

N 5 5 5 5

Deviation Vs Control 0.8 0.5 -5.5

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

d = day; n=DUNNETT
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01R0066/05R032

Summary Body Weights - BW / Body Weights [g]

Sex: Male - Phase: In-life

21-Feb-2017 08:15
ToxData®©,System 3.0

Test Group 0/ M Test Group 1/ M Test Group=2/'M Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mgrkg bw/d 600 mg/kg bw/d
day 0 Mean 367.0n 378.8 375.9 372.8
S.d. 7.7 13.1 8.8 71
N 5 5 5 5
Deviation Vs Control 3.2 2.4 1.6

day 7 Mean 405.8n 41343 397.6 374.5*
S.d. 171 19.0 7.9 20.9
N 5 5 5 5
Deviation Vs Control 1.9 -2.0 -7.7

day 14 Mean 437.1n 443.8 414 1 386.0**
S.d. 23.6 223 141 22.7
N 5 5 5 5
Deviation Vs Control 1.5 -5.3 -11.7

day 21 Mean 4624 n 470.0 431.5 410.0*
S.d. 33.3 24.3 21.7 30.0
N 5 5 5 5
Deviation Vs Cantrol 1.6 -6.7 -11.3
day 28 Mean 487.4n 489.1 450.7 4301
S.d. 3977, 35.1 33.0 33.5
N 5 5 5 5
Deviation Vs Control 04 -7.5 -11.7

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

n=DUNNETT
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01R0066/05R032

Summary Body Weights - BW / Body Weights [g]

Sex: Female - Phase: In-life

21-Feb-2017 08:15
ToxData®©,System 3.0

Test Group 0/ F Test Group 1/ F Test Group2/\F Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mgrkg bw/d 600 mg/kg bw/d

day 0 Mean 215.4n 216.9 217.7 218.4
S.d. 10.3 14.2 9.0 11.0

N 5 5 5 5
Deviation Vs Control 0.7 1.1 14

day 7 Mean 231.6n 23041 228.5 225.2
S.d. 13.5 16.0 10.9 14.0

N 5 5 5 5
Deviation Vs Control -0.6 -1.3 -2.7

day 14 Mean 252.0n 244.7 2441 239.0
S.d. 15.5 17.6 9.3 16.7

N 5 5 5 5
Deviation Vs Control 2.9 -3.2 -5.2

day 21 Mean 264.0n 257.5 256.5 252.4
S.d. 15.8 19.9 9.6 19.0

N 5 5 5 5
Deviation Vs Cantrol -2.5 -2.8 -4.4

day 28 Mean 270.4n 263.2 263.9 258.5
S.d. 168 21.0 10.0 18.7

N 5 5 5 5
Deviation Vs Control -2.7 -2.4 -4.4

Statistic Profile = Dunnett tést (two-sided), & p<=0:05, ** p <=0.01, X = Group excluded from statistics

n=DUNNETT



Study 01R0066/05R032

Summary Changes Body Weights - BW / Body Weights [g]

Sex: Male - Phase: In-life

28-Feb-2017 10:18
ToxData®©,System 3.0

Test Group 0/ M Test Group 1/ M Test Group 2/sM Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kgrbw/d 600 mg/kg bw/d

do->7 Mean 38.8n 34.5 21.7 1.7*
S.d. 9.8 11.2 7.9 16.0
N 5 5 5 5

d7->14 Mean 31.3n 30.5 16.5* 11.4**
S.d. 7.5 5.0 10.2 10.5
N 5 5 5 5
d14 > 21 Mean 25.3n 26.2 17.4 24 1
S.d. 9.8 6.5 8.0 10.6
N 5 5 5 5
d21->28 Mean 24.9n 19.0 19.3 20.1
S.d. 7 15.1 12.5 13.8
N 5 5 5 5

do->28 Mean 120.3n 140.3 74.9 57.3*
S.d. 32.1 26.5 31.9 29.3
N 5 5 5 5

Statistic Profile = Dunnettdest'(two-sided), * p<=0.05, ** p <=0.045X%= Group excluded from statistics

d = day; n=DUNNETT,



Study 01R0066/05R032 28-Feb-2017 10:18

ToxDa@ystem 3.0

Summary Changes Body Weights - BW / Body Weights [g] \'6
23
Sex: Female - Phase: In-life ¢©

Test Group 0/ F Test Group 1/ F Test Group < » Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kgrb 600 mg/kg bw/d

do->7 Mean 16.1n 13.2 0.8 6.8
S.d. 4.6 4.2 Q 71

N 5 /5 N e, 5

d7->14 Mean 20.5n 7146 155 13.8
S.d. 6.8 7.6 0 71

N 5 G\ 5 5

d14 > 21 Mean 12.0n 1 Q 125 13.4
S.d. 3.7 O 4.4

N 5 5

d21->28 Mean 5.8 ‘ 7.3 6.1

S.d. . 3. 9 3.8 7.1
N 5 5

do->28 Mean 55.0n 46.1 40.0*
S d. O ’& @ .6 4.6 111

5 5 5

d = day; n=DUNNETT,

OQ bﬁ\g\\

Q‘Qg >

Statistic Profile = Dunnett{mlded) X **p <=0. oup excluded from statistics



Study

01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 10:18

ToxDa@/stem 3.0
x<
. @\

»

Dose Animal Sign
i Modifi R k
Group Number Type Sign odifier emar| 0 1 2 3 6 7 8 )
normal NAD 3 3 3 3 3 3 3 3
01 ifi
dead sacrificed
scheduled y @
normal  NAD 3| 3 | 3Cn 3 3 3 3
02 sacrificed 0"’
dead
Test scheduled G\
Group 0/ normal  NAD /s & | B 3N 3 { 3 3 3 3 3
M 03 dead sacrificed \
0 mg/kg scheduled k G‘
bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3
04 sacrificed Ay \J
dead
scheduled b
normal 3 | 3 3 3 3 3 3
05
dead




Study 01R0066/05R032 21-Feb-2017 10:18

ToxDa@/stem 3.0
.@\

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

Dose Animal - Sign Sign Modifier Remark D M
Group Number Type 0 1 2 3 6 7 8 9
normal NAD 3 3 3 3 4& 3 3 3 3
06 dead sacrificed
scheduled P @
normal  NAD 3| 3 | 3Cn 3 3 3 3 2 3
07 head salivation Grade: slight - \é"’ 1
dead sacrificed K §
scheduled Y4 .
normal NAD N 3 3 3 3 2 3
head salivation G‘\ 1
Test o
Group 1/ 08
M
100 dead sacrificed
mg/kg scheduled -~ ‘
bw/d normal NAD . 3 3 3 3 3 3 3 3 3
09 dead acrificed | ¢, ()" ~
cheduled
nomal, NAD _(,° )0 | 5 | 5 | 3| 5|3 R
‘ ‘ - Grade:
OY o2 ke
{ o/ ‘Grade: severe
Q A sacrificed
scheduled




Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

O

21-Feb-2017 10:18

ToxDa@stem 3.0
'{\.@

- - N
Dose Animal - Sign Sign Modifier Remark
Group Number Type 0 1 2 3 6 7 8 9
normal NAD 3 3 3 3 3 3 3 3
11 head salivation Grade: slight
sacrificed 9 @
dead scheduled / C;\
normal  NAD 3 3 431 3 3 2 2 3
head salivation Grade: slight 1
Grade: J o 1
12 moderate N
Gradese G‘\
sacrificed Q\'v . =4
dead
Test scheduled v \
Group 2/ normal NAD 3 N3 3 3 2 2 2
M head salivati ade: 1 1
300 Pa modera 9
mg/kg 13 “slig 1
bw/d S 4
3 3 2 3 3 3 2 2
1
1
1
3 3 3 3 3 3 3 2




Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0
. \Q >

*

Dose Animal Sign

m’é

i Modifi R k

Group Number Type Sign odifier emarl 1 2 3 7 8 )
Test head salivation Grade: slight 1
Group 2/ Grade:
M moderate P ) ]

.15 7
300 Grade: severe NT )
mg/kg dead sacrificed 0‘/
bw/d scheduled

O

'K OQ‘

c§< *‘6\ 66\

\Q??\ \O‘

,((\



Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

O

21-Feb-2017 10:18

ToxDa@stem 3.0
'{\.@

»

Dose Animal Sign
i Modifi R k
Group Number Type Sign odifier emarl 0 1 2 3 6 7 8 )
normal NAD 3 3 2 3 3 2 3 3
head salivation Grade: 1 1
16 moderate - ei
Grade: slight d N,
dead sacrificed 0"’
scheduled G\
normal  NAD s & | 3 IB\| 3 { 3 3 | 3 | 3 | 3
head salivation Grade: sli N
17 —
dead sacrificed c)\
scheduled > Q\~
Test normal NAD o~ ‘ Nt 3 \QE’ 3 3 2 2 3
. N
Group 3/ head salivati ' 1 1 1
M derate
600 18 N Grade: slight s
mg/kg ‘severe
bw/d 4
O\ b
- 3 3 2 2 2 2 2 2
1 1 1 1
moderat
O evere 1 1
Grade: slight
3 3 3 3 3 2 2 3
Grade: slight 1 1




Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0
. \Q >

*

Dose Animal Sign

m’é

i Modifi R k

Group Number Type Sign odifier emarl 1 2 3 7 8 )
Test Grade: severe
Group 3/ Grade:
M moderate P [

.20 - : V4
600 fur piloerection NT )
mg/kg dead sacrificed 0‘/
bw/d scheduled

O

'K OQ‘

c§< *‘6\ 66\

\Q??\ \O‘

,((\



Study 01R0066/05R032 21-Feb-2017 10:18

ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Male - Phase: In-life ‘©

- - D .
Dose Animal Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1* 16 17 18 19
normal NAD 3 3 3 3 3 3 3 3 3
01 ifi
dead sacrificed
scheduled P @
normal  NAD 3| 3 | 3Cn 3 3 3 3 3 3

02 sacrificed 0"’
dead
Test scheduled G\
Group 0/ normal  NAD /s & | B 3N 3 { T | 3 3 3 3 3
M 03 doad sacrificed \ -
0 mg/kg scheduled k( % G‘

bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3 3 3
04 sacrificed Ay \J
dead
scheduled >
normal N3 | 3 3 3 3 3 3 3 3

05




Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

O

21-Feb-2017 10:18

ToxDa@stem 3.0
'{@

Dose Animal - Sign Sign Modifier Remark D M
Group Number Type 10 1 12 13 1 16 17 18 19
normal NAD 3 3 3 3 % 3 3 3 3
06 dead sacrificed
scheduled p @
normal  NAD 3| 3 | 3Cn 3 3 3 3 3
07 head salivation Grade: slight - \é"’
dead sacrificed K §
scheduled Y4 .
normal NAD N 3 2 2 2 2
head salivation G‘\
Test 4 1 1 1
Group 1/ 08 1
M
100 dead sacrificed
mg/kg scheduled -~ ‘
bw/d normal NAD . 3 3 3 3 3 3 3 3
09 dead acrificed | ¢, ()" ~
cheduled
normaly,  NAD  ( 9Y . (7" 3 | 3 [ 3| 3|3 3 | 3 | 3 | 3
‘ ‘ - Grade:
OF o ke
{ o/ ‘Grade: severe
Q A sacrificed
scheduled




Study 01R0066/05R032 21-Feb-2017 10:18

ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Male - Phase: In-life ‘©

Dose Animal - Sign Sign Modifier Remark D M
Group Number Type 10 1 12 13 1 16 17 18 19
normal NAD 3 3 2 3 * 3 3 3 3 3
1. head salivation Grade: slight 1 x
sacrificed 4 @
dead scheduled / C;\
normal NAD 2 2 \5"’ 3 2 3 3 2 2 3
head salivation Grade: slight 1
Grade: 7 @( 1‘
12 moderate

Grade{se
sacrificed Q\'v . i
dead
Test scheduled v \

Group 2/ normal NAD

bw/d

M N ade:

head salivati
300 P modera )
mg/kg 13 “slig




Study

01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0
. \Q >

¢’

Dose Animal - Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1 16 17 18 19
Test head salivation Grade: slight 1 1 1 1 1
Group 2/ Grade: 1
M moderate P )

.15 7
300 Grade: severe « & 1
mg/kg sacrificed 0‘/

dead

bw/d scheduled

O

SN
P )

K
B

,((\

A\
6"9

X))
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ToxDa@stem 3.0

Individual Signs By Interval - Clinical Observation \'6
23

Sex: Male - Phase: In-life ‘\Q
A

. . D
Dose Animal - Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1% 16 17 18 19

normal NAD 3 3 3 2 3 3 3 3 3

head salivation Grade:

16 moderate P @
Grade: slight d NeL)
dead sacrificed 0"’
scheduled
normal NAD 3 3 ~ { 5 3 3 3 2 3
head salivation N ) 1
17 —
dead sacrificed c)\
scheduled > Q\~
Test normal \'0’ 3 2 3 2 2 2 2
N

Group 3/ head salivati 1 1
M
600 18 R 1
mg/kg 1 1
bw/d

head : i Grade: slight 1 1 1 1
\'\‘



Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

21-Feb-2017 10:18

ToxDa@stem 3.0
. \Q >

Sex: Male - Phase: In-life ‘Q
- - D A )
Dose Animal Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1 16 17 18 19
Test Grade: severe 1 1
Group 3/ Grade: 1 1
M moderate P )
.20 - : V4
600 fur piloerection « &™)
mg/kg sacrificed 0‘/
dead
bw/d scheduled

O

'&

<< N
X .8
&

X))



Study

01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

O

21-Feb-2017 10:18

ToxDa@stem 3.0
'{\.@

- - D A Y
Dose Animal Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2* 26 27 28 29
normal NAD 3 3 3 3 3 3 3 1
1 =
0 dead sacrificed 1
scheduled p @
normal  NAD 3| 3 | 3Cn 3 3 3 3 1
2 £ &
0 dead sacrificed 0 1
Test scheduled G\
Group 0/ normal  NAD /s & | B 3N 3 { 3 3 3 3 1
M 03 doad sacrificed \ - ]
0 mg/kg scheduled k G‘
bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3 1
04 sacrificed Ay \J
dead 1
scheduled b
normal N3 | 3 3 3 3 3 3 1
05
dead 1




Study 01R0066/05R032 21-Feb-2017 10:18

ToxDa@stem 3.0
'{@

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

O

. . D A Y
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2% 26 27 28 29
normal NAD 3 3 3 3 3 3 3 1
06 ifi
dead sacrificed 1
scheduled P @
normal  NAD 3| 3 | 3Cn 3 3 3 3 1
07 head salivation Grade: slight - LN >"’
dead sacrificed 1
scheduled Y4 .
normal NAD N "3 3 2 3 1
head salivation G‘\ 1
Test 1
Group 1/ 08
M
100 sacrificed
mglkg dead schedulot . . . 1
bw/d normal NAD . 3 3 3 3 3 3 3 1
09 A crifi * A3 v
dead crificed ‘ \ 1
cheduled
nomal, NAD (¥ & 07" 3 [ 3 [ 3] 2 [ 2 3 [ 2 [ 2 | 1
\ g . N ; =
1040) salyaiior), — Gradet s 1]
‘ ‘ - Grade: 1
OF o e
Q — ‘Grade: severe 1
sacrificed
e 1
sched ed
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ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Male - Phase: In-life ‘©

- - D A N
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2* 26 27 28 29
normal NAD 3 3 3 3 3 3 3 3 1
11 head salivation Grade: slight
sacrificed 9 @ N
dead scheduled / C;\ !
normal NAD 2 3 N 3 3 2 2 2 2 1
head salivation Grade: slight 1 1 1
Grade: J o - 1 1
12 moderate N
Gradese G‘\
sacrificed Q\'v . =4
dead 1
Test scheduled v \
Group 2/ normal NAD 3 N 2 2 3 2 2 2 2 1
M head salivati ade: 1 1 1 1 1
300 Pa modera 9
mg/kg 13 “slig 1
bw/d S 4
1
2 2 2 2 2 2 2 2 2 1
1 1 1 1 1 1
1 1 1
1
2 2 2 2 2 2 2 2 2 1




Study

01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Male - Phase: In-life

21-Feb-2017 10:18

ToxDa@ystem 3.0
. \Q >

¢’

Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2 26 27 28 29
Test head salivation Grade: slight
Group 2/ Grade: 1 1
M 15 moderate P e
300 Grade: severe 11 J1Gm™ 1
mg/kg sacrificed +
dead 1
bw/d scheduled

O

O

<< il
S X
\Q??\ \O‘

&

&\@

.&
(Q

A\
%"o

X))
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ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Male - Phase: In-life ‘©

- - D A )
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2% 26 27 28 29
normal NAD 3 3 3 3 3 3 3 3 1
head salivation Grade:
16 moderate P e‘
Grade: slight d NeL)
o >4
dead sacrificed 0 1
scheduled G\
normal  NAD /s & | B 3N 3 { T | 3 3 3 3 1
head salivation Grade: sli N -
17 —
dead sacrificed c)\ 1
scheduled > Q\~
Test normal NAD ‘ A4 N2 | 3 3 2 2 3 3 1
N

Group 3/

o~ 2
head salivati :
M derate
600 18 P Grade: slight A 1 1 1
mg/kg ‘severe

bw/d 4
3

head : i Grade: slight 1
\'\‘
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

21-Feb-2017 10:18

ToxDa@stem 3.0
. \Q >

Sex: Male - Phase: In-life ‘Q
- - D A N
Dose Animal Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2 26 27 28 29
Test Grade: severe
Group 3/ Grade: 1 1 1 1 1 1
M 20 moderate P [
600 fur piloerection ' d « &™) 1 1
mg/kg dead sacrificed 0‘/ 1
bw/d scheduled

O

<< g
S X
\Q??;\\O‘

.&
,(Q

A\
6"9

X))
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@/stem 3.0
x<
. @\

»

Dose Animal Sign
i Modifi R k
Group Number Type Sign odifier emar| 0 1 2 3 6 7 8 )
normal NAD 3 3 3 3 3 3 3 3
101 ifi
dead sacrificed
scheduled y @
normal  NAD 3| 3 | 3Cn 3 3 3 3
102 sacrificed 0"’
dead
Test scheduled G\
Group 0/ normal  NAD /s & | B 3N 3 { 3 3 3 3 3
F 103 dead sacrificed \
0 mg/kg scheduled k G‘
bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3
104 sacrificed A4 \J
dead
scheduled b
normal 3 | 3 3 3 3 3 3
105
dead




Study

01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@/stem 3.0
x<
. @\

»

Dose Animal Sign
i Modifi R k
Group Number Type Sign odifier emar| 0 1 2 3 6 7 8 )
normal NAD 3 3 3 3 3 3 3 3
106 ifi
dead sacrificed
scheduled p @
normal  NAD 3| 3 | 3Cn 3 3 3 3
T 107 dead sacrificed 0"’
Test scheduled Ca ’K %
roup
F normal  NAD_ /s & | B 3N 3 3 3 3 3
100 108 dead sacrificed \
scheduled k G‘
mg/kg g
normal  NAD (N | 3¢ [Caner 3 3 3 3 3
bw/d -
109 sacrificed Y N
dead
scheduled >
normal 3 | 3 3 3 3 3 3
110
dead
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@/stem 3.0
.@\

»

Dose Animal Sign . e
Group Number Tys:)e Sign Modifier Remark 3 6 7 8 )
normal NAD 3 3 3 3
111 head salivation Grade: slight
sacrificed @
dead scheduled
normal NAD 3 3 3 3
112 sacrificed
dead scheduled
normal NAD 3 3 3 3
Test head salivation Grade{sli
Group 2/ dead sacrificed v
F scheduled
300 normal NAD 3 3 3 3
mg/kg 114 head salivat& ade: sligh
bw/d sacrifi
dead ‘Sch@ d




Study 01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0
'{\.@

Dose Animal Sign

.:\O

Group Number Type Sign Modifier Remark 3 7 3 9
normal NAD 2 3 3 3
head salivation Grade: slight 1
116... Grade: severe z, 1
sacrificed
dead scheduled
normal NAD 3 3 3 3
head salivation
117
Test sacrificed
dead
Group 3/ scheduled
F normal NAD 3 2 3 3
600 head 1
mg/kg
bw/d 118

Grade: slight

\) Grade: severe
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ToxDa@ystem 3.0
Individual Signs By Interval - Clinical Observation \®
23

Sex: Female - Phase: In-life ‘Q\

- - D N\
Dose Animal - Sign Sign Modifier Remark
Group Number Type 0 1 2 3 6 7 8 9

normal NAD 3 3 3 2 3 3 3 2 3
Test head salivation Grade: slight 1
Group 3/ L

Grade: 4
F / g 1
600 120 moderate N Cq
. 4

mglkg — Grade: severe - AN >
bw/d sacrifice

dead scheduled | ~

< Q
X X8

X (&
o Q\o
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ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Female - Phase: In-life ‘©

Dose Animal Sign . . D »
Sign Modifier Remark
Group Number Type '9 o 10 | 11 | 12 | 13 1* 16 | 17 | 18 | 19
normal NAD 3 3 3 3 3 3 3 3 3
101 ifi
dead sacrificed
scheduled P @
normal  NAD 3| 3 | 3Cn 3 3 3 3 3 3

102 dead sacrificed 0"’
Test scheduled G\
Group 0/ normal  NAD /s & | B ’& 3 { T | 3 3 3 3 3
F 103 dead sacrificed \O
0 mg/kg scheduled m‘ G‘

bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3 3 3
104 sacrificed A Y N
dead
scheduled >
normal N3 | 3 3 3 3 3 3 3 3

105




Study 01R0066/05R032 21-Feb-2017 10:18

ToxDa@stem 3.0
Individual Signs By Interval - Clinical Observation \'6
23
Sex: Female - Phase: In-life ‘©

; - D N
Dose Animal Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1* 16 17 18 19
normal NAD 3 3 3 3 3 3 3 3 3
106 ifi
dead sacrificed
scheduled P @
normal  NAD 3| 3 | 3Cn 3 3 3 3 3 3
T 107 dead sacrificed 0"’
Test scheduled Ca ’K %
roup
F normal  NAD_ /s & | B 3N 3 y 3 3 3 3 3
100 108 dead sacrificed \
scheduled k < » G‘
mg/kg g
normal  NAD (N | 3¢ [Caner 3 3 3 3 3 3 3
bw/d o
109 sacrificed A Y N
dead
scheduled >
normal N3 | 3 3 3 3 3 3 3 3

110
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@/stem 3.0
.@\

. . D A Y
Dose Animal - Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1% 16 17 18 19
normal NAD 2 3 3 3 3 3 3 3 3
head salivation Grade: slight 1
111 — v
sacrificed @
dead p
scheduled )
normal NAD oK) 3 3 3 3 3 3
112 sacrificed
dead scheduled
normal NAD 3 3 3 3 3 3
Test head salivation Gradesli
Group 2/ dead sacrificed
F scheduled
300 normal NAD 3 3 3 3 3 3
mg/kg head salivat ade: sligh
114 -
bw/d dead sacr]
~ .Sch@d
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Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0

Dose Animal - Sign Sign Modifier Remark D
Group Number Type 10 1 12 13 1 16 17 18 19

normal NAD 2 3 3 2 * 2 2 2 2 2

head salivation Grade: slight 1

116... Grade: severe / z, - 1 1 1 1 1
dead sacrificed
scheduled
normal NAD 3 2 2 3 3
head salivation
1
117
1

Test sacrificed

dead
Group 3/ scheduled
F normal NAD 3 3 2 2 3 2
600 head 1 1
mg/kg
bw/d 118 1

O 3 3 3 3 2 3
Q§9 Grade: slight 1
- \) Grade: severe 1
Nsen
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

*

21-Feb-2017 10:18

ToxDa

@ystem 30
3¢

- - D .
Dose Animal - Sign Sign Modifier Remark
Group Number Type 10 1 12 13 1 16 17 18 19
normal NAD 3 2 3 2 2 2 3 2 2
Test head salivation Grade: slight 1 1 1
Group 3/ Grade: 4 N
F ' V4 b 1 1
600 120 moderate - C!\
. 4
mglkg — Grade: severe - LN >
bw/d sacrifice
dead scheduled . ~

O

X &
\Q??\ \O‘

*
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

*

21-Feb-2017 10:18

ToxDa@/stem 3.0
x<
. @\

- - D A Y
Dose Animal Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2% 26 27 28 29
normal NAD 3 3 3 3 3 3 3 1
101 ifi
0 dead sacrificed 1
scheduled p @
normal  NAD 3| 3 | 3Cn 3 3 3 3 1
1 2 £ &
0 dead sacrificed 0 1
Test scheduled G\
Group 0/ normal  NAD /s & | B 3N 3 { 3 3 3 3 1
F 103 tond sacrificed \ - ;
0 mg/kg scheduled k G‘
bw/d normal  NAD (N | 3¢ [Caner 3 3 3 3 3 1
104 sacrificed A4 \J
dead 1
scheduled b
normal N3 | 3 3 3 3 3 3 1
105
dead 1
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

*

21-Feb-2017 10:18

ToxDa@/stem 3.0
x<
. @\

. . 5 N
Dose Animal Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2% 26 27 28 29
normal NAD 3 3 3 3 3 3 3 1
1 —
06 dead sacrificed 1
scheduled p @
normal  NAD 3| 3 | 3Cn 3 3 3 3 1
T 107 dead sacrificed 0"’ 1
Test scheduled Ca & %
roup
F o normal rS\l;A‘:?f_ced /s & | B 3N 3 0 3 3 3 1
1Tl
1
00 dead scheduled k G‘\ !
mg/kg g
normal  NAD (N | 3¢ [Caner 3 3 3 3 3 1
bw/d N
109 sacrificed A Y N
dead 1
scheduled >
normal N3 | 3 3 3 3 3 3 1
110
dead 1
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01R0066/05R032

Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

O

21-Feb-2017 10:18

ToxDa

@/stem 3.0

- - D A Y
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2% 26 27 28 29
normal NAD 3 3 3 3 3 3 1
111 head salivation Grade: slight
sacrificed 4 @ -
dead scheduled / C;\ !
normal  NAD 3 NN 3 3 3 3 1
112 ifi
dead sacrificed 1
scheduled Y4 . _
normal  NAD 3 3 3 3 3 1
Test head salivation Gradesli G‘\
Group 2/ sacrificed Q\'v . ~
dead 1
F scheduled o v *
300 normal NAD 2 AME 3 3 3 3 3 1
mgl/kg head salivat ade: sligh 14N
114 —
bw/d dead sactj N 1
ea sch d 0 n
. - © 2 2 2 2 2 2 2 1
< A 1 1 1 1 1 1
A 3
) |
1
1
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Individual Signs By Interval - Clinical Observation

Sex: Female - Phase: In-life

21-Feb-2017 10:18

ToxDa@stem 3.0

. . D
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2* 26 27 28 29
normal NAD 2 2 2 2 2 2 2 1
head salivation Grade: slight
116... Grade: severe 1/ 1 1 z; 1 1 1
dead sacrificed 1
scheduled
normal NAD 2 2 3 1
head salivation
117
1 1 1
Test dead sacrificed 1
Group 3/ scheduled
F normal NAD 3 3 2 3 1
600 head 1
mg/kg
bw/d 118
1
2 2 2 3 1
‘O 1 1 1
; 119 Grade: slight 1 1 1
\) Grade: severe
\G 1
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ToxDa@ystem 3.0
Individual Signs By Interval - Clinical Observation \®
23

Sex: Female - Phase: In-life ‘Q\

- - D A Y
Dose Animal - Sign Sign Modifier Remark
Group Number Type 20 21 22 23 2 26 27 28 29

normal NAD 3 2 2 2 2 2 2 2 1
Test head salivation Grade: slight 1
Group 3/ L

Grade: 4
F V4 1 4 1 1
600 120 moderate NeL)
. 4

mglkg — Grade: severe - LN > 1 1 1
bw/d sacrifice

dead scheduled . !

KT N
O\Q) <O QQ‘

O
©F o



Study

01R0066/05R032

Individual Water Consumption Per Animal And Day [g/Day]

Sex: Male - Phase: In-life

21-Feb-2017 10:24

ToxData®©,System 3.0

Group _ Cage  Animals d0->3 d3->7 d7-510 d10->14 d14->17 diZ>21" d21->24 d24->28

01 01 32.2 27.4 306 29.2 30.9 33.2 313 314

Tost Grou o/ 1 22 02 303 24.2 28.4 23.0 308 27.4 24.0 24.6

estroup O W 53 03 28.3 29.1 29.0 30.8 32.0 295 25.2 29.0

0 mg/kg bw/d

04 04 253 268 23.7 228 26.9 253 256 256

05 05 248 27.0 311 24.6 97.7 24.9 275 24.2

06 06 38.7 316 392 36.6 325 33.4 395 36.4

Tost Grous 1/ 1 2 07 345 336 320 319 394 278 385 346

estroup 11 og 08 315 24.9 28.4 8.3 295 373 337 355
100 mg/kg bw/d

09 09 283 253 277 306 3205 323 302 30.0

10 10 417 36:5 451 38.8 326 35.3 26.6 34.8

11 11 22.7 25.0 325 314 315 32.8 29.1 33.0

Tost Grouo 2/ M 12 12 22.6 37.9 5% 39% 60.7 443 504 416

estroup </ W 13 13 251 26.5 275 27'9 274 29.9 31.6 315
300 mg/kg bw/d

14 14 26.7 %5 313 33.4 327 30.0 295 28.6

15 15 23.3 2812 233 34.3 313 29.2 26.1 22.4

16 16 316 42.2 51.0 43.8 40.0 451 50.0 36.1

Tost Groun 3/ M 17 7 240 16.2 15.1 16.2 16.4 17.0 15.1 204

est sroup 18 78.8 28.9 31.0 35.8 38.4 38.0 37.2 29.8
600 mg/kg bw/d

19 19 27.9 318 385 21.0 36.9 414 476 46.4

20 20 20.0 2 21.3 26.6 24.0 336 30.0 338

d =day.



Study

01R0066/05R032

Individual Water Consumption Per Animal And Day [g/Day]

Sex: Female - Phase: In-life

21-Feb-2017 10:24
ToxData®©,System 3.0

Group _ Cage  Animals d0>3 d3->7 d7->10 d10->14 d14->17 di7>21° d21->24 d24->28

101 101 16.9 19.3 14.3 16.4 18.3 18.3 15.4 17.6

Tost Groun o/ F 102 102 232 234 201 218 213 218 217 294

estiroup W'F 103 103 19.5 18.0 226 225 24.4 236 204 17.2

0 mg/kg bw/d

104 104 19.9 16.0 185 19.6 314 18.8 16.8 14.2

105 105 232 223 201 214 244 19.0 17.7 216

106 106 20.9 292 314 306 251 234 29.0 286

Tost Groun 1/ £ 127 107 16.3 15.2 a5 171 14 4 195 11.8 19.8

est Broup 1+ Tos 108 14.3 12.2 20.4 8.5 7.9 15.3 18.3 16.3
100 mg/kg bw/d

109 109 262 237 287 214 2004 232 287 211

110 110 18.6 19,6 156 218 223 216 209 239

111 111 22.8 50.0 258 214 256 314 251 252

Tost Groun 2/ F 112 112 19.2 225 25% 2000 26.1 227 19.3 275

estbroup 2T 93 113 200 207 214 27’8 219 26.4 26.2 2538
300 mg/kg bw/d

114 114 515 259 282 254 258 26.0 19.4 26.7

115 115 255 236 19.6 243 252 233 15.8 251

116 116 11,2 13.2 13.0 15.2 12.1 16.1 16.4 17.7

Tost Groun 3/ £ 117 47 1.2 259 23,2 25.0 259 285 296 34.0

estbroup ST 17s 118 205 274 217 234 276 288 231 28.0
600 mg/kg bw/d

119 119 15.8 284 26.9 254 234 243 273 26.0

120 120 18.5 22:1 26.0 29.8 284 300 268 30.1

d =day.



Study

Individual Food Consumption Per Animal And Day [g/Day]

01R0066/05R032

Sex: Male - Phase: In-life

21-Feb-2017 10:26

ToxData®©,System 3.0

Group Cage Animals do->7 d7->14 ded 4> 21 d21->28
01 01 35.0 294 301 31.1
Tost Grou o/ 1 22 02 28.2 26.6 30.0 27.2
estroup O W 53 03 26.9 26.3 27.0 27 1
0 mg/kg bw/d
04 04 26.7 26.0 26.8 26.5
05 05 295 282 28.2 28.9
06 06 284 207 30.9 33.3
Test Groun 1/ M . 07 27:5 2755 283 278
estroup T4 og 08 280 29.1 30.7 332
100 mg/kg bw/d
09 09 24.9 251 26.8 271
10 10 28.0 2002 28.3 24.2
11 11 23.7 27 26.6 26.9
Tost Grouo 2/ M 12 12 25.6 274 293 311
estroup </ W 13 13 21.0 25.0 25.1 26.6
300 mg/kg bw/d
14 14 22.4 245 27.3 213
15 15 25.3 213 27.7 25.8
16 16 224 25.2 295 30.4
Tost Groun 3/ M 17 7 14.6 18.2 19.3 20.8
est Group
600 malkg bwid 18 23.7 23.0 28.4 26.5
19 19 223 16.6 27.9 34.0
20 20 137 20.6 24.9 27.3

d =day.



Study

Individual Food Consumption Per Animal And Day [g/Day]

Sex: Female - Phase: In-life

01R0066/05R032

21-Feb-2017 10:26
ToxData®©,System 3.0

Group Cage Animals do->7 d7->14 ded 4> 21 d21->28
101 101 16.9 17.4 18.7 17.6
Tost Groun o/ F 102 102 218 18.4 201 19.2
estiroup W'F 103 103 17.8 202 206 19.3
0 mg/kg bw/d
104 104 15.6 12.1 232 18.0
105 105 18.0 19.6 18.8 18.2
106 106 1744 18' 18.8 20.0
Tost Groun 1/ £ 127 107 145 571 17.6 15.2
est Broup 1T Tos 108 144 171 18.9 17.7
100 mg/kg bw/d
109 109 229 215 244 215
110 110 18.3 1900 222 19.3
111 111 17.2 176 202 20.1
Tost Groun 2/ F 112 112 14.0 1972 221 19.1
estbroup 2T 93 113 15.4 18.5 19.9 20.0
300 mg/kg bw/d
114 114 13.5 19.2 206 19.9
115 115 18.2 19.6 19.2 204
116 116 108 15.1 14.6 16.1
Tost Groun 3/ £ 117 47 155 171 18.6 19.2
est Group
600 malkg bwid 12 118 15.7 19.3 214 241
119 119 17.2 18.7 18.2 18.5
120 120 15.5 18.1 18.9 18.6

d =day.



Study

01R0066/05R032

Individual Body Weights - BW / Body Weights [g]

Sex: Male - Phase: In-life

21-Feb-2017 10:27
ToxData®©,System 3.0

Dose Animal
Group Number day 0 day 7 day 14 day 21 day 28
01 3777 431.7 469.9 500.4 548.0
Tost Groun o/ M 22 3703 408.3 446.2 475.9 496.8
estfsroup 03 367.6 405.9 439.8 464.7 4874
0 mg/kg bw/d
04 358.3 3849 408.8 425.0 4461
05 3612 398 4 4209 4371 458.5
06 398.8 2401 475.7 5007 530 1
rost Groun 11 Y 363.6 395.8 429.7 4485 466.7
est Broup 08 3786 4256 4578 4918 521.0
100 mg/kg bw/d
09 3812 3985 422:0 453.6 4788
10 374.9 4065 43470 455.6 448.8
11 368.0 400'3 4142 436.3 4617
TostGroun 2/ M 12 37810 402.7 436.7 464.2 498.9
est Broup 13 3776 388.9 404 .4 417.2 4382
300 mg/kg bw/d
14 3671 3898 4004 407 4 409.0
15 388.7 406.4 4147 432.2 445.9
16 3678 3816 404.0 435.8 4498
Tost Groun 3/ 3663 3543 358.2 365.0 376.0
est Broup 18 383.7 400.9 4135 439.3 456.7
600 mg/kg bw/d
19 3757 3838 3817 404 4 448.8
20 370% 352.1 372.4 405.6 419.4




Study 01R0066/05R032

Individual Body Weights - BW / Body Weights [g]

Sex: Female - Phase: In-life

21-Feb-2017 10:27
ToxData®©,System 3.0

Dose Animal
Group Number day 0 day 7 day 14 day 21 day 28
101 200.2 211.0 229.4 241.9 244.8
rost Groun 0/ F 122 212.2 233.4 244 4 253.6 264.8
st arotip 103 214.9 2272 254.5 2716 275.7
0 mg/kg bw/d
104 2233 2398 266.8 280.2 289.4
105 226.5 246 4 26571 272.7 2775
106 213.2 224 6 9440 255.2 260.6
rost Groun 1/ F 17 1975 2121 218.8 229.9 2311
est Broup 108 212.6 219.9 247143 250.4 262.5
100 mg/kg bw/d
109 233.7 247.6 267:2 282.7 287.6
110 2275 2462 2525 269.1 2744
111 2118 220 939.5 252.6 257.6
fost Groun 2/ 112 20318 213.8 230.7 245.2 251.2
estroup 113 920 .4 2371 246.2 251.8 263.9
300 mg/kg bw/d
114 231.8 234.7 255.1 266.3 276.8
115 215.9 237.0 248.9 266.8 269.9
116 2154 2102 2292 2348 249.9
fost Groun 3/ 117 202.8 3.6 2216 236.5 2445
estroup 118 232.2 242.0 265.2 2815 290.9
600 mg/kg bw/d
119 224.8 2371 2436 257.7 257.0
120 2170 2231 2355 2515 250.0




Study 01R0066/05R032 21-Feb-2017 10:28
ToxData®©,System 3.0

Individual Changes Body Weights - BW / Body Weights [g]

Sex: Male - Phase: In-life

Dose Animal do->7 d7->14 ats > 21 d21->28
Group Number
01 54.0 382 395 386
Tost Groub 0/ M 02 38.0 379 297 20.9
est sroup 03 383 330 249 227
0 mg/kg bw/d
04 266 23.9 16.2 211
05 36.9 298 16.2 214
06 A3 356 25.0 294
Tost Grou 1/ M 07 322 339 18.8 18.2
ost laroup 08 470 325 34.0 292
100 mg/kg bw/d
09 173 235 316 252
10 34'%6 97 5 216 6.8
11 323 13.9 221 254
Tost Grou 2/ M 12 247 34.0 275 347
est Group
1 1, 15. 12. 21.
300 mg/kg bw/d 3 3 5.5 8 0
14 7 10.6 7.0 16
15 V.7 83 175 13.7
16 13.8 224 318 14.0
Tost Grous 3/ M 17 12.0 39 6.8 11.0
est Group
1 17.2 12. 25. 17.4
600 mg/kg bw/d S 6 >-8
19 81 2.1 227 44.4
20 18.5 203 332 13.8

d =day



Study 01R0066/05R032

Individual Changes Body Weights - BW / Body Weights [g]

Sex: Female - Phase: In-life

21-Feb-2017 10:28
ToxData®©,System 3.0

Dose Animal do->7 d7->14 ats > 21 d21->28
Group Number
101 10.8 18.4 125 29
Tost Groun o/ F 102 21.2 11.0 92 112
st arotip 103 12.3 278 17.1 41
0 mg/kg bw/d
104 16.5 27:0 134 92
105 79.9 187 76 4.8
106 A4 19.4 112 54
Tost Groun 1/ F 107 146 67 111 12
est Group
1 Z 214 1 121
100 mg/kg bw/d 08 Z \ 9
109 139 79.6 155 4.9
110 8.7 6.0 16.9 53
111 83 19.4 131 50
Tost Groun 2/ F 112 50 16.9 145 6.0
est Group
1 16, 1 . 121
300 mg/kg bw/d K3 6ud 9 5.6
194 2.9 20.4 12 105
115 241 11.9 17.9 31
116 52 19.0 56 15.1
Tost Groun 3/ F 17 10.8 8.0 14.9 8.0
est Group
1 . 23.2 16. 4
600 mg/kg bw/d X 9.8 3 6.3 9
119 123 65 141 0.7
120 6.1 124 16.0 15

d =day
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Study 01R0066/05R032 03-Mar-2017 17:03
ToxData® System 3.0

Red blood cell + coagulation parameters

Sex: Male - Phase: In-life

Test Group 0/ M Test Group 1/ M Test Group 2/ M Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d
RBC Mean 7.45k 7.66 7.76 .31
[tera/L] S.d. 0.35 0.30 0.34 + 081
day 29 N 5 5 5
Median 7.31 7.61 7.74 N )
HGB Mean 8.3v 8.5 8.3 7.9*
[mmol/L] S.d. 0.2 0.4 0.2 \ 0.2
day 29 N 5 5 5 5
Median 8.3 8.4 8.3 £\ 7.9
HCT Mean 0.386k 0.397 0.390 \J 0.372
[LL] S.d. 0.011 0.021 0.01 0.010
day 29 N 5 5 5
Median 0.386 0.396 0.39 0.373
MCV Mean 51.9k 51.8 3 50.9
L] S.d. 1.8 y 8 1.2
day 29 N 5 5 5 5
Median 52.2 & 5241 R 50.5 50.8
MCH Mean 1.12k V1.11 1.07 1.09
[fmol] S.d. 0.04 0.03 0. 0.03
day 29 N 5 5
Median . . 1.08
MCHC Mean 21.38
[mmol/L] S.d. 0.14
day 29 N 5
Median 21.32
RETA Mean 139.0
[giga/L] S.d. 60.3
day 29 N 5
Median 124.8
PLT Mean 820
[giga/L] S.d. 138
day 29 N 5
Medidn . 7N 04 817 1,004 843
HQT 7.6k 37.8 40.3 384
[sec] . \\ 2.3 3.6 3.0 4.9
Qﬂ 5 5 5
i ') 35.9 41.3 37.8

Vallis + Wilcoxon -
RUSKAL-WAL OoX



Study 01R0066/05R032

Red blood cell + coagulation parameters

Sex: Female - Phase: In-life

B2
03-Mar-2017 17:03

ToxData® System 3.0

Test Group 0/ F Test Group 1/ F Test Group 2/ F Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

RBC Mean 7.36k 7.37 7.12 27
[tera/L] S.d. 0.34 0.27 0.11 *

day 29 N 5 5 5

Median 7.45 7.34 7.09 N 31

HGB Mean 8.4k 8.4 8.3 8.1

[mmol/L] S.d. 0.2 0.1 0.2 \ 0.2

day 29 N 5 5 5 5

Median 8.3 8.4 8.3 £\ 8.0

HCT Mean 0.388 k 0.386 0.383 \J 0.375

Ly S.d. 0.011 0.011 0.00 0.019

day 29 N 5 5 5

Median 0.394 0.383 0.38 0.369

MCV Mean 52.7k 52.4 8 51.5

L] S.d. 1.3 3/ 6 1.7

day 29 N 5 5 5 5

Median 53.0 & 529 54.0 51.2

MCH Mean 1.14k V1.14 1.16 1.11

[fmol] S.d. 0.02

day 29 N 5

Median 1.10

MCHC Mean 21.48

[mmol/L] S.d. 0.56

day 29 N 5

Median 21.59 21.50

RETA Mean 140.2 144.6

[giga/L] S.d. 17.7 17.9

day 29 N 5 5

Median 138.3 149.9

PLT Mean 917 943

day 29 5 5

801 940 928

HQT 34.4 35.7 35.3

[sec] 21 1.3 3.6

5 5 5

34.8 35.3 34.9
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Study 01R0066/05R032 03-Mar-2017 17:05
ToxData® System 3.0

Total white and differential blood cell count

Sex: Male - Phase: In-life

Test Group 0/ M Test Group 1/ M Test Group 2/ M Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d
WBC Mean 10.23k 11.85 10.26 8.59
[giga/L] S.d. 2.47 1.29 2.15 146
day 29 N 5 5 5 5
Median 9.08 11.72 10.80 840
NEUTA Mean 1.03k 1.15 1.24 1.32
[giga/L] S.d. 0.29 0.10 0.16 0.38
day 29 N 5 5 5 5
Median 0.91 1.16 1.28 1.15
LYMPHA Mean 8.76 k 10.21 8.59 6.82
[giga/L] S.d. 2.1 1.10 2.07, 0.96
day 29 N 5 5 5 5
Median 7.72 10.13 8.88 6.90
MONOA Mean 0.23k 0.24 0.23 0.18
[gigall] S.d. 0.08 0.04 0.02 0.02
day 29 N 5 5 5 5
Median 0.24 0.25 0.23 0.17
EOSA Mean 0.12k 0.12 0.11 0.22
[giga/L] S.d. 0.02 0.04 0.02 0.29
day 29 N 5 5 5 5
Median 0.12 0.14 010 0.09
BASOA Mean 0.03'k: 0.04 0:03 0.02
[gigall] S.d. 0.02 0.01 0.01 0.01
day 29 N 5 5 5 5
Median 0.04, 0.04 0.02 0.02
LUCA Mean 0.05v 0.09 0.07 0.03
[giga/L] S.d. 0.03 0.05 0.02 0.00
day 29 N 5 5 5 5
Median 0.04 0.07 0.07 0.03

NEUT Mean 10.2v 9% 12.5 15.5*
[%] S.d. 15 0.3 23 4.7
day 29 N 5 5 5 5
Median 10.4 9.7 12.9 13.7

LYMPH Mean 85.6v 86.2 83.2 79.4*
[%] S.d. 1.7 0.4 3.1 5.8
day 29 N 5 5 5 5
Median 85.2 86.3 82.2 82.1
MONO Mean 2.2k 2.0 2.3 2.1
%] S.d. 0.4 0.3 0.5 0.3
day,29 N 5 5 5 5
Median 2.2 2.1 2.2 2.2
EOS Mean. 1.2k 1.0 1.1 2.3
[%] S.d. 0.3 0.3 0.2 2.7
day 29 N 5 5 5 5
Median 1.1 1.1 1.1 1.1
BASO Mean 0.3k 0.3 0.3 0.2
%] S.d. 0.1 0.1 0.1 0.1
day 29 N 5 5 5 5
Median 0.3 0.3 0.3 0.3
LUC Mean 0.5k 0.7 0.7 0.4
[%] S.d. 0.2 0.3 0.2 0.1
day29 N 5 5 5 5
Median 0.4 0.5 0.6 0.4

Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics
k=KRUSKAL-WALLIS; v=KRUSKAL-WALLIS-WILCOX
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Study 01R0066/05R032 03-Mar-2017 17:05
ToxData® System 3.0

Total white and differential blood cell count

Sex: Female - Phase: In-life

Test Group 0/ F Test Group 1/ F Test Group 2/ F Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

WBC Mean 5.82k 7.21 7.24 6.97
[giga/L] S.d. 0.50 1.35 1.00 1.88
day 29 N 5 5 5 5
Median 5.59 7.23 6.93 642

NEUTA Mean 0.45k 0.58 0.67 0.62
[giga/L] S.d. 0.16 0.13 0.14 0.21
day 29 N 5 5 5 5
Median 0.43 0.55 0.61 0.56

LYMPHA Mean 5.14k 6.36 6.29 6.04
[giga/L] S.d. 0.46 1.23 0.94 1.15
day 29 N 5 5 5 5
Median 4.91 6.33 5.94 5.61

MONOA Mean 0.09k 0.13 0.13 0.11
[gigall] S.d. 0.01 0.08 0.03 0.03
day 29 N 5 5 5 5
Median 0.10 0.13 0.11 0.11

EOSA Mean 0.08k 0.09 0.12 0.15
[giga/L] S.d. 0.01 0.01 0.05 0.08
day 29 N 5 5 5 5
Median 0.09 0.09 0,10, 0.14

BASOA Mean 0.03'k: 0.02 0.02 0.02
[giga/L] S.d. 0.01 0.01 0.00 0.01
day 29 N 5 5 5 5
Median 0.03 0.01 0.02 0.02

LUCA Mean 0.03k 0.02 0.03 0.03
[giga/L] S.d. 0.01 0.01 0.01 0.01
day 29 N 5 5 5 5
Median 0.03 0.02 0.02 0.03

NEUT Mean 7.8k 84 9.3 8.7
[%] S.d. 2.5 1.2 2.2 1.8
day 29 N 5 5 5 5
Median 7.7 7.7 8.8 8.7

LYMPH Mean 88.3k 88.2 86.7 86.8
[%] S.d. 2.6 1.3 1.7 2.3
day 29 N 5 5 5 5
Median 88.0 88.2 86.9 87.4

MONO Mean 1.6k 1.8 1.8 1.6
%] S.d. 0.2 0.3 0.4 0.4
day,29 N 5 5 5 5
Median 1.5 1.7 1.6 1.5

EOS Mean. 1.4k 1.3 1.6 2.1
[%] S.d. 0.1 0.4 0.5 1.0
day 29 N 5 5 5 5
Median 1.4 1.3 1.4 1.6

BASO Mean 0.5k 0.2 0.2 0.3
%] S.d. 0.2 0.1 0.1 0.1
day 29 N 5 5 5 5
Median 0.5 0.2 0.2 0.2

LUC NMean 0.5k 0.3 0.3 0.4
[%] S.d. 0.1 0.1 0.2 0.2
day29 N 5 5 5 5
Median 0.5 0.3 0.3 0.4

Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics
k=KRUSKAL-WALLIS
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ToxData® System 3.0

Enzymes

Sex: Male - Phase: In-life

Test Group 0/ M Test Group 1/ M Test Group 2/ M Test Group 3/ M

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

ALT Mean 0.75k 0.87 0.76 .90

[pkat/L] S.d. 0.12 0.13 0.22 + 046

day 29 N 5 5 5

Median 0.69 0.86 0.71 - :

AST Mean 1.87k 2.23 1.90 .88

[ukat/L] S.d. 0.39 0.30 0.46 0.41

day 29 N 5 5 5 5

Median 1.81 2.18 1.81 A 1.87

ALP Mean 2.06k 1.88 2.17 \J 2.33

[pkat/L] S.d. 0.45 0.47 0.57 0.50

day 29 N 5 5 5

Median 2.04 1.78 2.10 2.32

GGT_C Mean 25 25 25 25

[nkatl]  S.d. 0 / 0 0

day 29 N 5 5 5 5

Median 25 25 25

25
Statistic Profile = Wilcoxon test (one-sided+), Kruskal-Wallis oxon test (two-side*pco.os, *p <=0® Group excluded from

B %Q \\S\@‘ é\O
RPN
O
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Study 01R0066/05R032 03-Mar-2017 17:05
ToxData® System 3.0

Enzymes

Sex: Female - Phase: In-life

Test Group 0/ F Test Group 1/ F Test Group 2/ F Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

ALT Mean 0.65k 0.70 0.63 .76

[pkat/L] S.d. 0.12 0.14 0.07 + 023

day 29 N 5 5 5

Median 0.62 0.69 0.67 - .

AST Mean 1.88k 1.64 1.86 .74

[pkat/L] S.d. 0.28 0.15 0.16 0.25

day 29 N 4 4 5 5

Median 1.81 1.62 1.81 £\ 1.68

ALP Mean 1.36k 1.14 1.38 \J 1.54

[pkat/L] S.d. 0.13 0.16 0.26 0.28

day 29 N 5 5 5

Median 1.36 1.13 1.3 1.53

GGT_C Mean 25 25 25 25

[nkatl]  S.d. 0 / 0 0

day 29 N 5 5 5 5

Median 25 25 25

25
Statistic Profile = Wilcoxon test (one-sided+), Kruskal-Wallis oxon test (two-side*pco.os, *p <=0® Group excluded from

B %Q \\S\@‘ é\O
RPN
O



Study 01R0066/05R032

Substrates

Sex: Male - Phase: In-life

IB7
03-Mar-2017 17:06

ToxData® System 3.0

Test Group 0/ M Test Group 1/ M Test Group 2/ M Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d
UREA Mean 5.07k 4.36 4.79 18
[mmol/L] S.d. 0.56 0.73 0.60 + 081
day 29 N 5 5 5
Median 4.84 4.06 4.84 N \
CREA Mean 20.8k 215 20.8 7.0
[mmolll]  S.d. 35 25 2.3 \ 3.9
day 29 N 5 5 5 5
Median 20.0 216 21.1 £\ 27.6
GLUC Mean 6.49Kk 6.34 6.12 \J 5.86
[mmol/L] S.d. 0.35 0.78 0.6 1.23
day 29 N 5 5 5
Median 6.51 6.37 6.0 5.46
TBIL_C Mean 2.20k 1.80 76 2.03
[umoll]  S.d. 0.19 o.}’ 41 0.31
day 29 N 5 5 5 5
Median 2.16 & 170 1.78 1.91
TPROT Mean 61.17k vg.gz 60.22 63.65
[g/L] S.d. 1.82 2.66 3, 0.97
day 29 N 5 5 5
Median . 59.0 63.71
ALB Mean 36.35
[g/L] S.d. 0.37
day 29 N 5
Median 36.40
GLOB Mean 27.30
[g/L] S.d. 0.72
day 29 N 5
Median 27.31
CHOL Mean . 123~
[mmol/L] S.d. " 0.37
day 29 N 5
Medidn . AONN2 1.72 0.90 117
TRIG 81k 0.77 0.85 1.13
[mmol/L] . \\ 0.17 0.13 0.34 0.45
Q\lﬂ 5 5 5
i ') 0.79 0.88 1.05

Vallis + Wilcoxon -
RUSKAL-WAL OoX
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ToxData® System 3.0

Substrates

Sex: Female - Phase: In-life

Test Group 0/ F Test Group 1/ F Test Group 2/ F Test Group 3/ F
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d
UREA Mean 5.28k 4.28 4.62 .03
[mmol/L] S.d. 0.84 0.36 0.49 .
day 29 N 5 5 5
Median 5.02 413 4.68 -
CREA Mean 24 4k 23.1 251 3.3
[mmol/L] S.d. 15 1.6 2.1 \ 1.7
day 29 N 5 5 5 5
Median 24.9 22.4 25.2 f\ 22.4
GLUC Mean 5.48k 5.96 5.44 \J 5.87
[mmol/L] S.d. 0.90 0.68 0.3 0.43
day 29 N 5 5 5
Median 5.21 5.90 5.3 5.93
TBIL_C Mean 1.74 k 1.84 98 1.87
[WmolL] Sd. 0.12 o_y 28 043
day 29 N 5 5 5 5
Median 1.67 o a7 R 2.01 1.83

day 29 N

TPROT Mean 61.72k V1 63 60.68 63.27
[g/L] S.d. 2.61 2.65 ‘ 39 1.14

Median 63.83

ALB Mean 5 37.38
[g/L] S.d. .38 1.69
day 29 N 5 5
Median 36.17 37.99

GLOB Mean 24.14 25.89
[a/L] S.d. 1.19 0.75
day 29 N 5 5
Median 23.79 25.84

CHOL Mean 1.59 1.35
[mmol/L] 0.25 0.41
day 29 5 5
1.46 1.58 1.35

TRIG 0.46 0.46 0.67
[mmol/L] 0.17 0.08 0.33
5 5 5

0.40 0.50 0.48
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ToxData® System 3.0

Study 01R0066/05R032

Electrolytes + minerals

Sex: Male - Phase: In-life

Test Group 0/ M Test Group 1/ M Test Group 2/ M Test Group 3/ M
0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d
NA Mean 143.6k 143.1 143.2 142.5
[mmol/L] S.d. 0.9 1.9 1.1 .
day 29 N 5 5 5
Median 143.4 144.1 143.7 -
K Mean 4.95k 5.02 4.99 18
[mmol/L] S.d. 0.33 0.16 0.18 0.29
day 29 N 5 5 5 5
Median 4.81 5.01 5.02 A 5.13
CL Mean 99.9k 98.6 98.9 \ ’ 97.6
[mmol/L] S.d. 0.9 2.0 2. ‘ 0.6
day 29 N 5 5 5
Median 100.1 99.3 99. 97.6
INP Mean 220k 2.21 30 2.34
[mmol/L] S.d. 0.17 Oy 17 0.32
day 29 N 5 5 5
Median 2.26 2.43
CA Mean 2.56 k 2.63
[mmol/L] S.d. 0.05 0.06
day 29 N 5 5
Median 2.58 2.64

Statistic Profile = Kruskal-Wallis + Wilcoxon te: ided), * p<=0.05,
k=KRUSKAL-WALLIS O
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Electrolytes + minerals

Sex: Female - Phase: In-life

Test Group 0/ F Test Group 1/ F Test Group 2/ F Test Group 3/ F

0 mg/kg bw/d 100 mg/kg bw/d 300 mg/kg bw/d 600 mg/kg bw/d

NA Mean 142.1k 140.9 141.9 141.1

[mmol/L] S.d. 1.3 1.6 1.2 o 21

day 29 N 5 5 5

Median 142.1 141.9 141.7 -

K Mean 4.76 v 4.61 4.43 .93

[mmol/L] S.d. 0.64 0.19 0.17 0.18

day 29 N 4 4 5 5

Median 4.67 4.65 4.41 £\ 4.98

CL Mean 99.6k 99.0 98.3 \ ’ 98.3

[mmol/L] S.d. 1.0 1.2 1. ‘ 1.5

day 29 N 5 5 5

Median 99.1 99.1 98. 98.9

INP Mean 1.81k 1.80 74 1.84

[mmoll]  S.d. 0.18 0)/ 10 0.14

day 29 N 5 5 5 5

Median 1.75 1.76 1.76 1.82

CA Mean 256k 2.57

[mmol/L] S.d. 0.09 0.07

day 29 N 5 5

Median 2.55 2.55

Statistic Profile = Kruskal-Wallis + Wilcoxon te ided), * p<=0.05, .01, X =Grou \from statistics
k=KRUSKAL-WALLIS; v=KRUSKAL-WALLIS- CO, O * é

s



Study

01R0066/05R032

Red blood cell + coagulation parameters

Sex: Male - Phase: In-life

IIB 1

03-Mar-2017 17:08

ToxData® System 3.0

Dose Animal RBC HGB HCT MCV MCH MCHC RETA PLT HQT
Group Number [tera/L] mmol/L] [L/L] [fL] [fmol] [mmol/L] lgiga/L] [giga/L] [sec]
day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29

01 8.06 8.5 0.401 49.7 1.06 2195 2345 904 38.7

Test G . 02 7.22 8.2 0.377 52.0 113 2167 197.8 900 36.3
Oe;;/kgog\f’wg 03 7.31 8.5 0.393 53.8 116 2155 127.9 1,044 38.5
04 7.22 8.3 0.386 53.4 115 2047 172.6 904 40.2

05 7.43 8.0 0.375 50.5 7.08 21.42 1731 949 340

06 7.32 7.9 0.368 50.3 1.08 21.50 205.7 1,059 34.7

Test Groun 1/ M 07 7.61 8.4 0.396 52.1 ™0 21.09 201.7 983 35.9
18§tméfk‘$pbw/ g 08 753 8.7 0:404 53.7 116 21.61 139.3 757 38.8
09 7.73 8.4 0:393 50.8 T.09 24.41 176.2 817 35.8

10 8.13 9.0 0.426 52:3 111 2112 69.1 753 436

11 8.15 g5 0.400 494 1.04 21.20 141.8 829 441

Test Grouo 2/ M 12 7.74 82 0.391 50.5 1.06 21.09 194.3 1,051 413
3§§tmgr;’k‘gpbwl g 3 7.32 3.0 0.370 505 109 21.56 216.7 1,004 36.5
14 7.55 813 0.388 51.4 RE 21.49 132.1 870 38.0

15 8.05 8.3 0.402 49.9 T.03 20.68 75.7 1,333 414

16 6.85 7.8 0.362 52.8 T14 21.56 85.6 786 38.9

Test Group 3/ M 7 7.34 7.9 0.373 5078 1.08 21.22 124.8 949 37.8
600 ma/ko bw/d 18 792 82 0.385 %9.8 1.06 21.31 115.0 601 33.1
19 7.25 7.8 0.362 49.9 1.07 21.48 242.9 843 35.9

20 7.37 8.0 0.376 51.0 1.09 21.32 126.8 921 46.1




Study

Red blood cell + coagulation parameters

01R0066/05R032

Sex: Female - Phase: In-life

IIB 2

03-Mar-2017 17:08
ToxData®\System 3.0

Dose Animal RBC HGB HCT MCV MCH MCHC RETA PLT HQT
Group Number [tera/L] [mmol/L] [L/L] [fL] [fmol] [mmol/L] [giga/l] [giga/L] [sec]
day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29

101 7.49 8.7 0.399 53.4 116 2148 97.4 7,051 30.5

Test G . 102 717 8.3 0.380 52.9 116 24,95 169.2 879 35.7
Oerﬁg/kgog\f’w% 103 6.90 8.1 0.372 53.9 118 21.84 1221 044 33.2
104 7.79 8.3 0.394 50.5 1.06 21:01 152.7 1,640 35.8

105 7.45 8.6 0.395 53,0 115 2179 105.8 7,038 31.8

106 7.34 8.4 0.388 52.9 115 21.71 118.2 800 34.8

Test Group 1/ F 107 7.23 8.3 0.378 52.3 .15 22.00 94.0 918 31.3
18§tméfk‘$pbw/ d 108 7.80 8.2 0.377 48.4 1,05 21.75 85.0 801 36.2
109 7.09 8.4 0.383 54.1 149 22.01 118.4 796 36.2

110 7.41 8.6 0.403 54.4 1.16 29,34 158.6 802 33.4

11 7.29 8.4 0.386 53.0 115 21.79 125.4 837 37.8

Test Groun 2/ F 112 7.09 8.3 0.384 542 117 21.59 161.7 975 35.8
3ggtmgr;’k%pbwl d 113 7.06 8.0 0.376 53.3 113 21.28 154.6 987 35.3
114 7.16 8.5 0.390 54.5 1149 21.84 121.0 940 34.5

15 7.02 37 0.379 54.0 116 21.54 138.3 846 35.0

116 7.41 8.2 0.374 50.0 140 22.04 160.8 864 40.8

Test Groun 3/ F 17 720 7.9 0.369 512 1.10 21.37 123.1 7,085 34.9
6ggtmé;’k‘$pbwl q 118 7231 8,0 0.365 499 1.09 21.89 149.9 928 32.4
719 5.36 7.8 0.362 528 114 21.50 128.3 7,059 32.0

120 7.58 8.4 0.408 53.8 KK 20.62 160.7 777 36.2




Study

01R0066/05R032

Total white and differential blood cell count

Sex: Male - Phase: In-life

IIB 3

03-Mar-2017 17:10
ToxData® System 3.0

Dose Animal WBC NEUTA LYMPHA MONOA EOSA BASOA LUCA NEUT LYMPH{ M@NO EOS BASO  LUC
Groo Nomter loigal] [gigall]  [gigall]  [gigall] I[gigall] [gigal] [gigall] (%] PN, [ (% (%] (%]
day 29 day 29 day 29 day29 day 29 day29 day29 day?29 day 29)) day29 day29 day?29 day?29

01 13.72 155 11,51 0.35 0.15 0.06 010 113 839 26 11 0.4 0.7

Test G . 02 9.08 0.93 7.72 0.24 0.14 0.02 003 102 85.0 26 16 0.3 0.4
Oeritg/kgjog\?v/(c)i 03 11.91 0.91 10.54 0.25 0.12 0.04 0.04 7% 88.5 21 1.0 0.3 0.3
04 8.34 0.87 712 0.15 0.11 0.04 0.067 9 10.4 85.3 17 14 0.5 0.7

05 8.12 0.91 6.92 0.18 0.09 0.01 0.02.7 1.2 85.2 22 11 0.1 0.3

06 11.72 116 10.13 0.25 0.08 0.03 0,06 9.9 86.4 2.1 0.7 0.3 0.5

Test Groun 1/ M 07 13.53 1.26 11,62 028 0.15 0.04 07 9.3 85.9 2.1 11 0.3 12
18§tméfk%pbwl g 08 12.64 1.23 10.91 0.21 0.16 0.06 0.07 9.7 86.3 16 13 0.5 05
09 11.13 1.06 9.53 027 0.14 0.04 0.09 96 85.6 24 12 0.3 0.8

10 10.22 1.04 8.85 0.48 0.07 0.03 0.06 . 10.2 86.6 18 0.7 0.3 05

11 12.86 1.34 17,09 0.22 0.12 0.02 0006 105 86.2 1.7 1.0 0.2 0.4

Test Group 2/ M 12 11.55 114 9,99 0.25 0.08 0.02 0.0% 9.9 86.5 22 0.7 0.2 0.6
300 mg/kg bw/d 13 7.98 1.03 6.55 0.24 0:09 0.02 004% 129 82.1 3.0 11 0.3 05
14 10.80 143 3188 0.23 0,14 0.04 0.08 133 82.2 2.1 13 0.4 0.8

15 8.12 1128 .42 0.20 0.10 003 008 157 79.1 25 12 0.4 10

16 9.31 115 7.83 017 0.11 0,02 003 123 84.1 18 11 0.3 0.4

Test Group 3/ M 17 7.88 0.87 6.68 0.17 0.09 0.02 0.04 111 84.7 22 12 0.3 05
600 ma/kg bw/d 18 10.15 1)78 7.39 0.18 0.78 0.03 003 175 72.9 18 72 0.3 0.3
19 721 1.64 529 0.16 0.08 0.01 003 227 73.4 23 11 0.1 05

20 8.40 115 6.90 0.22 0.09 0.02 0.03 137 82.1 26 10 0.2 0.3




Study

01R0066/05R032

Total white and differential blood cell count

Sex: Female - Phase: In-life

IIB 4

03-Mar-2017 17:10
ToxData®\System 3.0

Dose Animal WBC NEUTA LYMPHA MONOA EOSA BASOA LUCA NEUT LYMPHMONO® EOS BASO  LUC
Groo Nomter loigal] [gigall]  [gigall]  [gigall] I[gigall] [gigal] [gigall] (%] o1, %l 1% (%] (%]
day 29 day 29 day 29 day 29 day 29 day29 day29 day29 day 29), “day 29 day29 day29 day?29

101 559 0.43 491 0.11 0.08 0.04 0.02 7.7 88.0 19 14 0.7 0.3

Test G . 102 6.20 0.72 524 0.08 0.09 0.04 003 116 846 13 14 0.6 0.6
Oenftg /kgog\‘,’w% 103 5.28 0.30 4.78 0.08 0.07 0.03 0.02 5.8 90.5 15 13 0.5 0.4
104 6.48 0.34 5.90 0.10 0.09 0.02 0.03 52 911 15 14 0.3 05

105 555 0.47 4.86 0.10 0.09 0.01 0.03 85 87.5 1.8 15 0.2 05

106 5.38 0.42 4.73 0.09 0.14 0.01 0701 7.8 88.0 17 2.0 0.2 0.2

Test Group 1/ F 107 7.34 0.75 6.33 048 0.08 0.03 002) 102 86.2 1.8 11 0.4 0.3
183tmg;;)k%pbw/d 108 6.93 0.51 6.18 0 0.09 0.01 002 74 89.2 16 13 0.1 0.3
109 7.23 0.55 6.38 0.16 0.10 0.01 0.02 7.7 88.2 2.2 14 0.2 0.3

110 9.17 0.67 8.20 0.14 0.09 0.03 0.04 7.3 89.5 15 0.9 0.3 0.5

11 8.97 0.61 7.94 047 0.21 0102 0.02 5:8 88.4 ) 2.4 0.3 0.2

Test Groun 2/ F 112 6.37 0.52 5.62 0.10 0 0.02 0.02 X 88.1 15 17 0.2 0.3
3(e)gtmg;7kugpbw/ d 113 711 0.73 510 0.11 0.10 0.02 0:05 10.3 85.8 16 14 0.3 0.7
114 6.83 0.60 5.04 0.16 009 0.02 0.02 8.8 86.9 2.4 13 0.2 0.3

115 6.93 087 5.84 0.10 0709 0.01 002 126 84.0 T4 13 0.2 0.2

116 6.42 056 561 0.18 0.08 002 0.01 8.7 875 2.1 12 0.3 0.2

Test Groun 3/ F 17 587 0.54 5.06 0.07 0.17 001 0.02 9.1 86.2 13 2.8 0.2 0.3
Gggtméj’k‘spbwl q 118 7.87 0189 6.56 0.10 0.27 0.02 003 112 83.3 13 35 0.2 0.4
719 576 0.35 516 0.11 0.09 0.01 0.03 6.1 39.6 2.0 16 0.2 0.5

120 804 0.76 784 014 012 0.04 0.05 8.6 87.4 15 15 0.4 0.6




Study 01R0066/05R032

Enzymes

Sex: Male - Phase: In-life

Dose Animal
Group Number

Test Group 0/ M
0 mg/kg bw/d

Test Group 1/ M
100 mg/kg bw/d

Test Group 2/ M
300 mg/kg bw/d

Test Group 3/ M
600 mg/kg bw/d




IIB6
Study 01R0066/05R032 lar-2017 17:11

Enzymes

Sex: Female - Phase: In-life

Dose Animal [ k:tll_lji [ kaAt?Iji c[ﬁaTﬁS
Group Number gay % gay % day 20
101 0.64 3.370L 25
Test Group 0/ F 182 ggg 12; ;g
0 mg/kg bw/d . .
104 0.51 2.26 25
105 0.62 76 25
106 0.69 .83 25
Test Group 1/ F 107 0.84 5.430L 25
100 mg/kg bw/d 108 0.55 25
109 0.83 25
110 0.58 25
111 0.67. 25
Test Group 2/ F 12 25
300 mg/kg bw/d 13 25
114 25
115 25
116 25
Test Group 3/ F 17 25
600 mg/kg bw/d 118 25
119 25
120 25

01 N 7>
OL = Outlier O\ U



Study

Substrates

01R0066/05R032

Sex: Male - Phase: In-life

B 7

03-Mar-2017 17:12
ToxData® System 3.0

Dose Animal UREA CREA GLUC TBIL_ C TPROT ALB GLOB CHOL TRIG
Group Number [mmol/L] [mmol/L] [mmol/L] [umol/L] [g/L] [g/L] [g/L] [mmol/L] [mmol/L]
day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29 day 29

01 512 26.8 598 2.16 63.54 36.01 27.53 1.89 0.69

Test G . 02 4.80 20.2 6.52 2.30 61.08 36.47 2461 1.02 0.99
Oenftg /kgog\f’v/% 03 4.84 18.0 6.51 2.45 58.67 35.51 23.16 2.04 0.76
04 6.01 20.0 6.96 1.94 60.45 3505 24.50 1.49 0.63

05 4.56 18.9 6.49 2.15 62.10 36.67 25.43 2.30 0.98

06 5.11 18.9 5865 2.73 6247 35.79 26.68 172 0.79

Test Groun 1/ M 07 517 23.8 6.37 1.70 62.88 36.77 26.06 1.84 0.89
1 gztmé?klz;pbw/ g 08 4.06 243 5165 1.44 56.58 34.22 22.36 162 0.84
09 3.58 19.1 6.51 1.4 59.02 34,53 24.44 174 0.78

10 3.90 216 7.54 1,31 58.72 35.99 23.43 1.07 0.54

11 4.07 271 573 1.36 65.15 38.29 26.86 0.68 1.23

Test Groun 2/ M 12 4.84 20,5 5.30 178 61.95 36.41 24 84 0.73 0.88
3§§tmgr;’k‘$pbwl g 3 4.44 172 6.05 7.90 61525 35.62 25.63 123 0.54
14 4.91 23,0 5.62 2.35 5747 33.95 23.22 163 0.48

15 567 224 6.89 740 56.29 34.70 21.59 0.90 113

16 5:04 29.8 475 191 63.31 35.95 27.36 0.91 0.74

Test Grouo 3/ M 7 4.67 213 5.90 1.6 65.07 36.67 28.40 178 179
688tmg;?kugpbw/ g 18 5198 3.2 5.26 2.36 63.76 36.73 27.03 141 0.73
19 2.19 276 7.93 .36 63.71 36.40 27.31 117 1.34

20 6.03 252 5.46 176 62.39 35.99 26.40 0.90 1.05




Study

Substrates

01R0066/05R032

Sex: Female - Phase: In-life

IIB 8

03-Mar-2017 17:12
ToxData®\System 3.0

Dose Animal UREA CREA GLUC TBIL_ C TPROT ALB GEOB CHOL TRIG
Group Number [mmol/L] [mmol/L] [mmol/L] [umol/L] [g/L] [g/L] [g/L] [mmol/L] [mmol/L]
day 29 day 29 day 29 day 29 day 29 day 29 dayi29 day 29 day 29

101 6.66 249 4.48 1.93 65.71 40.75 24.96 1.99 0.40

Test G . 102 4.70 23.0 6.82 1.66 59.30 36:53 2277 1.97 0.35
Oenftg /kgog\f’v/% 103 543 26.2 5.21 1.65 59.64 35.69 23.95 2.09 0.28
104 4.60 252 5.87 1.81 62.69 3780 24.89 156 0.51

105 5.02 22.7 5.04 1.67 61.24 37.45 23.79 2.84 0.52

106 3.92 224 5.05 154 60750 37.13 23.37 146 0.37

Test Groun 1/ F 107 4.05 25.2 691 1.07 65.52 39.60 25.92 1.84 0.75
b gétméfk‘gpbw/ ’ 108 477 243 5.90 172 62:02 37.55 2447 133 0.32
109 4.13 22.1 594 2.21 58.25 3711 2114 1.27 0.40

110 4.54 213 6.22 170 61.84 36081 25.03 2.31 0.47

11 4.68 252 5.36 153 59.21 34.48 24.73 7.60 0.50

Test Groun 2/ F 112 4.46 7219 516 2.20 5823 34.94 23.29 1.99 0.34
3ggtmgr;’k‘$pbwl d 113 5.30 279 554 7.01 59.96 36.17 23.79 1.36 0.50
114 3.94 25.7 520 2.26 6642 40.51 25.91 158 0.44

15 772 249 5.00 7.83 5960 36.63 22.97 740 0.53

116 415 21.9 .39 127 61.26 34.76 26.50 119 111

Test Group 3/ F 17 414 224 5.06 1783 63.44 36.65 26.79 1.35 0.35
600 ma/ko bw/d 118 437 22,1 593 244 63.85 38.76 25.09 0.86 0.48
719 6124 743 524 2.04 63.97 38.72 25.05 7.08 0.48

120 6.26 25.7 5.72 176 63.83 37.99 25.84 1.38 0.91




Study

01R0066/05R032

Electrolytes + minerals

Sex: Male - Phase: In-life

IIB9
03-Mar-2017 17:13
ToxData® System 3.0

Dose Animal NA K CL NP CA
Group Number [mmol/L] [mmol/L] [mmol/L] [mmol/L] [mmol/L]
day 29 day 29 day 29 day 29 day 29

0 1436 5.03 99.0 235 253

02 143.1 463 98.9 2.26 258

geritg/ﬁi;og\?v/%/ M 03 1427 5.48 100.7 2.36 2.61
04 1434 481 1001 2.04 2.49

05 145.1 481 006 2.01 261

06 140.6 4.85 958 2.40 258

07 417 5.01 573 227 256

Igﬁtn?éfk%pbu/“é' 08 1452 5106 99.3 2.26 2.56
09 1441 527 99.8 2.06 251

10 1441 4.93 100.6 2.07 251

17 142.0 .94 9.0 238 264

12 143.8 5.03 99:2 2.36 2.55

gggtnf;;’kL‘gpbz\A’”"(f 13 2.2 %74 9%.1 2.5 252
14 14377 5.02 7002 2.03 253

15 1445 523 701.9 2.46 248

16 414 5.13 97.0 2.65 2.69

17 1441 4.83 976 181 254

gggtn?;’k‘gpb%'g' 18 1219 558 97.1 2.5 2.65
19 1434 533 98.3 229 264

20 141.8 L 98.1 243 2.61




Study

Electrolytes + minerals

01R0066/05R032

Sex: Female - Phase: In-life

1B 10
03-Mar-2017 17:13

ToxData®\System 3.0

Dose Animal NA K CL NP CA
Group Number [mmol/L] [mmol/L] [mmol/L] [mmol/L] [mmol/L]
day 29 day 29 day 29 day 29 day 29

101 140.3 5.690L 98.9 211 267

102 142.4 4.09 101.2 170 2.44

geritg/ﬁi;og\?v/%/ F 103 1421 4.71 99.1 175 253
104 141.8 5.62 98.9 1.82 2.55

105 144.0 4.62 100.1 167 2.61

106 138.7 4.79 97.5 176 2.56

107 139.7 5.760L 98.1 2.07 2.60

Iggtr%fk%pbu /'; 108 141.9 462 99.1 168 2.55
109 141.9 434 100.1 1.86 2.49

110 142.5 468 1004 1.64 2.55

11 140.7 4.49 97.0 1.85 2.56

112 141.0 4.4 997 172 2.62

gggtnf‘grfkgpb%/'; 13 1417 427 9.9 177 245
114 143.4 470 98.5 176 2.67

115 142.8 730 99.4 158 247

116 138:8 505 96.3 177 2.48

17 142.3 5.15 99.0 168 254

gggtn?é;’k%pbﬁlz 118 1.0 4.98 97.3 182 2.55
719 139.4 472 98.9 2.06 2.63

120 144.0 477 100.0 1.85 2.64

OL = Outlier



BASF PATHOLOGY REPORT Ic 1/11

01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - MEAN VALUES (MALE)

Sacrifice
Sex
Group

Epididymides

ver 0 \\r 12.024 11.676 11.56 11.7
O ev 100 97 96 97
O SD 1.064 1.763 1.483 0.467
‘*;‘ ,‘\' n 5 5 5 5

ot
(0]
(o)
ae
o.
0]
4R
=
(@]
O
=
(&3]
co
e
~] =
=
=
co
Ne)
w =
(@]
~]
[AS]
~]
oo
co
~]
N
*
*

SD 0.115 0.04 0.173 0.122
\<:>\ n 5 5 5 5
'\5 ......................................................................
s ‘S& esicle g M 1.28 1.352 1.236 0.958%x

$ dev 100 106 97 75
SD 0.065 0.161 0.143 0.175
n 5 5 5 5

*: P <= 0.05, **: P <= 0.01
Kruskal-Wallis H and Wilcoxon test, two sided
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - MEAN VALUES (MALE)

IC

2/11

01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex M
Group 0 1 3 ‘\6
Spleen g M 0.852 0.8 \
% dev 100 94
sSD 0.055 0.114
n 5 5
Testes g M 3.482 3.212
% dev 100 92
sSD 0.23 0.365
n 5 5

Thyroid glands

*: P <= 0.05, #&*: <;;>
Kruskal—Wallif and Wilcoxon , two s@
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BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - MEAN VALUES (FEMALE)

IC

3/11
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice F1l
Sex F
Group 0

Heart

ae
o.
wn o
g <
=
(@]
o O
=
=
=
=
=
(el el

% dev 100 85
SD 59.0 67
n 5 5

*: P <= 0.05, **: P <= 0.01
Kruskal-Wallis H and Wilcoxon test, two sided



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats

Oral Administration

ABSOLUTE WEIGHTS

Sacrifice
Sex
Group

%ed

*: P <= 0.05, **:
Kruskal-Wallis H and Wilcoxon test

K

(Gavage)

- MEAN VALUES

P <= 0.01

ae

ae

(FEMALE)

Ic 4/11
01R0066/05R032
22.Mar.2017 HAMA

dev 100 90
SD 0.569 0.309 0.15 0.225
n 5 5



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - MEAN VALUES (MALE)

Sacrifice F1l
Sex M
Group 0

*: P <= 0.05, **: P <= 0.01
Kruskal-Wallis H and Wilcoxon test, two sided

Ic 5/11
01R0066/05R032
22.Mar.2017 HAMA

.017
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - MEAN VALUES (MALE)

Sacrifice
Sex
Group
Spleen 3

% dev
Testes %

% dev
Thymus %

Thyroid glands

o
¢}

*: P <= 0.05, #&*:
Kruskal-Walli and Wilcoxon

O
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - MEAN VALUES (FEMALE)

Sacrifice
Sex
Group

*: P <= 0.05, **: P <= 0.01
Kruskal-Wallis H and Wilcoxon test, two sided



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats

Oral Administration

RELATIVE WEIGHTS

(Gavage)

- MEAN VALUES

(FEMALE)

Ic 8/11
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice
Sex
Group

ae
o.
0]
<

ae
o.
0]
<

* %

*: P <= 0.05,

5 ""5
Kruskal-Wallis H and Wilcoxon test%%d

P <= 0.01
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

INCIDENCE OF GROSS LESIONS

Sacrifice Fl

Sex M F

Group 0 1 2 3 0 1 2 3 . @
Animals in selected group 5 5 5 5 5 5 5 5 \

......................................................................... "
No abnormalities 3 4 1 1 5 4 5 5 \D
Axillary lymph nodes . . . . . . . O< \

Discoloration . . . 2 . 1
Cecum . . . .

Dilation . . . 2 . .
Kidneys . . / . . @

Cyst 1 .

1
Enlarged . 3 4 0
Retraction 6 2
Liver
Focal constriction

LN N
6Q O\ \‘E’6

Renal lymph nodes

Enlarged ‘ 1 @
O
& Q‘\ o
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

INCIDENCE OF ALL MICROSCOPIC FINDINGS

Sacrifice Fl

Sex M F

Group 0 1 2 3 0 1 2 3 . @
Animals in selected group 5 5 5 5 5 5 5 5 \\‘

R T T T I I
Adrenal cortex exam. 5 5 5 5 5 5 5 Q

5
Hypertrophy, hyperplasia . . . 3 Q\

Adrenal medulla exam. 5 5 5 5 5 5 5 ‘O

Axillary lymph nodes exam. . . . 2 . 1 .
Blood resorption . . . 2 . 1 . .

Cecum exam. 5 5 / 5 5 @ 5 5
Dilation . . . 5 0 . 2

Hemolymphret system exam. 5 5 5
Lymphoma, malignant . . 1 . . . . .

& .

Kidneys exam. 5 5 5 . 5
Tubules, basophilic, (m)ff 5 3\ ) 1% ) 2
Cast, tubular . - . . . 1
Degeneration/regener 5 5 . .

1
1

Hyperpla51a ulti)focal

RPN
R ENR

Cyst(
lee *ﬂ
Y

Hypertrophy, tu , ) 1 5 . .
Mineralization, , (m) 1 2 4 1
Renal amph.vacuol umor, . . . .

C
£
QO
/H
= o
SO
(G2l &x]
(621
(621
(621
(G2l &x]

rlctlon, . .
rosis, i)focal ¢ \ . . .
Infiltra , %1 ymphoi \ 5 4 5 5 5 5 5
O Il’lfll 1lympho ad\ . . 1 . . . . .
nge, peri 1 . . . . 1 2 1 1

rophy, di

gland \ exam. 5 5 5 5 5 5 5 5
'Qggai . . 3 4 . . . .

enal es exam. . . 1 . . . . .
prs<\'a ia, lympho-reticulo . . 1 . . . . .

S \ exam. 5 5 5 5 5 5 5 5
atopoiesis, extramedullar

i gment storage 5 5 5 5 5 5 5 5

&3]
i
i
&3]
w
i
i
w

Uterus exam. . . . . 5 5 5 5
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA

Oral Administration (Gavage)

INCIDENCE AND GRADING OF MICROSCOPIC FINDINGS IN TARGET
ORGANS

Sacrifice Fl

Sex M F

Group 0 1 2 3 0 1 2

Animals in selected group 5 5 5 5 5 5 5 ‘Q
Adrenal cortex exam. 5 5 5 5 5 5 5 ‘\\

Hypertrophy, hyperplasia . . . 3 . . . < \
1. . . . 3 . . . @

Cecum exam. 5 5
Dilation

&3]

Kidneys exam. 5 5 .
Degeneration/regeneration tu . 5 .
1. 3 .
2, . R Q
.3 ) ) 1@ .‘O
Hypertrophy, tubule, (m) . 1 . \\‘ .
. 1\'1 1 6 .
. O 9~

Mlnerallzatlon,%% = yE 1
1$g5::> 1

@‘i?

Liver 5 5 5 5 5 5
Hyp hy, cen 4 5
1. Q |
. . 4 3
‘\;:>‘ g‘\' . . . 1

mmary gl . 5 5 5 5 5 5 5
O Atrop { . . 3 4
\‘\ . P. . . 3 4

[y

[

= 0o



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 0
Term. body Adrenal Epididy-
weight glands Brain mides
g
M 450.22
SD 34.884
n 5
1 502.1
2 460.6
3 449.3
4 409.9
5 429.2

IIC 1/67
01R0066/05R032
22.Mar.2017 HAMA
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 0
Seminal
Liver Prostate vesicle
g
M 12.024 1
SD 1.064 0
n 5 5
1 13.5 1.
2 12.67 1.
3 11.34 1.
4 10.84 1.
5 11.77 1.




BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice Fl
Sex M
Group 0
Thyroid
glands

mg

M 25.0

IIC 3/67
01R0066/05R032
22.Mar.2017 HAMA



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 1
Term. body Adrenal Epididy-
weight glands Brain mides
g
M 451.84
SD 33.7
n 5
6 499.1
7 427.5
8 473.9
9 439.8
10 418.9

IIC 4/67
01R0066/05R032
22.Mar.2017 HAMA
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 1
Seminal
Liver Prostate vesicle
g
M 11.676 1
SD 1.763 0
n 5 5
6 14.45 1.
7 11.49 1.
8 11.91 1.
9 10.84 1.
10 9.69 1.




BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice Fl
Sex M
Group 1
Thyroid
glands

mg

IIC 6/67
01R0066/05R032
22.Mar.2017 HAMA



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

(Gavage)

IIC 7/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice F1l
Sex M
Group 2
Term. body
weight

g

M 411.6
SD 26.689

n 5

11 422.9

12 451.2

13 399.1

14 381.0

15 403.8

Adrenal
glands

mides
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 2
Seminal
Liver Prostate vesicle
g
M 11.56 1
SD 1.483 0
n 5 5
11 12.42 0.
12 13.47 1.
13 11.03 1.
14 9.54 1.
15 11.34 0.



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice Fl
Sex M
Group 2
Thyroid
glands

mg

IIC 9/67
01R0066/05R032
22.Mar.2017 HAMA



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats

Oral Administration

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

(Gavage)

IIC 10/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex M
Group 3
Term. body Adrenal
weight glands
g mg
M 394.2¢6 84.
sSD 29.63 14.
n 5 5
16 414.5 93.
17 351.0 88.
18 423.5 68.
19 404.5 71.
20 377.8 102.

mides
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 3
Seminal
Liver Prostate vesicle
g
M 11.7 0
SD 0.467 0
n 5 5
16 11.71 0.
17 12.26 0.
18 10.97 1.
19 11.7 0.
20 11.86 0.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l 6
Sex M
3

Group . \@
Thyroid . \
glands \

.0
17 23.0 /
18 20.0 6
19 19.0 0
: S



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats 2
Oral Administration

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

(Gavage)

IIC 13/67
01R0066/05R032
2.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 0 ‘\6
Term. body Adrenal P \
weight glands Brain Heart Kidneys Li
g mng g g g
M 254.56 72.2 1.914 0.972 1.806 0.444
SD 15.544 4.266 0.103 0.062 0.19 ‘ 0.501
n 5 5 5 5 5 5
101 228.9 0.87 @6 5.63
102 252.9 ‘/"1.01 5 6.47
103 258.6 0.97 61.74 6.47
104 269.2 1.030 1.91 6.67
105 263.2 0.08 6.98




BASF PATHOLOGY REPORT IIC 14/67
01R0066/05R032

Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
0

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘
ng g ng mg g Q

SD 12.578 0

n 5 5
101 93.0 0
102 89.0 0
103 96.0 0
104 121.0 0
105 97.0 0




BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

(Gavage)

IIC 15/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice F1l
Sex F
Group 1
Term. body
weight
g
M 243.16
SD 18.513
n 5
106 240.9
107 213.7
108 246.4
109 263.8
110 251.0

glands
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA

Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice

Sex
Group

106
107
108
109
110

Thyroid .
Ovaries Spleen Thymus glands Uterus QN‘
ng g ng mg g Q

98.8 0.524 354.0 12.8 0.636
14.237 0.068 67.238 2.49 0.30 ‘
5 5 5 5 5
90.0 0 .0 @6
95.0 0 0 2
94.0 0 0 60.43
124.0 0 0 0 0.6
91.0 0 1.1




BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

(Gavage)

IIC 17/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice F1l
Sex F
Group 2
Term. body
weight
g

M 241.84

SD 11.709
n 5

111 230.1

112 231.0

113 243.6

114 258.3

115 246.2

glands
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
2

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘
ng g ng mg g Q

SD 6.042 0

n 5 5
111 99.0 0
112 97.0 0
113 96.0 0
114 87.0 0
115 86.0 0




BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats

Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

IIC 19/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 3 \
Term. body Adrenal P \
weight glands Brain Heart Kidneys Li
g mg g g g
M 237.44 73.8 1.902 0.884 1.882 0.978
sSD 18.116 13.368 0.077 0.049 0.16 ‘ 0.738
n 5 5 5 5 5 5
116 229.1 0.82 2 7.21
117 219.0 ‘/"0.86 2 6.18
118 266.8 0.95 2.08 8.1
119 240.5 0.910 1.9 6.51
120 231.8 0.88 1.% 6.89
‘QZ O
&
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA

Oral Administration (Gavage)

ABSOLUTE WEIGHTS - INDIVIDUAL VALUES

Sacrifice

Sex
Group

116
117
118
119
120

Thyroid .
Ovaries Spleen Thymus glands Uterus QN‘
ng g ng mg g Q

89.6 0.466 306.0 13.4 0.688
22.557 0.104 45.409 3.209 0.22 ‘
5 5 5 5 5
73.0 0 .0 @8
65.0 0 0 3
119.0 0 0 60.54
106.0 0 0 0 0.46
85.0 0 0.6




BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice Fl
Sex M
Group 0
Term. body Adrenal Epididy-
weight glands Brain mides
M 100.0 0
SD 0
n 5 5
1 100.0 0
2 100.0 0
3 100.0 0
4 100.0 0
5 100.0 0

IIC 21/67
01R0066/05R032
22.Mar.2017 HAMA
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 0
Seminal
Liver Prostate vesicle
M 2.67 0
SD 0.092 0
n 5 5
1 2.689 0.
2 2.751 0.
3 2.524 0.
4 2.645 0.
5 2.742 0.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l 6
Sex M
0

Group . \@
Thyroid . \
glands \



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice Fl
Sex M
Group 1
Term. body Adrenal Epididy-
weight glands Brain mides
M 100.0 0
SD 0
n 5 5
6 100.0 0
7 100.0 0
8 100.0 0
9 100.0 0
10 100.0 0

IIC 24/67
01R0066/05R032
22.Mar.2017 HAMA
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 1
Liver Prostate

M 2.575 0

SD 0.223 0

n 5 5

6 2.895 0.

7 2.688 0.

8 2.513 0.

9 2.465 0.

10 2.313 0.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l 6
Sex M
1

Group . \@
Thyroid . \
glands \



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 27/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex M
Group 2
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
11 100.0 0
12 100.0 0
13 100.0 0
14 100.0 0
15 100.0 0

mides




BASF PATHOLOGY REPORT IIC 28/67

01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex M
Group 2
Seminal
Liver Prostate vesicle
M 2.8 0
SD 0.189 0
n 5 5
11 2.937 0.
12 2.985 0.
13 2.764 0.
14 2.504 0.
15 2.808 0.
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l 6
Sex M
2

Group . \@
Thyroid . \
glands \



BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 30/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex M
Group 3
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
16 100.0 0
17 100.0 0
18 100.0 0
19 100.0 0
20 100.0 0

mides
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l

Sex M

Group 3

Liver Prostate

M 2.988 0
SD 0.343 0
n 5 5
1o 2.825 0.
17 3.493 0.
18 2.59 0.
19 2.892 0.
20 3.139 0.




BASF PATHOLOGY REPORT IIC 32/67
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l 6
Sex M
3

Group . \@
Thyroid . \
glands \
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PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 33/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 0
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
101 100.0 0
102 100.0 0
103 100.0 0
104 100.0 0
105 100.0 0
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
0

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘

SD 0.004 0
n 5 5
101 0.041 0.
102 0.035 0.
103 0.037 0.
104 0.045 0.
105 0.037 0.




BASF

PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 35/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 1
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
106 100.0 0
107 100.0 0
108 100.0 0
109 100.0 0
110 100.0 0
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
1

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘

SD 0.005 0
n 5 5
106 0.037 0.
107 0.044 0.
108 0.038 0.
109 0.047 0.
110 0.036 0.
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PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 37/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 2
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
111 100.0 0
112 100.0 0
113 100.0 0
114 100.0 0
115 100.0 0
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
2

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘

SD 0.004 0
n 5 5
111 0.043 0.
112 0.042 0.
113 0.039 0.
114 0.034 0.
115 0.035 0.
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

IIC 39/67
01R0066/05R032
22.Mar.2017 HAMA

Sacrifice Fl
Sex F
Group 3
Term. body Adrenal
weight glands
M 100.0 0
SD 0
n 5 5
116 100.0 0
117 100.0 0
118 100.0 0
119 100.0 0
120 100.0 0
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

RELATIVE WEIGHTS - INDIVIDUAL VALUES

Sacrifice F1l
Sex F
3

Group . \@
Thyroid . \
Ovaries Spleen Thymus glands Uterus QN‘

SD 0.007 0
n 5 5
116 0.032 0.
117 0.03 0.
118 0.045 0.
119 0.044 0.
120 0.037 0.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 0
Animal 1
General information
Sex : Male
Group : 0 (0 mg/kqg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017
29 days after start of expgsure
1 day after end of exposyre
Macroscopic findings
Animal without particular findings.
Microscopic findings
Kidneys
Tubules, basophilic, (multi)focal, gradeyl.
Liver
Infiltration, lymphoid c¢€ll and/or presence of Kupffler cell granuloma(s),
grade 1.
Spleen
Hematopoie§is, extramedulldry, J(multi)foéal,\grade 2.
Pigment stdrage, grade 1.
All other frgans examingd without micmes€opic findings.
Animal 2

General “nformatidn

Sex ) Male

Group : 0 (0" mo/ ke

Sacrificg : Findl sa€rifice group
Necropsy, status : Plannhed sacrifice
Dater 0f death o LANFeb. 2017

29 days after start of exposure
1 day after end of exposure

Macroscopigf fandings
Kidneys
Cyst, left side, diameter 1.0 mm.
Ald eother organs without macroscopic findings.

Mickoscopic findings

Kidneys
Gross lesion(s) evaluated histopathologically.
Tubules, basophilic, (multi)focal, unilateral, grade 2.
Cyst(s), unilateral, correlates to gross lesion Cyst.

Liver
Infiltration, lymphoid cell and/or presence of Kupffer cell granuloma(s),
grade 1.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl
Sex *
Group \
cont. Animal ‘0
Spleen Q\

Hematopoiesis, extramedullary, (multi)focal, grade 1.

Pigment storage, grade 1.
All other organs examined without microscopic findings. ‘

General information @
Sex : Male 6
Group : 0 (0 mg/kqg)

Sacrifice : Final sacrlfl%

Necropsy status : Planned sacri K Q
Date of death : 17.Feb. Q *
29 da er start \
1 da% end of & 6
Macroscopic findings \6

Animal without i ar flndln&

Microscopic fi ‘
Kidneys
Tubules, ophilic, focal
leer
atlon, ll an sence of Kupffer cell granuloma(s),
atop01 trame multl)focal, grade 1.
igmen gra X
:QAll othe% s exami hout microscopic findings.

Animal 4

informa

6 Male
5 (0 mg/kg)
Sacr f Flnal sacrifice group
Ne %tatus : Planned sacrifice
Da‘& death  : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure




BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice

Sex

Group
cont. Animal

Macroscopic findings
Animal without particular findings.

Microscopic findings
Kidneys
Tubules, basophilic, (multi)focal, grade 1.
Liver

IIC 43/67
01R0066/05R032
22.Mar.2017 HAMA

Infiltration, lymphoid cell and/or presende of Kupffe¥ celd granuloma(s),

grade 1.

Spleen
Hematopoiesis, extramedullary,( (multi)focal, gradeWwd.
Pigment storage, grade 1.

All other organs examined wifthout mMicroscopi€ £indings.

General information

Sex YMale

Group ¥ 0) (0 mg/kq)

Sacrifice nFinal sacrifice group
Necropsy statWs : Planned saerifice
Date of death : 17.Fgb 2017

29sdays after start of exposure
10day after end of "€xposure

Macrescopie findifnids
Livyzer

Focal censtriction, by ‘diaphragmic herniation, between left medial lobe and

right mMedial lobe, ddamete€r 5.0 mm.
Focusw ‘tight medialflebe, diameter 3.0 mm, yellow.
All gothep organs witheut macroscopic findings.

Mi¢rogcopic findings
Kidneys
Tubulesf basophilic, (multi)focal, grade 1.
Liveg
Gross lesion(s) evaluated histopathologically.

Gonstriction, focal, correlates to gross lesion Focal constriction, by

diaphragmic herniation.

Bibrosis, (multi)focal, grade 1, correlates to gross lesion Focus, right

medial lobe.

Infiltration, lymphoid cell and/or presence of Kupffer cell granuloma(s),

grade 1.

Spleen
Hematopoiesis, extramedullary, (multi)focal, grade 2.
Pigment storage, grade 2.

All other organs examined without microscopic findings.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group kb
Animal 6

General information

Sex : Male

Group : 1 (100 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Kidneys
Cyst, left side, diameter 1.0 mm.
All other organs without magroscopic findings,

Microscopic findings

Kidneys
Gross lesion(s) eval@ated histopathologically.
Degeneration/rggene¥ation, tubular, (multi)fdcal,ygrade 2.
Hypertrophy, tubtle, (multd)fOeal, grade 1¢
Mineralization, Watf transition outer to iAAnerymedulla, (multi)focal, grade 1.
Hyperplasid,\ (multi)focal, wunilateral.
Cyst(s),funilateral, gbrrelates to gnoss/lesion Cyst.

Liver
Infiltration, lymphoid cell anddor pkesence of Kupffer cell granuloma(s),
grade™l.

Spleen
Hematopoiesis) extramedulldafy, (multi)focal, grade 3.
PigmentW\storage, grade 3,

All othef oxgans examigledywithout microscopic findings.

General®” information

Sex : Male

Group : 1 (100 mg/kg)
Sacrifiee : Final sacrifice group
Neckoepsy ¥status : Planned sacrifice
DateWZofvdeath : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group kb
cont. Animal 7

Macroscopic findings
Animal without particular findings.

Microscopic findings

Kidneys
Tubules, basophilic, (multi)focal, unilateral, grade 1.

Liver
Hypertrophy, centrilobular, grade 1.
Infiltration, lymphoid cell and/org#presence of Kupfifér gell granuloma(s),
grade 1.

Spleen
Hematopoiesis, extramedullary, (multi)focal_ .grade 1.
Pigment storage, grade 2.

All other organs examined without microsedpic“findings.

General informatiom

Sex ¥ Male

Group ad (100 mgZkg)
Sacrifice : Final sacrifice group
Necropsy sftatus® : Planpedysacrifice
Date of death : 17=Ech.2017

29 days after startfof exposure
W day after éndef exposure

Mécroseopic findings
Andmal withoutparticularwfindings.

Microscopioy,findings

Kidneys
Degenérationf{regeneration, tubular, (multi)focal, grade 1.

Liver
Fnfiltration, ) lymphoid cell and/or presence of Kupffer cell granuloma(s),
grade It

Spleen
Hematopoiesis, extramedullary, (multi)focal, grade 1.
BRigment storage, grade 1.

All %other organs examined without microscopic findings.

General information

Sex : Male

Group : 1 (100 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of exposure
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex * <E:>

Group \
cont. Animal ‘Q

1 day after end of exposure

Macroscopic findings
Animal without particular findings. “\

Microscopic findings
Kidneys @
Tubules, basophilic, (multi)focal, 1la grade
Liver
Infiltration, lymphoid cell and nce of Kupffer cell granuloma (s),
grade 1.
Spleen

Hematopoiesis, extramedu foca de 3 ‘ Q
Pigment storage, grade 1.
All other organs examingéd out mlcr flnding%

D

An 10

General 1nformat1

Sex <;i$\
Group : 100 mg
Sacrifice : Fina crifice
Necrops s acrlflce
Dat eath 2017
ys afte rt of exposure

day a t% of exposure

scopi Q &
artlc

Animal Wi dlngs

Mlcr g fll’ldll’lg
les, ilic, (multi)focal, grade 1.

fllt ‘>:>‘lymphoid cell and/or presence of Kupffer cell granuloma(s),

d
Spl
R Qstorage, grade 1.

er organs examined without microscopic findings.

‘O
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 2
Animal 1%

General information

Sex : Male

Group : 2 (300 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Kidneys
Enlarged.
All other organs without magroscopic findings,

Microscopic findings
Kidneys
Gross lesion(s) eval@ated histopathologically.
Degeneration/rggene¥ation, tubular, (multi)fdcal,ygrade 2.
Hypertrophy, tubtle, (multd)fOeal, grade 1ol correlates to gross lesion
Enlarged.
Mineralization, at transitien outer tof 1mner medulla, (multi)focal, grade 1.
Liver
Hypertrophy, centrilebulatr, grade 2.
Infiltration, lymphoid cell anddor pkesence of Kupffer cell granuloma(s),
grade™l.
Spleen
Hematopoiesis) extramedullafy, (multi)focal, grade 2.
PigmentW\storage, grade 2.
All othef oxgans examigledywithout microscopic findings.

General®” information

Sex : Male

Group : 2 (300 mg/kg)
Sacrifiee : Final sacrifice group
Neckoepsy ¥status : Planned sacrifice
DateWZofvdeath : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 2
cont. Animal 12
Macroscopic findings
Animal without particular findings.
Microscopic findings
Kidneys
Degeneration/regeneration, tubular, (multi)focal, grade 1.
Hypertrophy, tubule, (multi)focal, grade 1.
Liver
Infiltration, lymphoid cell and/org#presence of Kupfifér gell granuloma(s),
grade 1.
Spleen
Hematopoiesis, extramedullary, (multi)focal_,.grade 3.
Pigment storage, grade 2.
All other organs examined without microsedpic“findings.
Apimal 13

General informatiom

Sex ¥ Male

Group a2 (300 mg/kg)
Sacrifice : Final sacrifice group
Necropsy sftatus® : Planpedysacrifice
Date of death : 17=Ech.2017

29 days after startfof exposure
W day after éndef exposure

Mécroseopic findings

Kidneys
Enlargegd.
Cystymright side, _diameter 1.0 mm.
Retkaction, fewe(27%), to diameter 2.0 mm.

All“oth€r orgams without macroscopic findings.

Michescopic findings

Hemolymphéretis¢ular system
Lymphema, /malignant neoplasm.

KidneVs
Grosshylesion(s) evaluated histopathologically.
Dageneration/regeneration, tubular, (multi)focal, grade 3, correlates to
gross lesion Retraction, few (2-5).
Hypertrophy, tubule, (multi)focal, grade 1, correlates to gross lesion
Enlarged.
Mineralization, at transition outer to inner medulla, (multi)focal, grade 1.
Renal amphophilic vacuolar tumor, benign, unilateral, benign neoplasm,
correlates to gross lesion Enlarged and Cyst, right side.
Hyperplasia, (multi)focal, unilateral.



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice

Sex

Group
cont. Animal

Liver
Hypertrophy, centrilobular, grade 2.
Infiltrates of a malignant lymphoma, systemic neoplasm.
Mammary gland
Atrophy, diffuse.
Spleen
Hematopoiesis, extramedullary, (multi)focal, grade 2.
Pigment storage, grade 2.
All other organs examined without miéroscopic findings®

General information

Sex : Male

Group 2 (300 mg/kg)
Sacrifice : Final sagrifice gpoup
Necropsy status : Planmed®sacrifice
Date of death W17 Feb.2017

29 "days after\start of exposure
1 day aftér,end of exposSure

Macroscopic findings
Kidneys
Retxaction, right side, diametex 2.0%mm.
Allsfethér organs MithoWt macroséople findings.

Microseopic findings
Kidneys
Gross lesion(s) evaldated¥histopathologically.
Degemeration/regenetation, tubular, (multi)focal, grade 1.
Hypertrophy, tubuley) (multi)focal, grade 1.

IIC 49/67
01R0066/05R032
22.Mar.2017 HAMA

Scar (s), corticalMunilateral, correlates to gross lesion Retraction.

Liver
Hypertrophy, Y\eentrilobular, grade 2.

Infiltpdthony lymphoid cell and/or presence of Kupffer cell granuloma(s),

grades 1%
Mamma®¥y dland
Atrophy, diffuse.
Spleen
Pigment storage, grade 1.
All other organs examined without microscopic findings.
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice
Sex

Group
Animal

General information

Sex : Male

Group : 2 (300 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Kidneys
Enlarged.
Renal lymph nodes
Enlarged, left side, tissUefpreserved dd cassette.
All other organs without macrescopic fimdings.

Microscopic findings
Kidneys
Gross lesion (s)gevaluated shigtopathologicallyn

Degeneratién/regemeration, ftubular, (multi)fecal, grade 1.

IIC 50/67
01R0066/05R032
22.Mar.2017 HAMA

Hypertrophy A\ tubule, (multiWwfocal, grade»2) correlates to gross lesion

Enlargedf
Liver
Hypertirophy, centrilobular, grade 2.

Infiltration, Lymphotd cell afAd/ox presence of Kupffer cell granuloma(s),

grade 1.
Mammary gland
Atrophyp diffuse.
Renal lymphynedes
Unilaterally investigated or present. Gross lesion(s)
hisstopathological Lyw

Hyperplasia,lympho-reticulocellular, unilateral, grade 3,

gross lesionm Enlarged.

Spdfeen
Hematop6iesis, extramedullary, (multi)focal, grade 1.
Pigmentystorage, grade 1.

Allgpothenr organs examined without microscopic findings.

evaluated

correlates to
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 3
Animal Te

General information

Sex : Male

Group : 3 (600 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Kidneys
Enlarged.
All other organs without magroscopic findings,

Microscopic findings

Adrenal cortex
Hypertrophy, hyperplasia) grade 1.

Cecum
Dilation.

Kidneys
Gross lesidny(s) evaluated histopatholoGieally.
Degeneration/tregeneratfion, tubular,smélti)focal, grade 2.
Hypertrophy, tubulegg(multi)focal,Ngrade 3, correlates to gross lesion
Enlarged.

Liven
Hypeftrophy, £entmilobular f grade 2.
Infiltratioh,\1lymphoid,celland/or presence of Kupffer cell granuloma(s),
grade 1IN

Mammary ¢land
Atrophw, diffuse.

Spleen
HematOpoiesils, exbBpamedullary, (multi)focal, grade 2.
Pigment stowage, grade 2.

Al other ofgans examined without microscopic findings.

General, Imformation

Sex : Male

Ghroup : 3 (600 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure



BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice

Sex

Group
cont. Animal

Macroscopic findings
Kidneys
Enlarged.
All other organs without macroscopic findings.

Microscopic findings
Adrenal cortex
Hypertrophy, hyperplasia, grade 1.
Cecum
Dilation.
Kidneys
Gross lesion(s) evaluated histopathologically.

Degeneration/regenerationg tubuld¥, (multi)féeal, grade (l.

IIC 52/67
01R0066/05R032
22.Mar.2017 HAMA

Hypertrophy, tubule, (multifffocal, gradd B, “edOrrelatesW\to,gross lesion

Enlarged.
Liver
Hypertrophy, centrilobular, grade 2,

Infiltration, d¥mphdid cell andf/or presence Jf Kupffer cell granuloma(s),

grade 1.
Mammary gland
Atrophy, dififuse.
Spleen
Hematgpolesis, extramedullary, (multi)focal, grade 1.
Pigment storage,” gkade 2.
Allsfetheér organs Examlried witho@t microscopic findings.

General information

Sex : Male

Group % 3600 mg/kg)
Sacrifite : Pinal sacrifice group
Nectopsy statwsW, : Planned sacrifice
Date of death : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure

Macreseopic findings
AxiWlary lymph nodes

Discoloration, right side, red, tissue preserved in cassette.

Cecum
Dilation.
Kidneys
Enlarged.
All other organs without macroscopic findings.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 3
cont. Animal 18

Microscopic findings

Axillary lymph nodes
Unilaterally investigated or present. Gross lesion(s) evaluated
histopathologically.
Blood resorption, unilateral, grade 3, correlates to gross lesion
Discoloration.

Cecum
Gross lesion(s) evaluated histopathologicdlly.
Dilation, correlates to gross lesien Dilation.

Kidneys
Gross lesion(s) evaluated histépatholégically,
Degeneration/regeneration, tubular/) (multi)focal, grade 3.
Hypertrophy, tubule, (mul$i)focal’, grade 3, Larrelates to gross lesion
Enlarged.
Mineralization, at transitien outer t@ Imner medulld, (multi)focal, grade 3.

Liver
Hypertrophy, centrilobular, grade 1,
Infiltration, d¥mphdid cell andf/or presence Jf Kupffer cell granuloma(s),
grade 1.

Spleen
Hematopoiesis, extramedullany, (multi)foeal, grade 1.
Pigment §tokage, gradgl 24

All other oOrgans examimed without microscopic findings.

Géneral informatien

Sex : Male

Group : 3 (B00\mE/ kg)
Sacrifiege : Final sacrifice group
Necpopsy)status g Blanned sacrifice
Date, of“death : N.Feb.2017

29 days after start of exposure
1 day after end of exposure

Macrosgopicyfindings
Axidlary Wlymph nodes
Biscoloration, left side, red, tissue preserved in cassette.
Cecum
Dilation.
Kidneys
Enlarged.
All other organs without macroscopic findings.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)
SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice Fl
Sex M
Group 3
cont. Animal 1e

Microscopic findings
Axillary lymph nodes
Unilaterally investigated or present. Gross lesion(s) evaluated

histopathologically.
Blood resorption, unilateral, grade 3, correlates to gross lesion
Discoloration.

Cecum

Gross lesion(s) evaluated histopathologicdlly.
Dilation, correlates to gross lesien Dilation.

Kidneys
Gross lesion(s) evaluated histépatholégically,
Degeneration/regeneration, tubular/) (multi)focal, grade 3.
Hypertrophy, tubule, (mul$i)focal’, grade 3, Larrelates to gross lesion
Enlarged.

Liver
Hypertrophy, centrilobulap, grade 2%

Infiltration, lymphoid c¢€ll and/or presence of Kupffler cell granuloma(s),

grade 1.
Mammary gland
Atrophy, diffuse,
Spleen
Hematopoiesis), extramedullary, (mulpgd)fogal, grade 2.
Pigment skoerage, gradel\2.
All, ogther organs examined withoutgmicréscopic findings.

General infermation

Sex : Malg

Group : 3 {600 mg/kg)
Sacpifice o Bf'mal sacrifice group
NecropsVy status, : Planned sacrifice
Date 'of death : 17.Feb.2017

29 days after start of exposure
1 day after end of exposure

Macrogcopic, findings
Animal without particular findings.

Mickoscopic findings

Adrenal cortex
Hypertrophy, hyperplasia, grade 1.

Cecum
Dilation.

Kidneys
Degeneration/regeneration, tubular, (multi)focal, grade 2.
Hypertrophy, tubule, (multi)focal, grade 3.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice
Sex
Group
cont. Animal

Liver
Hypertrophy, centrilobular, grade 3
Infiltration, lymphoid cell and/or presence of Kupffer cell gra
grade 1. K

Mammary gland
Atrophy, diffuse.

Spleen @
Hematopoiesis, extramedullary, (mul gﬂf' grade 3
Pigment storage, grade 2.

All other organs examined without_mi pic flnd

\\
O
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BASF PATHOLOGY REPORT

Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET

(GROSS LESIONS AND MICROSCOPIC FINDINGS)
Sacrifice
Sex
Group
Animal

General information

Sex : Female

Group : 0 (0 mg/kqg)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Animal without particular findings.

Microscopic findings

Kidneys
Tubules, basophilic, (multi)focal, gradeyl.
Mineralization, at_ transition outern™fe Wmner medulla,
unilateral, grade 2.

Liver
Infiltration, Wymphoid celd @hd/er presencel ofi Kupffer
grade 1.

Spleen
Hematopoiesis), extramedullary, (mulpgd)fogal, grade 1.
Pigment skoerage, gradeyl.

All, ogther organs examined withoutgmicréscopic findings.

General infermation

Sex : Female

Group : 0 YO\Nmg/kqg)

Sacpifice o Bf'mal sacrifice group
NecropsVy status, : Planned sacrifice
Date 'of death : 16.Feb.2017

29 days after start of exposure
1 day after end of exposure

Macrogcopic, findings
Animal without particular findings.

Mickoscopic findings
Kidneys
Mineralization, at transition outer to inner medulla,
unilateral, grade 1.
Liver
Infiltration, lymphoid cell and/or presence of Kupffer
grade 1.

IIC 56/67
01R0066/05R032
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Fl
F
0
104
(multi) focal,
cell granuloma(s),
102

(multi) focal,

cell granuloma(s),
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>

Group \
cont. Animal ‘@

Spleen
Pigment storage, grade 1.
All other organs examined without microscopic findings. ‘
Animal 103

General information

Sex : Female @
Group : 0 (0 mg/kqg) 6
Sacrifice : Final sacrific
Necropsy status : Planned sacrifi

Date of death : 16.Feb.2017 Q
29 days ter start of ex O

*
1 day end of @
Macroscopic findings e\ 6
Animal without parti indings. \\‘

Microscopic findi ‘
Liver &
Infiltrati lymph01d cell nd/or pr of Kupffer cell granuloma(s),
grade 1. 0
Spleen

oiesis, Qd llary, Qfocal grade 1.
storag Ele
orga 1ned croscoplc findings.

(0 mg/kg
Flnal sacrifice group
Planned sacrifice
16.Feb.2017
29 days after start of exposure
1 day after end of exposure

*
M x ic findings

al without particular findings.
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl
Sex . <E:>
Group \
cont. Animal ‘@
Microscopic findings ‘\\
Kidneys

Mineralization, at transition outer to inner medulla, (multi)fo
unilateral, grade 1.

Liver
Infiltration, lymphoid cell and/or presence of Kupffer cell uloma (s),
grade 1.

Fatty change, periportal, grade 3.

Spleen 6
Hematopoiesis, extramedullary, 1, gratg
Pigment storage, grade 1.

All other organs examined withou

General information

Sex : F <::> <EE,
Group 0 mg/kg) \
Sacrifice 1 sacgri
Necropsy sta anned ‘
Date of dea : 16.Feb.201

29 d after starse

1 er end o

tion outer to inner medulla, (multi)focal, grade 2.

§‘ii rationg, lymphoid cell and/or presence of Kupffer cell granuloma(s),
ade 1. ,‘\'
R

i ge, grade 2.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>
Group \
Animal ‘Q

General information

Sex : Female
Group : 1 (100 mg/kg)
Sacrifice : Final sacrifice group “\
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017
29 days after start of ex sure @
1 day after end of xpo

Macroscopic findings 0
Animal without particular findin% Q
Microscopic findings @
Liver x
Infiltration, lympho:_% nd/or pri& of Kupf 11 granuloma(s),

grade 1

Spleen
Hematopoiesis, e ullary, multl focal
Pigment stora

All other or 1ned w mlcrosco

Gener ormatlo
%\5 100 mg Q
flce Flnal sk e group
ropsy : Plan sagrifice
Date of : 7
O ﬁls after start of exposure

y after end of exposure

plC fin &
al w1th ticular findings.

1Crosego dlngs

Ki
dsig' s, basophilic, (multi)focal, unilateral, grade 1.

flltration, lymphoid cell and/or presence of Kupffer cell granuloma(s),
grade 1.
Spleen
Pigment storage, grade 3.
All other organs examined without microscopic findings.
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice
Sex

Group
Animal

General information

Sex : Female

Group : 1 (100 mg/kg)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 16.Feb.2017
29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Axillary lymph nodes
Discoloration, left side.
All other organs without magroscopic findings,

Microscopic findings
Axillary lymph nodes
Gross lesion(s) eval@ated histopathologically.

IIC 60/67
01R0066/05R032
22.Mar.2017 HAMA

Blood resorptieny uniilateral, grade 1, correllaftesyto gross lesion

Discoloration.

Kidneys
Mineralization, at transitien outer tof imner medulla,
unilatergl,\gtrade 1.

Liver

(multi) focal,

Infiltration, lymphoid cell anddor pkesence of Kupffer cell granuloma(s),

grade™l.
Fatty change pPeriportal, gradeyl.
Spleen
Hematopei®sis, extramedullary, (multi)focal, grade 1.
Pigment sitorage, grade W.
All othemorgans examined without microscopic findings.

General information

Sex : Female

Group : 1 (100 mg/kg)
Sackifice : Final sacrifice group
Negropsy status : Planned sacrifice
Date, of death : 16.Feb.2017

29 days after start of exposure
1 day after end of exposure
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>

Group \
cont. Animal ‘@

Macroscopic findings
Animal without particular findings.

Microscopic findings ‘
Liver
Infiltration, lymphoid cell and/or presence of Kupffer cell uloma (s),
grade 1.

Fatty change, periportal, grade 3.

Spleen 6
Hematopoiesis, extramedullary, 1, gratg
Pigment storage, grade 2.

All other organs examined withou

General information

Sex . F <::> <EE,
Group 1 00 mg/kg) \
Sacrifice 1 sacgri

Necropsy sta anned R ‘

Date of dea : 16.Feb.201
29 d after starse
1 er end of

eafO N
. &

ti)focal, unilateral, grade 1.

, extramedullary, (multi)focal, grade 2.
rage, grade 2.

A]‘l&organs examined without microscopic findings.




BASF PATHOLOGY REPORT IIC 62/67

01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>
Group \
Animal ‘Q

General information

Sex : Female
Group : 2 (300 mg/kg)
Sacrifice : Final sacrifice group “\
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017
29 days after start of ex sure @
1 day after end of xpo

Macroscopic findings 0
Animal without particular findin% Q
Microscopic findings @
Liver x
Infiltration, lympho:_% nd/or pri& of Kupf 11 granuloma(s),

grade 1

Spleen
Hematopoiesis, e ullary, multl focal
Pigment stora

All other or 1ned w mlcrosco

Gener ormatlo
%300 g Q
flce Flnal sk e group
ropsy : Plan sagrifice
Date of : 7
O ﬁls after start of exposure

y after end of exposure

plC fin &
al w1th ticular findings.

1crosgo dings
;:ratlon, lymphoid cell and/or presence of Kupffer cell granuloma(s),

een
Hematopoiesis, extramedullary, (multi)focal, grade 3.
Pigment storage, grade 2.

All other organs examined without microscopic findings.
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01R0066/05R032
Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>
Group \
Animal ‘@

General information

Sex : Female
Group : 2 (300 mg/kg)
Sacrifice : Final sacrifice group “\
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017
29 days after start of ex sure @
1 day after end of xpo

Macroscopic findings 0
Animal without particular findin% Q
Microscopic findings @
Liver x
Infiltration, lympho:_% nd/or pri& of Kupf 11 granuloma(s),

grade 1

Spleen
Hematopoiesis, e ullary, multl focal
Pigment stora

All other or 1ned w mlcrosco

Gener ormatlo
%300 g Q
flce Flnal sk e group
ropsy : Plan sagrifice
Date of : 7
O ﬁls after start of exposure

y after end of exposure

plC fin &
al w1th ticular findings.

1crosgo dings
;:ratlon, lymphoid cell and/or presence of Kupffer cell granuloma(s),

een
Hematopoiesis, extramedullary, (multi)focal, grade 1.
Pigment storage, grade 2.

All other organs examined without microscopic findings.
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice
Sex

Group
Animal

General information

Sex : Female

Group : 2 (300 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017

29 days after start of ex sure

1 day after end of xpo 6@

11 granuloma (s),

Macroscopic findings 0
Animal without particular findin% ‘
Microscopic findings @
Liver
Infiltration, lymph01% nd/or pr of Kupf

grade 1.
Fatty change, perig

; grade 1.
Spleen

Pigment stora ade 1
All other or s ined w& mlcrosco& indings.

IIC 64/67
01R0066/05R032
22.Mar.2017 HAMA
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice
Sex

Group
Animal

General information

Sex : Female

Group : 3 (600 mg/kg)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 16.Feb.2017

29 days after start of expgsure
1 day after end of exposyre

Macroscopic findings
Animal without particular findings.

Microscopic findings
Kidneys
Tubules, basophilic, (multi)focal, unidlateral, gradé dm
Cast, tubular, unilateral,/ grade 1,
Liver
Hypertrophy, centrilfobular, grade 2.

IIC 65/67
01R0066/05R032
22.Mar.2017 HAMA

Infiltration, Wymphoid celd @fid/er presencel ofi Kupffer cell granuloma(s),

grade 1.

Spleen
Hematopoiesis), extramedullary, (mulpgd)fogal, grade 1.
Pigment skoerage, gradel\2.

All, ogther organs examined withoutgmicréscopic findings.

General infermation

Sex : Female

Group : 3 {600 mg/kg)
Sacpifice o Bf'mal sacrifice group
NecropsVy status, : Planned sacrifice
Date 'of death : 16.Feb.2017

29 days after start of exposure
1 day after end of exposure

Macrogcopic, findings
Animal without particular findings.

Mickoscopic findings
Cecum
Dilation.
Liver
Hypertrophy, centrilobular, grade 2.

Infiltration, lymphoid cell and/or presence of Kupffer cell granuloma(s),

grade 1.
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Test Study in Male and Female Sprague Dawley Rats
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice

Sex

Group
cont. Animal

Spleen
Pigment storage, grade 2.
All other organs examined without microscopic findings.

General information

Sex : Female

Group : 3 (600 mg/kg)
Sacrifice : Final sacrific
Necropsy status : Planned sacrifi

Date of death 16.Feb.2017
29 days ter start of ex

1 day end of e@

Macroscopic findings

Animal without parti 1nd1ngs
Microscopic findi
Cecum
Dilation
Kidneys

phy, obul

Tubul s, Ophlll @ focal
ﬁzphy, tu On 1ti) lateral grade 1.

IIC 66/67
01R0066/05R032
22.Mar.2017 HAMA

/or presence of Kupffer cell granuloma(s),

1ltra ph01d
rade T \
Fatty perlp rade 1.
O Splee

poiesis, edullary, (multi) focal, grade 3.

% sto e, ade 2.
her org examlned without microscopic findings.

Animal

Gene “rmatl on
Female

3 (600 mg/kg)
1flce : Final sacrifice group
cropsy status Planned sacrifice
Date of death 16.Feb.2017
29 days after start of exposure
1 day after end of exposure
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Test Study in Male and Female Sprague Dawley Rats 22.Mar.2017 HAMA
Oral Administration (Gavage)

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)

Sacrifice Fl

Sex . <E:>

Group \
cont. Animal ‘Q

Macroscopic findings
Animal without particular findings.

Microscopic findings ‘
Liver
Hypertrophy, centrilobular, grade 1.
Infiltration, lymphoid cell and/or presence of Kupffer granuloma (s),

grade 1.
Spleen 6
Hematopoiesis, extramedullary, 1, gratg
Pigment storage, grade 1.
All other organs examined withou OSCOpl 1r1gs Q
*

General information
Sex : F

Group 3 00 mg/kg)
Sacrifice 1 sacgri
Necropsy sta anned R ‘

Date of dea : 16.Feb.201
29 d after starse
1 er end of

Mac *fll’ldll’l
hout lar i .
copi N
evs \l

Kldne
‘O ion, tion outer to inner medulla, (multi)focal, grade 1.

rophy, ntrdlobular, grade 2.
ltratlo mph01d cell and/or presence of Kupffer cell granuloma(s),
ade 1

rage, grade 2.
All %organs examined without microscopic findings.
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Homogeneity and Concentration Control Analysis of
DHDPS in 0.5 % carboxymethyl cellulose in drinking water

1. PROJECT AND TEST SUBSTANCE INFORMATION

Project No.: 01R0066/05R032
Test item (= test substance): DHDPS

Batch No.: 03508136W0

2. SAMPLE DATA

2.1. HOMOGENEITY AND CONCENIRATION CONTROBANALYSIS

Vehicle: 0.5 % ‘earboxymethyl} cellulose in drinking water

Storage conditions of the
samples until analysis: Freezer

3. MATERIALAND METHODRS
3.1. SAMRLE PREPARATION AND ANAKYSIS

The.sample’preparatiom and analysis*of the test substance was carried out according to the
valid eontrolprocedure 05/00664,01-03.

Avdetailed description of thescontrol procedure is given in the appendix of this report.

3*2. LIST OF DEVIATIONS
3.2.1 4 Listof deviations from the control procedure

There were no deviations from the described control procedure 05/0066_01-03.
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4. RESULTS AND DISCUSSION

4.1. HOMOGENEITY AND CONCENTRATION CONTROL ANALYSIS

The results obtained for the homogeneity and concentration control analysis of
DHDPS in 0.5 % carboxymethyl cellulose in drinking water are summarized in the following

table:

All calculated values in the table are rounded. Calculations were performed withhasiull set of

decimal places.

Date of sample preparation: 18 Jan 2017
Date of sampling: 18 Jan 201¢
Date of receipt sample: 18 Jam~2017
Starting date of analytical determination: 15.Feb 2017
Name Amount Nominal ROl Mean RSD
Conc Conc
g/100 ml 9/100 ml % % %
Sample 03 1.013 1 101.83%
Sample 04 0.992 1 99.2%
Sample 05 1007 1 100.7% 100:4% 1.1%
Sample 06 2.986 3 99.5%
Sample 07 5,786 6 96:4%
Sample 08 5:793 6 96.6%
Sample 09 5.74% 6 95.7% 96.2% 0.5%

NoO test subStance could(be, detected in the vehicle control sample (sample 02) with a
concentratien=of = 30 %.0f the lowest calibration solution.

Considering the«low, relative standard deviation in the homogeneity analysis, it can be
concluded that BHDPS was distributed homogeneously in 0.5 % carboxymethyl cellulose in

drinking water.

The (mean values (samples 03 — 05 and samples 07 — 09) and single value (sample 06) of
DHDRS in 0.5 % carboxymethyl cellulose in drinking water were found to be in the range

of 90 % — 110 % of the nominal concentrations.

These results demonstrated the correctness of the concentrations of DHDPS in 0.5 %
carboxymethyl cellulose in drinking water.

Figures of the calibration curve and examples of chromatograms will follow within this report.
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Figure 1: Chromatogram of matrix solution, vehicle control sample (measured on 15 Feb

2017)
35.0 2017-02-15 #4 Sample 02 UV _Vis_1
) m AU WVL:200 nm
30.

0.00 . - ‘ . 3.00

(1.0 &@ O mL, measured on 15 Feb

\ UV VIS 1
WWVL:200 nm

Figure 2: Chromatogra

2017 ,8) ., }\\

35.0.2017-02-15

mAU

0.00 0.50 1.00 1.50 2.00 2.50 3.00
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Figure 3: Chromatogram of sample 03 (measured on 15 Feb 2017)

2017-02-15 #13 Sample 03 UV _Vvis 1
m AU WVL:200 nm|

T T
o

' 50 ﬁl . . .
9 QY O
Figure 4: Calibrati (meas on 15 Fe , Concentration range 1.006 — 10.06
mg/100 mL) s\ ‘\ é

UV_VIS_1

L L L L B L L B B B
5.0 6.3 7.5 8.8 10.0 12.0

Amount [mg/100 mL]
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5. APPENDIX
5.1. CONTROL PROCEDURE 05/0066_01-03

BASF SE o - BASF

Test Facility
Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

Test substance number: 05/0066
MName of test substance: DHDFS

Control procedure: Content (LC) / agueous carboxymethylcellulose

The Chemical Company @
V
MNo.: 05/0066_01-03
Effective from: 15 Feb 20: \

Fage 1 of @

Technique HPLC

System: Agilent 1100 with autosampler, DAD, Dione romeleon — Software

(Dionex), or equlvalent system

Column: Length: 10
Inner dlam r: 46 mm

Mobile Phase B: L. \M:'nter

6@

erck or equivalent

O mL ac:e > and 1 mL formic acid

Stationary Phase: Chro mance
Mobile Phase A: % mL ac i ith S0 r'nL 1 mL formic acid

Isocratic: %
Mobile Phase blle F'has
20 %
Injectlon&

Floww Jmin

D ecti 200 nm

mn tempk\g 25°C@blent

Runtlme . \o .3 min
@Q O@\‘ &

MR

SNy

66
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BASF SE 1- BASF

Test Facility

Experimental Toxicology and Ecology / Analytical Chemistry The Ghemical Company

CONTROL TEST

Test substance number: 05/0066 No.: 05/0066_01-03

Name of test substance: DHDPS Effective from: 15 Feb 2017
Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 2 of 9

Sample solution: The samples are transferred into appropriate volumetric flasks$with

approximately 10 mL water and filled up to the mark with acétanitrile to
obtain sample solutions with test substance concentrations thatfall within
the calibration range.

If required, all dilutions are sonicated for five minutes to'ensure complete
dissolution of the test substance.

The samples have to be diluted at least 1 + Gu{sample + solvents).
The samples are filtered [€ellulose filteyf O 2wrn) prior HPLC analysis.

NOTE: If the amaunt of test substaticein the sample solution is outside
the calibratieh rangegdcalibratiom solutions 1 — 6) gan adequate dilution step
with matrix solution has to be_performed to reach the described
conhceptrationtahge.

Matrix solution: The'preparation of the ‘matrix solution has te be performed according to
thesprocedure describedfor sample_soldtion preparation.
The matrix solutign shotild représenttheSample with the lowest test
substance concentration.



_BASF SE Analytical Report

BASF SE
Test Facility
Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

Page 7 of 13

BASF

The Chemical Company

Test substance number: 05/0066
Name of test substance: DHDPS

Caontrol procedure: Content (LC) / aqueous carboxymethylcellulose

Mo.: 05/0066_01-03
Effective from: 15 Feb 2017

Page 3 of 9

Stock solution @: Approximately 50 mg test substance is dissolved to a finalvelume of
100 mL with acetonitrile (50 mg/100 mL).

Calibration solution 1: 0.2 mL stock solution @ is diluted with matrix solutign te.10 mL

(1.0 mg/100 mL).

Calibration solution 2: 0.4 mL stock solution @ is diluted with matfi% solution to 10 mL

(2.0 mg/100 mL).

Calibration solution 3: 0.8 mL stock s8lutién @ is dilutedawith, métrix solution to 10 mL

(4.0 mg/100/P).

Calibration solution 4: 1.2 mifstockeselution @ igfdiluted with matrigsasiution to 10 mL

(6.0 fg/00 mL).

Calibration solution 4: 96"mL stock solutiom®bis diluted with matrix solution to 10 mL

(8.@.prig/100 mL).

Calibration sblutiop 4: 2.0 mL steclkysclution @ is@iluted with matrix solution to 10 mL

(10.0 fngf100 miL).

Systepsuitability solutien:

System-suitability ‘solution is prepared with a second independent
weighing ac€arding to calibration solution 3 (4.0 mg/100 mL)

Procedure After canditioning the LC system, sample solutions, matrix solution,
calibrationssolutions and system-suitability solution are injected according
to, the sequence described in the raw data. All solutions are injected at

least ohce.
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BASF SE
Test Facility
Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

Page 8 of 13

BASF

The Chemical Company

Test substance number: 05/0066
Name of test substance: DHDPS

Control procedure: Content (LC) / aqueous carboxymethylcellulose

No.: 05/0066_01-03
Effective from: 15 Feb 2017

Page 4 of 9

Retention time:

Test substance: DHDPS:
Approx. 1 min

System suitability:

The calculated coftent of the system-suitahility solution has to be in the
range from 95 % oM 0% %. For complex fieasurements a system
suitability off20'% te /10 % cangbe considered valid.

The ceéfficientef determination, (R%) hasto be 2 0:990. If the correlation
coefficient (R) is usedjthis,valde has to bg=0.995.

Calculation:

The concentration ¢éntrol measurements are based oh external calibration

(calibration selutiohs 1 — 6).

Content calculation is performed electronigally, {(e.g. Dionex Chromelecn — Software, Microsoft
Excel). Basic formulas for calculatiops, are” described below (e.g. Dionex Chromeleon —

Seftware)
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BASF SE r1-BASF
Test Facility .
Experimental Toxicology and Ecology / Analytical Chemistry Theiehsmical Company

CONTROL TEST b
Test substance number; 05/0066 No.: 05/0066_01-03

Name of test substance: DHDPS Effective from: 15 Feb 2017 ‘\\e
Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 5 of 9 ‘\Q

Formulas:

Calibration curve Q‘
Y=ax+b / @
a = slope of calibration curve 6
b = intercept %

Analysed concentration (Cx)

d = dilutign fa @
Q
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'?ePS\tSFECEE Ec:emical CompaFny

Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

Test substance number: 05/0066

Name of test substance: DHDPS

Mo.: 05/0066_01-03 eb
Effective from: 15 Feb 2017 \

Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 6 of 9

Control chart Basic Validation:

Selectivity Linearity Accuracy LoQ Stability over
Passed Passed Passed 12 mg/‘l 0 Mo carry over

-\
66

“O
O(\

@‘6\
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BASF SE 1 - BASF

Ei;teﬁﬁﬂc:rl'l?al Toxicology and Ecology / Analytical Chemistry TheiChisitical Company
CONTROL TEST b
Test substance number: 05/0066 No.: 05/0066_01-03 @
Name of test substance: DHDPS Effective from: 15 Feb 2017 ¢ \
Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 7 of © ‘Q\
Figure 1.1: Example chromatogram matrix solution (08 Feb 20 roject no.:
01R0066/05R032) for illustration

350 33;\'3‘-02-14 Basis #2 Matrix
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BASF SE ol - BASF

Test Facility The Chemical Company

Experimental Toxicology and Ecology / Analytical Chemistry
CONTROL TEST b
Test substance number: 05/0066 No.: 05/0066_01-03

Name of test substance: DHDPS Effective from: 15 Feb 2017 ¢ \6

Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 8 of © ‘\Q
Figure 1.2: Example chromatogram calibration solution (14 Feb ‘ EProject no.:

01R0O086/05R032) for illustration

2017-02-14 Basis #5 Calib 2 L
mAL 0 nm)

35.0
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BASF SE 1 - BASF

Rest:Facility The Chemical Company
Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

Test substance number: 05/0066 MNo.: 05/0066_01-03
MName of test substance: DHDPS Effective from: 15 Feb 2017 . @
Control procedure: Content (LC) / aqueous carboxymethylcellulose Page 9 of 9 \
‘
PN ( ‘
Figure 1.3: Example chromatogram LoQ (Sample 01, 14 Feb 2017, Project no.? \ ;
01R0O066/05R032) for illustration
40.,0-2017-02-14 Basis #14 Sample 01 uv_\m "
Al WAL 2 n
| E

—r 71—
2.00 2.50 3.00

14 Feb 2017, Project no.. 01R0066/0SR032) for

External UV MS 1
ey |
.’\—""-’
‘ﬂ_ﬂwr‘"’
e
I
_‘...\-—""‘AJ’-
—F— [T ——— 77—
6.0 8.0 10.0 12.0 14.0
Amount [mg/100 mL]




	05R032_ SoR_DHDPS_TSR_me.pdf
	STUDY TITLE
	Summary of Results
	FACILITY PROJECT IDENTIFICATION
	TEST FACILITY
	SPONSOR
	Results
	Males
	Females
	Males
	Females
	Males
	Females:
	YKH_05_0066_Bericht_05R032.pdf
	1. Project and test substance information
	2. Sample data
	2.1. homogeneity and Concentration control analysis

	3. Material and methods
	3.1. Sample preparation and analysis
	3.2. List of Deviations
	3.2.1. List of deviations from the control procedure


	4. Results and Discussion
	4.1. homogeneity AND Concentration control analysis

	5.  Appendix
	5.1. Control procedure 05/0066_01-03






