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This study was conducted in accordance with the OECD Principles of Good Laboratory
Practice and the GLP Principles of the German "Chemikaliengesetz" (Chemicals Act) which
meet the United States Environmental Protection Agency Good Laboratory Practice Standards
[40 CFR Part 160 (FIFRA) and Part 792 (TSCA)], with the exception that recognized
differences exist between the GLP Principles/Standards of OECD and the
Principles/Standards of FIFRA and TSCA.
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| have applied the criteria of 40 CFR 158.34/40 CFR 161.34 for flagging studies for potential
adverse effects to the results of the attached study. This study neither meets nor exceeds
any of the applicable criteria.
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The above menticned test facility is included in the

GLP- Uhemrachungsverfahren und wird regelméanig auf
Einhaltung der GLP-Grundsétze iberwacht.

Auf der Grundlage des Inspektionsberichtes wird hiermit
bestétigt, dass in dieser Prifeinrichtung die oben genanntg
Priifungen unter Einhaltung der GLP-Grundsétze
durchgefiihrt werden kénnen.

Eine emeute behérdliche Uberpriifung der Einhaltung der

GLP-Grundsétze durch die Priifeinrichtung ist spatestens
drei Jahre nach der letzten Inspektion zu beantragen. Ohi
diesen Antrag wird die Prifeinrichtung nach Abl:
aus dem deutschen GLP-Uberwachungsprogr:
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national GLP Compliance Programme and is inspected
on a regular basis.

Based on the inspection report it can be con- firmed, that

the test facility is able to conduct the aforementioned
studies in compliance with the Principles of GLP.

Verification of the compliance of the test facility with the
Principles of the GLP has to be applied for not later than
three years after the last inspection. Elapsing this term,
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) e

¥ D};nJ/A))Signature, Dal |
i / r

lor 22 H2

T ERE A T e
ng_other (0.46), 7d120
pgo (0.83), 3ceba990-2af5-4abl-be

DC92-982c814ced2¢
pc5-ce53-4986-843

-409a-8bee-57d7b3(

[ 7b-486f-8551-a2fe9e0401

logo (0.58), 2df9ba8b-c579F

)

MESSEN
BEWERTEN
BERATEN

aft'und Gewerbeaufsicht
faiser- Frledrlch StraI'Se 7, 55116 Mamz

ame und Adresse der GLP-Uberwachungsbehorde /
ame and adress of the GLP Monitoring Authority)

footer (1.00), 51eb8da0-del18-4312-a238-d3e12e9a40bc

This document is the property of the sponsor(s) (speo[ﬁ&gﬁ_pﬁtldmb@é dﬂp@@had&i@@é@nﬁ&ﬂ%nﬂ%@ﬁ@?ﬁ@p&ﬁ@@be

Page 8 of 237

93c6




Iogpl . 00)) B 32 AcER2 186255158485 Her 6 366882538 4cf

I - BASF

We create chemistry

||||| =

Report; Project No.: 31C0343/09S078

CONTENTS OF PART | (REPORT SECTION AND SUMMARY TABLE$)

TITLE PAGE

STATEMENT OF NO DATA CONFIDENTIALITY CLAIMS

GLP COMPLIANCE STATEMENT
reference (0.39), 582b1554-ff33-466e-be84-de905d85c37e

[FLAGGING CRITERIA

SIGNATURE PAGE

ICONTRIBUTORS TO THE STUDY/ SUPERVISORY LABORATORY PERSONNEL
STATEMENT OF THE QUALITY ASSURANCE UNIT

|GLP CERTIFICATE (FROM THE COMPETENT AUTHORITY)
[CONTENTS OF PART | (REPORT SECTION AND SUMMARY TABLES)
left_right_mapping (0.88), bc16636a-4alf-4604-bcla-cd8alf560521
1.1. METHODS

1.2. OBSERVATIONS

1.3. RESULTS

1.3.1. Analytics

1.3.2. Findings

1.4. CONCLUSION

2. INTRODUCTION

2.1. OBJECTIVES

2.2. SELECTION OF DOSES/ CONCENTRATIONS

2.3. TEST GUIDELINES

2.4. STUDY DATES

2.5. RETENTION OF RECORDS

2.6. ANIMAL WELFARE

3. MATERIAL AND METHODS

3.1. TEST ITEM

This document is the property of the sponsor(s) (specffiétpd page mb@é’ @n@@hah&)@&%@nﬁ@ﬁ%@ﬁﬁr%%ﬁ@%@ﬂo
Page 9 of 237

7d7d0




g, QD)) O A2 235:dS 5:8fe 360881100322 3858288

I - BASF

We create chemistry

RO DAL et et
2 EFaiSA AT A E oA

8RAepqqr;\;nFl;roject No.: 31C0343/09S078

1
\ Al

3.3.
3.4.
3.5.

3.6.

3.6.1.
3.6.2.
3.6.3.
3.6.4.
3.6.5.

3.7.

3.8.

3.8.1.
3.8.2.
3.8.3.
3.8.4.
3.8.5.
3.8.6.
3.8.7.
3.8.8.

3.9.

3.9.1.
3.9.2.
3.9.3.

3.10.

4.

4.1.

4.1.1.
4.1.2.
4.1.3.
4.1.4.
4.1.5.
4.1.6.

4.2.

3.10.1.
3.10.2.
3.10.3.
3.10.4.
3.10.5.

4.2.1.

HOUSING AND DIET
TEST GROUPS AND DOSES/ CONCENTRATIONS
TEST SUBSTANCE PREPARATIONS AND PREPARATION FREQUENCY

ANALYSES

Analyses of the test-substance preparations
Analytical methods

Food analyses

Drinking water analyses

Bedding and enrichment analyses

EXPERIMENTAL PROCEDURE

CLINICAL EXAMINATIONS
Mortality

Clinical observations

Detailed clinical observations
Food consumption

Water consumption

Body weight data

Intake of test substance
Statistics of clinical examinations

CLINICAL PATHOLOGY
Hematology

Clinical chemistry

Statistics of clinical pathology

PATHOLOGY
Necropsy

Organ weights
Organ/tissue fixation
Histopathology
Statistics of pathology

RESULTS

ANALYSES

Stability analyses

Homogeneity control analyses
Concentration control analyses
Food analyses

Drinking water analyses

Bedding and enrichment analyses

CLINICAL EXAMINATIONS
rtaljt

~Z20C0-aZce-Dhoo-caicurozoeus

This document is the property of the sponsor(s) (spediidd)éh _pagmybeé Iﬂlo(ﬂ@)paﬁi@ﬁdﬁmﬂi-ﬂrﬁgﬂpéfﬂieﬁxﬁ@ ]t@s]:éﬁsf&@)’].()

Page 10 of 237

F3d4




logmder. (D)) @3 12603566 Abef4le PHi8aE06dB0DYEd] 3db

I - BASF

We create chemistry

Report; Project No.: 31C0343/09S078

table_of_contents (0.94), ello/caZ2-8e08-40da-91dd-80c30 /bo0da4

a.L.c. Clirical 0pDservatlorts

4.2.3. Food consumption

4.2.4. Water consumption

4.2.5. Body weight data

4.2.6. Intake of test substance

4.3. CLINICAL PATHOLOGY

4.3.1. Hematology

4.3.2. Clinical chemistry

4.4, PATHOLOGY

4.4.1. Weight parameters

4.4.2. Gross lesions

4.4.3. Histopathology

5. DISCUSSION

6. CONCLUSION

7. REFERENCES

8. APPENDIX

8.1. LIST OF ABBREVIATIONS USED IN TABLES CLINICAL EXAMINATIONS
8.2. LIST OF ABBREVIATIONS USED IN TABLES CLINICAL PATHOLOGY
8.3. LIST OF ABBREVIATIONS USED IN TABLES PATHOLOGY

footer (1.00), 07bf518c-d0b2-424b-beca-e40091fd5609

This document is the property of the sponsor(s) (spediied)é _pagmbeé Iﬂﬂ.o@@r)paﬁiz%&jﬂgsm&%rﬁi@cﬂn%b&&%%gz

Page 11 of 237

44bh34



logmdr. (D)) Pe e54082 - 525680 3% 86 @b CTRBHEE

I - BASF

We create chemistry

Report; Project No.: 31C0343/09S078
Theadng_2Z (0.87), 10ad24282-ci7-4e17-b0b1-0c02D 76C 732D
Part A.

CLINICAL EXAMINATIONS (MEAN VALUES AND SUMMARY TABLES

text_block (0.92),

table_of contents (0.57), 1c7ca06b-3247-475d-a828-665beldda25c Tables
ClUIC UI __LCUI ILCI ILD V.50 ), UOUCU‘-I-I O \)CCO ’-HUC TIVJI™ LClO‘-h)UOClUI l U
Clinical Observations IA 1-1A 2
Food consumption IA 3-1A 4
Water consumption IA - 5-1A 6
Body weight IA 7-1A 8
Body weight change IA 9-1A 10
Substance intake IA11-1A 12
qeadlng 4 (0.91), e0f5b40d-08a5-4ee5-939a-0625d793f84b
Part B:
CLINICAL PATHOLOGY (MEAN VALUES AND SUMMARY TABLES)
able_of contents (0.76), 50726fc0-e078-4da6-af9b-aa28a3e1d0c4
Red blood cell parameters B1-1B 2
hite blood cell parameters IB3-1B 4
Enzymes IB5-IB 6
Substrates IB7-1B 8
Electrolytes + minerals IB9-1B 10
ieading_4 (0.85), 3e745b3b-e2f8-4d66-adf2-069e440171e3
bsolute weights - mean values IC 1-IC 4
Relative weights - mean values IC 5-IC 8
Incidence of gross lesions IC 9
Incidence of all microscopic findings IC10-IC 12
oplc rnainas farger orgaans 1C 15 -1 14

footer (1.00), 7dd1al1c3-4806-42e3-be55-a2793b2ecch0

Page 12 of 237

This document is the property of the sponsor(s) (spediied)éh _[ngnfbbﬁé léﬂ.o@@r)pa@fégma%gmaﬂﬂa@eﬁt&@i&9&8@5;{9)&33)3@72

4c1d6



lograoelr. (D)) ()} SibEREB B thd- 137001384 85¢3 A 26 EITTE33

I - BASF

We create chemistry

Report; Project No.: 31C0343/09S078

CONTENTS OF PART Il (TABLES SECTION; INDIVIDUAL VALUES)

table of contents (0.97), bcf79ad5-c426-46¢5-a02a-66d3e0462410

heading 4 0.68), 587b0abi-58be-44 /1-9a46-63a33bc32€94

TABLE OF CONTENTSI

heading_4 (0.82), ca2554c7-69b8-4140-8a9e-3b08859d4688
CLINICAL EXAMINATIONS

Tables

Clinical Observations A 1-11A20
Food consumption 1A 21 - lIA 22
Water consumption 1A 23 -11A 24
Body weight 1A 25 - 1A 26
lheading_4 (0.83), 27453d73-d2fe-4c0f-a2f1-07c6ed304243

Part B.

CLINICAI PATHOLOGY

Red blood cell parameters IB1-1IB 2
White blood cell parameters IB3-1B 4
Enzymes IIB5-1IB 6
Substrates IB7-1B 8
Electrolytes + minerals [IB9—1IB 10
heading_4 (0.69), 3e4d0a72-b324-444d-86a8-c7¢c126321222

Partc.

PATHOLOGY

Absolute weights - individual values IC 1-1C 20
Relative weights - individual values [IC 21 -1IC 40
Single animal sheet IC 41 - 1IC 72

footer (1.00), 27e66ea6-181e-4832-b764-6d8ac264aefl

Page 13 of 237

This document is the property of the sponsor(s) (spediigd)dn _pa@mbeé l@.oa@)paﬁ@d@bb%ﬂ&%ﬁ*ﬁﬁﬁwgp%&&gz

pdbd3c




logmor. (D)) Ae 15i55RA7-28 S5 ¢ 3B DB E6 52RIATIB06502

I - BASF

We create chemistry

Report; Project No.: 31C0343/09S078
SRR

CONTENTS OF PART IlI (SUPPLEMENT)

Title Page

Table of contents

Certificate of Analysis BAS 850 H
Study No. 386120 4

Certificate of Analysis BAS 850 H
Study No. 415835 _2

Analytical Report
Reg.No. 5654329

Stability AnaIyS|s in Ground Kliba maintenance diet mouse/rat “GLP” meal
(0.90), 340ebb76-0487-4104-a100-ef566f16f2ad

Analytical Report
Homogeneity and Concentration Control Analysis of Reg.No. 5654329
in Ground Kliba maintenance diet mouse/rat “GLP” meal

text_block (0.79), 0d5a4709-c7b8-4702-a7ef-e9fc375a0a3d
Historical Control Datal

heading_4 (0.68), 673405d7-468a-4c60-9bd2-1f9535515db0
THIS REPORT CONSISTS OF PART I, Il AND Il

footer (1.00), 6b197b54-24cd-4879-a40c-9ebd90659a9f

This document is the property of the sponsor(s) (spedified)éh _pagem)beé lﬁioﬁ@r)paﬂﬁb@@ﬁ&d\rﬂgrﬁbrﬁi&ﬁd?8)56&@65852E a24b9
Page 14 of 237




logradétr. QD)) 0B ABCERO 2 2106 BEE3 338668 ATRHLB6a

I - BASF

We create chemistry

Re :>ort; Project No.: 31C0343/09S078

= o a3
IICC{UIIIH J_ \U. U/, JUUJ.UL\)U LULUT=FTLU™ U\.)Cll bCllL,UIUUCULU

W%M cf28cel10-154f-4825-beea-827ed2e589f3
Ifle'%t%gc[r\liggé',l32333ffb—11a4—4a8a—826e—06c937Oe9688

FAS 850 H was administered via the diet to groups consisting of 5 male and 5 female C57BL/6

Rj mice at concentrations of O (test group 0), 100 (test group 1), 500 (test group 2), 1000
(test group 3) and 1500 ppm (test group 4) over a period of 28 days.

heading_2 (0.40), f1350e9c-bb75-47b6-a018-7a99bdffbbc2
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Food consumption, water consumption and body weight were determined weekly. The animals
were examined for signs of toxicity or mortality at least once a day. Moreover, detailed clinical
examinations in an open field were conducted prior to the start of the administration period and
weekly thereafter.

Clinicochemical and hematological examinations were performed towards the end of the
administration period. After the administration period, all animals were sacrificed and assessed

by gross pathology. Organ weights were determined followed by histopathological
examinations.

heading_3 (0.34), 3bae550b-988b-4684-befo-6dcc64f485d4
3diRESWYL.B3) 9d7e1b35-85b8-4355-82d0-b8ed0280e173

text_block (0.98), dc1a0bf7-9499-41c5-bch3-b8faa822ace9
The various analyses conflrmed
exi-hlock-0.Q0) 58656300 b-47c6-9418-3864fc776dc4

¢ the stability of the test-substance preparations for a period of 34 days at room temperature,
¢ the homogeneous distribution of the test substance in the vehicle,

¢ the correctness of the prepared concentrations.
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The following test substance-related, adverse findings were noted:
headlng_4 (().4.2), TbCcabebo-0e59-40Db6-9900-54d2dbleZ0/d

and 2601 mg/kg bw/d In females)

non contlnuous text block (0.69), a5e81059-1aab-4428-ak60-c19486704658

Clinical Examinations

Apathy was observed in 2 female animals between study days 6 to 12.

High stepping gait in 1 male animal (study days 21 to 29) and in 3 female animals (starting
on study day 7 until sacrifice)

P Inone female animal, hunched posture (study days 6 to 13) and semi-closed eyelids (study
days 10 to 13) were observed.

P Poor general condition was observed in 3 female animals (starting on study day 6 until
study day 20 in two animals and from study day 7 until study day 13 in one animal).

P Food and water consumption were reduced in male and female animals over the entire
administration period.

P Body weight loss was observed in male animals on study days 14 and 28 as well as in
female animals on study day 7. Significantly lower mean body weights were observed for
male animals from study day 14 onwards (about -13% at the end of the administration
period) and for female animals between study day 7 and 21 (with a maximum deviation of
about -10% to the control on study day 7). Significantly lower body weight change values
were observed for male animals from study day 14 onwards and for female animals during
the entire study period.

weadlng 4(0.80), 2c843165-0bib-4a2b-a/55-43b90e3eedf4
t block (0.79), df688eb5-1128-4489-bd30-43cbb9c12c08
ecrease red blood cell counts, hematocrit and hemoglobin values in male animals
Increased alanine aminotransferase activities in male animals
Decreased total protein and albumin levels in both sexes
Increased triglyceride levels in both sexes
Increased inorganic phosphate levels in male animals
Increased Iobulln levels in females
haa.dm.g_d.éﬂ.Sq 28024754105 450h8.5063.1303fd850004d

/1

M‘ous_text block (0.96), 194ee5ff-18c3-4b4f-bb53-262cabb70ac6

significantly, -7%)

Increased absolute and relative liver weights in male and female animals
Randomly distributed coagulative necrosis of hepatocytes and multinucleated hepatocytes
in male animals

Diffuse hepatocellular hypertrophy in male and female animals
Centrilobular fatty change in male and female animals

organ weights

Advanced involution of X-zone in adrenal glands of female animals
Interstitial gland hyperplasia/hypertrophy in ovaries

Diffuse atrophy of the uterus

Reduced amount of secretory product in seminal vesicles accompanied by decreased]

tooter (1.00), 7c21l21//-5C26-4999-c1be-dZ29alcZabesY
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e Epithelial hypertrophy with mucification of the vagina

H@é@iﬂi_ﬁ ;@;%52 ’ Pibfatg-4819-4699-2496- £8A6R a3
Test group 3: 1000 pp
and 194 mg/kg bw/d in females)

Clinical Examinations and Clinical Pathology
¢ No treatment-related, adverse effects were observed.

n%? continuous_text_block (0.98), 0cc486e1-57b6-45d9-878f-2ac4ff573702
LIIUIU

¢ Increased liver weights in male and female animals

e Centrilobular hepatocellular hypertrophy accompanied by centrilolpular fatty change in
female animals

e Advanced involution of X-zone in adrenal glands of female animals
non contlnuous text bIock (©. 84 €5a948f0- 2da2 42¢eb- 98%614 94acebc67215

PR HA o) 4 Y a W PN

n. continuous text blo 0.98), 96h3 827 aleb- 455d 9e0c-3e80e2411d3c

npd

Pathology
P Advanced involution of X-zone in adrenal glands of fe|nale animals

heading_3 (0.42) 8b59c8f1—a552)—4 3e-bf7e-27bc bfe& 6a4
pEeaTReH SRR CKk (0.93), df33edle-2102-44d5- a53a eb716e889f20
PPN |

ates anch22omarkachinidin femades) po77-48f5473d965h

Clinical Examinations, Clinical Patholoqv and Patholoqgy

heading_3 (0.40), cb701f39-c8f4-4274-9370-9¢748€2d2539

1.4. CONCLUSION
- ~007, e5a68-842a-4d33-a44a-2b87c02ad803

The oral administration of BAS 850 H via the diet to male and female C57BL/6 J Ri mice over
a period of 4 weeks caused test substance-related adverse signs of systemic toxicity at a
concentration of 1000 ppm in male (about 149 mg/kg bw/d) and of 500 ppm and above in
female (about 96 mg/kg bw/d) C57BL/6 J Ri mice.

Therefore, under the conditions of the present study, the no observed adverse effect level

(NOAEL) was 500 ppm in male (about 79 mg/kg bw/d) and 100 ppm (about 22 mg/kg bw/d) in
female C57BL/6 J Ri mice.
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The aim of the study was to assess the toxicological profile of BAS 850 H including the target
organs and the “no observed adverse effect level” (NOAEL) after 4-week administration via
the diet to male and female C57BL/6 J Ri mice.

heading_2 (0.53), 68e80f48-292a-49ea-a09f-7546ffa62128

2.2. SELECTION OF DOSES/ CONCENTRATIONS 8cb12
LETWHWMW 587, = = = = C

At the request of the sponsor, the following concentrations in the diet were selected for the
[esent study:

left_right_mapping (0.96), bd12cee2-a5c7-4cce-8616-9e023ede70db
1500 ppm  as high concentration

1000 ppm

as mid concentrations
500 ppm

100 ppm as low concentration
— : - - -885¢c-e7db00c22a5c¢

The oral route was selected since this was proven to be suitable for the detection of a
ftoxicological hazard.

heading_3 (0.64), 7d54b08f-7b42-45da-b4ba-d78bcd576e70

2.3 JESTGUDELINESS /199-4260-8249-0808b9261466

The study was conducted according to the following test guidelines:
non Contlnuous text_block (U.95), eaclobld-1a/0-4105-co0a-o21e494asec4

pursuant to Regulation (EC) No 1907/2006 of the European Parllament and of the Councn
on the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH), Part
B.7.: Repeated Dose (28 Days) Toxicity (Oral); Official Journal of the European Union, No.
L 142.

e OECD Guidelines for Testing of Chemicals; Method No. 407: Repeated Dose 28-day Orall
Toxicity Study in Rodents; adopted 03 Oct 2008

e U.S. EPA Health Effects Test Guidelines. OPPTS 870.3050; Jul 2000
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table the relevant mtervals for certaln study phases are given

_n.-- Nagbag

Dates Phase of study/ Examination Study day
23 Jul 2011 Study initiation date: signature of study director
17 Aug 2011 Eé(gier:gliezgtt?(l)stggri%%date: arrival of the animals and start of the 6
22 Aug 2011 Randomization of the animals -1
23 Aug 2011 Start of the administration period 0
20 Sep 2011 Last weighing 28
21 Sep 2011 Blood sampling and necropsy @ 29
14 Aug 2017 Experimental completion date; draft report to QAU
ext _block (0.99), 541¢c925 /-16d4-4632-9 /2 /-e3551d46fas3f
a) = Fasting period (withdrawal of food) of about 16 to 20 hours before blood sampling and necropsy

heading_3 (0.69), e61fb937-fe39-409e-bf5a-ce2869b75fe3

5. RETENTION OF RECORDS
&W@'@beﬁ bf99-f203e352be56

GLP-relevant records and materials are archived at BASF SE for at least the period of time
specified in the GLP principles. Details concerning responsibilities or locations of archiving can
be seen from the respective SOPs as well as from the raw data.

heading_3 (0.74), 395b3791-a5c4-4a01-9f00-63487a78e799

2.6. ANIMAL WELFAREl
text_block (0.99), b0179290-63d4-425f-a725-993c40e42467

IS Study was performed in an -approved laboratory In accordance wi € cerman
Animal Welfare Act and the effective European Council Directive.
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, 49c47d67-964d-44bb-9cff-4f2857c22act

The analyses of the test item (= test substance) was carried out at the Crop Protection -
Ecology and Environmental Analytics of BASF SE, Speyerer Stral3e 2, 67117 Limburgerhof,

CAS No.

Test substance No.:
Batch No.:

Purity:
Homogeneity:

Stability:

Name of test substance:

BAS 850 H

1258836-72-4

09/0343-9

COD-001484

99.3% (tolerance * 1.0%; study code 386120 4)
Given (study code 386120 4)

Stable until 01 Jul 2013 (study code 415835 _2)

The stability of the test substance under storage conditions
over the test period was guaranteed by the sponsor, and the
sponsor holds this responsibility.

The test facility is organizationally independent from the

SYMONyT:
Physical state/ color:

Storage conditions:

REJ.NO. 5654549

Solid/ beige

Ambient (room temperature
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3.2. TEST SYSTEM
eft_right_mapping (0.98), 9bd2a655-f87e-4984-b056-d5b52e763d4c

Species: Mouse
Strain: C57BL/6 J Rj
Supplier: Raison sociale: JANVIER LABS

Route des Chenés Secs — C.S. 4105
Le Genest-St-Isle

F-53941 ST Berthevin Cedex

Sex: Males and females
Age when supplied: 42 + 1 days
Age at the start of 48 + 1 days

administration period:

Reason for the selection: The mouse is a frequently used laboratory animal, and there is
comprehensive experience with this animal species. Moreover,
the mouse has been proposed as a suitable animal species by
the OECD and the EPA.

Animal identification: Ear tattoo (animal number)

heading_2 (0.38), a2b4458f-07e3-4733-b3db-6d0d7729a464
I3.3. HOUSING AND DIET |

text_block (1.00), 6ad5a509-1d4a-4baa-8a67-52b2d16debe8

(floor area about 800 cm?). Both with mesh wire tops, supplied by BECKER & Co., Castrop—
Rauxel, Germany. Dust-free wooden bedding was used in this study (the present supplier is
documented in the raw data). Nest building material Nestlets NES 3600 (PLEXX b.v.; Elst, The
[INetherlands) were added for enrichment. The mice were accommodated in fully air-
conditioned rooms in which central air conditioning guaranteed a range of temperature of 20-
24 °C, a range of relative humidity of 30-70% and 15 air changes per hour. The day/night cycle
was 12 hours (12 hours light from 06.00 h-18.00 h, 12 hours dark from 18.00 h-06.00 h). There
were no or only minimal deviations from these limits.

The animal room was completely disinfected prior to the study using a disinfector ("TAUTEX",
[fully automatic, formalin-ammonia-based terminal disinfector). The floor and the walls were
cleaned once a week with water containing an appropriate disinfectant.

The food used was ground Kliba maintenance diet mouse/rat “GLP” meal, supplied by Provimi
Kliba SA, Kaiseraugst, Switzerland. Food and drinking water (from water bottles) were
available ad libitum.
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3.4. TEST GROUPS AND DOSES/ CONCENTRATIONS
ﬁglgeéo.%), d8afa8a0-8679-44d2-96d9-ald54abedc3a
Test group CO”?:S:;?“O” aI:iOrﬁglfs Animal No. Cage No.
0 0 5 1-5 1
1 100 5 6-10 2
2 500 5 11-15 3
3 1000 5 16 - 20 4
4 1500 5 21 -25 5
Females
Test group Conc(:sg:rrl?tion aI:iorﬁgrs Animal No. Cage No.
0 0 5 26 — 30 6
1 100 5 31-35 7
2 500 5 36 —40 8
3 1000 5 41 - 45 9
4 1500 5 46 — 50 10

heading_4 (0.21), 8589b274-0db0-4720-ad5a-b37161988040
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2. TEST SUBS ANCE PREPARATIONS AND PREPA| ATION FREQUENCY|

CALTDTOCIR L OUT, l_ﬁ'uuuvl_ uuvv ‘rvvv uuuu MOOOUOUT luuu\.

retained with the raw data.

For each concentratlon, the test substance was weighted out and mixed with a small amount
of food. In order to obtain the desired concentrations, these premixes were added to the
corresponding amounts of food, depending on test group. Mixing was carried out for about 10
minutes in a laboratory mixer. Details to the used mixers and to the mixing procedure are

footer (1.00), e33eff10-0Obfc-4e2e-98a2-5cla2adbc357
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The analyses of the test-substance preparations were carried out at the Analytical Chemistry
Laboratory of Experimental Toxicology and Ecology of BASF SE as a part of this study. The
study was carried out in compliance with the Principles of Good Laboratory Practice.

Homogeneity was verified in 3 samples in the highest and lowest concentration (was used as
concentration control at the same time) at the beginning of the study; additional concentration
control analyses were done in the mid concentration. The samples were taken from the specific
food containers by staff of the Central Food Mixing unit (see PART IIl, Supplement).

The stability of the test substance in the diet at room temperature for a period up to 34 days
was demonstrated before the start of the administration period (see PART lll, Supplement,
project No. 01Y0343/09Y049).

heading_3 (0.75), bOb46530-e86a-434b-acd0-98d112adb454

3.6.2. Analytical method
~00), ~660c-48f1-9474-8f0d914d1cd0

ThHe methods used Tor analytical investigations ot the test-substance preparations and plasma
kinetics can be found in PART Il (Supplement).

heading_3 (0.71), 591a3369-654f-44f6-be72-7be946f97e65

3.6.3. Food analyses
ext-htock(6-99H5f4c188-58c3-44ed-8cde-cef4c088e 118

The supplier assayed the food used in the study for chemical and microbiologica

contaminants.

heading_3 (0.79), 110da7dc-af57-45a1-b71d-4b40959e3ed0

.6.4. Drinking water analyses
— — 14818-968b-83bf47368b1lc

The drinking water is regularly assayed for chemical contaminants by the municipal authorities
of Frankenthal and by the Environmental Analytics Water/Steam Monitoring Department of
BASF SE as well as for the presence of microorganisms by a contract laboratory.

heading_3 (0.67), c03919e2-a842-4891-bcfc-268c72¢c39cd9

.6.5. Bedding and enrichment analyse
texXt_DIoCK (1.00), Z6eaiCis- -4efc-bDa/b-49b429a2548e

€ bedding an € enrichment are regularly assayed for contaminantis (chlorinate
hydrocarbons and heavy metals).
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3.7. EXPERIMENTAL PROCEDURE
— 55+~ -b287-b27e0d29f1c0

Starting on day of arrival the animals were accustomed to the environmental conditions of the
study for an adaptation period during which they received ground diet and drinking water ad
libitum. Prior to the first detailed clinical observation, the animals were distributed according to
weight among the individual test groups, separated by sex. The weight variation of the animals
used did not exceed 20 percent of the mean weight of each sex. The list of randomization
instructions was compiled with a computer.

The test substance was administered daily for 28 days. Control animals received only the
vehicle. All remaining animals were sacrificed after a fasting period (withdrawal of food) of at
least 16 hours.

heading_3 (0.50), 02cfa323-aa6a-45dd-85a7-ab6a1f341880
.8. .CLINI E ATION

— 419e-a4f2-55e4deebac27

.8.1. Mortali
Ma47f0c40-0dc9-4732-bfa1-277d0ae48815

A check for moribund and dead animals was made twice daily on working days and once daily
on Saturdays, Sundays and public holidays. If animals were in a moribund state, they were

sacrificed and necropsied.

heading_3 (0.89), 0923402f-ec3b-4995-8e74-80c0be55c445

3.8.2. Clinical observations
— 99, =9t 6-4a8d-aefb-03a55ea3lefd

All animals were checked daily for any clinically abnormal signs. Abnormalities and changes

were documented for each animal.

heading_3 (0.85), f513f2f4-9381-409b-adcc-2f67238c6050

3.8.3. Detailed clinical observations
- - =8271-4c5242744a48

Detalled clinical observations (DCO) were performed in all animals prior to the administration
period and thereafter at weekly intervals. The findings were ranked according to the degree of
severity, if applicable. The animals were transferred to a standard arena (50 x 37.5 cm with
sides of 25 cm high). The following parameters were examined:

on_continuous_texXt_DPIOCK (U.9Y), fofarbls-5010-4UC1L-019-1a/ fsdUadC4als

Abnormal behavior during “handling”
Fur

Skin

Posture

Salivation

Respiration

Activity/ arousal level

Tremors

. Convulsions

B8eAbnosmalmovementso-a4cd-obgc-dibsd7820abs

CoNoOoO~wWNE
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11. Impairment of gait

12. Lacrimation

13. Palpebral closure

14. Exophthalmus

15. Assessment of the feces discharged during the examination (appearance/ consistency)

16. Assessment of the urine discharged during the examination
17. Pupil size

heading_3 (0.77), 2bad16a5-bc6f-455b-a55f-2b87bf197alf

384, L008 §oNSUMRLONY 56a-4c1a-97bc-c021c8e20bf0

Food consumption was determined weekly and calculated as mean food consumption in grams
per animal and day.

heading_3 (0.82), 069a844f-94cf-4a41-b76e-4c46847a48ba

3.8.5. Water consumptio
- =59 3a8c-4a35-8e44-3c937fc3b2f3

Drinking water consumption was determined on study days 7, 14, 21 and 28 and calculated as
mean water consumption in grams per mouse and day.

heading_3 (0.84), d76bc009-79f1-418d-9224-656bf563eb7b

2:8-6, BodY waighl-daid) 2480-499a-a101-1995395dac7

Body weights were determined before the start of the administration period to randomize the
animals. During the administration period, the body weights were determined on study day O
(start of administration period) and thereafter at weekly intervals.

The difference between the body weight on the respective day of weighing and the body weight
on study day 0 was calculated as body weight change.

heading_3 (0.81), 65591a43-44a7-4a03-a399-34c8a3d25df8
.8.7. Intake of test substance
tBx—bloek—0-00)—3060163~36a0-47a7-98ea-765a714366d0

‘The mean dally intake of test substance (group means) was calculated based upon individua

values for body weight and mean food consumption per cage.
EXL_DIOCK (0.44), Zcabc3bb-8bag-4aZ6-8i44-a3bccs /0343d

eBWIO _rﬁéeSE)fHas@r.]ﬁ%)i?tgé%z?{c?g—d@/ddiaﬁ(—%87—9423—d14a6adc40bc

BWx =body weight on study day x [g]
FCx =mean daily food consumption on study day x [g]
C = concentration in the diet on study day x [mg/kg]
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Means and standard deviations of each test group were calculated for several parameters (see
tables). Further statistical analyses were performed according to following table:

4

Parameters

Statistical test

Markers in the
tables

References

Body weight,
body weight
change

A comparison of each group with the
control group was performed using
DUNNETT's test (two-sided) for the
hypothesis of equal means.

* for p <0.05
*»*  forp<0.01

DUNNETT, CW. (1955): A
multiple comparison procedure for
comparing several treatments with
a control. JASA, Vol. 50, 1096-
1121

DUNNETT, C.W. (1964). New
tables for multiple comparisons
with a control. Biometrics, Vol. 20,
482-491

footer (1.00), 9cfc519e-2309-463a-a53f-8b59e57bceea

Page 26 of 237

This document is the property of the sponsor(s) (spedfigdld _pﬁﬁémbsé t(ﬂo@@)qaﬂiéﬁ&ﬁ%bﬁ@&ﬁfem%bﬁﬂ&ﬁ&ﬁgbgﬁbf

b1072



luepdr. (D)) @) FBIBES B2 2328048 50 Ded B g5 4ec2

I - BASF

We create chemistry

Report; Project No.: 31C0343/09S078

3.9. CLINICAL PATHOLOGY
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units.

In the morning blood was taken from the retro-bulbar venous plexus (for hematology) or after
decapitation (for clinical chemistry) from fasted animals. The animals were anaesthetized using
isoflurane (Isoba®, Essex GmbH, Munich, Germany). The blood sampling procedure and
subsequent analysis of blood and serum samples were carried out in a randomized sequence.
The assays of blood and serum parameters were performed under internal laboratory quality
control conditions with reference controls to assure reliable test results.
The results of clinical pathology examinations were expressed in International System (SI)

The following examinations were carried out in 5 animals per test group and sex.
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[3.9.1. Hematology|

text_block (1.00), aea6d942-be9e-4c5b-8183-004c403981b1

-R3
particle counter (Advia 120 model; Bayer, Fernwald, Germany):
RRRAMSESS 39d-MeedS;51 . apca-858a-0f324df9a31a

Parameter Unit Method References
Leukocyte count giga/L cytochemistry coupled with flow
(WBC) cytometry
Erythrocyte count tera/L flow cytometric laserlight
(RBC) scattering
Hemoglobin mmol/L cyanmethemoglobin method;
(HGB) according to ICSH
Hematocrit L/L calculation:
(HCT) MCV x erythrocytes
Mean corpuscular fL RBC/PLT method; mean of RBC
volume volume distribution curve Operator’s Guide for Advia 120
(MCV) (histogram) System
Mean corpuscular fmol calculation:
hemoglobin
(MCH) hemoglobin
erythrocytes
Mean corpuscular mmol/L calculation:
hemoglobin
concentration hemoglobin
(MCHC) hematocrit
Platelet count giga/L flow cytometric laserlight
(PLT) scattering
Differential blood % and cytochemistry coupled with flow
count giga/L cytometry
Reticulocytes % cytochemistry coupled with flow
cytometry
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Furthermore, blood smears were prepared and stained according to WRIGHT without being
evaluated, because of non-ambiguous results of the differential blood cell counts measured
by the automated instrument. (reference: Hematology: Principles and Procedures, 6™ Edition
Brown AB, Lea & Febiger, Philadelphia, 1993, page 101). Only evaluated blood smears werg

heading_3 (0.60), e0ff7d22-9536-4203-8b52-4c7abefe03e4

3.9.2. Clinical chemistry
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clinicochemical parameters.

An automatic analyzer (Hitachi 917; Roche, Mannheim, Germany) was used to examine the

o g

= ULl

[ERIBRSRLS 389 MMST0AShs 4514-9bb0-922edbebs4lf

(v -glutamyl) peptide: aminoacid-y-
glutamyl-transferase;
EC 2.3.2.2)

Enzyme (systematic name and Unit Method, wave- | References
system number) length and
measuring
temperature
Alanine aminotransferase pkat/L kinetic UV test, Recommendations of the German
(ALT) 340 nm; 37°C Society for Clinical Chemistry:
(L-alanine: 2-oxoglutarate "Standardization of methods for
aminotransferase; determining enzyme activities in
EC 2.6.1.2) biological liquids".
Aspartate aminotransferase pkat/L kinetic UV test, J. Clin. Chem. Clin. Biochem. 8, 658-660
(AST) 340 nm; 37°C (1970);
(L-aspartate: 2-oxoglutarate J. Clin. Chem. Clin. Biochem. 9, 464-465
aminotransferase; (1971);
EC 2.6.1.1) J. Clin. Chem. Clin. Biochem. 10, 182-
192 (1972)
Alkaline phosphatase pkat/L kinetic color test, | Roche working instructions
(ALP) 415 nm, 37°C
(orthophosphoric acid monoester
phosphohydrolase;
EC3.1.3.1)
y-Glutamyltransferase nkat/L kinetic color test, | Szasz, G. et al.,
(GGT) 415 nm, 37°C J. Clin. Chem. Clin. Biochem. 12, 228

(1974)
Roche working instructions
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Blood Unit Method References
Chemistry
Parameter
Sodium mmol/L
(NA)
Potassium mmol/L | ion selective electrodes (ISE) Hitachi 917 - working instructions
(K)
Chloride mmol/L
(CL)
Inorganic mmol/L | molybdate reaction Henry, R.J. in: "Clinical Chemistry", Harper and
phosphate Row Publishers, New York (1974); Roche
(INP) working instructions
Calcium mmol/L | o-cresolphthalein complex Ray Sarkar, B.C. and Chauhan, U.P.S., Anal.
(CA) without deproteinization Biochem. 20, 155 (1967); Roche working
instructions
Urea mmol/L | enzymatic determination with the | Neumann, U. and Ziegenhorn, J.: XVI, Nordiska
(UREA) urease/ glutamate dehydro- kongressen for klinisk kemi och klinisk fysiologi
genase method 1977, Oulu, Finland; Roche working instructions
Creatinine pmol/L | kinetic Jaffé method without Bartels, H. et al., Clin. Chim. Acta 37, 193
(CREA) deproteinization (1972); Roche working instructions
Glucose mmol/L | hexokinase/glucose-6-phosphate | Schmidt, F.H., Klin. Wschr. 39, 1244-1247
(GLUC) dehydrogenase method (1961); Roche working instructions
Total bilirubin pmol/L | DPD method Wabhlefeld, A.W. et al., Scand. J. Clin. Lab.
(TBIL) Invest. 29, Suppl. 126 (1972) Abstract 11.12;
Roche working instructions
Total protein g/L biuret method Weichselbaum, T.E., Amer. J. Clin. Path. 10, 40
(TPROT) (1946); Roche working instructions
Albumin g/L bromocresol green method Doumas et al., Clin. Chim. Acta 31, 87 (1971);
(ALB) Roche working instructions
Globulins g/L difference between total protein
(GLOB) and albumin
Triglycerides mmol/L | enzymatic color test with lipase mod. method by Wahlefeld, A.W., in "Methoden
(TRIG) esterase/ glycerokinase/ glycerol- | der enzymatischen Analyse" [Methods of
3-phosphate oxidase/4-amino- enzymatic analysis] (Bergmeyer, H.U., ed.)
phenazone Vol. Il, 3rd ed., Verlag Chemie Weinheim,
GERMANY, pp. 1878-1882 (1974);
Roche working instructions
Cholesterol mmol/L | enzymatic determination with Siedel, J. et al., J. Clin. Chem. Clin. Biochem.
(CHOL) cholesterol esterase/ cholesterol |19, 838 (1981); Roche working instructions
oxidase/4-amino-phenazone
(CHOD-PAP method)
Magnesium mmol/L | xylidylblue method Mann, C.K. and Yoe, J.H., Anal. Chem. 28, 202-
(MG) 205 (1956)
Bohnon, C., Clin. Chim. Acta 7, 811-817 (1962)
Bile acids pmol/L | enzymatic colorimetric Agape, V. et al., Minerva Dietol Gastroenterol,
(TBA) determination with 3a-hydroxy- |35, 159 — 164 (1989); Randox working
steroid dehydrogenase and NAD | instruction
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Means, medians and standard deviations of each test group were calculated for severa

arameters (see table

ext block (0.93). ce5§g289—15d1—4a43—9c52—5e9f30052764

ccording to following tables:

0.05, a pairwise comparison of each dose
group with the control group was
performed using Wilcoxon-test (two-

sidedg for the egual medians.

Parameter Statistical test Markers in the References
tables
Clinical Non-parametric one-way analysis using | * for p<0.05 | SIEGEL, S. (1956):
pathology KRUSKAL-WALLIS test (two-sided). If the | **  for p £0.01 | Non-parametric statistics for the
parameters resulting p-value was equal or less than behavioural sciences.
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3.10.1. Necropsy

LUAL MNIUUIN \U.\J\J}, UJ

Pb6fc8-dbc0-4424-ab36-877c0ebb6a60

The animals were sacrificed by decapitation under isoflurane anesthesia. The exsanguinated
animals were necropsied and assessed by gross pathology.

heading_3 (0.50), c6d494c6-d286-4213-88b1-3001d6d61e87

3.10.2. Organ weight
- =9 41-3a8c-4677-a0d1-06619d240af8

The following weights were determined in all animals sacrificed on schedule:

2.
3.
4.
5.
6.
7.
8.
9.
10.
11.
12.
13.
14.

non_continuous_text
F—Amestiretizet-amin

Adrenal glands
Brain
Epididymides
Heart

Kidneys

Liver

Ovaries

Prostate

Seminal vesicles with coagulating glands
Spleen

Testes

Thymus

Uterus with cervix
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All gross lesions
Adrenal glands
Aorta

Bone marrow (femur)
Brain

Cecum

Cervix

Coagulating glands
Colon

. Duodenum

. Epididymides (modified Davidson’s solution)
. Esophagus

. Extraorbital lacrimal glands

The following organs or tissues were fixed in 4% formaldehyde solution or in modified
Davidson’s solution:
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14.
15.
16.
17.
18.
19.
20.
21.
22.
23.
24,
25.
26.
27.
28.
29.
30.
31.
32.
33.
34.
35.
36.
37.
38.
39.
40.
41.
42.
43.
44.
45.
46.
47.
48.
49.
50.
51.

Eyes with optic nerve (modified Davidson’s solution)
Femur with knee joint

Gall bladder

Harderian glands

Heart

lleum

Jejunum (with Peyer’s patches)

Kidneys

Larynx

Liver

Lung

Lymph nodes (mesenteric and axillary lymph nodes)
Mammary gland (male and female)

Nose (nasal cavity)

Ovaries

Oviducts

Pancreas

Parathyroid glands

Pharynx

Pituitary gland

Prostate

Rectum

Salivary glands (mandibular and sublingual glands)
Sciatic nerve

Seminal vesicles

Skeletal muscle

Skin

Spinal cord (cervical, thoracic and lumbar cord)
Spleen

Sternum with marrow

Stomach (forestomach and glandular stomach)
Testes (modified Davidson’s solution)

Thymus

Thyroid glands

Trachea

Urinary bladder

Uterus

Vagina

hO

From the liver, each one slice of the Lobus dexter medialis and of the Lobus sinister lateralis
was fixed in Carnoy’s solution and embedded in paraplast.
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Fixation was followed by hlstotechnlcal processmg, examination by light microscopy ang

Organs Test group

0 1 2 3 4
1. Allgross lesions A2 A2 A2 A2 A2
2. Adrenal glands Al A3 A3 A3 Al
3. Bone marrow (femur) Al Al
4. Brain Al Al
5. Cecum Al Al
6. Cervix Al A3 A3 A3 Al
7. Coagulating glands Al Al
8. Colon Al Al
9. Duodenum Al Al
10. Epididymides Al Al
11. Eyes with optic nerve Al Al
12. Heart Al Al
13. lleum Al Al
14. Jejunum Al Al
15. Kidneys Al Al Al Al Al
16. Liver Al Al Al Al Al
17. Lung Al Al
18. Lymph nodes Al Al

(mesenteric and axillary
lymph nodes)

19. Ovaries Al A3 A3 A3 Al
20. Peyer’s patches Al Al
21. Pituitary gland Al Al
22. Prostate Al Al
23. Rectum Al Al
24. Sciatic nerve Al Al
25. Seminal vesicles Al A4 A4 A4 Al
26. Skeletal muscle Al Al
27. Spinal cord (cervical, Al Al

thoracic and lumbar

cord)
28. Spleen Al A3 A3 A3 Al
29. Sternum with marrow Al Al
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Organs Test group
0 1 2 3 4
30. Stomach (forestomach Al Al
and glandular stomach)
31. Testes Al Al
32. Thymus Al A4 A4 A4 Al
33. Thyroid glands Al Al
34. Trachea Al Al
35. Urinary bladder Al Al
36. Uterus Al A3 A3 A3 Al
37. Vagina Al A3 A3 A3 Al
A = Hematoxvlin-eosin stain

1 = All animals/test group
2 = All animals affected/test group
3 = All female animals/test group

bt O Y B B R B YPy 7 c6-4c31-8eb2-0c3654223708

The immunorelevant organs and tissues were evaluated according to the following

ﬁarametersi
Uba
ous text block (0 94) e6c5c345- da44 48e3-9972-78e535f4fae?2

o Increased/decreased grade of cortico-meddllar ratio (related only to area)
e Increase of starry sky cells
e Changes of cellular density in the cortex

e Changes of cellular denS|t in the medulla
neaaimng_ bb43a6le8c

rgﬁgﬁ:e . 41) e5775263 db7d-4467-b59e-4c4bc1a010db

= Changes of the cellularity of PALS (periarteriolar lymphoid sheath), lymphoid follicles
marginal zone, red pulp

e Altered cellular composition of follicles

o __Altered number of germinal centers

rleferegce “28(32! 4dcd5854—9306—.4|lO;\;;gQ@\g\—Z\p\%@gaaZdM

Changes in the cellularity of follicles, interfollicular area, paracortical area, medulla
Altered cellular composition of paracortex

Altered number of germinal centers

Hyperplasia of high endothelial venules

BIIGCR AL ARY IO 2027 ATa8-Bebr- 7129149845

e Changes of the cellularity of folllcles (including mantle zone and germinal centers
e Changes of the cellularity of interfollicular area

Bone marrow:
e Changes of the cellularity
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%g@&tt&pg@p \g@g&ﬁ\ﬁ@gfgg%@ synshyany of thenerphology of the estrous cycle in ovaries,

Whenever the histopathologic evaluation of the immunorelevant organs and tissues did no
reveal a morphologic alteration of these items and/or whenever no other pathologic findin
was noted, these organs were diagnosed as "no abnormalities detected”.

9y UUTVIA, AT'TU V(AHIIIU.
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3'1LO.'5.' Statisti\csﬁ(‘)ftgatﬂholog\yﬂ/

{ I\L_UIUL;II\ (CGG/, T reem06°4145-0c37-0413168d32a3

Means and standard deviations were calculated. In addition, the following statistical analyses

WeJie eaied Skt 040 -4fe6-486f-2748-4b0e94aa5227

parameters |using KRUSKAL-WALLIS test|** forp<0.01
(two-sided). If the resulting p-
value was equal or less than 0.05,
a pairwise comparison of each
dose group with the control group
was performed using
WILCOXON-test (two-sided) for
the equal medians.
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Parameter |Statistical test Markers in the |References
tables
Weight Non-parametric one-way analysis | * forp<0.05 |HETTMANNSPERGER, T.P. (1984):

Statistical Inference based on Ranks,
John Wiley & Sons New York, 132-140.
International Mathematical and Statistical
Libraries, Inc., 2500 Park West Tower
One, Houston, Texas 77042-3020, USA,
nakl-1 - nakl-3

MILLER, R.G. (1981): Simultaneous
Statistical Inference, Springer-Verlag
New York Inc., 165-167

NIJENHUIS, A. and SW. WILF (1978):
Combinatorial ~ Algorithms,  Academic
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Iél. RESULTS
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Throughout the chapter "results”, the term "significant" implies that the inter-group differenceg
have attained statistical significance (p < 0.05) when compared with the control group.

heading_3 (0.57), 88acc22f-3513-4c2c-alaf-faf62cceb6be0

4.1. ANA S
icrclennieny 3%5%5, 16155f83-1aed-4ae3-90ed-cf10564d32f4

4.1.1. Stabl|lt‘¥ analyses
ex—bleek-(8-053—0ebdedst-3075-47fa-8a90-8cd60df20493

The stability of the test substance in the diet at room temperature over a period of up to 34
days was proven before the start of the administration period (BASF project No.:
01Y0343/09Y049; PART lll, Supplement).

heading_3 (0.77), e534c35a-ceed-4d66-8d14-89cceff3bf89

4.1.2. Homogeneity control analyses
m:bbeﬁergarﬁ\ébeeﬁee-%eﬂe76-75438c019294

Considering the low relative standard deviation in the homogeneity analysis, it can be
concluded that BAS 850 H was distributed homogeneously in ground Kliba maintenance diet
mouse/rat “GLP” meal.

heading_3 (0.83), 94a7cb37-2635-4d6d-9f4a-2d8d844a7f8e

4.1.3. Concentration control analyses
mmmabl d7009d258a85

The determined mean values and single values of BAS 850 H in ground Kliba maintenance
diet mouse/rat “GLP” meal were found to be in the range of 93.7-104.0% of the nominal
concentrations. These results demonstrated the correctness of the concentrations of BAS 850

H in ground Kliba maintenance diet mouse/rat “GLP” meal (see PART lll. Supplement).

heading_3 (0.78), 5he7d2f8-1e38-4bc9-8294-40a0dd234a58
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On the basis of duration of use and the analytical findings with respect to chemical and
microbiological contaminants the diet was found to be suitable. Fed. Reg. Vol. 44, No. 91 of
09 May 1979, p. 27354 (EPA), served as a guideline for maximum tolerable chemical
contaminants. The number of microorganisms did not exceed 1 x 10%/g food. Individual results
can be found in the archives of the Experimental Toxicology and Ecology of BASF SE.

heading_3 (0.65), b8895049-b20e-4f09-9fbc-5elabc54950c

1.1.5. Drinking water analyses
tWU‘U%?QW 82b-9585-88f30843b09c

'On the basis of the analytical findings the drinking water was found to be suitable. Germar
“Trinkwasserverordnung” (Drinking Water Regulation) served as a guideline for maximun
tolerable contaminants. Individual results can be found in the archives of the Experimenta

Toxwologg and Ecology of BASF SE.
oter ), 11a2470f-8475-4941- ae65-8e4d5bd34d68
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4.1.6. Bedding and enrichment analyses
— -66; -d30eef245ebb

On the basis of the analytical findings the bedding and the enrichment were found to be
suitable. Levels given in Lab. Animal, Nov-Dec 1979, pp. 24-34, served as a guideline for
maximum tolerable contaminants. Individual results are to be found in the archives of the
Experimental Toxicology and Ecology of BASF SE.
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Summary tables of the results are given in the Appendix of PART I; individual values are give
in Part A of PART II.

heading_3 (0.38), 81293339-87ea-4cdb-97df-ea76h301626b
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Tables IA 1-1A2
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No animal died prematurely in the present study.
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No treatment-related ﬁndings were observed in male and female animals of test groups 1 to 3
(100, 500 and 1000 ppm).

In test group 4 (1500 ppm), male animal No. 24 showed high-stepping gait from study day 21
until sacrifice. No other treatment-related findings were observed in male animals of this test
group.

Female animal Nos. 46 and 47 showed apathy from study day 6 until study day 12. Poor
general condition was observed in animal Nos. 46 and 47 from study day 6 until study day 20
as well as in female animal No. 48 from study day 7 until study day 13. High stepping gait was
observed in animal Nos. 46 and 48 from study day 7 onwards as well as in female animal No.
47 from study day 10 onwards. In addition, female animal No. 46 showed hunched posture
from study day 6 until study day 13 and semi-closed eyelids from study day 10 until study day
13. No other treatment-related findings were observed in female animals of this test group.
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TableslA3-1A4

(100 500 and 1000 ppm).

Food consumption was reduced in male and in female animals of test group 4 (1500 ppm) over
the entire study period with a maximum of -16% in male animals on study day 28 and of -25 %
in female animals on study day 7. In male animals of test group 3 (1000 ppm) food consumption
was reduced between study days 0 and 7 by -14%. However, no deviations to the control
values occurred during the rest of the treatment period. Thus, this deviation was regarded to
be incidental.
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No treatment-related findings were observed in male and female animals of test groups 1 to 3
(100, 500 and 1000 ppm).

Water consumption was reduced in male and in female animals of test group 4 (1500 ppm)
over the entire study period with a maximum by -33% in male animals on study day 28 and of
-47% in female animals on study day 7.
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(Tabnles TA 7 —TA IU; figures 4.2.5.1. and 4.2.5.2.)

No relevant changes in mean body weight or in body weight change values were observed in
male and female animals of test groups 1 to 3 (100 ppm, 500 ppm and 1000 ppm) over the

ENHNE BAMINISHAIONPENOY. 366(-4273-a92b-31244529169b

In test group 4 (1500 ppm), body weight loss was observed in male animals on study days 14
and 28 and in female animals on study day 7. Mean body weights were significantly decreased
in male animals from study day 14 onwards with a maximum of -13% on study day 28. In
female animals mean body weights were significantly decreased from study day 7 until study
day 21 with a maximum of -10% on study day 7.

Body weight change values were significantly lower in male animals from study day 14
onwards with a maximum of -123% on study day 14. In female animals, body weight change
values were significantly decreased during the entire study period with a maximum of -153%
on study day 7.
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Figure 4.2.5.1.: Mean body weights of male animals
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Figure 4.2.5.2.: Mean body weights of female animals
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The mean daily test substance intake in mg/kg body weight/day (mg/kg bw/d) over the entire
study period was calculated and is shown in the following table:

table (1.00), ataba4dd-1a99-49 /6-bi4 /-28a915465dec

c tration in the diet Mean daily test-substance Intake
Test group oncentration in the die (mg/kg bw/d)
(Ppm)
Males Females
1 100 15 22
2 500 79 96
3 1000 149 194
4 1500 224 261
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Summary tables of the results are given in the Appendix of PART I; individual values are giver
in Part B of PART II.
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(Tables IB 1 — IB 2 Red blood cell parameters)

(Tables IB 3 — IB 4 White blood cell parameters)
text _block (0.99), 12f5a0c0-f671-4e13-b150-f35¢cf844¢c573

hemoglobin as well as hematocrit values were decreased, the two latter parameters not
statistically significant.

In females of test group 4 (1500 ppm) the calculated red blood cell parameter mean
corpuscular volume (MCV) was lower compared to controls. In these animals, no measured
red blood cell parameter (RBC, hematocrit, hemoglobin) was changed. Therefore, the

decrease of MCV was regarded as incidental and not treatment-related.
text_block (0.94), 1968242f-8076-4078-a3b3-3c4d004e26d0

In males of test group 2 (500 ppm) relative lymphocyte counts were increased and in females
of test group 1 (100 ppm) relative lymphocyte counts were higher and relative neutrophil counts
were lower compared to controls. All these parameters were not changed dose-dependentl

(Tables IB 7 — IB 8 Substrates)
(Tables IB 9 — IB 10 Electrolytes + minerals)

text block (1.00), 5359ddbf-a449-4fad-aa3b-c82d13f0256d

aminotransferase (ALT) activities were decreased, but in males of test group 4 (1500 ppm) the
values were increased. The ALT decrease was not dose-dependent and, therefore, it was
regarded as incidental and not treatment-related. In contrast, the ALT increase in males of test

group 4 was regarded as adverse.

In males of test group 4 (1500 ppm) total protein and albumin levels were decreased and
triglyceride and inorganic phosphate levels were increased. In females of the same test group
total protein (not statistically significant) and albumin levels were lower, but globulin and
triglyceride (not statistically significant) levels were higher compared to controls.

lIn males of test group 1 (100 ppm) chloride levels were lower and calcium levels were higher
compared to control. These values were not changed dose-dependently and, therefore, these

alterations were regarded as incidental and not treatment-related.
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Summary tables of the results can be found in the Part C of PART I; individual tables can bj

found in Part C of PART II. Abbreviations and histopathological grading used in patholog
report and tables can be found in the appendix.
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When compared to control group O (set to 100%), the mean absolute weights of following
organs were significantly increased or decreased (printed in bold):
aple (0.96], 1833cada-bc4e-476D-9510d-908bebICACID
viale altiiiidals Fbllldle altimdls
Test group 1 2 3 4 1 2 3 4
(ppm) (100) (500) (1000) | (1500) (100) (500) (1000) | (1500)
VTEESL'?a' body 105% | 103% | 106%* | 90%* | 100% | 100% | 102% 93%
Liver 98% 111%** | 129%** | 115% 94% 103% | 122%** | 126%**
Seminal vesicles 102% 110% 108% 60%*
Spleen 103% 98% 103% 69%*
Thymus 125%* | 118%* | 121% 68%
Lo 9 Qb dd e 001

RIS Medn . ABSeldde awdidht paranteiers’ did ShiotOsRow _significant _differences when

compared to the control group 0.

s e 7 R RSS2

were si%nificantx mcreased or ecreased g:orlnted in bold)
) Zcal-heaf-de2e-a03h-7ebbhacdaa?ac

Male animals Female animals
Test group 1 2 3 4 1 2 3 4
(ppm) (100) (500) (1000) (1500) (100) (500) (1000) (1500)
Liver 93%* 107%** | 122%** | 127%** | 93% 103% 120%** | 135%**
Brain 95% 98% 94%* 107%
Kidneys 93%* 99% 97% 109%
Seminal vesicles 97% 107% 102% 65%*
Spleen 102% 98% 101% 75%*
Thymus 119%* 115% 115% 74%

text_block (0.99), 88d15fb5-d3f6-4c4f-8359-676056484157

All other mean relative weight parameters did not show significant differences when compared
to the control group 0.

The decreased terminal body weights of male (significantly, -10%) and female animals (not
significantly, -7%) of test group 4 (1500 ppm) were considered to be related to treatment.

Increased absolute liver weights in male animals of test groups 2 and 3 (significant) as well as
test group ¥ dneb signifisant)- andr insteralg-animalg of test groups 3 and 4, and significantly
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increased relative liver weights in male animals of test groups 2 to 4 and in female animals of
test groups 3 and 4 were regarded as treatment-related.
The significantly decreased relative liver weight in group 1 (100 ppm) males was considereq
not to be treatment-related and was regarded as an incidental finding.

reference (0.87), bdd28181-ef99-4f34-adce-76adff717414
e significantly decreased absolute and relative weights of seminal vesicles In test group

(1500 ppm) males were considered to be treatment-related.

The significantly decreased absolute and relative weights of spleens in female animals of tes
|lgroup 4 (1500 ppm) were regarded as a secondary effect due to the decreased terminal body
weight. There were no histopathological findings which would explain the decreased orgar

bweighis:

The significantly increased absolute (test groups 1 and 2; 100, 500 ppm) and relative (test
group 1; 100 ppm) thymus weights in male animals were also interpreted to be incidental in
origin, since there were no correlating histopathological findings, there was no dose-response
relationship. In addition, the weight changes in test groups 1 and 2 (100 and 500 ppm) were

twithip the rangs of histerical contreldata (seeRART7HE Supplement).

The significantly decreased relative brain weight in test group 3 males (1000 ppm) was related
to the slightly, but significantly increased terminal body weight in these animals.

The significantly decreased relative weight of kidneys in test group 1 (100 ppm) males was
considered to be incidental, since there was neither a dose-response relationship nor &
correlating histopathological finding.
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Macroscopically observed findings occurred only singly. They were considered to be
incidental.

heading,3 (b 24206Rd3 (ap7 452040 92706865883 83510

4.4 3—Hfstopatthrotogy
(Taples IC-10 — 1C-14)
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The liver of male animals in test group 4 (1500 ppm) showed a randomly distributed
coagulative necrosis of hepatocytes and increased numbers of multinucleated hepatocytes
Additionally, either a minimal (grade 1) to mild (grade 2) centrilobular hypertrophy was
observed in males test groups 1-3 (100, 500, 1000 ppm) and in females of test group 3 or &
minimal to mild diffuse hypertrophy was observed in males and females of test group 4.

The Ilvers of male anlmals in test groups 1 to 4 (100, 500, 1000 and 1500 ppm) and of femalé
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demarcated cytoplasmic vacuoles, which probably represented lipid droplets. In contrast, malg
animals of test group 4 and female animals of test groups 3 and 4 showed a minimal (grade
1) to moderate (grade 3) cytoplasmic macrovesicular vacuolar changes of zone 3 hepatocytes
These vacuoles were as well sharply demarcated and of clear appearance and were

therefore, interpreted to be a fatty change. Detailed data are shown in the table below:
tabhle (’I ﬂﬂ) hibepfle-243c-4016-83h41-0hc2f0hebchb

Liver Male animals Female animals
Test group 1 2 3 4 1 2 3 4
(ppm) (100) (500) (1000) | (1500) (100) (500) (1000) (1500)
No. of animals 5 5 5 5 5 5 5 5
Necrosis, coag., 2
randomly
e Gradel 1
e Grade3 1
Multinucl. 3
Hepatocytes,
increased
e Gradel 2
e Grade 2 1
Hypertrophy, 2 1 5 5
centrilobular
e Gradel 2 1 1 4
e Grade?2 4 1
Hypertrophy, diffuse 5 5
e Gradel 3
e Grade 2 5 2
Vacuolar change 2 1 4 4 3 3 5
reduced
e Gradel 2 1 1 2 3 1 4
e Grade?2 3 2 2 1
Vacuolar change, 2 4 5
macrovesicular,
centrilobular
e Gradel 2 4
e Grade 2 3
e Grade 3 2
extbtock{tH 00999 0cre-t2etaftrat =0+ 8766=%2er2d
The increased numbers of multinucleated hepatocytes in male animals of test group 4 (1500
ppm), the centrilobular and diffuse hypertrophy of hepatocytes in male animals of groups 1 to
4 (100, 500, 1000 and 1500 ppm) and female animals of test groups 3 and 4, the reduced
vacuolar change in male animals of test groups 1 to 4 and female animals of test groups 2 to
4, and the macrovesicular vacuolar change of centrilobular hepatocytes in test group 4 males
and test groups 3 and 4 females were regarded to be treatment-related.
The randomly distributed coagulative necrosis of hepatocytes in 2 of 5 males in test group 4
was as well considered to be treatment-related, although a clear association to a specific
hepatic zone was not observed.
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Kidneys of male animals of test groups 2 to 4 (500, 1000 and 1500 ppm) and of female animals
of test groups 1 to 4 (100, 500, 1000 and 1500 ppm) showed a minimally (grade 1) to mildly,
(grade 2) increased cytoplasmic vacuolation of proximal tubular epithelial cells. Detailed data
are shown in the table below:

e (00, 2a0bat85-9869-4 28088 T-3ab T rouToatrs

Kidneys Male animals Female animals
Test group 0 1 2 3 4 0 1 2 3 4
(ppm) (0) (100) | (500) | (1000) | (1500) (0) (100) | (500) | (1000) | (1500)
No. of animals 5 5 5 5 5 5 5 5 5 5
Vacuolation 1 0 2 1 5 1 1 1 2 5
increased

e Gradel 1 2 1 1 1 1 1 2 2

e Grade 2 4 3

The occurrence of more cytoplasmic vacuoles in proximal tubular epithelial cells in male and
female animals of test group 4 was considered to be treatment-related.

Since the increase in cytoplasmic vacuoles in males of test groups 2 and 3 and in females of
test groups 1 to 3 was only minimal, there were only 1 or 2 animals affected and one male and
one female animal of the control group (O ppm) also showed an increased vacuolation of

proximal tubular epithelial cells, the findings in animals of test groups 1 to 3 were regarded as
spontaneous and not treatment-related.

66a736db-637a-4a39-aa56-388elfhad12a
iccccc31-57f1-449e-8344-e0c5cbd5aba9

Seminal vesicles In 2 of 5 male animals of test group 4 (1500 ppm) showed a minimally (grade
Ehip moderately (9rade R) reduced amonnt of secrefory product (see table below)

Seminal vesicles Male animals
Test group 1 2 3 4
(ppm) (100) (500) (1000) (1500)
No. of animals 5 5 5 5
Reduced content 2

e Gradel 1

e Grade3 1 i

text_block (0.99), 361c584a-35¢9-41d7-936a-1b6e6d96fe3f

[The reduced amount of secretory product in seminal vesicles was considered to be treatment-
related.
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Adrenal glands of female animals of test groups 2 to 4 (500, 1000 and 1500 ppm) showed an

advanced involution of the X-zone in comparison to control animals. The X-zone is located at

the junction of the cortex and medulla, is unique to the mouse and appears a few days after
birth. In female animals, it reaches a maximum at about 9 weeks and regresses gradually in
virgins.

The advanced involution was characterized by an extensive reduction in width or a complete
loss of the X-zone, whereas all control animals still showed a marked X-zone. Detailed data
are shown in the table below:
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Adrenal glands Female animals

Test group 1 2 3 4

(ppm) (100) (500) (1000) (1500)

No. of animals 5 5 5 5

Advanced involution 1 3 4

X-zone

e Gradel 1 2 2

. .e Grade2 |, L., A, 1 | 2

[ext—oIoCK :u.uv:, SoUattuas-uc9g-d4ers-ga340-aar 1 20C2074

The advanced involution of the X-zone in adrenal glands was considered to be treatment-
related

heading_2 (0.41), 4727f7ca-47ef-421a-alb1-d5f16297b1f1
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e ovaries or group ppm) females showed a minimal (grade 1) to moderate (grade
3) hyperplasia and hypertrophy of interstitial cells that was characterized by an increased size
and amount of interstitial stromal cells with large amounts of a finely vacuolated cytoplasm.
The uterus of 2 females in test group 4 (1500 ppm) was minimally to moderately atrophic which
was characterized by a reduced overall size and a densely-packed stroma with thinned smooth
muscle layers.
The vagina of 2 females in test group 4 (1500 ppm) showed a moderate epithelial hypertrophy
with mucification. In both animals affected, it was not possible to determine the exact stage.
The vaginal epithelium showed 4 to 6 layers. Epithelial cells of the upper layers were of
increased size and showed large, intracytoplasmic, mucus-filled vacuoles. The epithelial
surface was covered by a secretory product composed of mucus admixed with neutrophils and

$ptiohEd edbhifiod ) afiReeyledf-4e2b-944d-4c4be90e813a

Details of incidence and severity of all lesions are shown in the tables below
ble (0.99) /0a92d9¢-680/-4615-8368-e98 /35 /dcd”2d
FCIIIG:C all;llla;c

Test group 1 2 3 4
(ppm) (100) (500) (1000) (1500)
No. of animals 5 5 5 5
Ovaries: 4
Hyperplasia/hypertrophy
interstitial cells

e Grade 1l 1

e Grade 2 2

e Grade 3 1
Uterus: 2
Atrophy, diffuse

e Gradel 1

e Grade 3 1
Vagina: 2
Epithelial hypertrophy with
mucification

e Grade 3 2

[2e2ch2-dif3-4c82-b30b0-02d43T1e2d3d0

related.

The interstitial cell hyperplasia and hypertrophy in ovaries, the diffuse atrophy in the uterus
and the epithelial hypertrophy with mucification in the vagina were considered to be treatment-
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Female animals of all treatment groups showed an extramedullary hematopoiesis in the
spleen, which was mainly characterized by the presence of erythropoietic precursor cells. The
incidence and severity of extramedullary erythropoiesis was minimally decreased in group 4
(1500 ppm) animals, but since there was no dose-response-relationship, this finding was
regarded not to be treatment-related.

table (0.99), 0d36ad/1-d834-45c6-a399-984413116182
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J

Spreen Female ammals
Test group 0 1 2 3 4
(ppm) (0) (100) | (500) | (1000) | (1500)
No. of animals 5 5 5 5 5
Hematopoiesis 4 4 5 5
extramedullar

e Gradel 1 2 1

e Grade 2 2 1 3 4

e Grade 3 1 1 1 1

heading_4 (0.48), 7684aela-76bb-4bc8-918b-776f5a2c812c

0.99), 4d905592-0531-4d18-877a-ce1f8745bf89

The thymus of 2 of 5 male animals and 1 of 5 female animals of test group 4 (1500 ppm)
showed a diffuse atrophy. Thymic atrophy in male animals was considered to be related to the
significantly decreased body weight in these animals and not directly related to the test
substance administration. Also, there were no corresponding significant weight changes. The
thymic atrophy in one female animal of test group 4 was considered to be incidental.

text_block (0.98), c4737242-f43b-417b-b570-167b167c9f5¢c

Il other findings occurred either individually or were biologically equally distributed over the
ontrol group and the treatment groups. They were considered to be incidental or spontaneous
n origin and without any relation to treatment.

n the nervous system, there were no histopathological findings which could explain the
bserved neurotoxicity in high-dose animals.
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BAS 850 H was administered via the diet to groups consisting of 5 male and 5 female C57BL/6|
J Rj mice at concentrations of O (test group 0), 100 (test group 1), 500 (test group 2), 1000
(test group 3) and 1500 ppm (test group 4) over a period of 4 weeks.

of general systemlc tOXICIty in male and female C57BL/6 J Rj mice of test groups 04 (1500
ppm). Clinical observations, decreased food and water consumptions the temporarily observed

body weight loss were indication for the toxic potential of the test substance.

No clinical changes were observed for male and female animals of test groups 1-3 (100, 500

and 1000 p m).

OULIOUUUO{

Regardlng clinical pathology, in males of test group 4 (1500 ppm) decreased red blood cell|
parameters, i.e. RBC, hematocrit and hemoglobin, indicated an anemia. Higher ALT activities
in these animals were due to a slight liver cell membrane degradation, and decreased total|
protein and albumin values were most probably the consequence of a dysregulation of the liver
cell metabolism. Females of the same test group seemed to be less sensitive. In these mice,
total protein and albumin levels were decreased, but globulin and triglyceride concentrations

were increased.
ext block (0.92), 3f5c01a7-471c-4741-b663-89¢c72667505¢C

Regarding pathology, target organs were liver and kidneys in male and female animals
Additional target organs in males included the seminal vesicles, and in female animals, th
ovaries, uterus, vagina and adrenal glands.

text_block (0.99), 6b71fle2-e9a5-4bbe-a237-c26a0a90aea8

hepatocytes. The increased numbers of multinucleated hepatocytes were indicative of
hepatocellular hyperplasia and therefore, regarded to be treatment-related and adverse.
Additionally, the livers in male animals of groups 1 to 4 (100, 500, 1000 and 1500 ppm) and
Ifemale animals of test groups 3 and 4 showed a minimal centrilobular or diffuse hypertrophy
Histopathological findings correlated with increased liver weights in males of test groups 2 tq
4 and in females of test groups 3 and 4.
According to Maronpot et al. (2010), hepatic effects which are considered adverse include
histological evidence of fatty change and hepatocellular degeneration and necrosis, as well as
abnormal clinical chemistry parameters.
Hepatocellular hypertrophy accompanied by abnormal clinical chemistry parameters and g
atty change of zone 3 hepatocytes in males of test group 4 (1500 ppm) and hepatocellular
hypertrophy accompanied by fatty change of zone 3 hepatocytes in females of test groups 3
and 4 (1000 and 1500 ppm) were considered to be adverse. The increased liver weights in
males of test group 3, which were accompanied by a minimal to slight centrilobular hypertrophy
ere regarded as treatment-related and adverse, due to the considerable weight increase
(+29% absolute, +22% relative). Findings in male animals of test groups 1 and 2 (100, 500
ppm) were considered to be adaptive.
Furthermore, in livers of 2 of 5 males in test group 4 (1500 ppm), a randomly distributed
coagulative necrosis of hepatocytes was observed. Although a clear association to a specifig
hepatic zone was not observed, this finding was assumed to be treatment-related and adverse
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The_minimally to mildly reduced vacuolar change in males of test groups 1 to 4 (100, 500, 1000|
and 1500 ppm) and in females of test groups 2 to 4 (500, 1000 and 1500 ppm) was regarded
to be treatment-related but non-adverse.

ﬂéb@n@b%ko(d’@@'? apebternale animalsohtest greup 14414200 ppm) ShOWG‘d a minimal to mild

yIUPIdA VA l'-"l' al t(ubuidal ©p Jd U U CU U

anlmals. This finding was considered to be treatment-related but non- adverse.

Seminal vesicles of test group 4 (1500 ppm) males showed a reduced amount of secretory|
product that correlated to decreased absolute and relative weights. The decreased filling of

seminal vesicles was considered to be treatment-related and adverse.
caaimyg_ 2 (0. 7 JCE-0910-4149-8 IE9-D0 TUoDa3Ctoe L

For the adrenal glands, th¢ finding of advanced involution of the X-zone in female mice of test
lgmpsz-wm—rmvi, d 1500 ppm) was regarded to be a treatment-related and adverse
effect.

text_block (1.00), 634fd2ba-e261-4c7e-b2a9-121e91142db7

[Female animals of test group 4 (1500 ppm) showed a hyperplasia/hypertrophy of interstitial

stromal cells in ovaries, a diffuse atrophy of the uterus and an epithelial hypertrophy with
Fucification in the vagina. Hyperplasia/hypertrophy of interstitial cells in ovaries might be

irst sign of ovarian atrophy (OECD, 2009).
Findings in ovaries, uteri and vagina were indicative of a dysregulation of the estrus cycle.
Therefore, they were interpreted as treatment-related, adverse effects.
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6. CONCLUSION
€XL_DIOCK (1.00), 82C/688b-fe41-4856-b339-5238fac53ee4

The oral administration of BAS 850 H via the diet to male and female C57BL/6 J Ri mice over
a period of 4 weeks caused test substance-related adverse signs of systemic toxicity at a
concentration of 1000 ppm in male (about 149 mg/kg bw/d) and of 500 ppm and above in
female (about 96 mg/kg bw/d) C57BL/6 J Ri mice.

Therefore, under the conditions of the present study, the no observed adverse effect level
(NOAEL) was 500 ppm in male (about 79 mg/kg bw/d) and 100 ppm (about 22 mg/kg bw/d) in
female C57BL/6 J Ri mice.
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8.

PPE

€99042-3e53-4c74-ad92-ch0581507318

The following list contains abbreviations and definitions generally used in reports for this stud)l
type. This report will not necessarily use all expressions listed below.
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8.1. LIST OF ABBREVIATIONS USED IN TABLES CLINICAL EXAMINATIONS
ST TIgNT._Mappimy (0.99), 5358005 1-0a83-4100-a012-7e0U0E 93EDEC

%

%dev
Animal No.
anm

AT

BT

Bw or bw
cm
Control

d

DCO
Deviation Vs Control
F

FST

g

GSF
GSH

h

Interr.
Interv.

kg or KG
M

mg/kg bw/d
mg or MG
min.

N

NaCl

NAD

NM

ppm

Rear

S.d. or SD
Vs

percent

deviation in percent

animal number

animal

after treatment

before treatment

body weight

centimeter

control animals

day

detailed clinical observation
deviation versus control in percent
female animals

landing foot-splay test
weight in gram

grip strength forelimbs

grip strength hindlimbs

hour

beam Interrupts

Interval

kilogram

male animals or mean value
milligrams per kilogram bodyweight per day
milligram

minute

number of animals for determining M and SD
sodium chloride

nothing abnormal detected
not measured

parts per million

rearing

standard deviation

versus
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8.2. LIS_T OF ABBREVIATIONS USED IN TABLES CLINICAL PATHOLOGY
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|C#INI§‘FAL PATHO%Q&%:

2993e2b-4557-4125-b3da-89d66ac9a273

S.d. = standard deviation
N = number of values
text_block (0.91), e5cf5fd7-6515-4d7c-a2ae-e8b3ac916541
[HEMATOLOGY |
left_right_mapping (0.99), 9dee90e8-6559-4b0a-baff-28db4f5f76f8
RBC = red blood cells (erythrocytes)
HGB = hemoglobin
HCT = hematocrit
MCV = mean corpuscular volume
MCH = mean corpuscular hemoglobin
MCHC = mean corpuscular hemoglobin concentratior
RET = reticulocytes
PLT = platelets
HQT = prothrombin time (Hepato Quick's test)
PTT = activated partial thromboplastin time
QT = prothrombin time (Quick's test)
WBC = white blood cells (leukocytes)
NEUTA = polymorphonuclear neutrophils (absolute)
LYMPHA = lymphocytes (absolute)
MONOA = monocytes (absolute)
EOSA = eosinophils (absolute)
BASOA = basophils (absolute)
LUCA = large unstained cells (absolute)
NEUT = polymorphonuclear neutrophils
LYMPH = lymphocytes
MONO = monocytes
EOS = eosinophils
BASO = basophils
LUC = large unstained cells
heading_4 (0.47), 7¢c8c1728-734a-45d5-8469-alffe82208eb
CLINICAL CHEMISTRY:|
Tttt ' ~99), bObcd1d4-0318-4b53-8ala-78f7719f36d7

ALT

= alanine aminotransferase
AST = aspartate aminotransferase
ALP = alkaline phosphatase
GGT_C = serum-y-glutamyltransferase
UREA = urea
CREA = creatinine
GLUC = glucose
hIBILG ooy, 1 o= tiAlDINMRIN g e s 2706262541 dadoff
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= bile acids
TPROT = total protein
ALB = albumin
GLOB = globulins
TRIG = triglycerides
CHOL = cholesterol
NA = sodium
K = potassium
CL = chloride
INP = inorganic phosphatg
CA = calcium
text_block (0.77), 3f16955e-689b-42ca-a190-24ba08c0e2d4
UNITS
mmol/C = mimmole/iter |
pmol/L = micromole/liter
nmol/L = nanomole/liter
g/L = gram/liter
L/L = liter/liter
% = per cent
fmol = femtomole = 10*®> mole
fL = femtoliter = 10-%° liter
tera/L = tera/liter = 10%?/liter
giga/L = giga/liter = 10° /liter
pkat/L = microkatal/liter
nkat/L = nanokatal/liter
PPM = parts per million
mg/kg = mg/kilogram
mL = milliliter
Mio/g = millions/gram
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8.3. LIST OF ABBREVIATIONS USED IN TABLES PATHOLOGY
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mg/kg bw/day

Al = Apoptotic index

A.-no. = animal number

BrdU =  2’bromo-5-deoxyuridine

dev =  deviation

exam =  examined

F = female animals

F1 = final sacrifice group

g =  weight determination in grams

11,12 ... =  satellite groups; animals selected for perfusion fixation in
neurotoxicology studies

I = left

LI = Labeling index

M = male animals (under sex); mean value (on weight level)

mg =  weight determination in milligrams

mg/m3 =  milligram per cubic meter

milligram per kilogram body weight and day

ml = milliliter

n = number of values measured for the determination of mean value
and standard deviation

ppm = parts per million

r = right

R1, R2 ... = recovery groups

S =  suspect weight (not included in the mean values)

SD =  standard deviation

TUNEL =  Terminal deoxynucleotidyl transferase-mediated dUTP nick end-
labelling

u =  unilaterally weighed

u/a =  not measureable
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% =  percentage related to the reference weight in relative organ weigh
calculations

=  for incidences of gross lesions: no gross finding in that organ
for incidences of microscopic findings:
e on organ level: not examined
e on finding level: no such finding observed

heading_2 (0.40), 75fcaa81-4b6d-4b94-ada6-4ebc289d2094

Codes tor the status at necropsy:
- — 212e-4b72-8e75-0af110a8eeab

1(P) = planned sacrifice
2 (K) = killed moribund
3(S) = spontaneous death

heading_4 (0.40), 6461b2b6-0fec-4ba2-bfc6-56da95033814

Codes used at finding level:
€XL_DIOCK (0.99), Cl-0Z4a4-4e03-9de2-f8605f84e152

The codes are used for a grading system that takes into consideration either the severity or

[thgnumber onihg size of 3 MISIASERpIc finfng 1 aae

Severity Number Size
Grade 1 |Minimal Very few Very small
Grade 2 | Slight, mild Few Small
Grade 3 |Moderate Moderate number Moderate size
Grade 4 | Marked; severe Many Large
Grate b—rMassiveexdreme———rDdensivenumbe————Edensive size————
text_block (0.99), 74edde’l3-42/3-4/2d-D231-999e6419c995

Whenever a grading was not used, the microscopic finding was indicated to be present (P).
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sacrificed scheduled

normal

Animals examined
Animals with signs
NAD

gait

dead
high-stepping gait
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S9reaths-Latt-4805-8646-508859506558 o
3ced902-1040-4cea-87f2-4c38c32f714f
g Mals- Phase: Inlife
gte-t=0855a832d0-fae8-46df-8504-93751ec6c5fe
0/M 1/M 2/M 3/M 4/M
RBC Mean 10.06v 9.29 9.88 10.30 8.36*
[tera/L] S.d. 0.68 1.47 0.75 0.22 1.14
day 29 N 5 5 5 5 5
Median 10.20 9.64 9.98 10.26 8.50
HGB Mean 8.6k 8.4 8.4 8.7 7.0
[mmoliL] S.d. 0.7 0.6 0.8 0.2 1.0
day 29 N 5 5 5 5 5
Median 8.6 8.4 8.4 8.6 7.2
HCT Mean 0.446 k 0.418 0.441 0.454 0.371
[L/L] S.d. 0.031 0.070 0.035 0.008 0.044
day 29 N 5 5 5 5 5
Median 0.456 0.430 0.448 0.456 0.384
MCV Mean 44,3k 44.9 44.7 44.1 44.4
[fL] S.d. 0.7 1.0 0.5 05 1.0
day 29 N 5 5 5 5 5
Median 44.5 44.6 44.9 43.9 44.2
MCH Mean 0.85k 0.92 0.85 0.84 0.83
[fmol] S.d. 0.01 0.16 0.01 0.02 0.02
day 29 N 5 5 5 5 5
Median 0.84 0.86 0.85 0.84 0.83
MCHC Mean 19.16 k 20.58 19.07 19.13 18.72
[mmol/L] S.d. 0.27 3.72 0.47 0.38 0.52
day 29 N 5 5 5 5 5
Median 19.20 19.05 19.01 18.96 18.88
RET Mean 2.6k 2.6 2.6 2.4 2.9
[%] S.d. 0.1 0.3 0.2 0.2 1.1
day 29 N 5 5 5 5 5
Median 2.5 2.7 2.6 2.4 2.6
PLT Mean 1,500 k 1,611 1,636 1,808 1,377
[giga/L] S.d. 94 202 108 119 551
day 29 N 5 5 5 5 5
Median 1,486 1,576 1,582 1,846 1,742
ltext _block (0 98) e6b0/891-c11a-4i180-bc8h-e1b0ecdb09 /0
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistic:
V=KRUSKAL-WALLIS-WILCOX; k=KRUSKAL-WALLIS
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ex: Female - Phase: In-life

, 68f-93a5-40b4-8f3b-2a9bae6c9e75

0/F 1/F 2/F 3/F 4/F
RBC Mean 9.33k 9.74 10.05 9.45 8.98
[tera/L] S.d. 111 0.58 0.93 0.70 121
day 29 N 5 5 5 5 5
Median 9.60 9.74 9.86 9.18 9.34
HGB Mean 8.0k 8.6 8.6 8.1 7.6
[mmol/L] S.d. 1.0 0.7 0.7 0.6 0.9
day 29 N 5 5 5 5 5
Median 8.4 8.6 8.8 8.0 7.8
HCT Mean 0.416 k 0.443 0.451 0.423 0.393
[L/L] S.d. 0.046 0.022 0.046 0.029 0.053
day 29 N 5 5 5 5 5
Median 0.430 0.442 0.446 0.418 0.408
MCV Mean 44.7v 45.5 44.9 44.7 43.8*
[fL] S.d. 0.4 0.8 0.5 0.7 0.3
day 29 N 5 5 5 5 5
Median 44.7 45.4 44.7 44.7 43.8
MCH Mean 0.86 k 0.88 0.86 0.86 0.85
[fmol] S.d. 0.01 0.02 0.02 0.02 0.02
day 29 N 5 5 5 5 5
Median 0.86 0.88 0.86 0.86 0.85
MCHC Mean 19.21k 19.34 19.18 19.28 19.49
[mmol/L] S.d. 0.41 0.60 0.54 0.33 0.51
day 29 N 5 5 5 5 5
Median 19.30 19.14 19.33 19.20 19.30
RET Mean 2.6k 24 2.6 2.6 2.7
[%] S.d. 0.3 0.5 0.3 0.5 0.8
day 29 N 5 5 5 5 5
Median 2.5 2.3 2.5 2.6 2.6
PLT Mean 1,149k 1,283 1,260 1,520 1,452
[giga/L] S.d. 488 255 129 163 288
day 29 N 5 5 5 5 5
Median 1,322 1,384 1,294 1,476 1,524
text _block (0 98) 9ep/e/89-7724-4152-3269-5D00cdh1c3/4
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistic:
k=KRUSKAL-WALLIS; v=KRUSKAL-WALLIS-WILCOX
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ToxData© System 3.0

4499-8dd6-4d4d-a988-269ad797e023
0/M 1/M 2/M 3/M 4/M
WBC Mean 4.12k 4.67 4.28 4.95 3.58
[giga/L] S.d. 1.25 1.52 1.22 151 1.76
day 29 N 5 5 5 5 5
Median 4.42 4.22 4.56 5.78 3.00
NEUTA Mean 0.38k 0.34 0.30 0.39 0.57
[giga/L] S.d. 0.08 0.14 0.09 0.23 0.44
day 29 N 5 5 5 5 5
Median 0.36 0.28 0.30 0.36 0.38
LYMPHA Mean 3.69k 4.28 3.94 4.48 2.90
[giga/L] S.d. 1.18 1.44 1.13 1.32 1.62
day 29 N 5 5 5 5 5
Median 4.04 3.92 4.20 5.04 2.58
MONOA Mean 0.02k 0.02 0.02 0.02 0.02
[giga/L] S.d. 0.01 0.01 0.02 0.01 0.02
day 29 N 5 5 5 5 5
Median 0.02 0.02 0.02 0.02 0.02
EOSA Mean 0.02k 0.02 0.03 0.03 0.04
[giga/L] S.d. 0.01 0.01 0.02 0.01 0.02
day 29 N 5 5 5 5 5
Median 0.02 0.02 0.04 0.02 0.04
BASOA Mean 0.00k 0.00 0.00 0.00 0.00
[giga/L] S.d. 0.00 0.00 0.00 0.00 0.00
day 29 N 5 5 5 5 5
Median 0.00 0.00 0.00 0.00 0.00
LUCA Mean 0.02k 0.02 0.02 0.02 0.03
[giga/L] S.d. 0.01 0.02 0.01 0.01 0.03
day 29 N 5 5 5 5 5
Median 0.02 0.02 0.02 0.02 0.02
NEUT Mean 9.7k 7.4 6.9 7.4 17.0
[%] S.d. 2.7 25 11 2.8 9.1
day 29 N 5 5 5 5 5
Median 9.3 7.0 7.3 5.7 12.9
LYMPH Mean 88.9v 91.4 91.7* 91.1 79.7
[%] S.d. 3.0 2.6 1.1 29 10.5
day 29 N 5 5 5 5 5
Median 89.6 92.2 91.7 92.8 83.8
MONO Mean 0.4k 0.4 0.4 0.5 0.8
[%] S.d. 0.2 0.1 0.2 0.1 0.4
day 29 N 5 5 5 5 5
Median 0.5 0.4 0.3 0.4 0.9
EOS Mean 0.6k 0.3 0.5 0.5 13
[%] S.d. 0.3 0.1 0.2 0.2 14
day 29 N 5 5 5 5 5
Median 0.6 0.4 0.6 0.6 0.6
BASO Mean 0.1k 0.1 0.1 0.1 0.2
[%] S.d. 0.1 0.1 0.0 0.1 0.1
day 29 N 5 5 5 5 5
Median 0.1 0.1 0.1 0.1 0.2
LUC Mean 0.3k 04 0.4 0.4 11
[%] S.d. 0.2 0.2 0.1 0.1 0.6
day 29 N 5 5 5 5 5
Median 0.4 0.4 0.3 0.4 0.9
_ - - - 8laclelc
tatistc Profle = Kruskal-Wallis + WIlCoxon test (two-siaeay, ¥ p<:5.55, L p <=0.01, X = Group excluded from statistics]

k=KRUSKAL-WALLIS; v=KRUSKAL-WALLIS-WILCOX
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ToxData© System 3.0
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ex: Female - Phase: In-life

taple (1.00), f5-b262-4a51-96d9-93bcfch401b4
ol T 2IF 3IF =
WBC Mean 3.31k 4.55 2.76 3.99 3.36
[giga/L] S.d. 1.33 0.49 0.81 2.17 141
day 29 N 5 5 5 5 5
Median 2.70 4,70 3.04 3.78 3.94
NEUTA Mean 0.46 k 0.36 0.36 0.36 0.30
[giga/L] S.d. 0.18 0.08 0.09 0.20 0.14
day 29 N 5 5 5 5 5
Median 0.54 0.36 0.40 0.34 0.26
LYMPHA Mean 2.80k 4.08 2.34 3.56 3.00
[giga/L] S.d. 1.17 0.43 0.69 1.96 1.28
day 29 N 5 5 5 5 5
Median 2.10 4.16 2.58 3.38 3.58
MONOA Mean 0.02k 0.02 0.02 0.01 0.01
[giga/L] S.d. 0.01 0.02 0.02 0.01 0.01
day 29 N 5 5 5 5 5
Median 0.02 0.02 0.02 0.02 0.02
EOSA Mean 0.02k 0.05 0.02 0.03 0.02
[giga/L] S.d. 0.01 0.02 0.03 0.02 0.01
day 29 N 5 5 5 5 5
Median 0.02 0.06 0.02 0.02 0.02
BASOA Mean 0.00k 0.01 0.00 0.00 0.00
[giga/L] S.d. 0.01 0.01 0.00 0.00 0.00
day 29 N 5 5 5 5 5
Median 0.00 0.00 0.00 0.00 0.00
LUCA Mean 0.01k 0.02 0.01 0.02 0.01
[giga/L] S.d. 0.01 0.01 0.01 0.01 0.01
day 29 N 5 5 5 5 5
Median 0.02 0.02 0.02 0.02 0.00
NEUT Mean 14.1v 8.0 ** 13.2 9.4 9.4
[%] S.d. 3.8 16 1.3 25 2.6
day 29 N 5 5 5 5 5
Median 13.5 8.0 12,5 8.7 8.8
LYMPH Mean 84.2v 89.8** 84.5 88.7 88.9
[%] S.d. 4.0 1.7 1.2 3.2 3.0
day 29 N 5 5 5 5 5
Median 84.9 89.2 84.9 89.4 88.8
MONO Mean 0.7k 0.5 0.8 0.4 0.4
[%] S.d. 0.3 0.2 0.6 0.3 0.3
day 29 N 5 5 5 5 5
Median 0.8 0.5 0.6 0.4 0.3
EOS Mean 0.5k 11 0.9 1.0 0.7
[%] S.d. 0.3 04 0.5 0.5 0.3
day 29 N 5 5 5 5 5
Median 0.6 1.1 0.6 0.8 0.8
BASO Mean 0.2k 0.1 0.2 0.3 0.2
[%] S.d. 0.1 0.1 0.2 0.3 0.2
day 29 N 5 5 5 5 5
Median 0.2 0.1 0.1 0.1 0.1
LUC Mean 0.3k 0.5 0.4 0.3 0.4
[%] S.d. 0.2 0.1 0.3 0.2 0.1
day 29 N 5 5 5 5 5
Median 0.3 0.4 0.4 0.3 0.4
- - -af42.-1626c2ch1ad
tatistc Profle = Kruskal-Wallis + WIlCoxon test (two-siaeay, ¥ p<:5.55, L p <=0.01, X = Group excluded from statistics|
k=KRUSKAL-WALLIS; v=KRUSKAL-WALLIS-WILCOX
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| stuay 31C0343/095078 | 06-Dec-2011 16:16
text_bleek (0.94), 880a69ad-60e-495%-30fod-tiif622268c3 ToxData© System 3.0
—niock (0.99), ab3c8fac-e7a3-46b6-98d9-55¢c407eb74a7
Sex: Malg - Phase: In-lif
- f791-ca6f-48e2-b476-919f6balla2a
0/M 1M 2/M 3/M 4/M
ALT Mean 0.71v 0.50* 0.57 0.53* 1.20*
[Hkat/L] S.d. 0.15 0.10 0.04 0.03 0.43
day 29 N 5 5 5 5 5
Median 0.73 0.47 0.58 0.53 1.00
AST Mean 5.00k 3.46 4.41 3.83 6.47
[ukat/L] S.d. 1.24 0.91 0.53 0.50 2.53
day 29 N 5 5 5 5 5
Median 5.43 3.30 4.41 3.64 6.86
ALP Mean 1.95v 1.81 2.04 2.07 1.31
[ukat/L] S.d. 0.40 0.13 0.11 0.63 0.45
day 29 N 5 5 5 5 5
Median 1.72 1.76 2.06 1.88 1.58
GGT_C Mean ok 0 0 0 0
[nkat/L] S.d. 0 0 0 0 0
day 29 N 5 5 5 5 5
L Median ) ) 0 0 0 0 0
- - - - I
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics|
V=KRUSKAL-WALLIS-WILCOX; k=KRUSKAL-WALLIS

footer (1.00), 46834d79-6e60-4bbc-91db-0479662146ec

This document is the property of the sponsor(s) (specﬁ]iatg@l_pﬁgem)bﬁé ﬁioﬂ)@)pﬁﬁbﬁaﬁ)@gmﬁﬁﬂEeﬁ%ﬁ?%ﬁ%?@ﬁ@ﬂS( 416d
Page 73 of 237




uzpl . QD)) G T B0 2703 Y574 86830ci463852148394a8 7

i - BASF

We create chemistry

Report; Project No.: 31C0343/09S078

non_continuous_text_blo
text_block (0.99), 5f3c1223-a759-4701-87f6-2d37f1e58c5b B 6

Study 31C0343/09S078 06-Dec-2011 16:16

text_Bleek (0.84), eb TEUA ASTR-9hEB-Dd4fheaS oy ToxData® System 3.0
—Dlock (0.99), 928bf27d-1581-4b81-9598-0f66b44c2e0c

lSeE: Fe2alle - P;uz,aie: Iq-lifel 4e-84cl-4ad3-bh36f-e1454b148bd5

0/F 1/F 2/F 3/F 4/F
ALT Mean 0.97v 0.90 0.81 0.97 1.33
[ukat/L] S.d. 0.51 0.21 0.11 0.12 0.26
day 29 N 5 5 5 5 5
Median 0.80 0.84 0.76 1.02 1.33
AST Mean 6.29k 6.86 5.53 6.34 5.70
[pkat/L] S.d. 241 3.18 1.18 2.19 1.34
day 29 N 5 5 5 5 5
Median 6.22 5.89 5.57 5.89 5.09
ALP Mean 2.53k 2.47 2.33 211 1.77
[pkat/L] S.d. 0.37 0.26 0.16 0.32 0.71
day 29 N 5 5 5 5 5
Median 2.45 2.46 2.31 2.25 1.94
GGT_C Mean 0k 0 0 0 0
[nkat/L] S.d. 0 0 0 0 0
day 29 N 5 5 5 5 5
Median 0 0 0 0 0
"4 aTa — — — -
— \ 77
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics]
V=KRUSKAL-WALLIS-WILCOX; k=KRUSKAL-WALLIS
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non_continuous_text_bilc

text_block (0.99), cdd01ba0-e822-4chc-a2b4-e2128b5cffOc B
| study 31C0343/095078 | 15-Sep-2017 12:12
ext_bloek (0.80), 3a6ha9en-8802-4bimRi3edoadaadsdze7 fscentos 7 13

—prock (0.99), 5cea6559-d362-416c-8aa2-841f9eeee30c

Sex: Male - Phase: In-life
!a'M'E'('i'.G'O‘),—b'S‘E\Ja92b—7fe4—4a3f—9568—d20d34403c2f

0/M 1/M 2/M 3/M 4/M
UREA Mean 10.83k 11.71 10.60 11.86 11.65
[mmol/L] S.d. 0.96 0.78 0.86 1.97 1.15
day 29 N 5 5 5 5 5
Median 10.72 11.54 10.65 11.19 11.90
CREA Mean 36.7k 37.0 36.4 36.9 34.7
[umol/L] S.d. 34 3.4 1.7 2.1 6.1
day 29 N 5 5 5 5 5
Median 38.1 36.2 36.8 37.0 35.8
GLUC Mean 6.01k 7.60 7.10 8.01 6.10
[mmol/L] S.d. 0.84 1.35 1.29 1.64 1.73
day 29 N 5 5 5 5 5
Median 6.52 7.15 7.92 7.08 6.45
TBIL Mean 2.24k 2.40 2.65 3.22 3.40
[umol/L] S.d. 0.53 0.37 0.34 0.89 0.99
day 29 N 5 5 5 5 5
Median 2.05 2.35 2.65 3.52 3.72
TBA Mean 4.2k 6.3 4.5 4.2 27.9
[umol/L] S.d. 1.8 2.2 1.7 2.3 36.5
day 29 N 5 5 5 5 5
Median 3.8 6.0 4.7 3.1 8.7
TPROT Mean 50.97 v 52.12 50.77 49.92 4584 *
[g/L] S.d. 1.21 1.63 1.18 1.84 4.81
day 29 N 5 5 5 5 5
Median 51.16 52.74 51.15 49.59 47.72
ALB Mean 35.95v 36.28 35.65 35.31 31.84*
[g/L] S.d. 0.55 1.26 0.72 1.65 3.31
day 29 N 5 5 5 5 5
Median 36.00 36.97 35.67 35.29 33.35
GLOB Mean 15.02k 15.84 15.11 14.61 14.00
[g/L] S.d. 0.87 0.63 0.50 0.36 1.60
day 29 N 5 5 5 5 5
Median 15.27 15.98 15.42 14.56 14.37
CHOL Mean 2.31k 2.61 2.26 2.43 2.77
[mmol/L] S.d. 0.29 0.25 0.15 0.26 0.44
day 29 N 5 5 5 5 5
Median 2.44 2.63 2.30 2.52 2.84
TRIG Mean 0.78v 0.83 0.81 0.99 1.61*
[mmol/L] S.d. 0.11 0.21 0.17 0.32 0.22
day 29 N 5 5 5 5 5
Median 0.77 0.86 0.81 1.02 1.68
ext _block (0 98) _0O3ThicSd-9bep-4//5-9de0-cOaiT98ch 710
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics|
k=KRUSKALL-WALLIS; v=KRUSKALL-WALLIS-WILCOX
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non_continuous_text bilc

text_block (0.99), e58bad69-3efl-47e4-84ef-04f3b6b92734 B8
| study 31C0343/095078 | 15-Sep-2017 12:12
ext bloek (8.99), 155doeal-£788-480a-b4ak-fEseRi58836e Ascentos™ 1.3

eXt_prock (0.99), e03542b9-3298-4288-9427-11caeebec2dc

ex: Female - Phase: In-life)
lﬁﬁ?(‘i'.ﬁﬁ'),‘@i‘tﬁ'!\ee—aBM—él156—9ecb—da06f2239836

0/F 1/F 2/F 3/F 4/F
UREA Mean 10.90 k 9.33 10.00 11.58 9.27
[mmol/L] S.d. 1.61 1.37 1.30 3.87 1.03
day 29 N 5 5 5 5 5
Median 11.64 8.95 9.55 10.16 8.76
CREA Mean 36.9k 34.0 35.2 36.5 29.9
[umol/L] S.d. 3.0 8.5 4.7 5.0 5.5
day 29 N 5 5 5 5 5
Median 36.4 37.4 33.3 34.7 29.9
GLUC Mean 8.68k 6.38 8.16 7.53 5.88
[mmol/L] S.d. 1.32 3.29 0.85 0.70 1.65
day 29 N 5 5 5 4 5
Median 8.40 5.32 8.12 7.46 5.06
TBIL Mean 2.34v 2.10 1.90 2.08 3.15
[umol/L] S.d. 0.45 0.47 0.33 0.41 0.78
day 29 N 5 5 5 5 5
Median 2.31 2.03 2.10 1.92 2.82
TBA Mean 74k 234 9.6 9.8 6.4
[umol/L] S.d. 3.0 26.9 35 3.5 0.8
day 29 N 5 4 5 4 5
Median 6.8 11.2 9.8 8.8 6.6
TPROT Mean 49.22 k 50.24 48.63 49.38 43.83
[g/L] S.d. 2.03 3.18 1.29 1.10 7.90
day 29 N 5 4 5 5 5
Median 50.25 51.09 48.75 49.12 46.32
ALB Mean 36.46v 36.62 36.16 35.48 28.11**
[g/L] S.d. 1.24 2.93 0.73 0.94 11.66
day 29 N 5 4 5 4 5
Median 36.53 37.52 36.20 35.38 33.27
GLOB Mean 12.75v 13.62 12.48 13.96 15.72*
[g/L] S.d. 1.04 0.50 0.67 0.56 3.91
day 29 N 5 4 5 4 5
Median 12.94 13.64 12.28 14.06 14.53
CHOL Mean 1.88k 1.86 2.01 2.27 2.62
[mmol/L] S.d. 0.27 0.30 0.16 0.17 1.19
day 29 N 5 4 5 4 5
Median 1.95 1.92 2.07 2.22 2.90
TRIG Mean 0.69k 0.63 0.65 0.70 1.54
[mmol/L] S.d. 0.14 0.10 0.27 0.23 0.89
day 29 N 5 4 5 4 5
Median 0.76 0.64 0.65 0.71 1.56
[ext_block (0 98) OiT1A45006-e093-4601-97e4-da7ecch93 /90
Statistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistic
k=KRUSKALL-WALLIS; v=KRUSKALL-WALLIS-WILCOX
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[ study 31C0343/095078 |

text_block (0.98), 463c9ce3-da3c-4881-922f-aee54eaab76d

Electrolytes + mineral

9), b9a693db-e7f6-474c-a472-1003c763831a

Bidds Bsse it d85-d3a2-4b0a-9b22-1f0e5324041f

non_continuous_text_bloc

IB9
06-Dec-2011 16:18

ToxData© System 3.0

o/M 1M 2IM 3/M am
NA Mean 150.4 k 150.2 150.5 150.5 151.9
[mmoliL] S.d. 1.4 0.6 0.8 1.1 2.1
day 29 N 5 5 5 5 5
Median 149.7 150.3 150.4 150.4 151.8
K Mean 6.29k 5.95 6.18 5.98 6.01
[mmoliL] S.d. 0.56 0.54 0.68 0.47 0.38
day 29 N 5 5 5 5 5
Median 6.47 5.73 6.00 6.00 6.02
cL Mean 115.9v 113.7* 115.9 114.8 117.3
[mmoliL] S.d. 1.2 05 2.3 1.2 2.3
day 29 N 5 5 5 5 5
Median 115.9 113.6 1155 115.2 116.9
INP Mean 2.39v 2.55 2.69 2.61 3.08*
[mmoliL] S.d. 0.20 0.07 0.14 0.32 0.39
day 29 N 5 5 5 5 5
Median 2.32 2.56 2.65 2.65 2.98
CA Mean 2.36V 2.47* 2.45 2.44 2.34
[mmoliL] S.d. 0.05 0.06 0.08 0.06 0.09
day 29 N 5 5 5 5 5
Median 2.35 2.48 2.45 2.45 2.37
MG Mean 1.19k 1.28 1.25 1.27 1.26
[mmol/L] S.d. 0.06 0.10 0.08 0.08 0.07
day 29 N 5 5 5 5 5
Median 1.21 1.26 1.28 1.30 1.26
+ov it Bl /0 00 ~~7,0412 OKL1LC AN~ O21 1 L 14107020 F

oA DT T U U e T C U O o T o o Ut oI O o T T o T oot o OOron

tatistic Profile = Kruskal-wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statisticsl
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non_continuous_text_bloc

text_block (0.99), 854502bd-4ef5-486f-8c57-dca2d9251ed6 B 10
| study 31C0343/095078 | 06-Dec-2011 16:18
text_bloek (0.97), 88efla4e388e-4hba-3ea-0dbaeceebde ToxData© System 3.0

), ea7ea3b5-e550-4d3b-b801-cd35a45f7942

Sex; Female.- Phase; In-li
33-873c-4014-9581-9cfc72a833bd

0/F 1/F 2/F 3/F 4/F
NA Mean 150.5k 149.9 150.7 151.6 151.1
[mmol/L] S.d. 1.3 3.0 15 1.8 1.1
day 29 N 5 5 5 5 5
Median 151.0 149.9 150.9 150.6 150.8
K Mean 5.91k 6.32 5.97 5.89 5.62
[mmol/L] S.d. 0.70 1.30 0.68 0.62 0.39
day 29 N 5 5 5 5 5
Median 5.59 6.31 5.75 5.64 5.57
CL Mean 116.4k 115.3 115.7 117.0 117.3
[mmol/L] S.d. 1.3 1.6 1.0 1.8 15
day 29 N 5 5 5 5 5
Median 116.2 115.1 115.9 117.3 117.1
INP Mean 2.80k 2.80 2.54 2.77 2.68
[mmol/L] S.d. 0.62 0.31 0.17 0.36 0.13
day 29 N 5 5 5 5 5
Median 2.84 2.69 2.58 2.65 2.72
CA Mean 2.36k 2.30 2.34 2.38 2.40
[mmol/L] S.d. 0.04 0.12 0.06 0.05 0.09
day 29 N 5 5 5 5 5
Median 2.38 2.34 2.32 2.37 2.40
MG Mean 1.26k 1.29 1.23 1.28 0.99
[mmol/L] S.d. 0.12 0.09 0.03 0.09 0.53
day 29 N 5 4 5 4 5
Median 1.20 1.32 1.23 1.31 1.23

Eex; Dlggl‘ “' iag) £‘|QD;G SG Z ég/l /lehuf EMECIO 2V WASYaYa P M|

Btatistic Profile = Kruskal-Wallis + Wilcoxon test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistic
=KRUSKAL-WALLIS
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Fhontinuous_text_block (0.932B38ELLEEBEE 40c-hdfb-0a5c d747585 00507t
05.Jan.2012 MAHU
(0.76), db7c3ele-e82a-477b-848f-9502
Sacrifice Fl
Sex M
Group 0
Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
g mng mng mng mng mng
M 20.64 4.0 450.6 55.2 117.¢6 291.4
SD 0.68 1.414 9.788 3.033 10.237 11.567
n 5 5 5 5 5 5
1 20.6 5.0 453.0 55.0 125.0 292.0
2 20.5 3.0 440.0 59.0 111.0 276.0
3 20.8 3.0 446.0 54.0 115.0 306.0
4 19.7 3.0 448.0 57.0 106.0 285.0
5 21.6 6.0 466.0 51.0 131.0 298.0
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05.Jan.2012 MAHU

88n({0.76), a746f68e-32d3-4

700-b9b2-4a28

Liver Prostate vesicle Spleen Testes Thymus
mg mg mg mg mg mg
M 866.8 46.4 152.6 38.2 176.8 31.0
SD 33.237 4.722 19.269 1.304 11.189 2.915
n 5 5 5 5 5 5
1 853.0 43.0 156.0 38.0 185.0 29.0
2 818.0 46.0 158.0 39.0 183.0 30.0
3 900.0 54.0 143.0 39.0 186.0 31.0
4 869.0 47.0 179.0 39.0 161.0 29.0
5 894.0 42.0 127.0 36.0 169.0 36.0
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05.Jan.2012 MAHU

f(0.76), 56de33da-e075-4136-af7b-e7be

Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
g mng mng mng mng mng
M 21.62 5.8 449.¢6 55.4 123.6 284.8
SD 1.052 1.095 15.837 8.081 19.731 15.897
n 5 5 5 5 5 5
6 19.9 4.0 441.0 47.0 100.0 266.0
7 22.0 6.0 437.0 47.0 118.0 303.0
8 21.5 6.0 477.0 58.0 115.0 288.0
9 22.7 7.0 447.0 65.0 152.0 296.0
10 22.0 6.0 446.0 60.0 133.0 271.0
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SrSBRE6E-00abitcbertabatiataERIeS 0. 76), b4c14735-8d62-4b22-b5¢5-5152
0673019e
Liver Prostate vesicle Spleen Testes Thymus
mng mng mng mng mng mng
M 846.6 46.6 155.4 44.0 180.0 38.8
SD 60.533 8.792 14.741 6.782 13.172 4.604
n 5 5 5 5 5 5
6 749.0 39.0 151.0 39.0 175.0 32.0
7 835.0 46.0 173.0 45.0 176.0 43.0
8 864.0 61.0 167.0 38.0 202.0 43.0
9 877.0 47.0 150.0 55.0 180.0 39.0
10 908.0 40.0 136.0 43.0 167.0 37.0
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
eSS eER M 2o (0.75), 65409899-db90-4188-8bf5-a56¢
Jukbdatimsp-20b06a51256
Sacrifice Fl
Sex M
Group 2
Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
g mng mng mng mng mng
M 21.28 5.2 457.0 57.8 128.0 297.2
SD 0.786 1.095 23.033 3.768 4.637 18.807
n 5 5 5 5 5 5
11 22.4 6.0 449.0 54.0 124.0 292.0
12 20.4 6.0 434.0 61.0 124.0 287.0
13 20.7 6.0 448.0 58.0 127.0 277.0
14 21.6 4.0 495.0 62.0 135.0 326.0
15 21.3 4.0 459.0 54.0 130.0 304.0
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05.Jan.2012 MAHU

k (0.75), 71431192-828-4699-80e7-5edc

Liver Prostate vesicle Spleen Testes Thymus
mg mg mg mg mg mg
M 959.4 44.6 168.4 44.8 189.0 36.6
SD 41.343 9.813 18.4¢61 7.396 7.211 3.435
n 5 5 5 5 5 5
11 1023.0 62.0 143.0 46.0 184.0 35.0
12 936.0 41.0 161.0 41.0 182.0 40.0
13 915.0 42.0 193.0 36.0 186.0 40.0
14 973.0 39.0 169.0 56.0 199.0 32.0
15 950.0 39.0 176.0 45.0 194.0 36.0
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice 05.Jan.2012 MAHU
— ' (0.75), Obb5ca0e-ed68-4262-b6b1-85(7
Sacrifice Fl
Sex M
Group 3
Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
g mg mg mg mg mg
M 21.8 4.6 448.6 58.2 126.4 298.4
sSD 0.648 0.894 15.06 8.167 13.297 18.622
n 5 5 5 5 5 5
16 22.4 6.0 445.0 56.0 133.0 292.0
17 21.9 4.0 448.0 51.0 123.0 284.0
18 20.7 4.0 428.0 61.0 107.0 280.0
19 21.9 4.0 470.0 52.0 126.0 314.0
20 22.1 5.0 452.0 71.0 143.0 322.0
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05.Jan.2012 MAHU

(0.75), 7ff0116e-89fe-4cb5-a93b-8d08e

Liver Prostate vesicle Spleen Testes Thymus
mg mg mg mg mg mg
M 1122.2 52.4 165.0 42.6 186.2 37.6
SD 72.799 7.797 25.288 4.278 7.396 6.878
n 5 5 5 5 5 5
16 1140.0 57.0 199.0 46.0 186.0 37.0
17 1173.0 47.0 161.0 37.0 179.0 40.0
18 1003.0 64.0 174.0 39.0 181.0 26.0
19 1110.0 47.0 162.0 45.0 198.0 42.0
20 1185.0 47.0 129.0 46.0 187.0 43.0

footer (1.00), ed01lec40-2664-4a71-b127-e9419c217a7f

This document is the property of the sponsor(s) (speflfied ©n pagér b&fe@l.@r@) parbﬁ%ﬂrﬁaﬂafé@ ieﬁrﬂs@ﬂn%ﬂésﬁhﬁb@‘h 361db
Page 138 of 237




loegadér. QD)) G)6 THACR ST BT L AD A ATPHIASBBEEPFT 90

- BASF

We create chemistry

Report; Project No.: 31C0343/09S078

text_block (0.99), 7c3af76d-581¢e4d 2830 AB)c68B38283-39a0-1a83@NtiHgage ciSkB4abck (1.0
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 5.Jan.2012 MAHU

(0.75), cbe54608-e2cf-45a1-8495-74d4

R VNl

Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
g mng mng mng mng mng
M 18.66 5.6 433.2 51.0 116.4 287.0
SD 1.303 1.517 13.535 9.22 16.041 24.99
n 5 5 5 5 5 5
21 18.8 6.0 419.0 52.0 98.0 263.0
22 19.2 4.0 448.0 44.0 142.0 328.0
23 19.2 5.0 429.0 56.0 114.0 273.0
24 16.4 8.0 423.0 40.0 111.0 281.0
25 19.7 5.0 447.0 63.0 117.0 290.0
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05.Jan.2012 MAHU

880(0.75), 22efal97-3ca6-4cdf-b0la-14bck

Liver Prostate vesicle Spleen Testes Thymus
mg mg mg mg mg mg
M 995.¢6 40.2 91.6 33.8 188.4 21.2
SD 154.281 10.826 41.495 5.975 56.221 10.78
n 5 5 5 5 5 5
21 994.0 43.0 89.0 29.0 190.0 27.0
22 924.0 50.0 93.0 36.0 132.0 11.0
23 1156.0 46.0 145.0 42.0 184.0 25.0
24 778.0 22.0 29.0 27.0 156.0 9.0
25 1126.0 40.0 102.0 35.0 280.0 34.0
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(0.75), fOff3603-57f5-4983-a8c8-c8139¢

weight glands Brain Heart Kidneys Liver
g mng mng mng mng mng
M 16.76 7.2 444.2 108.2 249.4 781.0
SD 0.74 0.837 23.232 13.142 18.716 33.705
n 5 5 5 5 5 5
26 le.1 8.0 422.0 98.0 227.0 786.0
27 17.9 7.0 443.0 122.0 270.0 751.0
28 16.8 8.0 421.0 121.0 237.0 818.0
29 le.1 6.0 463.0 93.0 246.0 742.0
30 16.9 7.0 472.0 107.0 267.0 808.0
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# (0.75), aefc3dc2-f876-44e3-a51c-aa37e

Ovaries Spleen Thymus Uterus
mg mg mg mg
M 15.8 47.2 39.2 70.2
sSD 1.924 6.907 1.924 25.821
n 5 5 5 5
26 13.0 38.0 40.0 49.0
27 18.0 53.0 42.0 71.0
28 15.0 46.0 39.0 55.0
29 17.0 44.0 37.0 62.0
30 16.0 55.0 38.0 114.0
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2R®40.75), e7e3dcae-7528-4ffb-b028-4f2faf

weight glands Brain Heart Kidneys Liver
g mng mng mng mng mng
M 16.84 7.2 450.2 111.2 254.0 733.2
SD 0.365 1.304 14.704 11.777 13.172 69.283
n 5 5 5 5 5 5
31 17.3 8.0 446.0 119.0 248.0 777.0
32 17.1 6.0 432.0 112.0 238.0 753.0
33 16.6 9.0 472.0 100.0 255.0 706.0
34 16.8 7.0 455.0 126.0 274.0 627.0
35 l6.4 6.0 446.0 99.0 255.0 803.0

footer (1.00), 5cb512e1-dc29-4139-bd44-9f72cabfd1d3
This document is the property of the sponsor(s) (speflfied ©n padér b&fe(bll .(9(@) pM%M%M|M]%@W5@ﬂbr1bC

Page 143 of 237




oepldr. (D)) 22 BHBATG SBT3 48558 BAIIbOSEIonbEbd 2

- BASF

We create chemistry

Report; Project No.: 31C0343/09S078

text_block (0.99), 21807733-470©x4681007 90.98)2 hGEB0BET898a-41w3-80h0Ngha9ased I3dck (1.0C

@:ontinuous_text_block (0.08BARIRESEEGEEORBE, /133 8440 hBe jlﬁ%@p&qg%;gézg

05.Jan.2012 MAHU

Ovaries Spleen Thymus Uterus
mg mg mg mg
M 13.6 48.4 46.8 76.4
sSD 1.673 5.03 4.207 21.267
n 5 5 5 5
31 14.0 43.0 47.0 103.0
32 14.0 44.0 48.0 83.0
33 16.0 53.0 42.0 78.0
34 12.0 54.0 44.0 44.0
35 12.0 48.0 53.0 74.0
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%6k 80.74), 0e2339fc-b088-46cc-b093-6934

weight glands Brain Heart Kidneys Liver
g mng mng mng mng mng
M 16.72 8.2 437.8 106.4 240.2 807.2
SD 0.814 1.304 20.241 6.107 13.882 37.252
n 5 5 5 5 5 5
36 17.2 9.0 431.0 109.0 231.0 828.0
37 17.1 9.0 463.0 106.0 252.0 784.0
38 17.5 8.0 453.0 110.0 256.0 861.0
39 15.5 6.0 412.0 96.0 223.0 768.0
40 16.3 9.0 430.0 111.0 239.0 795.0
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU

R75(0.75), a4864b70-493e-4961-b6f7-578

d

f82c2
Ovaries Spleen Thymus Uterus
mg mg mg mg
M 13.6 46.2 44.0 84.4
sSD 1.949 7.662 2.915 42.618
n 5 5 5 5
36 16.0 47.0 42.0 156.0
37 13.0 55.0 46.0 86.0
38 13.0 52.0 43.0 55.0
39 11.0 40.0 48.0 50.0
40 15.0 37.0 41.0 75.0
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice

R (0.75), dcf9249f-0aae-4cb3-93b3-fbb23

weight glands Brain Heart Kidneys Liver
g mng mng mng mng mng
M 17.1 8.0 436.6 110.0 253.0 956.4
SD 0.43 0.707 11.126 8.515 17.819 50.152
n 5 5 5 5 5 5
41 17.3 9.0 430.0 102.0 237.0 1016.0
42 16.6 8.0 422.0 100.0 231.0 878.0
43 16.7 7.0 436.0 119.0 268.0 964.0
44 17.6 8.0 447.0 113.0 269.0 951.0
45 17.3 8.0 448.0 116.0 260.0 973.0
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8(0.74), edd2cbbc-3a13-479c-a537-e887

Ovaries Spleen Thymus Uterus
mg mg mg mg
M 14.2 48.6 44 .4 8l.6
sSD 2.683 7.956 6.066 23.137
n 5 5 5 5
41 12.0 41.0 41.0 70.0
42 16.0 42.0 51.0 122.0
43 13.0 47.0 36.0 64.0
44 18.0 60.0 49.0 75.0
45 12.0 53.0 45.0 77.0
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((0.75), 138bdeea-ff11-4ab7-959a-03ff8

weight glands Brain Heart Kidneys Liver
g mng mng mng mng mng
M 15.6 8.8 415.75 97.4 245.6 981.8
SD 0.957 1.924 27.439 9.29 22.579 70.704
n 5 5 4 5 5 5
46 14.2 9.0 376.0 89.0 217.0 898.0
47 15.1 8.0 419.0 98.0 236.0 923.0
48 16.2 6.0 323.0 s 94.0 249.0 1010.0
49 16.6 10.0 435.0 93.0 247.0 1006.0
50 15.9 11.0 433.0 113.0 279.0 1072.0
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Repeated dose 28- day tox101ty study in C57BL/6 JRj mice 05.Jan.2012 MAHU

Ovaries Spleen Thymus Uterus
mg mg mg mg
M 11.4 32.8 35.0 74.0
sSD 3.847 6.834 14.153 40.639
n 5 5 5 5
46 8.0 24.0 26.0 28.0
47 14.0 38.0 52.0 89.0
48 12.0 36.0 35.0 118.0
49 16.0 39.0 47.0 101.0
50 7.0 27.0 18.0 34.0
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K (0.75), 5a4bc628-bf68-4bca-a664-b216
Sacrifice Fl
Sex M
Group 0
Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
M 100.0 0.019 2.184 0.268 0.569 1.412
SD 0.006 0.055 0.022 0.035 0.05
n 5 5 5 5 5 5
1 100.0 0.024 2.199 0.267 0.607 1.417
2 100.0 0.015 2.146 0.288 0.541 1.34¢6
3 100.0 0.014 2.144 0.26 0.553 1.471
4 100.0 0.015 2.274 0.289 0.538 1.447
5 100.0 0.028 2.157 0.236 0.606 1.38
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6(0.74), de88df48-c0c2-4c01-a7ec-8762!

Repeated dose 28- day tox101ty study in C57BL/6é JRj mice

Seminal

Liver Prostate vesicle Spleen Testes Thymus
M 4.202 0.225 0.742 0.185 0.857 0.15
SD 0.167 0.025 0.118 0.012 0.054 0.01
n 5 5 5 5 5 5
1 4.141 0.209 0.757 0.184 0.898 0.141
2 3.99 0.224 0.771 0.19 0.893 0.14¢6
3 4.327 0.26 0.688 0.188 0.894 0.149
4 4.411 0.239 0.909 0.198 0.817 0.147
5 4.139 0.194 0.588 0.167 0.782 0.167
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k (0.74), a64eb999-9c81-471e-h990-149¢

weight glands Brain mides Heart Kidneys
M 100.0 0.027 2.083 0.256 0.57 1.318
SD 0.004 0.124 0.03 0.067 0.055
n 5 5 5 5 5 5
6 100.0 0.02 2.216 0.236 0.503 1.337
7 100.0 0.027 1.98¢6 0.214 0.536 1.377
8 100.0 0.028 2.219 0.27 0.535 1.34
9 100.0 0.031 1.969 0.286 0.67 1.304
10 100.0 0.027 2.027 0.273 0.605 1.232
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Repeated-dose 28-day toxi
Adnpini atiomvia, the di

city study in C57BL/6 JRj mice 05.Jan.2012 MAHU

(0.75), e192b56¢-0fda-4

28c-8b90-c9d3

Seminal
Liver Prostate vesicle Spleen Testes Thymus
M 3.914 0.216 0.72 0.203 0.834 0.179
SD 0.155 0.04 0.076 0.024 0.074 0.017
n 5 5 5 5 5 5
6 3.764 0.196 0.759 0.196 0.879 0.161
7 3.795 0.209 0.786 0.205 0.8 0.195
8 4.019 0.284 0.777 0.177 0.94 0.2
9 3.863 0.207 0.661 0.242 0.793 0.172
10 4.127 0.182 0.618 0.195 0.759 0.168
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bae0190af3

Epididy-

weight glands Brain mides Heart Kidneys
M 100.0 0.024 2.149 0.272 0.602 1.397
SD 0.005 0.102 0.024 0.028 0.08
n 5 5 5 5 5 5
11 100.0 0.027 2.004 0.241 0.554 1.304
12 100.0 0.029 2.127 0.299 0.608 1.407
13 100.0 0.029 2.164 0.28 0.614 1.338
14 100.0 0.019 2.292 0.287 0.625 1.509
15 100.0 0.019 2.155 0.254 0.61 1.427
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU

e B3Rt ot mneksRdatsstmedt (0.74), 9c741758-70b2-4d11-b617-8afa

Liver Prostate vesicle Spleen Testes Thymus
M 4.508 0.209 0.794 0.21 0.889 0.173
SD 0.071 0.039 0.106 0.031 0.039 0.022
n 5 5 5 5 5 5
11 4.567 0.277 0.638 0.205 0.821 0.156
12 4.588 0.201 0.789 0.201 0.892 0.196
13 4.42 0.203 0.932 0.174 0.899 0.193
14 4.505 0.181 0.782 0.259 0.921 0.148
15 4.46 0.183 0.826 0.211 0.911 0.169
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weight glands Brain mides Heart
M 100.0 0.021 2.058 0.267 0.579
SD 0.004 0.058 0.039 0.047
n 5 5 5 5 5
16 100.0 0.027 1.987 0.25 0.594
17 100.0 0.018 2.046 0.233 0.562
18 100.0 0.019 2.068 0.295 0.517
19 100.0 0.018 2.146 0.237 0.575
20 100.0 0.023 2.045 0.321 0.647
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Seminal

Liver Prostate vesicle Spleen Testes Thymus
M 5.144 0.241 0.758 0.195 0.854 0.172
SD 0.218 0.042 0.117 0.017 0.035 0.028
n 5 5 5 5 5 5
16 5.089 0.254 0.888 0.205 0.83 0.165
17 5.356 0.215 0.735 0.169 0.817 0.183
18 4.845 0.309 0.841 0.188 0.874 0.126
19 5.068 0.215 0.74 0.205 0.904 0.192
20 5.362 0.213 0.584 0.208 0.846 0.195
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ipd atAd ia_k i ; |
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[ Bl @T(Ihe) G TeErs” 5 Srdm i DuAD Padis cc69bb9008
Sacrifice Fl
Sex M
Group 4
Term. body Adrenal Epididy-
weight glands Brain mides Heart Kidneys
M 100.0 0.031 2.329 0.272 0.625 1.543
SD 0.011 0.14¢6 0.036 0.084 0.156
n 5 5 5 5 5 5
21 100.0 0.032 2.229 0.277 0.521 1.399
22 100.0 0.021 2.333 0.229 0.74 1.708
23 100.0 0.026 2.234 0.292 0.594 1.422
24 100.0 0.049 2.579 0.244 0.677 1.713
25 100.0 0.025 2.269 0.32 0.594 1.472
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[REnaT(rh/) % 86bce280
Sacrifice Fl
Sex M
Group 4
Seminal
Liver Prostate vesicle Spleen Testes Thymus

M 5.316 0.213 0.482 0.181 1.006 0.112

SD 0.556 0.049 0.206 0.025 0.264 0.053

n 5 5 5 5 5 5

21 5.287 0.229 0.473 0.154 1.011 0.144

22 4.813 0.26 0.484 0.188 0.688 0.057

23 6.021 0.24 0.755 0.219 0.958 0.13

24 4.744 0.134 0.177 0.165 0.951 0.055

25 5.716 0.203 0.518 0.178 1.421 0.173
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice

weight glands Brain Heart Kidneys Liver
M 100.0 0.043 2.654 0.644 1.487 4.667
SD 0.005 0.176 0.057 0.075 0.285
n 5 5 5 5 5 5
26 100.0 0.05 2.621 0.609 1.41 4.882
27 100.0 0.039 2.475 0.682 1.508 4.196
28 100.0 0.048 2.506 0.72 1.411 4.869
29 100.0 0.037 2.876 0.578 1.528 4.609
30 100.0 0.041 2.793 0.633 1.58 4.781
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice
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Ovaries Spleen Thymus Uterus
M 0.094 0.281 0.234 0.418
sSD 0.01 0.033 0.009 0.149
n 5 5 5 5
26 0.081 0.236 0.248 0.304
27 0.101 0.296 0.235 0.397
28 0.089 0.274 0.232 0.327
29 0.106 0.273 0.23 0.385
30 0.095 0.325 0.225 0.675
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weight glands Brain Heart Kidneys Liver
M 100.0 0.043 2.675 0.66 1.509 4.355
SD 0.008 0.125 0.062 0.096 0.422
n 5 5 5 5 5 5
31 100.0 0.04¢6 2.578 0.688 1.434 4.491
32 100.0 0.035 2.526 0.655 1.392 4.404
33 100.0 0.054 2.843 0.602 1.53¢6 4.253
34 100.0 0.042 2.708 0.75 1.631 3.732
35 100.0 0.037 2.72 0.604 1.555 4.896
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Ovaries Spleen Thymus Uterus
M 0.081 0.288 0.278 0.453
sSD 0.01 0.034 0.027 0.121
n 5 5 5 5
31 0.081 0.249 0.272 0.595
32 0.082 0.257 0.281 0.485
33 0.096 0.319 0.253 0.47
34 0.071 0.321 0.262 0.262
35 0.073 0.293 0.323 0.451
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice
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weight glands Brain Heart Kidneys Liver
M 100.0 0.049 2.62 0.637 1.437 4.83
SD 0.007 0.077 0.026 0.054 0.147
n 5 5 5 5 5 5
36 100.0 0.052 2.506 0.634 1.343 4.814
37 100.0 0.053 2.708 0.62 1.474 4.585
38 100.0 0.04¢6 2.589 0.629 1.463 4.92
39 100.0 0.039 2.658 0.619 1.439 4.955
40 100.0 0.055 2.638 0.681 1.466 4.877
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Ovaries Spleen Thymus Uterus
M 0.081 0.275 0.264 0.501
sSD 0.01 0.036 0.027 0.241
n 5 5 5 5
36 0.093 0.273 0.244 0.907
37 0.076 0.322 0.269 0.503
38 0.074 0.297 0.24¢6 0.314
39 0.071 0.258 0.31 0.323
40 0.092 0.227 0.252 0.46
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weight glands Brain Heart Kidneys Liver
M 100.0 0.047 2.554 0.643 1.48 5.592
SD 0.004 0.049 0.05 0.098 0.245
n 5 5 5 5 5 5
41 100.0 0.052 2.486 0.59 1.37 5.873
42 100.0 0.048 2.542 0.602 1.392 5.289
43 100.0 0.042 2.611 0.713 1.605 5.772
44 100.0 0.045 2.54 0.642 1.528 5.403
45 100.0 0.046 2.59 0.671 1.503 5.624
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
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Ovaries Spleen Thymus Uterus
M 0.083 0.284 0.26 0.479
sSD 0.015 0.042 0.036 0.145
n 5 5 5 5
41 0.069 0.237 0.237 0.405
42 0.096 0.253 0.307 0.735
43 0.078 0.281 0.216 0.383
44 0.102 0.341 0.278 0.42¢6
45 0.069 0.306 0.26 0.445
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weight glands Brain Heart Kidneys Liver
M 100.0 0.057 2.692 0.625 1.574 6.295
SD 0.012 0.07 0.059 0.104 0.271
n 5 5 4 5 5 5
46 100.0 0.063 2.648 0.627 1.528 6.324
47 100.0 0.053 2.775 0.649 1.563 6.113
48 100.0 0.037 1.994s 0.58 1.537 6.235
49 100.0 0.06 2.62 0.56 1.488 6.06
50 100.0 0.069 2.723 0.711 1.755 6.742
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice

Ovaries Spleen Thymus Uterus
M 0.073 0.21 0.228 0.467
sSD 0.023 0.038 0.089 0.245
n 5 5 5 5
46 0.05¢6 0.169 0.183 0.197
47 0.093 0.252 0.344 0.589
48 0.074 0.222 0.216 0.728
49 0.096 0.235 0.283 0.608
50 0.044 0.17 0.113 0.214
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SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPIC FINDINGS) left_right_mapping (1.00), 0d50bcfd-0915-4fd7-h
Sacrifice F1l
Sex M
Group 0
Al L
text_block (0.98), d06217e9-76a3-44e7-93dd-1a5 06

w(l .00), 3fd69304-a09d-4abl-bea6-c6b3c99cadc8

Sex Male
Group : 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
D330f0F -b2a6-b9dde61e0d06

Macroscopic findings

Pt PRI o8 RRE SR T geAli B 5 75f-999h-425d-8C63-e4ee5cee9d2d7

Microscopic findings
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Pituitary gland
Cyst(s), pars distalis.
Spleen
Pigment storage, grade 1.

All other organs examined without microscopic q%ﬁﬁiﬁaﬁt mapping (0.99). 73Bce4c8-b6el1-46c4-

i 2
text, block.(0.98), h9668aE9: A0 4698-a99: 171y BRRERS e |
GaBe: 3 - (1 00), f09a742b-75f0-41f1-8aab-ce5b9elac0f0

Male
Group : 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

ndn_continuous text Blotk (81967, #3ba2PF86-459h-831b-856a1b7d2183

Macroscopic findings

noan cenfirueis tiext tilaak {028y i dgdbpee2e-c98d-418f-b2f2-fcc063371616

Microscopic findings
Coagulating glands
Unilaterally investigated or present. No histopathologic findings noted.
Kidneys
Mineralization, papilla, (multi)focal, grade 1.
Testes
Degeneration, tubular, (multi)focal, grade 1.
Thyroid glands
Unilaterally investigated or present. No histopathologic findings noted.
All other organs examined without microscopic findings.
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SINGLE ANIMAL SHEET

Choss e an et T T left_right_mapping (1.00), 2451697a-69h9-40a3:
Sacrifice Fl
Sex M
Group 0

text_block (0.98), 57¢80¢46-16¢3-4¢05-b054-b2daBREEENN >

w(l .00), 8d86058c-c9ab-4b86-87c0-710f5b4d9e3d

Sex Male

Group : 0 (0 ppm)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

Macroscopic findings

ofn LN T ERF B RERT OF 95 2TFe 7k 6 af-fh02-4900-936-22916ad30611

Microscopic findings
Eyes with optic nerve
* Unilaterally, lens and cornea are missing
Kidneys
Vacuolation increased, grade 1.
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

All other organs examined without microscopic ¥3ﬂfiﬂiﬁL.ﬂMiﬂpﬂM}iﬁLQZl.Eﬁl)62b9d-99a7-4add-

text, block.(0.98), 4903ha78-013d-49a5-86cb: 7672 bR fm————————— d
m (1.00), 31c0927d-a48a-441c-8263-90281421473d
: Mal

Group : Oa(g ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

ndn_continuous text BIcER (BL98Y, YD 2¥ IFRRRECkAe3c-B783-c66434028ceb

Macroscopic findi

nomnﬁmtlmuawsltt@x&tbm&ﬁ%%aue@f c29e-2273-4595-aab¢-7beb2bf6a8c3

Microscopic findings

Adrenal medulla

Unilaterally investigated or present. No histopathologic findings noted.
Coagulating glands

Unilaterally investigated or present. No histopathologic findings noted.
Kidneys

Mineralization, papilla, (multi)focal, unilateral, grade 1.

Cast, tubular, unilateral.

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

Infiltration, interstitial, lymphoid, unilateral, grade 1.
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice 05.Jan.2012 MAHU

e€46

SINGLE ANIMAL SHEET

Sacrifice

Sex

Group
cont. Animal

Fl
M
0
4

riop. caonfinuous_text "block (0.98), €82d0de3-2daZ-4507/-810e-e52cblad2see

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

Spleen

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

Testes

Degeneration, tubular, (multi)focal, unilateral, grade 1.
Thymus
Cyst(s).

All other organs examined without microscopic fafid¥heiat mappina (0.98) dc
text. hlock (0.99).. d3cdi20a-60aa-4366-8626-56a 1 MR Hm——— J
W AL TONLEomBDIog] (1.00), 5665b0fe-3dad-4b10-b7b3-62b7d4a6d8a0

Sex MaTe

Group : 0 (0O ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure
peD-8bea-c917f6fd8614

Macroscopic findings

noAnErEHImLEhes tiear tdlexdla Y 0f 983 iegsc5cf6-b6d3-440c-92¢1-74d87¢cc3053e

Microscopic findings
Axillary lymph nodes

Eyes with optic nerve
* unilaterally, the cornea is missing
Forestomach
Hyperplasia, squamous cell, focal, grade 1.
* with focal mineralization
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 1.
All other organs examined without microscopic findings.

Unilaterally investigated or present. No histopathologic findings noted.
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SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS) left_right_mapping (1.00), cdc23c8f-4700-4a84-¢

________________________________________________ Sacrifice F1l
Sex M
Grgup 1
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Sex : Male
Group : 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
NOR—GOR MBSt SNl G Ml o3 55418 9-248a-19ca63884516

Macrgscopig findings . .
o iNHIAIPE t 18R TRIMER T 1EERAL " R§db 6f14-3aeb-4ecd-9b58-dbd3091b1 78f

Microscopic findings
Liver

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

All other organs examined without microscopic ﬁ%ﬁgin

fidht_mapping (0.97), 94d28b4d-25c6-4cf7-
text, block (0.98)..¢34230a9-{7ed-4533:h549- d458¢EEARha 1

ToemE](1.00), acd96484-113f-4d12-a29d-4d683183c563

: Male
Group : 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
na -8352-2917ae6d471a

Macroscopic findings

Animal without particular flndlngs
SR SO A S Sl S B0 00 5add 6 7-da04-482¢-9b58-a8920ccce01d
MICroscoplc Lindings
Kidneys

Tubules, basophilic, (multi)focal, unilateral, grade 1
Liver

Vacuolar change reduced, grade 1.
All other organs examined without microscopic findings.
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Male
Group : 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure
1 day after end of exposure
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95078
Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU

151-36805a656185

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| |eft_right_mapping (1.00), 118faeab-cOad-46b9-aaf9-3

Sacrifice F
Sex
Group

nan_continuous_text_hlock (0.99), da31fa30 48393040 faff0ea 76309

1613 - S RAG OIS HBE hlock (1,00), 25538c2b-0da4-43da-877¢-098d563dff63

o R R

Microscopic findings

All organs examined without pathologic findingﬁ;.l_right_mapping (098)1 b9b0ac4c-1f43-48d5-¢

text, block. (0.99)..a9fc6th8:adle-46¢h:a949-d995 A0 Re—————————— d
GoRBralJART (0.99), 8f035a24-ac9f-40f6-8f76-81e5005aa91a
SIS . Male
Group : 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure

-ad55-e458c4c36bf5

FMadClrosCOPLCeC L1INULIIGgS
J‘ Liver

on_oenthidous , tevds Hloek 60.99)p8884ac5c-fcd0-4051-a5f3-a5010f74c90e

All OLllel Ordgdils wllLNOUU MaCrosCOple 1LINAd1INgs.

Microscopic findings
Kidneys
Fibrosis, (multi)focal, unilateral, grade 1.
Liver
No histopathologic correlate to gross lesion(s).
Hypertrophy, centrilobular, grade 1.

Thymus
Cyst(s).
All other organs examined without microscopic ;gﬁdjﬁaﬁt HWappHuJ(O 99) £184f9c9-4c02-425b-8
text. block (0.98), 8d3763¢a-c945-4c02-:a0f0-27e3 X B&a0 =

1.00), cf8f9e48-b877-4349-83df-e1605f258c2c
Male

Group : 1 (100 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure
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95078
Repeated-dose 28-day toxicity study in C57BL/6 JRj mice

05.Jan.2012 MAHU
Administration via the dietn roy g NN 77 4144
AdpinistEation via the dieto cos £ 4edee0 3270 44.04-9760-d1af2a29b15C

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| |eft right _mapping (1.00), adf8458b-31be-49a4-8c3a-¢

Sacrifice F1l

Sex M

Grgup 1

non, continuous_text_block (1.00), e595a1e 138866 A6¢d-a5h5-afe505d87aad ~ *°

Macroscopic findings
Animal without particular findings.

TTOTT_CUl |t|| |uuuq_t\,/\t_b:uulr\ (100), 2117Cf58-d2f9-42d8-899f-91167266888a

ALCLIOSCOUPLIULC  LIIIULIIYgS

Kidneys
Cast, tubular, unilateral.
Infiltration, lymphoid cell, renal pelvis, (multi)focal, unilateral, grade
1.

Liver

Hypertrophy, centrilobular, grade 1.
Vacuolar change reduced, grade 1.
All other organs examined without microscopic findings.
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Repeated—dose 28-day toxicity study in C57BL/6é JRj mice 05.Jan.2012 MAHU
2 7 @) ) ]

30d3-7b26ccal8560

SINGLE ANIMAL SHEET

o e e e ol left_right_mapping (1.00), 878f65cf-1624-431f-9¢
Sacrifice F1l
Sex M
Grgup 2

text block (O 98) 0064780e 08e0- 4e9e 925f 21b4 W@ﬁ%d7 11

Sex : Male
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
B-80dd8-322ee91bedal

Macroscopic findings
Animal without particular fi

L 2sh2e59-b86e-4fh2-abcs-e9e9f93be058

Microscopic findings
Kidneys
Vacuolation increased, grade 1.
Cast, tubular, unilateral.
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

All other organs examined without microscopic fI r#il g@\,{ - . EQ QS; t1d61366-0fc8-403a-¢

text block (0.06). 54826601-203¢-47ch 500 N o — =
1(0.99), d13af43c-5f0a-4684-abf4-64fc0aa4563c
. Male

Group : 2 (500 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

ndn continuous text BIGER (OE6Y, ASc 1D F3PI5HEY-40h4-9222-864534ea3def

Macroscopic findings
Animal without particular findings.

c084-a3b4-4120-8f1d-82da8be75037

IO LD UDL/ULJJ_L/ J_J_lluJ_llLJD
Kidneys
Vacuolation increased, grade 1.
Cast, tubular, unilateral.
All other organs examined without microscopic findings
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text block (0.98),.83bb4bad-e264-4cd3-871f-5152e8he &l
1.00), 30a488db-68e3-4138-aded-8435e9cd7a95

ormati
Sex : Male

Group : 2 (500 ppm)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU

Admi TN RSN RN e [P Ar AW e ¥2b-a538cla54167

SINGLE ANIMAL SHEET
(GROSS LESTONS AND MICROSCOPIC FINDINGS| |eft right_ mapping (1.00), b80d8b02-29¢1-4708-af2e-4

Sacrifice F1l
Sex M
Group 2

non_continuous_text 11003-a7f5-4fd3b24c32ae

Macroscopic findings
Animal without i

581a86-69b0-4344-adb8-fbbh9f8aae5c3

7Wicroscopic findings

Kidneys
Cast, tubular, unilateral.
Infiltration, lymphoid cell, renal pelvis, (multi)focal, unilateral, grade
1.
Granuloma, focal, unilateral.
Liver

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
All other organs examined without microscopic §£%d'

_tidRt_mapping (0 98) _abh5h940-2902-4a1f-|

text_block (0.99), bd8decac:-43a1-412a-b596-9aedPBLI hoe -
G - (1.00), c1696623-a810-4f72-a19a-578ab82bc8ff
ex : Male

Group : 2 (500 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

| e Sl el el o= lealadl D 1D 7 -CA2C 7 Aaebb 1 e

Macroscopic findings
Animal without particular findings.

QN CONHRLQUS, Iext_Dlock (0.99), 70c1248¢c-a253-4b37-a5fe-6fdd684ffbd

Kidneys
Mineralization, papilla, (multi)focal, unilateral, grade 1.
Liver
Hypertrophy, centrilobular, grade 1.
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
All other organs examined without microscopic i%ﬁd'

Hghi _mapping (0 97) 216db92b-12df-4732-!

text, block. (0.98)..22514826-005d:45p8-ach4-6¢3d3848 ade a
mm(l.%), dOe3fa7c-bc55-45¢3-8012-9ef1d090c271
S T Male
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU

Admi ration via the diet gh15-39094a615cc2

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| left right_mapping (1.00), b31fad4c-8efa-43b0-939e-a

Sacrifice Fl
Sex M
Group 2
nan. continuous .text_hlock (1.00), lcdede7dSin 28 Khazd-ad306f077050  *°

Macroscopic findings
Animal without particular findings.

64e2-8ad4-401c-abab-55ca998d7f80

FIICLTOSCOPRPLIC L1INIULIIGgS
Kidneys
Cast, tubular, unilateral.
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
All other organs examined without microscopic findings.
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05.Jan.2012 MAHU

9e0-76d7b4681397

SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPIC FINDINGSM left_right_mapping (1.00), 11be2b26-80d4-44f5-
Sacrifice F1
Sex M
Grgup 3
text, block (0.98), 911b2bd0-6ec0-482¢-867¢-dof3dEaAR2 -
0 (1.00), ca82db61-4152-4111-9881-2a90c1569685

: Male
Group : 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
-a466-39e41a41bb40

Macroscopic findings
; o c .

c57a-b04bh-4847-afc8-efc23e5c2de9

Microscopic findings
Liver
Hypertrophy, centrilobular, grade 2.
Vacuolar change reduced, grade 2.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

All other organs examined without microscopic ﬁgﬂd%ﬂQEf manning (0 98) _16H062c6-afle-4d45-

text, block.(0.98), 17273ec9-3/89-485¢-aec]-Ae 71 AEREHE G -
[cIRI A0 Prappng (1.00), 043c9875-a8ad-477f-9ce3-dddbf8eOdbed

Sex : Male

Group : 3 (1000 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

n A B -94dc-369d5c0a7e89

Macroscopic findings
Animal without particular findings.

d430-62d8-44e3-a449-b2588d8617el

FIICIOSCORPLIOC LT IIIULITIYS

Kidneys
Cast, tubular, unilateral.
Infiltration, interstitial, lymphoid, unilateral, grade 1.

Liver
Hypertrophy, centrilobular, grade 1.
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Infiltration, mixed cell, (multi)focal, grade 1.

All other organs examined without microscopic findings.
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Repeated—dose 28-day toxicity study in C57BL/6é JRj mice 05.Jan.2012 MAHU
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a0f-4b1a8857abee

SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPIC FINDINGSM left_right_mapping (1.00), 525ff38e-6568-4f37-8
Sacrifice F1
Sex M
Group 3

te.x.t_b.lo.ck.(o 98), .9e9.bf.c.f1.a0d.a 4efd-b96f-348004d .?%?ffr! ...................... =

: Male

: 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

#3-8200-2d432656fc0e

Macroscopic findings
Animal without partlcular flndlngs
TOTT_COl Tt ToousS. LC)\l Prock \u :7:7}, =2t 1f5a-df22-4a97-ac9d-f8baef573f68
MICLrosCOploe LTINALINGS
Kidneys
Vacuolation increased, grade 1.
Cast, tubular, unilateral.
Liver
Hypertrophy, centrilobular, grade 2.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

Infiltration, mixed cell, (multi)focal, grade 1.
All other organs examined without microscopic q ?Qﬁq%ﬁ} nﬁannnﬁn(()QQ\ 29l 1f5b6-de90-48ad-
text b|00k (0.99), .568.C.0.506. 96da .4.5.73. 8.b.4.f. 80.df4ﬁf3§@6'3 =

Male
: 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

He80{G808010K -a506-3f7d07f6795d

Macroscopic findings
10[Anﬁ:mmmuelu®tt@etr@aﬂle60f99¢;ﬁ)@sl 3e32-8e0d-4abb-8d43-c9db54a8e778

Microscopic findings
Liver
Hypertrophy, centrilobular, grade 2.
Vacuolar change reduced, grade 2.
All other organs examined without microscopic findings
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
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SINGLE ANIMAL SHEET

ichoss tastons awp werosconsc nomes)| | left right_ mapping (1.00), 17e7724a-4a90-41c0-
Sacrifice Fl
Sex M
Grgup 3
text_block (0.98), 2a0faeb5-6555:44ab-h092-cfieskiany =
m(l 00), 61b97643-9181-4661-8359-fb1072aa8fc2
Sex Male
Group : 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

4d9a-8e59-d9ef6dlab35f

Macroscopic findings
Animal without particular findings.

3f6f-7f7c-4d09-abal-6dbdbd49ae24

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

Hypertrophy, centrilobular, grade 2.

Vacuolar change reduced, grade 2.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
All other organs examined without microscopic findings.
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice

AaminlStrat 1on via BlSek10-8 NoWwZ/ W, P12 A aBec-18323440f391
SINGLE ANIMAL SHEET
ichoss Lastons awp werosconsc rwomies)| _left right mapping (1.00). 9615093-1508-4746-
Sacrifice Fl
Sex M
Grgup 4
text_block (0.98), 96284¢06-eac0-449d-b550-409ceRRAR77 =
G 1] (1.00), 6a6501a6-a2a6-409f-af2e-8693303f0933
Sex : Male
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
BIGRY ATERS P isREPOY %2 4801-8d42-58d17b8e2265

Macroscopic findings
Animal without particular findings.

101_CONMMMUOUS_TeXt_DIOCK (0.99), 13ad826-9287-45be-9932-ae64729dad6d

Pofmee erie—fieerel ity =i
Kidneys
Vacuolation increased, grade 2.
Mineralization, papilla, (multi)focal, unilateral, grade 1.
Liver
Multinucleated hepatocytes increased, grade 1.
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Pituitary gland
Cyst(s), pars distalis.
All other organs examined without microscopic q'

SHUA%R maping(0.0Q)_aclhofco8-cf23-42f1-as

text_block (0.98), 42390e13:2666-4156-acA3-af7d48AHERa 2
[CRE-IOMLaRaPMg](1.00), 5fd2bdf2-40c1-4917-966e-b3348d681bc3
Sex : Male
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposurq
1 day after end of exposure
nON_CoNunNuUOUS_{ext_DIOCK (0.98), dc030h/8-c832-48ad-a037-6469b5a433ab
ThymusL

Organ size reduced, severe.
All other organs without macroscopic findings
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice 05.Jan.2012 MAHU

J

SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPIC FINDINGS)| |eft right mapping (1.00), 37895540-8d60-47c8-82d2-

Sacrifice F1l
Sex M
Group 4
cont. Animal 22

RO SeRtiNURUS text block (0.97), d2c0e7d1-3496-4eb2-a4c4-8bb8e97c2abb

Axillary lymph nodes
Unilaterally investigated or present.
Coagulating glands
Unilaterally investigated or present. No histopathologic findings noted.
Kidneys
Vacuolation increased, grade 2.
Mineralization, papilla, (multi)focal, grade 1.
Liver
Necrosis, coagulative, randomly distributed, grade 3.
Multinucleated hepatocytes increased, grade 1.
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 2.
Seminal wvesicle
Reduced content, grade 1.
* dilation in contralateral organ
Spleen
Hematopoiesis, extramedullary, (multi)focal, grade 1.
Testes
Degeneration, tubular, (multi)focal, grade 2.
* grade 1 in contralateral organ
Thymus
Gross lesion(s) evaluated histopathologically.
Atrophy, diffuse, grade 3, correlates to gross lesion Organ size reduced.

All other organs examined without microscopic feﬂ:d I(?ht mapping (0.98). ofadcc25-adcf-46d5-9
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Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

-acld-d46ba8152842

Macroscopic findings
Animal without particular findings
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SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)) |eft right_mapping (1.00), fee19397-al4d-4a7c-9cOf-c:

Sacrifice F1l
Sex M
Group 4

! haf220 23

4426-8844-d39f31d5fb2b

Coagulatlng glands
No or insufficent tissue present on slide.

I J_\.ALLC_YD
Vacuolation increased, grade 1.
Mineralization, papilla, (multi)focal, grade 1.
Cast, tubular.
Liver
Necrosis, coagulative, randomly distributed, grade 1.
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 2.
Vacuolar change, macrovesicular, centrilobular, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Lungs
Infiltrates, interstitial, mononuclear, diffuse, grade 1.
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text. block (0.97),.7541692-2a6b-4fc5-84ff-c04e 7 HEISER
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2 . Male
Group : 4 (1500 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

odke-p423-12edcd3d891a

Macroscopic findings

notpicehtimrdost textthioek(GO8E 22 70ec-e983-4849-8966-a608ce890988

Microscopic findings
Eyes with optic nerve
* unilaterally, the cornea is missing
Kidneys
Vacuolation increased, grade 2.
Mineralization, papilla, (multi)focal, unilateral, grade 1.
Cast, tubular, unilateral.
Tubules, basophilic, (multi)focal, grade 1.
Granuloma, focal, unilateral.
Liver
Multinucleated hepatocytes increased, grade 2.
Hypertrophy, diffuse, grade 2.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 2.
Seminal wvesicle
Reduced content, grade 3.
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SINGLE ANIMAL SHEET
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Sacrifice Fl
Sex M
Group 4
. cont. imal 24
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Atrophy, diffuse, grade 3.
Cyst(s).
All other organs examined without microscopic f' dir
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Sex Male
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure
nor —aream - -a959-e503835b0848
[MaCcrosCopLC LLindings

Testes
non_maRtigeriusetexsibk) clid@e989e 36430171-5d7(-4ec7-bd66-9d3bf1d6f016
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Microscopic findings
Eyes with optic nerve
* unilaterally, the cornea is missing
Kidneys
Vacuolation increased, grade 2.
Liver
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 2.
Vacuolar change, macrovesicular, centrilobular, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 1.
Testes
Gross lesion(s) evaluated histopathologically.
Dilation, tubular, diffuse, grade 3, correlates to gross lesion Enlarged.
Degeneration, tubular, (multi)focal, unilateral, grade 1.
All other organs examined without microscopic findings.
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Sacrifice Fl
Sex F
Grgup 0
block (0.98), abd0c932:48h2-4915-9ada-hesHAARACT =
(1.00), fa2cd5dd-7045-4464-bcba-551df2028a98
Sex : Female
Group : 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
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Macroscopic findings
Animal without part}gulﬁgdfiggiggs.
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MICIoScoplc LIndings
Kidneys
Cast, tubular, unilateral.
Tubules, basophilic, (multi)focal, grade 1.
Fibrosis, (multi)focal, unilateral, grade 1.
Spleen
Pigment storage, grade 1.

All other organs examined without microscopic fﬁh]:ﬁjlaaf mapplng (O 99) €579c990-16e7-4431
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: Female
: 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
ngn_continuous_text Blotdy (81383, eGP E54&5P3Pe8-4b4)-94c1-e9654b3d4e9d

Macroscopic findings
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Microscopic findings
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 3.
Thymus
Cyst(s).
All other organs examined without microscopic findings.
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SINGLE ANIMAL SHEET

ichoss tasions A wicroscoptc suwmes)] _left right mapping (1.00). 94396824-fect-4e13-
Sacrifice F1l
Sex F
Group 0
text._block (0.98), 0717e5e-39bb-44ed-9d94-898ckeMhaz __ =
Em(l .00), 68ac694f-2c37-488c-aebd-6685b4f36450
Sex Female

Group 0 (0 ppm)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

PBH70-4689-b9ed-bc36a69¢c9650

Macroscopic findings
Animal without particular findings.

9134-7a7b-4ae8-affb-2a4ee78b38h9

[MICroscoplc Lindings
Kidneys
Tubules, basophilic, (multi)focal, unilateral, grade 1.
Lungs
Histiocytosis, alveolar, (multi)focal with pigment storage in macrophages,
grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 1.

All other organs examined without microscopic fi in . .
S %Tq:mappmg-eg,gg;,-gdé:159o-25f1-486o-

29|

: Female
Group : 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
ndo_continuous,_text HIGHRY (BFE&Y L0l dePIaMEMMac3lac7b-36ddbdb43f35

Macroscopic findings

noPnpetinliowstiext thiodk {0991 B36pb4a7-076a-41ca-98fe-c479c9bc516b

Microscopic findings
Heart
Mineralization, (multi)focal, grade 1.
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Lungs
Histiocytosis, alveolar, (multi)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 2.
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Sacrifice Fl

Sex F

Group 0
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All other organs examined without microsfopic findi: /A ACY e

£2-dc83-47bh4-
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Temale
Group : 0 (0 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure
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Microscopic findings

Glandular stomach
Dilation, fundic gland, (multi)focal.

Kidneys
Vacuolation increased, grade 1.
Mineralization, papilla, (multi)focal, unilateral, grade 1.
Mineralization, tubular, (multi)focal, unilateral, grade 1.
Tubules, basophilic, (multi)focal, unilateral, grade 1.

Liver

Spleen

Pigment storage, grade 1.

Hematopoiesis, extramedullary, (multi)focal, grade 2.
All other organs examined without microscopic findings.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
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SINGLE ANIMAL SHEET
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Sacrifice Fl

Sex F

Grgup 1
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Sex Female

Group : 1 (100 ppm)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

$1-9219-053d4672ba87

Macrgscopi; findings . .
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Microscopic findings

Kidneys

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

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

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

All other organs examined without microscopic ﬁéﬁd]ﬁ)@ﬁt mappina (0.98). 68¥23187-6634-4641-

m 32
text block.(.O. .9.8). .ac92dae8-3a82-479¢e-ad71-67505 e |
y3up I} (1.00), f5fb0e67-641c-48dd- b947 bOZedlbeeB79
: Female
: 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure
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Macroscopic findings
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Microscopic findings
Kidneys
Tubules, basophilic, (multi)focal, unilateral, grade 1.
Liver

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
All other organs examined without microscopic findings.
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Sacrifice Fl
Sex F
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Sex Female
Group 1 (100 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
D-aa7f-6aa346e87e06

Macroscopic findings
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Microscopic findings
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 3.

All other organs examined without microscopic qéﬁgqmgﬁt mappina (0.99). 1713b8cbh-bd52-4b6d-
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SeX Female

Group : 1 (100 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

n@n_continuous _text BIGEK ®F88Y, FF7BEF£3847FS-4198-9460-edd475a524f6

Macroscopic findings
Animal without particular findings.

5ce0-b06f-4f5a-9962-d19853b34653

MILCLOSCOPRPLIC L1INULIIYS
Adrenal cortex
Accessory cortical tissue, unilateral.
Kidneys
Vacuolation increased, grade 1.
Mineralization, papilla, (multi)focal, unilateral, grade 1.

Infiltration, lymphoid cell, renal pelvis, (multi)focal, unilateral, grade
1.
Liver
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Ovaries

Unilaterally investigated or present. No histopathologic findings noted.
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Sacrifice F1l
Sex F
Group 1
cont. Animal 34
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Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 2.

All other organs examined without microscopic [‘éﬁdrm mapplng (098)’ 72179a26-b6d7-4121-
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Group : 1 (100 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

nd Al b-9aba-500601e0aa7l

Macroscopic findings
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Microscopic findings
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 1.
All other organs examined without microscopic findings.
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SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPIC FINDINGSM left_right_mapping (1.00), dd2053c9-ea50-4235-
Sacrifice F1
Sex F
Greup 2

tebeJock.(Q 98), .dsa.asa.s.e. daf7-4a49-a411-22ch %Jﬁ(ﬁ%% .................... >°

: Female

: 2 (500 ppm)

Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure

9l1-83cb-d27ab4e30674

Macroscopic findings

Anlmal ‘without partlcular flndlngs
TOTTCOTIHITIoTS LCALIﬂUbh\U~J3h +4etbb7da-061d-44a1-8786-b39934991b02
1ﬂlcroscoplc TINA111gS
Kidneys

Vacuolation increased, grade 1.

Cast, tubular, unilateral.
Liver

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

Pigment storage, grade 1.

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

All other organs examined without microscopic q ?qu%ﬁ} "~ EC QQ; idbedca9-a646-4bb7.

text, block.(.O. 98), 89830¢95-46dd-4¢5e-9876 .7.d9o%ééf‘;bm 21
f T0Pmg] (1.00), 001f17c6-ca8a-4050-98ch-cf8fac878ae6

: Female
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposurs
1 day after end of exposure
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Microscopic findings
Adrenal cortex
Advanced involution of X-zone, grade 1.
Liver
Gross lesion(s) evaluated histopathologically.
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 2.
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Repeated—dose 28-day toxicity study in C57BL/6é JRj mice 05.Jan.2012 MAHU
2 1 @) 7 1

4f-1a22ed014211

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| left right_mapping (1.00), 239137e2-d687-4b3e-95fd-2

Sacrifice F1l
Sex F
Group 2
cont. Animal 37

calaon boa]c

Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 3.

All other organs examined without microscopic findi mappmg (097) 637724b1-85db-4f98-:

(ex1, block. (0.98) 3260013010, 4603.84¢5:c0e e 2]

} (1.00), 65a70116-baa2-467e-9924-a5ae7f59¢c159

: Female
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
ndn continuous text BIGER (BE69), Tt aBRAEE 4eebtalbe-53fc14502276

Macroscopic findings
Animal without particular findings.

non_continuous_text block (0.99), ccO9bded1-6801-43d7-9545-371808f70e9b
B e e e e R

Liver

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

Pigment storage, grade 2.

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

text. block. (0.98)..5¢b00707:619f-4bdd-94a5: 6026 §EBAARR A =
deg BT 1.00), 507bdfch-572e-4c9a-97b8-f5d7d4b694e6
Temale
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
ndn_continuous _text B0t (8767], BEAGT 7588 A41-48ab-bfad-352f64fc24ad

Macroscopic findings
Animal without particular findings
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice 05.Jan.2012 MAHU

C

SINGLE ANIMAL SHEET
(GROSS LESTONS AND MICROSCOPIC FINDINGS)] left right_mapping (1.00), ae49f767-7fbe-4851-b07a-1

Sacrifice F1l
Sex F
Group 2
cont. Animal 39

maBr&eRintausdiaxs block (0.99), ddala53b-dd2b-4c21-8c6f-c52902a75e47
NoR +6ERLNLOVS.text biack(0.92), 0436c5ad-d6 1e-46d1-a990-9128b036h95e

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

Pigment storage, grade 1.

Hematopoiesis, extramedullary, (multi)focal, grade 1

e S oSl e ® ﬁwﬁ' napning (0 00) _chb7d88c-2992-4f13-

text, block. (Q.98),.¢a24f5h8-hed0-4fh6-8263- 51617@2@&345 .......................
mm(l OO) 7947 abe5-83e2-49f1-806d-d9d9bh8569f2

Sex Female
Group : 2 (500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure

Microscopic findings
Liver
Vacuolar change reduced, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 2.
All other organs examined without microscopic findings.
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Repeated—dose 28-day toxicity study in C57BL/6é JRj mice 05.Jan.2012 MAHU
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SINGLE ANIMAL SHEET

(GROSS LESTONS AND MICROSCOPTC FINDINGS left_right_mapping (1.00), a93da983-ae13-4d35-
Sacrifice F1
Sex F
Grgup 3

tex.t_b.lock.(o 98), .b.289.0.7.5b. 2629-4850-a11b-9798 @é&%m .................... 2

: Female

: 3 (1000 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

1-93cc-53db7abh9a137

Macroscopic findings
Animal without particular findings.

5a06-8864-414b-8cd1-f5cel5c455b9

MICLrosCOploe LTINALINGS

Adrenal cortex

Advanced involution of X-zone, grade 1.
Kidneys

Vacuolation increased, grade 1.

Fibrosis, capsule, unilateral, grade 1.
Liver

Hypertrophy, centrilobular, grade 1.

Vacuolar change, macrovesicular, centrilobular, grade 1|
Spleen

Pigment storage, grade 1.

Hematopoiesis, extramedullary, (multi)focal, grade 2.
All other organs examined without microscopic ﬁ%@ﬁin

ddhtrdapping (0.99), d1266a62-1d49-4b78

(ext_blogk (0.99), 5014a437-8l2-4dBe-9ece-845RAT e 2
pgmm(l 00), 2ab910c9-1875-4f01-9de3-c08bb18a3d0c

SeXx Female

Group : 3 (1000 ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure

nd j A @ PPIRER4adb-8210-475652245c68

Macrosc%Plc finding

(10 Ap GRH 1L QUQ&&;’I%&E@Qlgglg](OfQQQ)u@%Z*Be96-4b28-4d51-bb8e-60a056130812

Microscopic findings
Liver
Hypertrophy, centrilobular, grade 1.
Vacuolar change reduced, grade 2.
Vacuolar change, macrovesicular, centrilobular, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
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SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCORIC FINDINGS)| |eft right mapping (1.00), 8357¢69c-625e-4586-h526-

Sacrifice F1l
Sex F
Group 3
cont. Animal 42

nog,cRAtinuous_text_block (0.99), 5ebe355f-8858-482¢-80df-9b4661a01d75

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

All other organs examined without microscopic féﬁd:rngﬁt mappmg (097), 0808637f-ede5-4781-|

text, block. (0.98),.8d29de5e-91h0-4d58-hafe-78905ERESher——————— E
retapping](1.00), 188alba0-cb30-4dca-ab52-2f2b28153e56
- T T
Group : 36T?$§O ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
ngn continuous text BICEY B68), 9578F08828144248f2]a0d2-6e490f2b469f

Macroscopic findings
Animal without particular findings.

b9c2-fad2-4f50-9¢c87-2c178298e784

Liver

Hypertrophy, centrilobular, grade 1.

Vacuolar change reduced, grade 1.

Vacuolar change, macrovesicular, centrilobular, grade 1.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

Pigment storage, grade 1.

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

text_block (0.98), 5b6h958a-8h18-4d6f-8071-a274lkmehAr 2
|G[%EL£@@T~ AnaRRng [1.00), 4e16f4da-c628-48d9-8172-ad0be9a9e897
Sex L Female
Group : 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
Administration via the diet y -

SINGLE ANIMAL SHEET
(GROSS _LESIONS AND MICRoscopIc FInbINGs)| |eft right mapping (1.00), a6fd9159-f4a5-4274-862¢-7

Sacrifice F1l
Sex F
Group 3
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INSgroﬁsgcﬁﬁQ' RS tERE block (0,94), ed744b24-30fd-4257-9bdc-9218ca54d44c

Microscopic findings
Adrenal cortex
Advanced involution of X-zone, grade 1.
Adrenal medulla
Unilaterally investigated or present. No histopathologic findings noted.
Kidneys
Vacuolation increased, grade 1.
Tubules, basophilic, (multi)focal, grade 1.
Liver
Hypertrophy, centrilobular, grade 1.
Vacuolar change, macrovesicular, centrilobular, grade 1.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 3.
All other organs examined without microscopic ?éﬂq' Bt mappin 0.99 ,06413336-8525-4293-
léma&m 53]
text, block.(0.99),.2€9918df-7d3b-46c5-abac:0b6 1 Eetee888———————rrrrrr—rr——

| sé@trdighhreiappieg (1.00), cdf9bfoe-elfb-410c-a836-aefa9a0cd297

Femare
Group : 3 (1000 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure
ndo_continuous_text BISRY @FEYS I 9B FERBTER-424b-a3a9-0f2dbfcb646

Macroscopic findings
Animal without particular findings.

cd33-cb40-47da-aea8-56f81c7d5b02

i =
Adrenal cortex

Advanced involution of X-zone, grade 2.
Kidneys

Cast, tubular, unilateral.
Liver

Hypertrophy, centrilobular, grade 2.

Vacuolar change reduced, grade 2.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.
Spleen

Pigment storage, grade 1.

Hematopoiesis, extramedullary, (multi)focal, grade 2.
All other organs examined without microscopic findings.
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SINGLE ANIMAL SHEET

ichoss Lasions awp wcrosconsc Fomies)] | left right_mapping (1.00), aalfe86a-2545-4dat-t
Sacrifice Fl
Sex F
Grgup 4
text_block (0.98), d9f34c48-0a18-4b2e-9d5d-d8deREE I8 e —
mm& 00), 7aa013fa-b659-46e8-aa20-5e42e092deff
Sex Female
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
7-a30d-3e3519fa9848

Macroscopic findings
Animal without particular findings.

ON_Cconunuous_TeXT_DIOCK (U.99Y), b90Z4cel4-6ada-4c7b-8879-97e594b95d7e

Moo T oS
Adrenal cortex
Advanced involution of X-zone, grade 2.
Eyes with optic nerve
* unilaterally, the cornea is missing
Kidneys
Vacuolation increased, grade 2.
Mineralization, papilla, (multi)focal, unilateral, grade 1
Cast, tubular, unilateral.
Liver
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 2.
Vacuolar change, macrovesicular, centrilobular, grade 3.

Lungs

Infiltrates, interstitial, mononuclear, diffuse, grade 1.
Ovaries

Hyperplasia/hypertrophy, interstitial cell, grade 3.
Spleen

Pigment storage, grade 1.

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

Atrophy, diffuse, grade 3.
Vagina

Epithelial hypertrophy with mucification, grade 3.
All other organs examined without microscopic findin
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P Female

Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011

29 days after start of exposure
1 day after end of exposure
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
Administration.via the diet

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| |eft right mapping (1.00), 092084ca-db03-4b0a-a8ds-

Sacrifice F1l
Sex F
Group 4
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Macroscopic findings
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Microscopic findings
Adrenal cortex
Advanced involution of X-zone, grade 1.
Axillary lymph nodes
Unilaterally investigated or present. No histopathologic findings noted.
Kidneys
Vacuolation increased, grade 1.
Mineralization, papilla, (multi)focal, unilateral, grade 1.
Liver
Hypertrophy, diffuse, grade 1.
Vacuolar change reduced, grade 1.
Vacuolar change, macrovesicular, centrilobular, grade 2.
Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 2.
Ovaries
Hyperplasia/hypertrophy, interstitial cell, grade 2.
Sciatic nerve
No or insufficent tissue present on slide.
Spleen
Pigment storage, grade 1.
Hematopoiesis, extramedullary, (multi)focal, grade 1.
All other organs examined without microscopic ﬁé?di?g

{ Tidht mapping (0.99). 81d03dba-7f80-45ab-
text_block (0.98), 63975(75-h785-4fd8-82e3-36f68LEELR 7D il
m T A0R PiRgl(1.00), 516ce03e-2a87-4058-84€9-d929a3ad7ade
Sex : Female
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
1 day after end of exposure
nom_ , IS _TeXT 99), - - d-a04c-077f2c14d426
LYl E £

T =

Adrenal cortex
Organ size reduced, moderate.
Brain
* Organ damaged at necropsy.
All other organs without macroscopic findings.
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Repeated dose 28- day tox101ty study in C57BL/6é JRj mice 05.Jan.2012 MAHU

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)| |eft right mapping (1.00), a79e2cel-b30a-4b7c-a20a-

Sacrifice
Sex
Group

Fl
F
4

48
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Adrenal cortex
No histopathologic correlate to gross lesion(s).
Advanced involution of X-zone, grade 1.
Kidneys
Vacuolation increased, grade 2.
Liver
Hypertrophy, diffuse, grade 1.
Vacuolar change reduced, grade 1.
Vacuolar change, macrovesicular, centrilobular, grade 2.

Ovaries

Hyperplasia/hypertrophy, interstitial cell, grade 1.
Pituitary gland

No or insufficent tissue present on slide.
Spleen

Pigment storage, grade 2.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 1.

All other organs examined without microscopic q%ﬁgiﬂaﬁt mappina (0.99) d6ﬂ10216—04ea:4c7bJ
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Group : ZeTiggo ppm)

Sacrifice : Final sacrifice group

Necropsy status : Planned sacrifice

Date of death : 21.8ep.2011

29 days after start of exposure
. 1 day after end of exposure
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Macroscoplc findings
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Microscopic findings
Axillary lymph nodes

Eyes with optic nerve
* unilaterally, the lens is missing
Kidneys
Vacuolation increased, grade 1.
Cast, tubular.
Liver
Hypertrophy, diffuse, grade 1.
Vacuolar change reduced, grade 1.
Vacuolar change, macrovesicular, centrilobular, grade 2.

Unilaterally investigated or present. No histopathologic findings noted.

Infiltration, lymphoid and/or presence of Kupffer cell i)focal, grade 2.
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Repeated-dose 28-day toxicity study in C57BL/6 JRj mice 05.Jan.2012 MAHU
dministratio ia t iet 5

SINGLE ANIMAL SHEET
(GROSS LESIONS AND MICROSCOPIC FINDINGS)] |eft_right_mapping (1.00), adddbecf-6c84-429a-8d56-C

Sacrifice F1l
Sex F
Group 4
cont. Animal 49

nogL,1eRAtinuous_text_block (0.99), al97ce61-d31b-4798-a74c-66452bcbce74

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

All other organs examined without microscopic Féﬁd:icmt mapplng (098), 7199d89e-7f64-4fcf-8¢

LAninal, 50

text block (O 98) .15184133-6506-4582-bde2-f643drreted———r"
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. remare
Group : 4 (1500 ppm)
Sacrifice : Final sacrifice group
Necropsy status : Planned sacrifice
Date of death : 21.8ep.2011
29 days after start of exposure
Sz 81 /&P BuE8-4864b-8835-h1175137bel1

Macroscopic findings
Animal.without parti

d52-082c-43e0-bdde-79592e778170

Microscopic findings
Adrenal cortex
Advanced involution of X-zone, grade 2.
Kidneys
Vacuolation increased, grade 2.
Liver
Hypertrophy, diffuse, grade 2.
Vacuolar change reduced, grade 1.
Vacuolar change, macrovesicular, centrilobular, grade
Ovaries
Hyperplasia/hypertrophy, interstitial cell, grade 2.
Pituitary gland
No or insufficent tissue present on slide.
Spleen
Pigment storage, grade 1.
Thymus
Atrophy, diffuse, grade 2.
Uterus
Atrophy, diffuse, grade 1.
Vagina
Epithelial hypertrophy with mucification, grade 3.
All other organs examined without microscopic findings.
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|Additional Information
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L INTRODUETIONY: ¢397-3002-4d12-afe0-b24230a82967

In the context of toxicological studies the stability of the test substance Reg.No. 5654329 in
the vehicle Ground Kliba maintenance diet mousefrat “GLP” meal has to be verified. The

results of these analyses are reported and discussed.
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12, RETENTION OF RECORDS] 1721 8385-0947584662¢9

GLP-relevant records and materials are stored at BASF SE for at least the period of time
specified in the GLP principles. Details concerning responsibilities or locations of archiving
can be seen from the respective SOPs and from the raw data.
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3. TIME SCHEDUL
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Wdy 1riiation dale. Lo Vidy 2UTH
xperimental starting date: 19 July 2011
xperimental completion date: 23 August 201
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4. MATERIAL AND METHODS
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The analyses of the test item (= test substance) were carried out at the test facility Crop
Protectuon - Ecology and Environmental Analytics of BASF SE, Speyerer StralRe 2, 67117

Name of test substance: Reg.No. 5654329

Test substance No.: 09/0343-9

Batch identification: COD-001484

CAS No.: unknown

Purity: 99.3 % (tolerance £ 1.0%)
(according to project no: 386120_4)

Homogeneity: homogenecus

Storage stability: stable until: 01 Jul 2012

The stability of the test substance under storage
conditions over the test period was guaranteed by the
manufacturer, and the manufacturer holds this
responsibility.
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Additional Test Substance Information

eft_right_mapping (0.97), 5234-c7fa-44db-b59a-f83007d9bced
Date of production: 24 Jun 2011

Physical state/ Appearance:  solid / beige

Storage conditions ambient

4.2. SAMPLE DATA

Sponsor: Ph.D. Buesen

Vehicle: Ground Kliba maintenance diet mouse/rat “GLP” meal
Target concentration: 50 ppm

Duration of the stability test

period: 34 days

Storage conditions of the

samples during the stability ambie
pefiodlock (8 99), 698e0d3a- 9567 4ab64-aeea-4982a73e4cfe

-0ce7f8583369
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50.5 mg of the test substance was mixed with 1 kg Ground Kliba maintenance diet mouse/rat
“GLP” meal. The final nominal concentration was 50.4 ppm.

ATIUON AND ANALY OIS

text_block (0.99), 2968aeaf-7ae0-46a2-8ba0-103438c5851b

The sample preparation and analysis of the test substance was carried out according to the
valid control procedures 09/0343 01-01 and 09/0343_01-02.

A detailed description of the control procedure is given in the appendix of this report.
Due to the correction of non quality relevant orthographical failures, the latest version
{09/0343_01-02) of the control procedure is described in the appendix.
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I 4.5 LIST OF DEVIATIONSI

non_continuous_text_block (0.52), 210a3913-7b7c-43da-9546-5fb0afb55dd1

-S—tistofdevators-from oot proceute

There was no deviation from the described control procedures 09/0343 01-01 and
09/0343_01-02.

text_block (0.98), 83cf73b2-7fda-4cd9-8d78-66ffda38e683

Page 11 of 20

footer (1.00), f89f5e5a-adb2-4e34-ac36-051834428475

This document is the property of the sponsor(s) (speffied €n pagén b&d’e@.@@) p&(ﬂa@ redairedwiitbh ferfizéidn- by the shdneof@o ch30a6
Page 217 of 237

bt#61a37a005fa2b2




loggadr. QD)) D IHARDaTO2HB40BBGERIId 1 48853 50

- BASF

We create chemistry

Report; Project No.: 31C0343/09S078
logo (0.99), 1a883d85-52¢9-4259-9529-136f10597900

text_block (1.00), 53f93a9b-c629-4375-9119-86l

kkkkkk N Report; Project No.: 01Y0343/09Y04¢
heading_2 (0.57), d4b8b2e8-1b96-43bc-9c1c-802525dfab55 '

. RESULTS AND DISCUSSION
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The results obtained for the stability of the test substance in Ground Kliba maintenance diet
EBRY B PSa TAR AR SumPAEed B RTolRNna PR o oo
Initial content | Time after Analytical value Initial content
starting [ppm] [%]
[ppm] [days]
Individual samples Mean Mean RSD
. . . 98.8; 93.3;
50.4 0 49.78,47.04,51.88, | 4958 | 102.9;07.0; | 978 36
49.32; 48.39
96.0
. . . 91.8; 97 .4;
50.4 7 46.26,49.09,57.54 | 5060 | 114.2;920; | 100.4 0.7
46.37; 53.73
106.6
100.9; 101 .4;
50.85; 51.11; 50.51; ;. .
50.4 10 4547, 47.70 49.13 100924, 20.2, 97.5 5.0
51.72; 47.48; 49.65; 102.8; 94.2;
50.4 14 43.95 48.20 98.5: 87.2 95.6 8.9
. . . 94.1;112.2;
50.4 34 47.42,56.54,53.99; | 5376 | 107.1;113.4; | 106.7 7.2
57.14; 53.70
106.6
heading_4 (0.54), 80af8d6f-218b-49aa-b3c2-c444db7af927
5.2. DISCUSSIO

ext_blocK (0.99), 00415bcd-fddb-4e13-bed3-75de332797b5
Based on the analytical results it is concluded, that Reg.No. 5654329 is stable in Groundl

Kliba maintenance diet mouse/rat “GLP” meal over a period of 34 days at ambien
emperature. All determined concentrations were in range between 90 % and 110 % of the
hominal concentration.
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Flgure 1.3: Chromatogram calibration solution 1 (0.101 mg/100 mL, measured on 26 July
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6. APPENDIX
text_block (0.99), 30c56622-4027-40e7-9454-5f80ad156f22

5.1. CONTROL PROCEDURE 08/0343_01-02
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; .':.i,..Eif;.s‘::’.':.."i.:‘s‘.‘:.&--"?"lf‘ ool E e G 58 %142003a-bd87-4562
Test substancs number: 091034 e .- 090343 0102
054324 ‘ Effective from:; 26.07.2011
Ieﬁtmmgdaturemﬁ@mﬂg f(@:%yie@@%ﬂ@e -
Technigue i "HF’LC o
' Systam; Seanmata ‘:Agllent'l‘lDO with autosampler DAD Dioriex Chrcmeledn : SOW&IB

B Cmnesenen s o oneR orequlvalentsystem B RREIE R L E B R o

SOREGalmng e Length 250 mm “““
lnner diameter 4.6 mm :

: : :Stétidnéry Phase. -~ Gemint S pnm 18, F’henomenex orieguivalent : : ! ; :
e :Moblle Phase A ’ 1 000 miof acetomtrile‘ar‘e mrxed \Mtﬁ 1k formic aci& . . 1
 |viobieprase s 1000 mi ot waterare :i'hix:‘e‘cf with 1 i forrmic acid b

tsperatic;

| e Frime g ma:ppnngs(e(}%)rw@w&@@b -af05-46a3- 8ba9 e3f8d2cf6004
6 35 o

njection volure: st} -

Flowrate: 14 mljmin o L

Detection ““““““ 268 nm

Column temperature amblent

‘Runtnme :,app‘rox.zomin :

0890bc03ff7e
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Sample solution: tex&&*@ﬁﬁlﬁl\(@t%q}ﬁ%m&ﬂQ@G 4d13-al37e- 1fb7b9f4C726

Concentration range (50 —B280 ppin) :
5 g of the samples are weighed into a 50 il Polyprapylene centrifuge
iube wnth a screw cap, Extract the samples 3 times Mth 30 ml extractlon

. b s m&z{z‘;%% ‘mx?.;u-ﬁzaﬂawmaélafédlaa%a

“““““ | matrlx solution:has to bie performed to match the -

;;;;; , IR Rl TS _~2bda148cc

G (10mg!100mL)
Calibration solution 40, amlstocksolution are-diuted wath mafrix solution 105 ml
(5.0 Mg/ 100 mL)
Calibratson solution 5 2 5 mL stock solution are dil uted \mth ratrix solition ’to 5 mL

fiie, the sequence described it the raw clata Allsol uttons are mjected at

-~ lsastionce. A S TS ST R
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“Rttective from: 26.07.2017

m Reg Mo 5654320

_approx. 5.6 min

The cosfficient of determination (Rz) hasto bez 0.99(1 If the correlation
coefficient (R) is used, this value has to be 20.995, o000

. té?&@kﬁzﬁaaﬁfﬁﬁo%eﬁé%df i{dbr 16 Sl g oo

The calculation of the content as well as the recovery in percent of test substance in Kiiba lab | ‘
diet mouse/rat "GLP” is performed electronically (e g Dionex Chromeleon = Softwars, Microsoft

S ol o1l f?@’%aﬁ"‘&%éét@?ff@ %?%F&E%ﬁ% 9158- 46472fe37fe8

Formulas, - § s

ot

Ieft rlght mapping (O 91) 403914b5-1ce0-4e59-b6ch- 9baf6€e4e333
V= flnal sample volume

d = dilution factor .+~
Rf = recovery factcr (see rex:cvery factortable below) ~~~~~~~~ [

ke3675ae0a429

footer (1.00), 033eel7e-2f3d-4bae-acd5-7ded13d05d55
This document is the property of the sponsor(s) (speffied @n peigér b@’e(b]{.@f@) pd@ﬁl@ﬁf@s@&@ﬁpﬂﬁﬁbebﬁbﬁb%@éw&l3ef9

Page 223 of 237




loegadélr. (D)) BY 4fBioeB 40 HEE A3 IBEA-2664cba046bBEBS e

- BASF

We create chemistry

Report; Project No.: 31C0343/09S078
logo (0.98), 6¢820e32-4762-4e7¢-8280-4710a6a991d7

text_block (1.00), 594eb5c2-8al17-469a-b5a7-7

19g0 (0.93), 304d2065-c884-481b-b:

o) ‘..l! Cl

ck ggggg@ gg&g@q 0f7-4624-bdbb- 7b38 a0k

S s 0.99), bebf5c25-1109-4428-84 75822494
beng O 99, R B e a0y Yh 47604b-799d-4c

Test substance number: 0§/0343
Riame of test substance: Reg No, 5654320 i
i Control procedura: Content (HPLCH Klibalab dtetmmse}raf GLP g
‘ t — . - 5 = = = =
Y 17¢59198b-bc7e-4082-8840-9690cf8d58fc
Concentration. 10 - Recovery Mean [%] ReCovéi’k ‘féC"cc:r‘
] 8940151001 4 94.0
05 049 b g |l me
S  ;996955 929 0r0 | . 988
25133 088 P s ol 103 ‘‘‘‘‘
b   9?'71933959 g7 Gy Wi e e
1250 s rr e

S=Aa59-79¢-8f2c0b96 7171

footer (1.00), 2a26fd68-510e-4420-a0c7-1d522a3ca099
This document is the property of the sponsor(s) (spefJfied en_ﬂﬂlUé’T’lb&re@ .tﬁ}@) pifﬁ}zﬁﬁﬂﬁs@ﬁﬁapéﬁﬁési@%aefﬁﬁﬁiwﬁisf

Page 224 of 237




loedr. (D)) @) 1BaeAesd balF5A00h5RR23 el 22 BB EOba

- BASF

We create chemistry

Report; Project No.: 31C0343/09S078

logo (0.98), ed342ea3-4799-447c-af86-d992b5ec307e

text_block (1.00), ee9c776d-5bd7-407e-8616-9¢

R

rt: Proj

o Contml edur

text b
F:gure 1. 1

Exampie ohromatogram matnx solution

(15 July
27

tN

1Y0343/09¥049 |

- dz?Z 60%64164a-1772-466
53, b05d98e4 0411-4b5-a778-;

2011, Project “no.
3411

2011-07-15#7

9;Méel:’r01ect N, :

Figure é mpl libr sof 3 1
|f|@waa ﬁﬁaﬁ@&g 8% fa%]S 87 acicet
3002011071543 L Kalibd U VIS 1
Al ' VWM. 266 nm
o e
e B i
10.,0:
1Y ]{ o
bipad S UL mttin .. o ame o SO R Er
sy gL P e O P T et
a0 25 50 78 1087 128 15.0 175 200

footer (1.00), 45f734a7-b1df-4e4f-8555-

Page 19 of 20

3f7481975e4c

19003d9e9e6bb

This document is the property of the sponsor(s)

(spe[fied) 6n paige ) ase bl 4@} pat(ies sla@eSwoTHA Beriiboraty tha-spiniat(e) L1

Pa

ge 225 of 237

7d46




loegadér. QD)) @) 46D BFP3HOBTbHboaf e AZRIRFRROf5C

- BASF

We create chemistry

Report; Project No.:

31C0343/09S078

logo (0.98), 2e68765d-98f2-4246-a497-1ce3acc546fa

text_block (1.00), b38a43eb-7f3a-4998-81ba-6¢

o TeX
[ estraciiy
Experimental Tm

) [ v A Tl

‘Pricctive from: 26 07.261

_Flgure ‘l 3 Examp e cahbratton curve (15 July 2011 concentration range: 0101 = 2520 mgﬂ 00

hmle-ac6a-30Rhd78c1 740 -

;‘lJVViS,f,‘ ,
:%“’“’g::aﬁs:‘ .
s |
o0 x T . e B ‘ ‘ )~' ; ; p
SR &4 16,0 15(3 i ‘2&{3 : 250 ‘30,0
i Amnun!:{mgﬁﬂ&ml.} i
text block (. 98) 05cfe1d1-6066-4434-8979- 89135fb71e68 “““

b
iy
D)
n
D
15
D
b
Hey
D
D
b

Page 20 of 20
footer (1.00), 8501a5ae-a0f9-4485-9659-eel14ae0cfcOc

3=A02d=8cb¥decfff750c16

This document is the property of the sponsor(s

) (speffied €n pagen ) ase b die) piiesd réda@siwaiieh BedrisSion ByHBE spbBENS) 2
Page 226 of 237

7b9cf




loepdlr. (D)) 0)] Qif2T 6 Anr-d SUBS44 el 2itad-9d2BB400b 8 7

i - BASF

We create chemistry

Report; Project No.: 31C0343/09S078

text_block (0.97), Sefda796-d4dRs¢2q0 k0966 115 Ee486569-4867- abad HotkSE:BOR 192d b 7
[Analytical Report | [Page Tof 10 |
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Homogeneity and Concentration Control Analysis o
BAS 850 H in Kliba lab diet mouse/rat “GLP”

heading_1 (0.35), 3f52d8cb-8668-46¢c8-bd23-60644329calb

left. tight, mapping (1.00), a23cg2be: 7850-4125-b39-2df3b969¢657

Test item (= test substance): BAS 850 H
Batch No.: COD-001484
Synonym: Reg.No. 5654329

heading_4 (0.35), 9e8972ea-345b-42b7-ae6c-178cfa868588

| 2. SAMPLE DATKI
Iezfttrighq_MrQaGp%'i‘ln%-li&gg?&g&%%g;‘%@%%g@%@%_@@ @@3893b-23ef67175fb4

Vehicle: Kliba lab diet mouse/rat “GLP”

samples until analysis: Freezer

heading_2 (0.32), a300df4f-0231-4e6b-8738-1c17b0990545

heading_3 (0.37), d5d7f87d-8148-4ecf-85c4-f157845164d5

3.1. SAMPLE PREPARATION AND ANALYSIS
text o9, = = = =0#0c/7a425928

The sample preparation and analysis of the test substance was carried out according to the
valid control procedure 09/0343 01-02.

A detailed description of the control procedure is given in the appendix of this report.

heading_3 (0.38), 30d61e5f-53ef-4326-affb-38ce3ed3el137
3.2. LIST OF DEVIATIONS

text block (0.93), 933a060b-9e54-4e09-872d-aca248e97680

There was no deviation from the described control procedure 09/0343 01-02.
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The results obtained for the homogeneity and concentration control analysis of
BAS 850 Hin Kllba lab diet mouse/rat ‘GLP” are summarlzed in the following table:

Date of sample preparatlon. 21 Aug 2011
Date of sampling: 21 Aug 2011
Date of receipt of sample in analytical laboratory: 21 Aug 2011
" Al bRabER S EYRAYRIO 5 -h c02-4 335 EMI !
Name Amount Nominal Nominal Mean RSD
Conc Conc
ppm ppm % % %
Sample 03 88.535 100 88.5%
Sample 04 93.930 100 93.9%
Sample 05 98.532 100 98.5% 93.7% 5.3%
Sample 06 471.076 500 94.2%
Sample 07 1023.468 1000 102.3%
Sample 08 1487.685 1500 99.2%
Sample 09 1623.864 1500 108.3%
Sample 10 1566.904 1500 104.5% 104.0% 4.4%

text bIOCk 08310Cb6962 6e40-48c8- b759 bd7628fe39d0

concluded that BAS 850 H was distributed homogeneously in Kllba lab dlet mouse/rat “GLP”

The mean values (samples 3 — 5 and samples 8 — 10) and single values (samples 6 and 7) of
BAS 850 H in Kliba lab diet mouse/rat “GLP” were found to be in the range of 90 % — 110 %
of the nominal concentrations.

These results demonstrated the correctness of the concentrations of BAS 850 H in Kliba lab
diet mouse/rat “GLP”.

Figures of the calibration curve and examples of chromatograms will follow within this report.

footer (1.00), 58c1885b-60ba-45aa-84a3-bd5acee2b7be

This document is the property of the sponsor(s) (spe{Jfied 6n_;ﬁldﬂ’lb$fe (ﬂc x@@) p&&lf%ﬁﬁﬁﬂﬁﬁ@@aﬂrﬂrﬁ&e@%ﬂ&aﬁ&é@b 6f6
[Page 228 of 237




logaoidr. (D)) P82 1 He 636 6:2360H09 hdsa 1R AB3382H 096

i - BASF

We create chemistry

Report; Project No.: 31C0343/09S078
text_block (0.86), clcddOc3- 079@;@@1%@@@99%%@@&%@43(13 4185-bSab 1513614 60V AE506be

. - - - v v.. oY= If é u =
Figure 1.1 Chromatogram of a blank sample {sample 02, me asured on 29 Aug 2011)
20 ”2"0110&29#7 e 02 UV VIS 1
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Flgure 1.2 Chromatogram of calibration solution 1 (0.101 mg/100 mL, measured on 29 Aug
@qu)(o 68), 9ce6af38-1a9e-4314-bc3e-31f7105b55a0
300 2011-08-29#1 Kalib 1 UV VIS 1
T mAU VWL:266 nm
200
1,00
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5.1. CONTROL PROCEDURE 09/0343_01-02

text_block (0.98), fba7294a-45bd-4069-8883-2ec0c883d0$@yo (0.76), 9ccfa7ce-d9a3-4f3b-

BASF SE .BASF
taest FgimCK {967@&%7),386@0—990& 760-9e7d-6¢1d410924L Liemica compan
'aﬁp'“@m ’ d-9054-431Qrad3Rib bR 18 J8), 832269¢8-3b36-4

fﬁﬁber: Go/0343 0. 09/0343_01-02
kance: Reg.No. 5654329 %%QF%QLQ%(('QZC% )’ 06475996_9098_4OC2_8O5
Control procedure: Content (HPLC) / Kliba lab diet mouse/rat “GLP” age 1 of 6
— — * l = =
- Tecnnigue Pl
System: Agilent 1100 with autosampler, DAD, Dionex Chromeleon — Softwarg
(Dionex), or equivalent system
Column: Length: 250 mm
Inner diameter: 4.6 mm
Stationary Phase: Gemini 5 pm €18, Phenomenex or equivalent
Mobile Phase A: 1000 mL of acetonitrile are mixed with 1 mL formic acid

&P R 76), 6730 (e pvIEs 20 gred wl e doatf’Gice

N

Time {min) Mobile Phase A Mobile Phase B
(%) (%)

65 35
left_right_mapping (0.99), ae2295d1-2dd2-4dfe-b092-4ddb3691699¢
Injection volume: Sl
Flow rate: 1.4 mLfmin
Detection: 266 nm
Column temperature: ambient
Run time: approx. 20 min
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BASF SE
est Facili L ‘ J ¥ e
td] B RiintHia Bt aRREHRBORA RS 4114 3 P94 3L 7 6046 a4k :
[eemogesTpping (1.00), 5053 164-a84a- 4966924913231 st AH h3fhaggen-2doe-4 4
el e s I YA SN R LR
est substance number: 09/0343 NG, 00/0343" 002" 1
ame of test substance: Reg.No. 5654329 ffective from. 26.07.2011
ol /]
ST NASITATTs 1 raTAt4Ts S Y&
Sample solytion SR e e
Concentration range (o0 — 6250 ppm)
5 g of the samples are weighed into a 50 mL Polypropylene centrifuge
tube with a screw cap. Extract the samples 3 times with 30 mL extraction
solvent for 30 minutes using a lab shaker. After centrifugation at 4500 rpm
for 2 min, the supernatants are collected in a 100 mL volumetric flask. Theg
combined extracts are diluted with acetonitrile to 100 mL.
The samples are filtered (cellulose filter, 0.2 pm) prior HPLC analysis.
Annotation: If the amount of test substance in the sample solution is
outside the calibration range (calibration solutions 1 — 8), an adequate
dilution step with matrix solution has to be performed to match the
g .
text_block (0.93), 3176dlad-1ddb-47cf-b15d-346¢c5cd8a231
Matrix solution: The preparation of the matrix solution has to be performed according to
the procedure described for sample solution preparation
Stock solution: Approx. 50 mg test substance is dissolved to a final volume of 100 mL with

extraction solvent (50 mg/100 mL).

Calibration solution 1: 0.1 mL stock solution are diluted with matrix solution to 50 mL
(0.1 mg/100 mL)

Calibration solution 2: 0.1 mL stock solution are diluted with matrix solution to 25 mL
(0.2 mg/100 mL)

Calibration solution 3: 0.1 mL stock solution are diluted with matrix solution to 5 mL
(1.0 mg/100 mL)

Calibration solution 4: 0.5 mL stock solution are diluted with matrix solution to 5 mL
(5.0 mg/100 mL)

Calibration solution 5: 2.5 mL stock solution are diluted with matrix solution to 5 mL
(25.0 mg/100 mL)

text block 0. 48) 557a6f02 ac29- 4632 945b al4f030eccb6

System swtablllty solution Is prepared with a second |ndependent

text_block (0. 75) I Dos T AT T A0 Oedo 056502 L2055,
After Cendltlonln_g the HPLC system, ser_nple sol_utions, _rn_atrix solution,

calibration solutions and system-suitability solution are injected according
to the sequence described in the raw data. All solutions are injected at
least once.
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a- 990'8 46?.114 SRR 4%%%"%%%\ 7e3e7c3e-675d-4b

No.: 09/0343_01-02

Test substance number: 09/0343

Name of test substance: Reg.No. 5654329

Effective from: 26.07.2011

eading 4 (0.84), 6e8bt3ae-o5db-44Bc-aage-20cdacc79d96

-Retention time;]

Test substance: Reg.MNo. 5654329:
approx. 5.6 min

RREBIEEY: 69), 524c985-c967-4802-ae77-037f518d6644

The calculated contend of the system-suitability solution, has to be in the
range from 95 % to 105 %.

The coefficient of determination (RQ) has to be = 0.990. If the correlation
coefficient (R) is used, this value has to be = 0.995.

Calculation:

B9, ISRIETCFIO8) CAYPheMeaRerEens6coith /RS 8 PIOfepnal  calibration

The calculation of the content as well as the recovery in percent of test substance in Kliba lab

diet mousefrat “GLP" is performed electronically (e.g. Dionex Chromeleon — Scftware, Microsoft
Excel). Basic formulas for calculations are described below.

L0, RO AR

pping (0.69), 22da0343-1b6f-4c13-a54b-2eb3debflce0
4 sl K HikfkEon salp 93e9-353a-4fb1-850a-e31992870885

b = Intercept

67c95¢c-9b43-4d29-8da3-36e38c699502

| (T -b) V-dl
left_n t_mappir‘]{g (0.98), 0a48ee46-25ba-4f1b-bebe-0a8741a58464

w = weight sample

V = final sample volume

d = dilution factor

Rf = recovery factor (see recovery factor table belo
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Test substance number: 09/0343

Facili

No.: 09/0343_01-02
Name of test substance: Reg.No. 5654329 Effective from: 26.07.2011

Control procedure: Content (HPLC) / Kliba lab diet mouse/rat “GLP”

Page 4 of 6
tdiRectteRMaTAP80817-eda7-45ab-987¢c-e0c2d366d5a7
Concentration Recovery Mean [%] Recovery-factor
[ppm] [%] RSD [%]
5.5 89.4; 9;4%100.1; 94490 5.58
— 99.6; 95_3;8 982_9; 97.0; 92%8 - B8
1250 97.7; sas.g;9 905.9; 97.2; 9;.76 1,06
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Test substance number: 09/0343 t@t)(tOEt@R?)1(@ 0928f dl 323e- 4afa 8b4b

o) 1884045575 40,364 365

Name of test substance: Reg.No. 5654329

Control procedure Content (HPLC})/ Kllba Iab diet mouselrat ‘GLP"
aANele ()

Flgure 1.1: Example chromatogram matrix solution (15 July 2011, Project no

5.0 2011-07-15 #7 Matrix Uv MS 1
’ :mAU| N WAML:266 nm

2o

o

25

Figure 1.2. Example chromatogram calibration solution 3 (15 July 2011, Project no.:

AL 8 231 -42af-bc92-49bd944785€0

300 2011-07-15#3 Kalib 3 UV MS 1
! _mAU WAL:266 nm
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Test substance number: 09/0343

Name of test substance: Reg.No. 5654329
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Figure 1.3. Example calibration curve (15 July 2011 concentration range: 0.101 — 25.20 mg/104
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