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1. SU
M

M
ARY 

1.1. M
ETH

O
D

S 

B
A

S
 750 F w

as adm
inistered via the diet to groups of 5 m

ale and 5 fem
ale C

57B
L/6 J R

j 
m

ice at concentrations of 0 (test group 0), 30 (test group 1), 100 (test group 2), 300 (test 
group 3) and 1000 ppm

 (test group 4) over a period of 4 w
eeks. 

  1.2. O
B

SER
VA

TIO
N

S 

Food consum
ption, w

ater consum
ption and body w

eight w
ere determ

ined w
eekly. The 

anim
als w

ere exam
ined for signs of toxicity or m

ortality at least once a day. D
etailed clinical 

exam
inations in an open field w

ere conducted prior to the start of the adm
inistration period 

and w
eekly thereafter. C

linicochem
ical and hem

atological exam
inations w

ere perform
ed 

tow
ards the end of the adm

inistration period. After the adm
inistration period all m

ice w
ere 

sacrificed and assessed by gross pathology, follow
ed by histopathological exam

inations. 
  1.3. R

ESU
LTS 

1.3.1. A
nalytics 

The various analyses confirm
ed 

 • 
the stability of the test-substance preparations w

ith 50 ppm
 for a period of 35 days and 

w
ith 30 ppm

 of 32 days at room
 tem

perature, 
• 

the hom
ogeneous distribution of the test substance in the vehicle, 

• 
the correctness of the prepared concentrations. 
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1.3.2. Findings 

The follow
ing test substance-related, relevant findings w

ere noted: 
 Test group 4: 1000 ppm

 
(128.2 m

g/kg bw
/d in m

ales and 145.2 m
g/kg bw

/d in fem
ales) 

 C
linical E

xam
inations: 

• 
D

ecreased body w
eight (-13.1%

 in m
ales and -6.2%

 in fem
ales on study day 28) and 

body w
eight change (-103%

 in m
ales and -65.2%

 in fem
ales) in both sexes 

• 
D

ecreased food consum
ption in m

ale and fem
ale anim

als over the entire study period 
up to -41.9%

 on study day 7 in m
ales and up to -45.0%

 on study day 14 in fem
ale 

anim
als 

 C
linical P

athology: 
• 

Increased alanine am
inotransferase (A

LT) activities in m
ales 

• 
D

ecreased cholesterol levels in m
ales 

• 
D

ecreased glucose and album
in levels in fem

ales 
 P

athology 
• 

H
epatocellular hypertrophy in all m

ale and fem
ale anim

als accom
panied by necrosis in 

4/5 m
ale and 3/5 fem

ale anim
als and an increase in absolute and relative w

eights 
above the historical control range 

• 
Increase in absolute and relative thym

us w
eights above historical controls in fem

ale 
anim

als 
  

Test group 3: 300 ppm
 

(47.9 m
g/kg bw

/d in m
ales and 61 m

g/kg bw
/d in fem

ales) 
 C

linical E
xam

inations: 
• 

N
o test substance-related, adverse effects 

 C
linical P

athology: 
• 

N
o test substance-related, adverse effects 

 P
athology 

• 
H

epatocellular hypertrophy in all fem
ale anim

als accom
panied by an increase in 

absolute and relative w
eights  
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Test group 2: 100 ppm
 

(15.5 m
g/kg bw

/d in m
ales and 18.5 m

g/kg bw
/d in fem

ales) 
 C

linical E
xam

inations: 
• 

N
o test substance-related, adverse effects 

 C
linical P

athology: 
• 

N
o test substance-related, adverse effects 

 P
athology 

• 
N

o test substance-related, adverse effects 
  Test group 1: 30 ppm

 
(4.8 m

g/kg bw
/d in m

ales and 5.8 m
g/kg bw

/d in fem
ales) 

 C
linical E

xam
inations: 

• 
N

o test substance-related, adverse effects 
 C

linical P
athology: 

• 
N

o test substance-related, adverse effects 
 P

athology 
• 

N
o test substance-related, adverse effects 

    1.4. C
O

N
C

LU
SIO

N
 

The adm
inistration of B

A
S

 750 F via the diet to m
ale and fem

ale C
57B

L/6 J R
j m

ice for 4 
w

eeks caused test substance-related adverse signs of system
ic toxicity at concentrations of 

1000 ppm
 (128 m

g/kg bw
/d) in m

ale and at 300 ppm
 in fem

ale (61 m
g/kg bw

/d) C
57B

L/6 J 
R

j m
ice. 

 In conclusion, concerning clinical findings and clinical pathology param
eters, the no 

observed adverse effect level (N
O

A
E

L) for this test com
pound in m

ice is 300 ppm
 in m

ale 
(48 m

g/kg bw
/d) and 100 ppm

 in fem
ale (19 m

g/kg bw
/d) C

57B
L/6 J R

j m
ice. 
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2. IN
TR

O
D

U
C

TIO
N

 

2.1. O
B

JEC
TIVES 

The aim
 of the study w

as to assess the toxicological profile of the test substance including 
the target organs and the “no observed adverse effect level” (N

O
A

E
L) after 4 w

eeks 
adm

inistration via the diet. 
  2.2. SELEC

TIO
N

 O
F D

O
SES 

A
t the request of the sponsor, the follow

ing concentrations w
ere selected for the present 

study: 
 

1000 ppm
 

as high dose 
300 ppm

 
as interm

ediate doses 
100 ppm

 
30 ppm

 
as low

 dose 
 The oral route w

as selected since this w
as proven to be suitable for the detection of a 

toxicological hazard. 
  2.3. TEST G

U
ID

ELIN
ES 

 O
E

C
D

 G
uidelines for Testing of C

hem
icals; M

ethod N
o. 407: R

epeated D
ose 28-day 

O
ral Toxicity S

tudy in R
odents; adopted 03 O

ct 2008. 
 

 U
.S

. E
PA

 H
ealth Effects Test G

uidelines. O
PP

TS
 870.3050; Jul 2000 

  C
om

m
ission R

egulation (E
C

) N
o 440/2008 of 30 M

ay 2008 laying dow
n test m

ethods 
pursuant to R

egulation (E
C

) N
o 1907/2006 of the E

uropean Parliam
ent and of the 

C
ouncil on the R

egistration, E
valuation, Authorisation and R

estriction of C
hem

icals 
(R

E
A

C
H

), P
art B

: M
ethods for the determ

ination of toxicity and other health effects: 
B

.7. R
epeated D

ose (28 D
ays) Toxicity (O

ral); O
fficial Journal of the European U

nion, 
N

o. L 142. 
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2.4. STU
D

Y D
A

TES  

In the follow
ing table, the relevant intervals for certain study phases are given: 

 

D
ates 

Phase of study/ Exam
ination 

Study day  

14 Jan 2013 
S

tudy initiation date: signature of study director 
-7 

15 Jan 2013 
E

xperim
ental starting date: arrival of the m

ice and 
start of the acclim

atization period 
-6 

18 Jan 2013 
R

andom
ization of the m

ice 
-3 

21 Jan 2013 
S

tart of the adm
inistration period 

0 

18 Feb 2013 
Last w

eighing  
28 

19 Feb 2013 
B

lood sam
pling and necropsy

a) 
29 

Feb – M
ay 2013 

O
rgan fixation, processing and evaluation 

 

07 Jun 2013 
E

xperim
ental com

pletion date; draft report to Q
A

U
 

 
a) 

= 
Fasting period (w

ithdraw
al of food) of about 16 to 20 hours before necropsy 

  2.5. R
ETEN

TIO
N

 O
F R

EC
O

R
D

S 

G
LP

-relevant records and m
aterials are stored at B

AS
F S

E
 for at least the period of tim

e 
specified in the G

LP
 principles. D

etails concerning responsibilities or locations of archiving 
can be seen from

 the respective S
O

P
s and from

 the raw
 data. 

  2.6. A
N

IM
A

L W
ELFA

R
E 

This study w
ill be perform

ed in an A
AA

LAC
-approved laboratory in accordance w

ith the 
G

erm
an Anim

al W
elfare A

ct and the effective E
uropean C

ouncil D
irective. 
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3. M
ATER

IA
L A

N
D

 M
ETH

O
D

S 

3.1. TEST ITEM
 

The analyses of the test item
 (= test substance) w

ere carried out at the C
rop P

rotection - 
E

cology and E
nvironm

ental A
nalytics of B

A
SF S

E
, S

peyerer S
traße 2, 67117 Lim

burgerhof, 
G

erm
any. 

 N
am

e of test substance: 
B

A
S

 750 F 

Test substance N
o.: 

11/0741-6 

B
atch N

o.: 
C

O
D

-001662 

P
urity: 

95.5 %
 (tolerance ± 1.0%

; S
tudy N

o. 429913_4) 

H
om

ogeneity: 
given (S

tudy N
o. 429913_4) 

S
tability: 

The stability of the test substance under storage conditions 
over the test period w

as guaranteed by the sponsor, and 
the sponsor holds this responsibility. 

A
D

D
ITIO

N
AL TES

T-SU
B

S
TA

N
C

E
 IN

FO
R

M
A

TIO
N

 

D
ate of production: 

07 Aug 2012 

E
xpiration D

ate: 
31 Aug 2013 

S
ynonym

: 
R

eg.N
o. 5834378 

P
hysical state/ color: 

solid/beige 

S
torage conditions: 

am
bient (room

 tem
perature) 
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3.2. TEST SYSTEM
 

3.2.1. Species and strain 

S
pecies: 

m
ouse 

S
train: 

C
57B

L/6 J R
j 

S
upplier: 

R
aison sociale : JA

N
V

IE
R

 S
.A

.S 
R

oute des C
henês Secs – C

.S
. 4105 

Le G
enest-S

t-Isle 
F-53941 ST Berthevin C

edex 

S
ex: 

m
ales and fem

ales 

A
ge w

hen supplied: 
42 - 44 days  

A
ge at the beginning of the 

adm
inistration period: 

48 - 50 days 

R
eason for the selection: 

The m
ouse is a frequently used laboratory anim

al, and 
there 

is 
com

prehensive 
experience 

w
ith 

this 
anim

al 
species. 

M
oreover, 

the 
rat 

has 
been 

proposed 
as 

a 
suitable anim

al species by the O
E

C
D

 and the E
P

A. 

A
nim

al identification: 
ear tattoo (anim

al num
ber) 

   3.3. H
O

U
SIN

G
 A

N
D

 D
IET 

The m
ice w

ere housed together (5 anim
als per cage) in polycarbonate cages type M

 III w
ith 

m
esh w

ire tops, supplied by B
E

C
K

E
R

 &
 C

o., C
astrop-R

auxel. D
ust-free w

ooden bedding 
w

as used in this study (the present supplier is docum
ented in the raw

 data). P
LE

XX m
ouse 

tunnel (red, transparent) and nest building m
aterial N

estlets N
E

S
 3600 (P

LE
XX b.v.; E

lst, 
N

etherlands) w
ere added for enrichm

ent. The m
ice w

ere accom
m

odated in fully air-
conditioned room

s in w
hich central air conditioning guaranteed a range of tem

perature of 
20-24 °C

, a range of relative hum
idity of 30-70%

 and 15 air changes per hour. The 
day/night cycle w

as 12 hours (12 hours light from
 06.00 h-18.00 h, 12 hours dark from

 
18.00 h-06.00 h). There w

ere no or only m
inim

al deviations from
 these lim

its.  
The 

anim
al 

room
 

w
as 

com
pletely 

disinfected 
prior 

to 
the 

study 
using 

a 
disinfector 

("A
U

TE
X", fully autom

atic, form
alin-am

m
onia-based term

inal disinfector). The floor and the 
w

alls w
ere cleaned once a w

eek w
ith w

ater containing an appropriate disinfectant.  
 The food used w

as ground K
liba m

aintenance diet m
ouse/rat “G

LP
” m

eal, supplied by 
P

rovim
i K

liba S
A

, Kaiseraugst, S
w

itzerland. Food and drinking w
ater (from

 w
ater bottles) 

w
ere available ad libitum

. 
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3.4. TEST G
R

O
U

PS AN
D

 D
O

SES 

M
ales 

Test group 
C

oncentration 
(ppm

) 
N

o. of m
ice 

A
nim

al N
o. 

C
age N

o. 

0 
0

 
5 

1 - 5 
1 

1 
30 

5 
6 - 10 

2 

2 
100 

5 
11 - 15 

3 

3 
300 

5 
16 - 20 

4 

4 
1000 

5 
21 - 25 

5 

  Fem
ales 

Test group 
C

oncentration 
(ppm

) 
N

o. of m
ice 

A
nim

al N
o. 

C
age N

o. 

0 
0

 
5 

26 - 30 
6 

1 
30 

5 
31 - 35 

7 

2 
100 

5 
36 - 40 

8 

3 
300 

5 
41 - 45 

9 

4 
1000 

5 
46 - 50 

10 

   3.5. TEST SU
B

STA
N

C
E PR

EPA
R

A
TIO

N
S A

N
D

 PR
EPA

R
A

TIO
N

 FR
EQ

U
EN

C
Y 

For each concentration, the test substance B
A

S
 750 F w

as w
eighted out and m

ixed w
ith a 

sm
all am

ount of food. Then corresponding am
ounts of food, depending on test group, w

ere 
added to this prem

ix in order to obtain the desired concentrations. M
ixing w

as carried out 
for about 10 m

inutes in a laboratory m
ixer. D

etails of the m
ixers used are retained w

ith the 
raw

 data.  
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3.6. A
N

A
LYSES 

3.6.1. A
nalyses of the test-substance preparations 

The 
analyses 

of 
the 

test-substance 
preparations 

w
ere 

carried 
out 

at 
the 

A
nalytical 

C
hem

istry Laboratory of E
xperim

ental Toxicology and E
cology of B

A
S

F SE
, Ludw

igshafen, 
G

erm
any.  

 The stability of the test substance in the diet of 50 ppm
 at room

 tem
perature for a period of 

35 days w
as dem

onstrated before the start of the adm
inistration period (B

A
S

F P
roject N

o. 
01Y0741/11Y094), see P

A
R

T III, Supplem
ent) and of 30 ppm

 in the diet over a period of up 
to 

32 
days 

at 
room

 
tem

perature 
w

as 
dem

onstrated 
during 

the 
study 

period 
(B

A
S

F P
roject N

o. 01Y0741/11Y115, see P
AR

T III, Supplem
ent). 

 H
om

ogeneity control analyses of test-substance preparations w
ere verified in the highest 

and low
est concentration. The sam

ples w
ere used as a concentration control at the sam

e 
tim

e. A
dditionally concentration control analyses w

ere verified in all concentrations at the 
beginning of the study. 
  3.6.2. A

nalytical m
ethods 

The m
ethods used for analytical investigations of the test-substance preparations can be 

found in P
A

R
T III (S

upplem
ent). 

  3.6.3. Food analyses 

The 
supplier 

assayed 
the 

food 
used 

in 
the 

study 
for 

chem
ical 

and 
m

icrobiological 
contam

inants. 
  3.6.4. D

rinking w
ater analyses 

The drinking w
ater is regularly assayed for chem

ical contam
inants by the m

unicipal 
authorities of Frankenthal and by the E

nvironm
ental A

nalytics W
ater/S

team
 M

onitoring 
D

epartm
ent of BA

S
F S

E
 as w

ell as for the presence of m
icroorganism

s by a contract 
laboratory. 
  3.6.5. B

edding and enrichm
ent analyses 

The bedding and the enrichm
ent are regularly assayed for contam

inants (chlorinated 
hydrocarbons and heavy m

etals). 
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3.7. EXPER
IM

EN
TAL PR

O
C

ED
U

R
E 

S
tarting on day of arrival, the m

ice w
ere accustom

ed to the environm
ental conditions of the 

study. D
uring the adaptation period the anim

als received ground diet and drinking w
ater ad 

libitum
. 

P
rior to the first detailed clinical observation, the m

ice w
ere distributed according to w

eight 
am

ong the individual test groups, separated by sex. The w
eight variation of the anim

als 
used did not exceed 20 percent of the m

ean w
eight of each sex. The list of random

ization 
instructions w

as com
piled w

ith a com
puter. 

A
t the start of the adm

inistration period (day 0) the m
ice w

ere 48-50 days old. 
The test substance w

as adm
inistered daily for 28 days. C

ontrol anim
als received only the 

vehicle. A
ll rem

aining anim
als w

ere sacrificed after a fasting period (w
ithdraw

al of food) of 
at least 16 hours. 
   3.8. C

LIN
IC

A
L EXA

M
IN

A
TIO

N
S 

 3.8.1. M
ortality 

A
 check for m

oribund and dead anim
als w

as m
ade tw

ice daily on w
orking days and once 

daily on Saturdays, S
undays and public holidays. If anim

als w
ere in a m

oribund state, they 
w

ere sacrificed and necropsied. 
  3.8.2. C

linical observations 

A
ll anim

als w
ere checked daily for any clinically abnorm

al signs. Abnorm
alities and changes 

w
ere docum

ented for each anim
al.  

  3.8.3. D
etailed clinical observations 

D
etailed 

clinical 
observations 

(D
C

O
) 

w
ere 

perform
ed 

in 
all 

anim
als 

prior 
to 

the 
adm

inistration period and thereafter at w
eekly intervals. The findings w

ere ranked according 
to the degree of severity, if applicable. The anim

als w
ere transferred to a standard arena 

(50 × 37.5 cm
 w

ith sides of 25 cm
 high). The follow

ing param
eters w

ere exam
ined: 

 1. 
A

bnorm
al behavior during “handling” 

2. 
Fur 

3. 
S

kin 
4. 

P
osture 

5. 
S

alivation 
6. 

R
espiration 

7. 
A

ctivity/ arousal level 
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8. 
Trem

ors 
9. 

C
onvulsions 

10. A
bnorm

al m
ovem

ents 
11. Im

pairm
ent of gait 

12. Lacrim
ation 

13. P
alpebral closure 

14. E
xophthalm

us 
15. A

ssessm
ent of the feces discharged during the exam

ination (appearance/ consistency)  
16. A

ssessm
ent of the urine discharged during the exam

ination 
17. P

upil size 
  3.8.4. Food consum

ption 

Food consum
ption w

as determ
ined w

eekly over a period of 1 day and calculated as m
ean 

food consum
ption in g per m

ouse and day. 
 3.8.5. W

ater consum
ption 

D
rinking w

ater consum
ption w

as determ
ined on study days 7, 14, 21 and 28 and calculated 

as m
ean w

ater consum
ption in gram

s per m
ouse and day. 

  3.8.6. B
ody w

eight data 

B
ody w

eight w
as determ

ined before the start of the adm
inistration period in order to 

random
ize the anim

als. D
uring the adm

inistration period the body w
eight w

as determ
ined 

on day 0 (start of the adm
inistration period) and thereafter at w

eekly intervals. The 
difference betw

een the body w
eight on the respective day of w

eighing and the body w
eight 

on day 0 w
as calculated as body w

eight change. 
  3.8.7. Intake of test substance 

The m
ean daily intake of test substance (group m

eans) w
as calculated based upon 

individual values for body w
eight and m

ean food consum
ption per cage. 

 FC
x  x C

 
 

 
 

= test substance intake for study day x 
   BW

x  
 

 
 BW

x  
= body w

eight on study day x [g] 
FC

x  
= m

ean daily food consum
ption on study day x [g] 

C
 

= concentration in the diet on study day x [m
g/kg] 
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3.8.8. Statistics of clinical exam
inations 

M
eans and standard deviations of each test group w

ere calculated for several param
eters 

(see tables). Further statistical analyses w
ere perform

ed according to follow
ing tables: 

 Param
eters 

Statistical test 
M

arkers in the 
tables 

R
eferences 

Body w
eight, 

body w
eight change 

A com
parison of each group 

w
ith the control group w

as 
perform

ed 
using 

D
U

N
N

ETT's test (tw
o-sided) 

for the hypothesis of equal 
m

eans 

* for p ≤ 0.05 
** for p ≤ 0.01 

D
U

N
N

ETT, 
C

.W
. 

(1955): 
A 

m
ultiple com

parison procedure for 
com

paring several treatm
ents w

ith 
a 

control. 
JASA, 

Vol. 50, 
1096-

1121 
 D

U
N

N
ETT, 

C
.W

. 
(1964). 

N
ew

 
tables 

for 
m

ultiple 
com

parisons 
w

ith a control. Biom
etrics, Vol. 20, 

482-491 

 

P
age 26 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben



3.9. C
LIN

IC
A

L PA
TH

O
LO

G
Y 

In the m
orning blood w

as taken from
 the retro-bulbar venous plexus (for hem

atology) or 
after 

decapitation 
(for 

clinical 
chem

istry) 
from

 
fasted 

anim
als. 

The 
anim

als 
w

ere 
anaesthetized using isoflurane. The blood sam

pling procedure and subsequent analysis of 
blood and serum

 sam
ples w

ere carried out in a random
ized sequence.  

 The assays of blood and serum
 param

eters w
ere perform

ed under internal laboratory 
quality control conditions w

ith reference controls to assure reliable test results. 
 The results of clinical pathology exam

inations w
ere expressed in International S

ystem
 (S

I) 
units. 
 The follow

ing exam
inations w

ere carried out in 5 anim
als per test group and sex.  

 3.9.1. H
em

atology 

The follow
ing param

eters w
ere determ

ined in blood w
ith E

D
TA

-K
3  as anticoagulant using a 

particle counter (A
dvia 120 m

odel; B
ayer, Fernw

ald, G
erm

any): 
P

aram
eters and m

ethods: 
 Param

eter 
U

nit 
M

ethod 
R

eferences 
Leukocyte count 
(W

BC
) 

giga/L 
cytochem

istry coupled w
ith 

flow
 cytom

etry  
 

Erythrocyte count 
(R

BC
) 

tera/L 
flow

 cytom
etric laserlight 

scattering 
 

H
em

oglobin 
(H

G
B) 

m
m

ol/L 
cyanm

ethem
oglobin 

m
ethod; according to IC

S
H

 
 

H
em

atocrit 
(H

C
T) 

L/L 
calculation: 
M

C
V x erythrocytes 

 

M
ean corpuscular 

volum
e 

(M
C

V) 

fL 
R

BC
/PLT m

ethod; m
ean of 

R
BC

 volum
e distribution 

curve (histogram
) 

 O
perator’s G

uide for Advia 120 S
ystem

 

M
ean corpuscular 

hem
oglobin 

(M
C

H
) 

fm
ol 

calculation: 
 hem

oglobin 
erythrocytes 

 

M
ean corpuscular 

hem
oglobin 

concentration 
(M

C
H

C
) 

m
m

ol/L 
calculation: 
 hem

oglobin 
hem

atocrit 

 

Platelet count 
(PLT) 

giga/L 
flow

 cytom
etric laserlight 

scattering 
 

D
ifferential blood 

count 
%

 and 
giga/L 

cytochem
istry coupled w

ith 
flow

 cytom
etry 

 

R
eticulocytes 

(R
ET) 

%
 

cytochem
istry coupled w

ith 
flow

 cytom
etry 

 

 Furtherm
ore, blood sm

ears w
ere prepared and stained according to W

R
IG

H
T w

ithout being 
evaluated, because of non-am

biguous results of the differential blood cell counts m
easured 
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by the autom
ated instrum

ent. (reference: H
em

atology: P
rinciples and P

rocedures, 6
th 

E
dition, B

row
n A

B
, Lea &

 Febiger, P
hiladelphia, 1993, page 101). 

  3.9.2. C
linical chem

istry 

A
n autom

atic analyzer (H
itachi 917; R

oche, M
annheim

, G
erm

any) w
as used to exam

ine the 
clinicochem

ical param
eters  

 P
aram

eters and m
ethods: 

 Enzym
e (system

atic nam
e and 

system
 num

ber) 
U

nit 
M

ethod, w
ave-

length and 
m

easuring 
tem

perature 

R
eferences 

Alanine am
inotransferase 

(ALT) 
(L-alanine: 2-oxoglutarate 
am

inotransferase;  
EC

 2.6.1.2.) 

µkat/L 
kinetic U

V test, 
340 nm

; 37°C
 

R
ecom

m
endations of the G

erm
an 

Society for C
linical C

hem
istry: 

"Standardization of m
ethods for 

determ
ining enzym

e activities in 
biological liquids". 

Aspartate am
inotransferase 

(AST) 
(L-aspartate: 2-oxoglutarate 
am

inotransferase;  
EC

 2.6.1.1.) 

µkat/L 
kinetic U

V test, 
340 nm

; 37°C
 

J. C
lin. C

hem
. C

lin. Biochem
. 8, 658-

660 (1970); 
J. C

lin. C
hem

. C
lin. Biochem

. 9, 464-
465 (1971); 
J. C

lin. C
hem

. C
lin. Biochem

. 10, 
182-192 (1972) 

Alkaline phosphatase 
(ALP) 
(orthophosphoric acid m

onoester 
phosphohydrolase;  
EC

 3.1.3.1.) 

µkat/L 
kinetic color test, 
415 nm

, 37°C
 

R
oche w

orking instructions 

γ-G
lutam

yltransferase  
(G

G
T) 

(γ -glutam
yl) peptide: am

inoacid-γ-
glutam

yl-transferase;  
EC

 2.3.2.2.) 

nkat/L 
kinetic color test, 
415 nm

, 37°C
 

S
zasz, G

. et al.,  
J. C

lin. C
hem

. C
lin. Biochem

. 12, 228 
(1974) 
R

oche w
orking instructions 
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 B
lood 

C
hem

istry 
Param

eter 

U
nit 

M
ethod 

R
eferences 

Sodium
 

(N
A) 

m
m

ol/L 
 

 

Potassium
 

(K) 
m

m
ol/L 

ion selective electrodes (IS
E) 

H
itachi 917 - w

orking instructions 

C
hloride 

(C
L) 

m
m

ol/L 
 

 

Inorganic 
phosphate 
(IN

P) 

m
m

ol/L 
m

olybdate reaction 
H

enry, R
.J. in: "C

linical C
hem

istry", H
arper 

and R
ow

 Publishers, N
ew

 York (1974); 
R

oche w
orking instructions 

C
alcium

 
(C

A) 
m

m
ol/L 

o-cresolphthalein com
plex 

w
ithout deproteinization 

R
ay Sarkar, B.C

. and C
hauhan, U

.P.S., 
Anal. Biochem

. 20, 155 (1967); R
oche 

w
orking instructions 

U
rea 

(U
R

EA) 
m

m
ol/L 

enzym
atic determ

ination w
ith the 

urease/ glutam
ate dehydro-

genase m
ethod 

N
eum

ann, U
. and Ziegenhorn, J.: X

VI, 
N

ordiska kongressen for klinisk kem
i och 

klinisk fysiologi 1977, O
ulu, Finland; R

oche 
w

orking instructions 
C

reatinine 
(C

R
EA) 

µm
ol/L 

kinetic Jaffé m
ethod w

ithout 
deproteinization 

Bartels, H
. et al., C

lin. C
him

. Acta 37, 193 
(1972); R

oche w
orking instructions 

G
lucose 

(G
LU

C
) 

m
m

ol/L 
hexokinase/glucose-6-phosphate 
dehydrogenase m

ethod 
Schm

idt, F.H
., Klin. W

schr. 39, 1244-1247 
(1961); R

oche w
orking instructions 

Total bilirubin 
(TBIL) 

µm
ol/L 

D
PD

 m
ethod 

W
ahlefeld, A

.W
. et al., Scand. J. C

lin. Lab. 
Invest. 29, S

uppl. 126 (1972) Abstract 
11.12; R

oche  w
orking instructions 

Total protein 
(TPR

O
T) 

g/L 
biuret m

ethod 
W

eichselbaum
, T.E., Am

er. J. C
lin. Path. 

10, 40 (1946); R
oche w

orking instructions 
Album

in 
(ALB) 

g/L 
brom

ocresol green m
ethod 

D
oum

as et al., C
lin. C

him
. Acta 31, 87 

(1971); R
oche w

orking instructions 
G

lobulins 
(G

LO
B) 

g/L 
difference betw

een total protein 
and album

in 
 

Triglycerides 
(TR

IG
) 

m
m

ol/L 
enzym

atic color test w
ith lipase 

esterase/ glycerokinase/ glycerol-
3-phosphate oxidase/4-am

ino-
phenazone 

m
od. m

ethod by W
ahlefeld, A.W

., in 
"M

ethoden der enzym
atischen Analyse" 

[M
ethods of enzym

atic analysis] 
(Bergm

eyer, H
.U

., ed.) Vol. II, 3rd ed., 
Verlag C

hem
ie W

einheim
, G

ER
M

AN
Y, pp. 

1878-1882 (1974); R
oche w

orking 
instructions 

C
holesterol 

(C
H

O
L) 

m
m

ol/L 
enzym

atic determ
ination w

ith 
cholesterol esterase/ cholesterol 
oxidase/4-am

ino-phenazone 
(C

H
O

D
-PA

P m
ethod) 

Siedel, J. et al., J. C
lin. C

hem
. C

lin. 
Biochem

. 19, 838 (1981); R
oche w

orking 
instructions 

Bile acids 
(TBA) 

µm
ol/L 

enzym
atic colorim

etric 
determ

ination w
ith 3α-hydroxy-

steroid dehydrogenase and N
AD

 

Agape, V. et al., M
inerva D

ietol 
G

astroenterol, 35, 159 – 164 (1989); 
R

andox w
orking instruction 
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3.9.3. Statistics of clinical pathology 

M
eans, m

edians and standard deviations of each test group w
ere calculated for several 

param
eters (see tables). 

 The follow
ing table contains statistical analyses generally used in reports. This report w

ill 
not necessarily use all statistical m

ethods listed below
. D

etails w
ere explained in the 

sum
m

ary tables in P
AR

T IB: 
  Param

eter 
Statistical test 

M
arkers in the 

tables 
R

eferences 

Blood 
param

eters 
For param

eters w
ith bidirectional 

changes:  
N

on-param
etric one-w

ay analysis using  
KR

U
SK

AL-W
ALLIS test. If the resulting 

p-value w
as equal or less than 0.05, a 

pairw
ise com

parison of each dose 
group w

ith the control group w
as 

perform
ed using W

ILC
O

X
O

N
-test (tw

o-
sided) for the hypothesis of equal 
m

edians 
For param

eters w
ith unidirectional 

changes:  
Pairw

ise com
parison of each dose 

group w
ith the control group using the 

W
ILC

O
X

O
N

-test (one-sided) for the 
hypothesis of equal m

edians 

* 
for p < 0.05 

**  
for p < 0.01 

SIEG
EL, S. (1956): 

N
on-param

etric statistics 
for the behavioural 
sciences.  
M

cG
raw

-H
ill N

ew
 York 
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3.10. PA
TH

O
LO

G
Y 

3.10.1. N
ecropsy 

The 
anim

als 
w

ere 
sacrificed 

by 
decapitation 

under 
isoflurane 

anesthesia. 
The 

exsanguinated anim
als w

ere necropsied and assessed by gross pathology. 
  3.10.2. O

rgan w
eights 

The follow
ing w

eights w
ere determ

ined in all anim
als sacrificed on schedule: 

 1. 
A

nesthetized anim
als 

2. 
A

drenal glands 
3. 

B
rain 

4. 
E

pididym
ides 

5. 
H

eart 
6. 

K
idneys 

7. 
Liver 

8. 
O

varies 
9. 

S
pleen 

10. Testes 
11. Thym

us 
12. U

terus w
ith cervix 

  3.10.3. O
rgan/ tissue fixation 

The follow
ing organs or tissues w

ere fixed in 4%
 neutral-buffered form

aldehyde solution or 
in m

odified D
avidson’s solution: 

 1. 
A

ll gross lesions 
2. 

A
drenal glands 

3. 
A

orta 
4. 

B
one m

arrow
 (fem

ur) 
5. 

B
rain 

6. 
C

ecum
 

7. 
C

ervix 
8. 

C
oagulating glands 

9. 
C

olon 
10. D

uodenum
 

11. E
pididym

ides 
12. E

sophagus 
13. E

xtraorbital lacrim
al glands 

14. E
yes w

ith optic nerve (m
odified D

avidson’s solution) 
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15. Fem
ur w

ith knee joint 
16. G

allbladder 
17. H

arderian glands 
18. H

eart 
19. Ileum

 
20. Jejunum

 (w
ith P

eyer’s patches) 
21. K

idneys 
22. Larynx 
23. Liver 
24. Lung 
25. Lym

ph nodes (m
esenteric and axillary lym

ph nodes) 
26. M

am
m

ary gland (m
ale and fem

ale) 
27. N

ose (nasal cavity) 
28. O

varies 
29. O

viducts 
30. P

ancreas 
31. P

arathyroid glands 
32. P

harynx 
33. P

ituitary gland 
34. P

rostate 
35. R

ectum
 

36. S
alivary glands (m

andibular and sublingual glands) 
37. S

ciatic nerve 
38. S

em
inal vesicles 

39. S
keletal m

uscle 
40. S

kin 
41. S

pinal cord (cervical, thoracic and lum
bar cord) 

42. S
pleen 

43. S
ternum

 w
ith m

arrow
 

44. S
tom

ach (forestom
ach and glandular stom

ach) 
45. Testes (m

odified D
avidson’s solution) 

46. Thym
us 

47. Thyroid glands 
48. Trachea 
49. U

rinary bladder 
50. U

terus 
51. V

agina 
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3.10.4. H
istopathology 

Fixation w
as follow

ed by histotechnical processing, exam
ination by light m

icroscopy and 
assessm

ent of findings according to the table below
: 

 O
rgans 

Test group 
 

0 
1 

2 
3 

4 
1. 

All gross lesions 
A2 

A2 
A2 

A2 
A2 

2. 
Adrenal glands 

A1 
 

 
 

A1 
3. 

Kidneys 
A1 

 
 

 
A1 

4. 
Liver 

A1 
A1 

A1 
A1 

A1 
5. 

Spleen 
A1 

 
 

 
A1 

6. 
Thyroid glands  

A1 
 

 
 

A1 
 A = H

em
atoxylin and Eosin (H

&E) stain 
1 = all anim

als/test group 
2 = all anim

als affected/test group 
  The 

im
m

unorelevant 
organs 

and 
tissues 

w
ere 

evaluated 
according 

to 
the 

follow
ing 

param
eters: 

 S
pleen: 

• 
C

hanges of the cellularity of PA
LS

, lym
phoid follicles, m

arginal zone, red pulp 
• 

A
ltered cellular com

position of follicles 
• 

A
ltered num

ber of germ
inal centers 

 W
henever the histopathologic evaluation of the im

m
unorelevant organs and tissues did not 

reveal a m
orphologic alteration of these item

s and/or w
henever no other pathologic finding 

w
as noted, these organs w

ere diagnosed as "no abnorm
alities detected”. 

 The organs w
ere trim

m
ed according to the “R

evised guides for organ sam
pling and 

trim
m

ing in rats and m
ice” (R

uehl-Fehlert et al., 2003; K
ittel et al., 2004; M

oraw
ietz et al., 

2004). 
 A

 correlation betw
een gross lesions and histopathological findings w

as attem
pted. 

  Peer review
 

After com
pletion of the histopathological assessm

ent by the study pathologist an internal 
peer review

 w
as perform

ed by D
r. K

arin K
üttler (B

A
S

F S
E, Ludw

igshafen) including livers of 
all anim

als. R
esults presented in this report reflect the consensus opinion of the study 

pathologist and the peer review
 pathologist. 
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3.11. STA
TISTIC

S O
F PA

TH
O

LO
G

Y 

M
eans and standard deviations w

ere calculated. In addition, the follow
ing statistical 

analyses w
ere carried out: 

 Param
eter 

Statistical test 
M

arkers 
in 

the 
tables 

R
eferences 

W
eight 

param
eters 

N
on-param

etric one-w
ay analysis 

using 
KR

U
SK

AL-W
ALLIS

 
test 

(tw
o-sided). 

If 
the 

resulting 
p-

value 
w

as 
equal 

or 
less 

than 
0.05, a pairw

ise com
parison of 

each dose group w
ith the control 

group 
w

as 
perform

ed 
using 

W
ILC

O
X

O
N

-test 
(tw

o-sided) 
for 

the equal m
edians 

* 
for p ≤ 0.05 

**  
for p ≤-- 0.01 

H
ETTM

AN
N

SP
ER

G
E

R
, T.P. (1984): 

Statistical Inference based on R
anks, 

John W
iley & Sons N

ew
 York, 132-

140. 
International 

M
athem

atical 
and 

Statistical Libraries, Inc., 2500 Park 
W

est Tow
er O

ne, H
ouston, Texas 

77042-3020, U
S

A, nakl-1 - nakl-3 
 M

ILLER
, R

.G
. (1981): Sim

ultaneous 
Statistical Inference, Springer-Verlag 
N

ew
 York Inc., 165-167 

 N
IJEN

H
U

IS, 
A. 

and 
S.W

. 
W

ILF 
(1978): 

C
om

binatorial 
A

lgorithm
s, 

Academ
ic Press, N

ew
 York, 32-33 
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4. R
ESU

LTS 

Throughout 
the 

chapter 
"results", 

the 
term

 
"significant" 

im
plies 

that 
the 

inter-group 
differences have attained statistical significance (p ≤ 0.05) w

hen com
pared w

ith the control 
group. 
  4.1. A

N
A

LYSES 

4.1.1. Stability analyses 

The stability of the test substance in ground K
liba m

aintenance diet m
ouse/rat “G

LP
” m

eal 
over a period of up to 35 days of 50 ppm

 stored at room
 tem

perature w
as dem

onstrated 
before 

the 
start 

of 
the 

study 
(B

A
S

F 
P

roject 
N

o. 
01Y0741/11Y094 

see 
P

A
R

T 
III, 

S
upplem

ent) and of 30 ppm
 in the diet w

as dem
onstrated during the adm

inistration period 
as a separate study at the A

nalytical C
hem

istry Laboratory of the Experim
ental Toxicology 

and 
E

cology 
of 

the 
B

A
S

F 
S

E
, 

Ludw
igshafen, 

G
erm

any 
(B

A
S

F 
P

roject 
N

o. 
01Y0741/11Y115, see P

A
R

T III, S
upplem

ent). 
  4.1.2. H

om
ogeneity control analyses 

C
onsidering the low

 relative standard deviation in the hom
ogeneity analysis, it can be 

concluded that B
A

S
 750 F w

as distributed hom
ogeneously in ground K

liba m
aintenance 

diet m
ouse/rat “G

LP
” m

eal. 
  4.1.3. C

oncentration control analyses 

The m
ean values of B

A
S

 750 F in ground K
liba m

aintenance diet m
ouse/rat “G

LP
” m

eal 
w

ere found to be in the range of 90-110%
 of the nom

inal concentrations. These results 
dem

onstrated 
the 

correctness of 
the 

concentrations 
of 

BA
S

 
750 

F 
in 

ground 
K

liba 
m

aintenance diet m
ouse/rat “G

LP
” m

eal. 
  4.1.4. Food analyses 

O
n the basis of duration of use and the analytical findings w

ith respect to chem
ical and 

m
icrobiological contam

inants the diet w
as found to be suitable. Fed. R

eg. V
ol. 44, N

o. 91 of 
09 M

ay 1979, p. 27354 (E
P

A
), served as a guideline for m

axim
um

 tolerable chem
ical 

contam
inants. The num

ber of m
icroorganism

s did not exceed 1 × 10
5/g food. Individual 

results can be found in the archives of the E
xperim

ental Toxicology and E
cology of 

B
A

S
F SE

. 
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4.1.5. D
rinking w

ater analyses 

O
n the basis of the analytical findings the drinking w

ater w
as found to be suitable. G

erm
an 

“Trinkw
asserverordnung” (D

rinking W
ater R

egulation) served as a guideline for m
axim

um
 

tolerable contam
inants. Individual results can be found in the archives of the E

xperim
ental 

Toxicology and E
cology of BA

S
F SE

. 
  4.1.6. B

edding and enrichm
ent analyses 

O
n the basis of the analytical findings the bedding and the enrichm

ent w
ere found to be 

suitable. Levels given in Lab. A
nim

al, N
ov-D

ec 1979, pp. 24-34, served as a guideline for 
m

axim
um

 tolerable contam
inants. Individual results are to be found in the archives of the 

E
xperim

ental Toxicology and E
cology of BA

SF S
E

. 
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4.2. C
LIN

IC
A

L EXA
M

IN
A

TIO
N

S  
 S

um
m

ary tables of the results are given in the A
ppendix of P

A
R

T I; individual values are 
given in P

art A
 of P

A
R

T II. 
 4.2.1. M

ortality 
 N

o anim
als died or w

ere sacrificed m
oribund prem

aturely in the present study. 
  4.2.2. C

linical observations 
 

(Tables IA
 1 - IA 2) 

 N
o test substance-related, adverse findings w

ere observed in m
ale and fem

ale anim
als of 

test groups 1-4 (30, 100, 300 and 1000 ppm
). 

  4.2.3. Food consum
ption 

 
(Tables IA

 3 - IA 4) 
 Food consum

ption w
as consistently decreased in m

ale and fem
ale anim

als given 1000 ppm
 

throughout the entire study period, w
ith m

axim
um

 decreases seen on day 7 in m
ales 

(-41.7%
) and on study day 14 in fem

ales (-45%
), com

pared to the control group; the 
decreased food intake at 1000 ppm

 w
as assessed as treatm

ent-related. In m
ales of test 

groups 30, 100 or 300 ppm
, food consum

ption w
as increased to a sim

ilar extent on days 7, 
21 and 28, w

hile a decrease of sim
ilar degree w

as seen in these test groups on day 14. In 
fem

ales adm
inistered 30, 100 or 300 ppm

, feed intake w
as usually slightly low

er than the 
control value, but still w

ithin the norm
al range and no dose-related change w

as apparent. 
Therefore, the changes in food consum

ption observed in m
ale and fem

ale test groups 1-3 
w

ere assessed as incidental. 
  4.2.4. W

ater consum
ption 

 
(Tables IA

 5 - IA 6) 
 In m

ale anim
als of test group 1 (30 ppm

) w
ater consum

ption w
as increased on study day 7 

(+31.2%
), decreased on study day 14 (-21.7%

), increased on study day 21 (+5.1%
) and 

decreased on study day 28 (-10.3%
). In m

ale anim
als of test group 2 (100 ppm

) w
ater 

consum
ption w

as increased on study day 7 (+9.4%
), decreased on study day 14 (-41.3%

), 
decreased on study day 21 (-7.7%

) and decreased on study day 28 (-2.6%
). In m

ale 
anim

als of test group 3 (300 ppm
) w

ater consum
ption w

as increased on study day 7 
(+12.5%

), decreased on study day 14 (-21.7%
), decreased on study day 21 (-7.7%

) and 
decreased on study day 28 (-7.7%

). In m
ale anim

als of test group 4 (1000 ppm
) w

ater 
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consum
ption w

as decreased on study day 7 (-9.4%
), decreased on study day 14 (-21.7%

), 
decreased on study day 21 (-15.4%

) and decreased on study day 28 (-28.2%
). 

 In fem
ale anim

als of test group 1 (30 ppm
) w

ater consum
ption w

as increased on study day 
7 (+12.9%

), decreased on study day 14 (-2.6%
), decreased on study day 21 (-2.6%

) and 
decreased on study day 28 (-8.3%

). In fem
ale anim

als of test group 2 (100 ppm
) w

ater 
consum

ption w
as increased on study day 7 (+12.9%

), decreased on study day 14 (-7.9%
), 

increased on study day 21 (+13.2%
) and increased on study day 28 (+2.8%

). In fem
ale 

anim
als of test group 3 (300 ppm

) w
ater consum

ption w
as increased on study day 7 

(+9.7%
), decreased on study day 14 (-15.8%

), decreased on study day 21 (-26.3%
) and 

decreased on study day 28 (-8.3%
). In fem

ale anim
als of test group 4 (1000 ppm

) w
ater 

consum
ption w

as decreased on study day 7 (-12.9%
), increased on study day 14 (+7.9%

), 
decreased on study day 21 (-23.7%

) and decreased on study day 28 (-19.4%
). 

 W
ater consum

ption fluctuated during the study period in all groups including controls. N
o 

clear test substance-related, adverse change w
as observed. 

  4.2.5. B
ody w

eight data 
 

(Tables IA
- 7 – IA

-10; figures 4.2.5.1. and 4.2.5.2.) 
 M

ean body w
eight of m

ales in test group 4 (1000 ppm
) w

as significantly decreased on 
study day 7 (-12.7%

), on study day 14 (-7.4%
), on study day 21 (-10.5%

) and on study day 
28 (-13.1%

). M
ean body w

eight of fem
ales in test group 4 (1000 ppm

) w
as significantly 

decreased on study day 7 (-13.8%
), on study day 14 (-6.6%

) and on study day 28 (-6.2%
). 

These changes w
ere regarded to be treatm

ent-related. 
 In m

ales of test group 3 (300 ppm
) the m

ean body w
eight w

as significantly increased on 
study day 7 (+6.5%

). In fem
ales of test group 2 (100 ppm

), the m
ean body w

eight w
as 

significantly increased on study day 28 (+5.4%
). B

oth changes w
ere considered incidental 

findings. There w
ere no other significant or relevant body w

eight effects in m
ale or fem

ale 
treatm

ent groups 1-3 (30, 100 or 300 ppm
). 

 M
ale and fem

ale m
ice of test group 4 (1000 ppm

) lost w
eight during the first treatm

ent 
w

eek, w
hich they could regain in treatm

ent w
eek 2. Thereafter, body w

eight developm
ent 

stagnated in m
ales, w

hile in fem
ales a slight w

eight gain w
as observed w

hich w
as 

com
parable to that of the fem

ale control group. A
t the end of the 4-w

eek treatm
ent period, 

the m
ean w

eight of m
ales given 1000 ppm

 w
as m

ore or less the sam
e as on day 0, w

hile 
the m

ean w
eight of the control group m

ales had increased by 16%
 during this tim

e. 
Fem

ales given 1000 ppm
 had increased their initial w

eight by 5%
 w

hile control group 
fem

ales had gained 15%
 w

eight w
ithin 4 w

eeks. The w
eight changes of the top-dose group 

m
ale and fem

ales w
ere considered treatm

ent-related and potentially adverse, but could 
also partly have been caused by reduced palatability of the feed during the first treatm

ent 
w

eek. 
 B

ody w
eight change in fem

ales in test group 3 (300 ppm
) w

as significantly decreased from
 

study day 0 to 14 (-36%
); this finding w

as assessed as incidental, due to its single 
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occurrence. N
o significant or relevant body w

eight changes w
ere observed in test groups 1 

and 2.  
 Fig. 4.2.5.1.: M

ean body w
eights of m

ale anim
als 

 

 
 Fig. 4.2.5.2.: M

ean body w
eights of fem

ale anim
als 
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4.2.6. Intake of test substance 
(Tables IA

 11 – IA
 12) 

 The m
ean daily test substance intake in m

g/kg body w
eight/day (m

g/kg bw
/d) over the 

entire study period w
as calculated and is show

n in the follow
ing table:  

 
Test group 

C
oncentration in the vehicle 

(ppm
) 

M
ean daily test-substance intake 

(m
g/kg bw

/d) 
M

ales 
Fem

ales 
1 

30 
4.8 

5.8 
2 

100 
15.5 

18.5 
3 

300 
47.9 

61.0 
4 

1000 
128.2 

145.2 
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4.3. C
LIN

IC
A

L PA
TH

O
LO

G
Y 

S
um

m
ary tables of the results are given in the A

ppendix of P
A

R
T I; individual values are 

given in P
art B

 of P
A

R
T II. 

 4.3.1. H
em

atology 
(Tables IB

 1 – IB
 2 R

ed blood cell param
eters) 

(Tables IB
 3 – IB

 4 W
hite blood cell param

eters) 
 A

t the end of the study, in m
ice of both sexes of test group 4 (1000 ppm

) m
ean corpuscular 

volum
e (M

C
V

) w
as decreased and additionally in m

ales of the sam
e test group m

ean 
corpuscular hem

oglobin concentration (M
C

H
C

) w
as increased and relative reticulocyte 

counts w
ere decreased. The calculated red blood cell indices (i.e., M

C
V

 and M
C

H
C

) w
ere 

altered w
ithout any change of the m

easured red blood cell param
eters (i.e., red blood cell 

(R
B

C
) counts, hem

oglobin and hem
atocrit values);  the relative reticulocyte counts in m

ales 
of test group 4 (1000 ppm

) w
ere w

ithin the historical control range (relative reticulocyte 
counts 0.6-2.9 %

, P
AR

T III, S
upplem

ent). Therefore, the alterations of the red blood cell 
param

eters w
ere regarded as incidental and not treatm

ent-related. 
 In m

ales of test group 3 (300 ppm
) total w

hite blood cell (W
BC

) counts w
ere higher 

com
pared to controls, but values w

ere not dose-dependently changed. In m
ales of test 

groups 3 and 4 (300 and 1000 ppm
) absolute and relative m

onocyte counts and additionally 
in m

ales of test group 2 (100 ppm
) relative m

onocyte counts w
ere increased. H

ow
ever, all 

m
entioned values w

ere w
ithin historical control ranges, apart from

 relative m
onocyte counts 

in m
ales of test group 4 (1000 ppm

) w
hich w

ere m
arginally above this range (absolute 

m
onocyte 

counts 
0.02-0.13 

G
iga/L; 

relative 
m

onocyte 
counts 

0.4-2.5 
%

, 
P

A
R

T 
III, 

S
upplem

ent). In fem
ales of all dose groups (test groups 1, 2, 3 and 4; 30, 100, 300 and 

1000 ppm
) absolute and relative m

onocyte counts w
ere also higher com

pared to controls, 
but the values w

ere not dose-dependently changed. In fem
ales of test group 3 (300 ppm

) 
relative 

basophil 
counts 

w
ere 

increased, 
but 

again 
this 

param
eter 

w
as 

not 
dose-

dependently changed. In fem
ales of test group 4 (1000 ppm

) relative neutrophil counts w
ere 

decreased. 
A

lthough 
this 

relative 
param

eter 
w

as 
below

 
the 

historical 
control 

range, 
corresponding absolute neutrophil counts in this test group w

ere not significantly changed 
and w

ithin the historical control range (relative neutrophil counts 14.1-30.4 %
; absolute 

neutrophil counts 0.31-1.34 G
iga/L, P

A
R

T III, Supplem
ent). Therefore, all m

entioned 
param

eters of the w
hite blood cell counts w

ere regarded as incidental and not treatm
ent-

related.  
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4.3.2. C
linical chem

istry 
(Tables IB

 5 – IB
 6 Enzym

es) 
(Tables IB

 7 – IB
 8 Substrates) 

(Tables IB
 9 – IB

 10 E
lectrolytes + m

inerals) 
 In m

ales of test group 4 (1000 ppm
) alanine am

inotransferase (A
LT) activities w

ere 
increased. A

dditionally, in m
ales of test groups 2, 3 and 4 (100, 300 and 1000 ppm

) alkaline 
phosphatase (A

LP
) activities w

ere higher com
pared to controls, but the m

eans w
ere w

ithin 
the historical control range (A

LP
 1.12-2.29 µkat/L, P

A
R

T III, Supplem
ent) and therefore, 

this alteration w
as regarded as incidental and not treatm

ent-related. 
 In fem

ales of test group 4 (1000 ppm
) glucose levels w

ere decreased. 
 In m

ale m
ice of test groups 2 and 3 (100 and 300 ppm

) as w
ell as in fem

ales of test groups 
2, 3 and 4 (100, 300 and 1000 ppm

) total protein, album
in and globulin values w

ere 
decreased. A

ll three m
entioned param

eters in m
ales as w

ell as total protein and globulin 
levels in fem

ales w
ere not dose-dependently changed. Therefore, these alterations w

ere 
regarded as incidental and not treatm

ent-related. A
lbum

in levels in fem
ales of test groups 2, 

3 and 4 w
ere dose-dependently altered, but the changes in test groups 2 and 3 w

ere the 
only 

changed 
param

eters 
in 

these 
individuals 

and 
therefore 

decreased 
album

in 
concentrations in fem

ales of test group 2 and 3 w
ere regarded as treatm

ent-related, but not 
adverse (E

C
E

TO
C

 Technical R
eport N

o. 85, 2002). 
 In m

ice of both sexes of test groups 1 up to 4 (30, 100, 300 and 1000 ppm
) cholesterol 

levels w
ere decreased. H

ow
ever, in fem

ales this change w
as not dose-dependent and 

therefore it w
as regarded as incidental and not treatm

ent-related. In m
ales, cholesterol w

as 
the only change param

eter in test groups 1, 2 and 3  and therefore this changes w
as 

regarded as treatm
ent-related, but not adverse (E

C
E

TO
C

 Technical R
eport N

o. 85, 2002). 
Triglycerides w

ere decreased in m
ales of test group 2 (100 ppm

) as w
ell as in fem

ales of all 
dose groups, but w

ere not dose-dependently changed, and therefore the changes w
ere 

assessed as not treatm
ent-related. In m

ales of all dose groups (in test group 4 not 
statistically significant)) total bilirubin levels w

ere low
er com

pared to controls but the 
alterations w

ere also not dose-dependent. Therefore the changes total bilirubin w
ere 

regarded as incidental and not treatm
ent-related.  
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4.4. PA
TH

O
LO

G
Y 

S
um

m
ary tables of the results are to be found in P

art C
 of P

A
R

T I; individual tables can be 
found in P

art C
 of PA

R
T II. 

 4.4.1. W
eight param

eters 
(Tables IC

 1 – IC
 8) 

4.4.1.1. A
bsolute organ w

eights 

W
hen com

pared to control group 0 (set to 100%
), the m

ean absolute w
eights of the 

follow
ing organs w

ere significantly increased or decreased in one or m
ore test groups 

(statistically significant changes printed in bold): 
  

M
ale anim

als 
Fem

ale anim
als 

Test group 
(ppm

) 
1 

(30) 
2 

(100) 
3 

(300) 
4 

(1000) 
1 

(30) 
2 

(100) 
3 

(300) 
4 

(1000) 
Term

inal body w
eight 

103%
 

103%
 

107%
 

88%
* 

101%
 

104%
 

99%
 

95%
* 

Adrenal glands 
 

 
 

 
93%

 
94%

 
97%

 
87%

* 
Brain 

105%
 

103%
 

105%
* 

98%
 

 
 

 
 

H
eart 

103%
 

100%
 

110%
 

79%
** 

 
 

 
 

Kidney 
105%

 
104%

 
110%

 
84%

* 
 

 
 

 
Liver 

113%
* 

120%
** 

128%
* 

148%
** 

105%
 

120%
* 

132%
** 

163%
** 

O
varies 

 
 

 
 

88%
 

74%
 

90%
 

72%
* 

Spleen 
93%

 
88%

 
130%

 
68%

* 
 

 
 

 
Thym

us 
 

 
 

 
121%

 
132%

** 
135%

** 
162%

** 
*p <= 0.05; **p <= 0.01 
A

ll other m
ean absolute w

eight param
eters did not show

 significant differences w
hen 

com
pared to the control group 0. 

  4.4.1.2. R
elative organ w

eights 

W
hen com

pared to control group 0 (set to 100%
), the m

ean relative w
eights of follow

ing 
organs w

ere significantly increased or decreased in one or m
ore test groups (statistically 

significant changes printed in bold): 
   

M
ale anim

als 
Fem

ale anim
als 

Test group 
(ppm

) 
1 

(30) 
2 

(100) 
3 

(300) 
4 

(1000) 
1 

(30) 
2 

(100) 
3 

(300) 
4 

(1000) 
Brain 

102%
 

100%
 

98%
 

112%
* 

 
 

 
 

Liver 
112%

* 
118%

** 
122%

* 
171%

* 
105%

** 
116%

 
133%

** 
172%

** 
O

varies 
 

 
 

 
87%

 
72%

 
91%

 
76%

* 
Thym

us 
 

 
 

 
120%

 
128%

* 
136%

** 
171%

** 
*p <= 0.05; **p <= 0.01 
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A
ll other m

ean relative w
eight param

eters did not show
 significant differences w

hen 
com

pared to the control group 0. 
 The decrease in term

inal body w
eight in m

ale and fem
ale test group 4 (1000 ppm

) anim
als 

w
as regarded to be treatm

ent-related. 
Increases in liver w

eights in all test groups in m
ales and in test group 3 and 4 fem

ales w
ere 

regarded to be treatm
ent-related, based on histopathological findings and com

parison w
ith 

historical controls. For m
ales, the historical controls of absolute w

eights ranged from
 854.0 

m
g - 1006.0 m

g, and of relative w
eights from

 3.716%
 - 4.603%

. In this study, the w
eights of 

test groups 2 (absolute 1037.0 m
g, relative 4.818%

), test group 3 (absolute 1110.6 m
g, 

relative 4.958%
), and test group 4 (absolute 1276.2 m

g, relative 6.959%
) w

ere above the 
historical range. The w

eight increase in test group 1 w
as also regarded to be treatm

ent-
related due to the histopathological correlate (hypertrophy). For fem

ales, the historical 
controls of absolute w

eights ranged from
 685.0 m

g - 856.2 m
g, and of relative w

eights from
 

4.172%
 - 5.447%

. In this study, the w
eights w

ere as follow
s: test group 2 (absolute 944.6 

m
g, relative not significantly increased and w

ithin historical range), test group 3 (1035.8 m
g, 

5.939%
), and test group 4 (1282.2 m

g, 7.696%
). The w

eight increase of the liver of test 
group 3 and 4 fem

ales w
as regarded to be treatm

ent-related. Test group 2 w
as considered 

to be incidental as the m
ore relevant relative w

eight (B
ailey, 2004) w

as not significantly 
increased, 

w
as 

w
ithin 

the 
historical 

control 
range 

and 
there 

w
as 

no 
correlating 

histopathological finding (hypertrophy).  
 The increase in thym

us w
eights in fem

ale anim
als w

as considered to be treatm
ent-related 

in test group 4 only, based on com
parison w

ith historical controls. The historical control 
range w

as for absolute w
eights 39.2 m

g - 55.0 m
g, and for relative w

eights 0.234%
 - 

0.315%
. 

In 
this 

study, 
the 

controls 
w

ere 
below

 
this 

range 
(36.4 

m
g 

and 
0.207%

, 
respectively. O

nly test group 4 w
eights w

ere above the historical range (58.88 m
g, 0.354%

).  
 O

ther w
eight changes did not show

 a clear dose response and w
ere therefore not regarded 

as treatm
ent-related, or w

ere considered secondary to body w
eight reductions. 

  4.4.2. G
ross lesions 

(Table IC
 9) 

 
A

 focus w
as observed on the liver of tw

o m
ale and tw

o fem
ale test group 4 (1000 ppm

) 
anim

als and one test group 3 (300 ppm
) m

ale.  
The cyst on the kidney of one test group 2 (100 ppm

) fem
ale w

as considered to be 
incidental or spontaneous in origin and w

ithout any relation to treatm
ent.  
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4.4.3. H
istopathology  

(Table IC
 10) 

 
Treatm

ent-related findings w
ere observed in livers of m

ales of all test groups and fem
ales 

of test groups 3 (300 ppm
) and 4 (1000 ppm

) w
ith incidences and grading according to the 

table below
: 

  
M

ale anim
als 

Fem
ale anim

als 
Test group 
(ppm

) 
0 
(0) 

1 
(30) 

2 
(100) 

3 
(300) 

4 
(1000) 

0 
(0) 

1 
(30) 

2 
(100) 

3 
(300) 

4 
(1000) 

N
o. of anim

als 
5 

5 
5 

5 
5 

5 
5 

5 
5 

5 
H

ypertrophy, 
centrilobular 

 
5 

5 
5 

5 
 

 
 

 
 

• 
G

rade 1 
 

5 
1 

 
 

 
 

 
 

 
• 

G
rade 2 

 
 

4 
1 

 
 

 
 

 
 

• 
G

rade 3 
 

 
 

4 
5 

 
 

 
 

 
H

ypertrophy, 
diffuse 

 
 

 
 

 
 

 
 

5 
5 

• 
G

rade 1 
 

 
 

 
 

 
 

 
4 

 
• 

G
rade 2 

 
 

 
 

 
 

 
 

1 
5 

N
ecrosis, 

m
ultifocal 

 
 

 
 

4 
 

 
 

 
3 

• 
G

rade 1 
 

 
 

 
3 

 
 

 
 

2 
• 

G
rade 2 

 
 

 
 

1 
 

 
 

 
1 

H
yperplasia, bile 

duct 
 

 
 

 
1 

 
 

1 
 

5 

• 
G

rade 1 
 

 
 

 
1 

 
 

1 
 

5 
O

val cell 
proliferation 

 
 

 
 

2 
 

 
2 

 
4 

• 
G

rade 1 
 

 
 

 
2 

 
 

2 
 

4 
 B

ile duct hyperplasia and oval cell proliferation in group 2 (100 ppm
) fem

ale anim
als w

ere 
likely not treatm

ent-related due to their very m
inim

al grade and focal occurrence. A
ll other 

findings occurred either individually or w
ere biologically equally distributed over control and 

treatm
ent groups. They w

ere considered to be incidental or spontaneous in origin and 
w

ithout any relation to treatm
ent.  
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5. D
ISC

U
SSIO

N
 

B
A

S
 750 F w

as adm
inistered via the diet to groups of 5 m

ale and 5 fem
ale C

57B
L/6 J R

j 
m

ice at concentrations of 0 (test group 0), 30 (test group 1), 100 (test group 2), 300 (test 
group 3) and 1000 ppm

 (test group 4) over a period of 4 w
eeks. 

 R
egarding clinical exam

ination the deceased body w
eights and body w

eight changes as 
w

ell as the decreased food consum
ption in m

ale and fem
ale anim

als of test group 4 
(1000 ppm

) over the entire study period up to -41.9%
 on study day 7 in m

ales and up to 
-45.0%

 on study day 14 in fem
ale anim

als w
ere assessed as substance-related and 

therefore as an adverse effect. 
 R

egarding clinical pathology a dysregulation of the liver cell function in rats of both sexes of 
test group 4 (1000 ppm

) w
as indicated by decreased cholesterol levels in m

ales as w
ell as 

decreased album
in and glucose levels in fem

ales. In m
ales of the m

entioned test group a 
slight degradation of the liver cell m

em
branes can be assum

ed because of higher activities 
of the cytosolic liver-specific alanine am

inotransferase (A
LT) enzym

e in blood. 
 R

egarding pathology, target organ w
as the liver. H

epatocellular hypertrophy w
as observed 

in all treated m
ales in a centrilobular pattern and m

ore diffuse in all fem
ales of test groups 3 

and 4 (300 and 1000 ppm
, respectively). The hypertrophy correlated in both sexes w

ith the 
observed w

eight increases. In test group 4 (1000 ppm
), the hypertrophy w

as associated 
w

ith m
ultifocal hepatocellular necrosis in 4/5 m

ale and 3/5 fem
ale anim

als correlating w
ith 

foci observed m
acroscopically on the liver. Additionally, there w

as bile duct hyperplasia and 
oval cell proliferation in one or tw

o m
ale and 5 or 4 fem

ale anim
als, respectively. Findings in 

the liver of test group 4 in m
ales and fem

ales w
ere regarded as adverse as the w

eight 
increase w

as above historical controls, there w
ere correlating clinical pathology findings and 

histopathologically observed necrosis. In test group 3 fem
ales, the w

eight increase w
as 

above 130%
, outside of the historical-control range and therefore regarded as potentially 

adverse although clinical pathology findings w
ere absent and histopathology show

ed 
hypertrophy only. Findings in test group 1, 2 and 3 m

ales w
ere regarded as adaptive.  

The w
eight increase in the thym

us of test group 4 fem
ales w

as regarded as adverse. 
The term

inal body w
eight w

as significantly decreased in both m
ale (-12%

) and fem
ale  

(-5%
) test group 4 anim

als.  
 A

ll other findings occurred either individually or w
ere biologically equally distributed over 

control and treatm
ent groups. They w

ere considered to be incidental or spontaneous in 
origin and w

ithout any relation to treatm
ent.  
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6. C
O

N
C

LU
SIO

N
 

The adm
inistration of B

A
S

 750 F via the diet to m
ale and fem

ale C
57B

L/6 J R
j m

ice for 4 
w

eeks caused test substance-related adverse signs of system
ic toxicity in m

ales at 
concentrations of 1000 ppm

 (128 m
g/kg bw

/d) and in fem
ales at 300 ppm

 (61 m
g/kg bw

/d) 
and 1000 ppm

 (145 m
g/kg bw

/d). 
 In conclusion, under the conditions of this study the no observed adverse effect level 
(N

O
A

E
L) for this test com

pound in m
ice is 300 ppm

 in m
ale (48 m

g/kg bw
/d) and 100 ppm

 
in fem

ale (19 m
g/kg bw

/d) C
57B

L/6 J R
j m

ice. 
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7. R
EFER
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C

ES 
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C

E
TO

C
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eport N
o 85: R

ecognition of, and D
ifferentiation betw

een Adverse 
and N

on-adverse Effects in Toxicology S
tudies, 2002 

 2. R
uehl-Fehlert C

, K
ittel B

, M
oraw

ietz G
, D

eslex P
, K

eenan C
, M

ahrt C
R

, N
olte T, 

R
obinson M

, S
tuart B

P
, D

eschl U
 (2003) R

evised guides for organ sam
pling and 

trim
m

ing in rats and m
ice - P

art 1. E
xp Toxicol P

athol 55: 91–106 
 

3. K
ittel B, R

uehl-Fehlert C
, M

oraw
ietz G

, K
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lw
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R

, Lenz B
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'S
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G
, 

R
oth D

R
, W

adsw
orth P

F (2004) R
evised guides for organ sam

pling and trim
m

ing in rats 
and m

ice - P
art 2. E

xp Toxicol P
athol 55: 413–431 

 4. M
oraw

ietz G
, R

uehl-Fehlert C
, K

ittel B
, B

ube A
, Keane K

, H
alm

 S, H
euser A, H

ellm
ann 

J (2004) R
evised guides for organ sam

pling and trim
m

ing in rats and m
ice - P

art 3. Exp 
Toxicol P

athol 55: 433–449 
 

5. B
ailey S

A
, Zidell R

H
, P

erry R
W

 (2004) R
elationships betw

een organ w
eight and 

body/brain w
eight in the rat: w

hat is the best analytical endpoint? Toxicol P
athol. 32: 44–

66 
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8. A
PPEN

D
IX 

The follow
ing list contains abbreviations and definitions generally used in reports for this 

study type. This report w
ill not necessarily use all expressions listed below

. 
 8.1. LIST O

F A
B

B
R

EVIA
TIO

N
S U

SED
 IN

 TAB
LES C

LIN
IC

A
L EXA

M
IN

A
TIO

N
S 

 %
 

= 
percent 

%
dev 

= 
deviation in percent 

D
eviation V

s C
ontrol  

= 
deviation versus control in percent 

A
nim

al N
o. 

= 
anim

al num
ber 

anm
 

= 
anim

al 
A

T 
= 

after treatm
ent 

B
T 

= 
before treatm

ent 
B

w
 or bw

 
= 

body w
eight 

cm
 

= 
centim

eter 
C

ontrol 
= 

control anim
als 

d 
= 

day 
D

C
O

 
= 

detailed clinical observation 
F 

= 
fem

ale anim
als 

FS
T 

= 
landing foot-splay test 

g 
= 

w
eight in gram

 
G

S
 F 

= 
grip strength forelim

bs 
G

S
 H

 
= 

grip strength hindlim
bs 

h 
= 

hour 
Interr. 

= 
beam

 Interrupts 
Interv. 

= 
Interval 

kg or K
G

 
= 

kilogram
 

M
 

= 
m

ale anim
als or m

ean value 
m

g/kg bw
/d 

= 
m

illigram
s per kilogram

 bodyw
eight per day 

m
g or M

G
 

= 
m

illigram
 

m
in. 

= 
m

inute 
N

 
= 

num
ber of anim

als for determ
ining M

 and S
D

 
N

aC
l 

= 
sodium

 chloride 
N

A
D

 
= 

nothing abnorm
al detected 

N
M

  
= 

not m
easured 

ppm
  

= 
parts per m

illion 
R

ear 
= 

rearing 
S

.d. or S
D

 
= 

standard deviation 
V

s 
= 

versus 
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8.2. LIST O
F A

B
B

R
EVIA

TIO
N

S U
SED

 IN
 TAB

LES C
LIN

IC
A

L PA
TH

O
LO

G
Y 

 S
.d. 

= standard deviation 
N

 
= num

ber of values 
  H

E
M

A
TO

LO
G

Y: 
  

 
 

R
B

C
 

= red blood cells (erythrocytes) 
H

G
B

 
= hem

oglobin 
H

C
T 

= hem
atocrit 

M
C

V
 

= m
ean corpuscular volum

e 
M

C
H

 
= m

ean corpuscular hem
oglobin 

M
C

H
C

 
= m

ean corpuscular hem
oglobin concentration 

R
E

T 
= reticulocytes 

P
LT 

= platelets 
H

Q
T 

= prothrom
bin tim

e (H
epato Q

uick's test) 
P

TT 
= activated partial throm

boplastin tim
e 

Q
T 

= prothrom
bin tim

e (Q
uick's test) 

W
BC

 
= w

hite blood cells (leukocytes) 
N

E
U

TA 
= polym

orphonuclear neutrophils (absolute) 
LYM

P
H

A
 

= lym
phocytes (absolute) 

M
O

N
O

A
 

= m
onocytes (absolute) 

E
O

S
A 

= eosinophils (absolute) 
B

A
S

O
A 

= basophils (absolute) 
LU

C
A

 
= large unstained cells (absolute) 

N
E

U
T 

= polym
orphonuclear neutrophils 

LYM
P

H
 

= lym
phocytes 

M
O

N
O

 
= m

onocytes 
E

O
S 

= eosinophils 
B

A
S

O
 

= basophils 
LU

C
 

= large unstained cells 
  C

LIN
IC

A
L C

H
E

M
ISTR

Y: 
 A

LT 
= alanine am

inotransferase 
A

ST 
= aspartate am

inotransferase 
A

LP 
= alkaline phosphatase 

G
G

T_C
 

= serum
-γ-glutam

yltransferase  
U

R
E

A
 

= urea 
C

R
E

A
 

= creatinine 
G

LU
C

 
= glucose 

TB
IL 

= total bilirubin 
TBA 

= bile acids 
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TP
R

O
T 

= total protein 
A

LB 
= album

in 
G

LO
B 

= globulins 
TR

IG
 

= triglycerides 
C

H
O

L 
= cholesterol 

N
A

 
= sodium

 
K

 
= potassium

 
C

L 
= chloride 

IN
P

 
= inorganic phosphate 

C
A

 
= calcium

 
  U

N
ITS

: 
 m

m
ol/L 

= m
illim

ole/liter 
µm

ol/L 
= m

icrom
ole/liter 

nm
ol/L 

= nanom
ole/liter 

g/L 
= gram

/liter 
L/L 

= liter/liter 
%

 
= per cent 

fm
ol 

= fem
tom

ole = 10
-15 m

ole 
fL 

= fem
toliter = 10

-15 liter 
tera/L 

= tera/liter = 10
12/liter 

giga/L 
= giga/liter = 10

9 /liter 
µkat/L 

= m
icrokatal/liter 

nkat/L 
= nanokatal/liter 

P
P

M
 

= parts per m
illion 

m
g/kg 

= m
g/kilogram

 
m

L 
= m

illiliter 
M

io/g 
=  m

illions/gram
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 8.3. LIST O
F A

B
B

R
EVIA

TIO
N

S U
SED

 IN
 TAB

LES PA
TH

O
LO

G
Y 

A
.-nos. 

= 
A

nim
al num

bers 
exam

 
= 

exam
ined 

F 
= 

fem
ale anim

als 
F1 

= 
final sacrifice group  

g 
= 

w
eight determ

ination in gram
s 

M
 

= 
m

ale anim
als (under sex); m

ean value (on w
eight level) 

m
g 

= 
w

eight determ
ination in m

illigram
s 

m
g/kg 

bw
/d 

= 
m

illigram
 per kilogram

 body w
eight and day 

n 
= 

num
ber of values m

easured for the determ
ination of m

ean value and 
standard deviation 

ppm
 

= 
parts per m

illion 
S

D
 

= 
standard deviation 

%
 

= 
percentage 

related 
to 

the 
reference 

w
eight 

in 
relative 

organ 
w

eight 
calculations 

 C
odes for the status at necropsy: 

 1 
= 

planned sacrifice 
 C

odes used at finding level: 
 The codes are used for a grading system

 that takes into consideration either the severity or 
the num

ber or the size of a m
icroscopic finding. 

  
S

everity 
N

um
ber 

S
ize 

G
rade 1 

M
inim

al 
Very few

 
Very sm

all 
G

rade 2 
Slight 

Few
 

Sm
all 

G
rade 3 

M
oderate 

M
oderate num

ber 
M

oderate size 
G

rade 4 
M

arked; severe 
M

any 
Large 

G
rade 5 

M
assive; extrem

e 
Extensive num

ber 
Extensive size 

 W
henever a grading w

as not used, the m
icroscopic finding w

as indicated to be present (P). 
  

P
age 52 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



IA 1

Study 31C0741/11C201 19-Feb-2013 11:37

ToxData© System 3.0

Summary - Clinical Observation 

Sex: Male - Phase: In-life 

0 / M 
0 ppm

1/ M 
30 ppm 

2/ M 
100 ppm

3/ M 
300 ppm

4/ M 
1000 ppm

day 0 [DCO] -> 29

Animals examined N 5 5 5 5 5
dead  
sacrificed scheduled

N 5 5 5 5 5
% 100.0 100.0 100.0 100.0 100.0

normal 
NAD

N 5 5 5 5 5
% 100.0 100.0 100.0 100.0 100.0P
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IA 2

Study 31C0741/11C201 19-Feb-2013 11:37

ToxData© System 3.0

Summary - Clinical Observation 

Sex: Female - Phase: In-life 

0 / F 
0 ppm

1/ F 
30 ppm

2/ F 
100 ppm

3 / F 
300 ppm

4/ F 
1000 ppm

day 0 [DCO] -> 29

Animals examined N 5 5 5 5 5
dead  
sacrificed scheduled

N 5 5 5 5 5
% 100.0 100.0 100.0 100.0 100.0

normal 
NAD

N 5 5 5 5 5
% 100.0 100.0 100.0 100.0 100.0P

age 54 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben



d = day

IA 3

Study 31C0741/11C201 11-Apr-2013 13:49

ToxData© System 3.0

Summary Food Consumption Per Day 

Sex: Male - Phase: In-life 

 0 / M
0 ppm

1/ M 
30 ppm 

 2/ M
100 ppm

3/ M
300 ppm

4/ M
1000 ppm

d 6 -> 7 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.1

1

 3.7 
 

1 
19.4 

 3.7

1
19.4

 3.7

1
19.4

 1.8

1
-41.9

 

d 13 -> 14 Mean [g] 
S.d. 
N 
Deviation Vs Control 

4.4

1

 3.7 
 

1 
-15.9 

 3.3

1
-25.0

 4.1

1
-6.8

 3.6

1
-18.2

 

d 20 -> 21 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.0

1

 3.8 
 

1 
26.7 

 3.5

1
16.7

 3.7

1
23.3

 2.3

1
-23.3

 

d 27 -> 28 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.8

1

 4.2 
 

1 
10.5 

 4.2

1
10.5

 4.1

1
7.9

 2.8

1
-26.3
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d = day

IA 4

Study 31C0741/11C201 11-Apr-2013 13:49

ToxData© System 3.0

Summary Food Consumption Per Day 

Sex: Female - Phase: In-life 

 0 / F
0 ppm

1/ F 
30 ppm

 2/ F
100 ppm

3 / F
300 ppm

4/ F
1000 ppm

d 6 -> 7 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.8

1

 3.5 
 

1 
-7.9 

 3.5

1
-7.9

 3.8

1
0.0

 2.7

1
-28.9

 

d 13 -> 14 Mean [g] 
S.d. 
N 
Deviation Vs Control 

4.0

1

 3.7 
 

1 
-7.5 

 3.6

1
-10.0

 3.8

1
-5.0

 2.2

1
-45.0

 

d 20 -> 21 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.9

1

 3.5 
 

1 
-10.3 

 3.7

1
-5.1

 3.9

1
0.0

 2.3

1
-41.0

 

d 27 -> 28 Mean [g] 
S.d. 
N 
Deviation Vs Control 

4.7

1

 4.1 
 

1 
-12.8 

 4.2

1
-10.6

 4.5

1
-4.3

 3.2

1
-31.9
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d = day

IA 5

Study 31C0741/11C201 11-Apr-2013 13:53

ToxData© System 3.0

Summary Water Consumption Per Day 

Sex: Male - Phase: In-life 

 0 / M
0 ppm

1/ M 
30 ppm 

 2/ M
100 ppm

3/ M
300 ppm

4/ M
1000 ppm

d 4 -> 7 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.2

1

 4.2 
 

1 
31.2 

 3.5

1
9.4

 3.6

1
12.5

 2.9

1
-9.4

 

d 11 -> 14 Mean [g] 
S.d. 
N 
Deviation Vs Control 

4.6

1

 3.6 
 

1 
-21.7 

 2.7

1
-41.3

 3.6

1
-21.7

 3.6

1
-21.7

 

d 18 -> 21 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.9

1

 4.1 
 

1 
5.1 

 3.6

1
-7.7

 3.6

1
-7.7

 3.3

1
-15.4

 

d 25 -> 28 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.9

1

 3.5 
 

1 
-10.3 

 3.8

1
-2.6

 3.6

1
-7.7

 2.8

1
-28.2

 

P
age 57 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben



d = day

IA 6

Study 31C0741/11C201 11-Apr-2013 13:53

ToxData© System 3.0

Summary Water Consumption Per Day 

Sex: Female - Phase: In-life 

 0 / F
0 ppm

1/ F 
30 ppm

 2/ F
100 ppm

3 / F
300 ppm

4/ F
1000 ppm

d 4 -> 7 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.1

1

 3.5 
 

1 
12.9 

 3.5

1
12.9

 3.4

1
9.7

 2.7

1
-12.9

 

d 11 -> 14 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.8

1

 3.7 
 

1 
-2.6 

 3.5

1
-7.9

 3.2

1
-15.8

 4.1

1
7.9

 

d 18 -> 21 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.8

1

 3.7 
 

1 
-2.6 

 4.3

1
13.2

 2.8

1
-26.3

 2.9

1
-23.7

 

d 25 -> 28 Mean [g] 
S.d. 
N 
Deviation Vs Control 

3.6

1

 3.3 
 

1 
-8.3 

 3.7

1
2.8

 3.3

1
-8.3

 2.9

1
-19.4
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Statistic Profile = Dunnett test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics 
n=DUNNETT

IA 7

Study 31C0741/11C201 18-Feb-2013 10:49

ToxData© System 3.0

Summary Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

0 / M
0 ppm

1/ M
30 ppm 

 2/ M
100 ppm

3/ M
300 ppm

4/ M
1000 ppm

day 0 Mean 
S.d. 
N 
Deviation Vs Control 

20.9
0.4

5

n 20.6
0.6

5
-1.1

 21.2
0.7

5
1.6

 21.4
0.7

5
2.7

 21.1
0.8

5
1.3

 

day 7 Mean 
S.d. 
N 
Deviation Vs Control 

21.5
0.7

5

n 22.4
1.3

5
4.2

 22.5
0.8

5
4.7

 22.9
0.5

5
6.5

* 18.7
0.3

5
-12.7

**

day 14 Mean 
S.d. 
N 
Deviation Vs Control 

22.8
1.1

5

n 23.1
1.1

5
1.6

 22.6
1.0

5
-0.8

 23.8
0.6

5
4.6

 21.1
0.6

5
-7.4

* 

day 21 Mean 
S.d. 
N 
Deviation Vs Control 

23.6
1.5

5

n 24.2
1.1

5
2.4

 23.9
0.9

5
1.0

 24.9
0.5

5
5.5

 21.2
0.8

5
-10.5

**

day 28 Mean 
S.d. 
N 
Deviation Vs Control 

24.2
1.7

5

n 25.5
1.2

5
5.5

 25.2
0.7

5
4.3

 26.0
0.4

5
7.4

 21.0
1.0

5
-13.1

**
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Statistic Profile = Dunnett test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics 
n=DUNNETT

IA 8

Study 31C0741/11C201 18-Feb-2013 10:49

ToxData© System 3.0

Summary Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

0 / F
0 ppm

1/ F
30 ppm

 2/ F
100 ppm

3 / F
300 ppm

4/ F
1000 ppm

day 0 Mean 
S.d. 
N 
Deviation Vs Control 

17.6
0.6

5

n 17.6
0.7

5
-0.1

 18.1
0.6

5
3.0

 18.1
1.2

5
2.7

 18.1
0.2

5
2.6

 

day 7 Mean 
S.d. 
N 
Deviation Vs Control 

18.9
0.6

5

n 18.3
0.7

5
-3.4

 19.3
0.7

5
2.0

 18.8
0.8

5
-0.6

 16.3
0.3

5
-13.8

**

day 14 Mean 
S.d. 
N 
Deviation Vs Control 

19.6
0.5

5

n 19.2
0.4

5
-2.0

 19.9
0.6

5
1.6

 19.4
0.9

5
-1.2

 18.3
0.6

5
-6.6

* 

day 21 Mean 
S.d. 
N 
Deviation Vs Control 

19.8
0.6

5

n 19.7
0.5

5
-0.2

 20.2
0.6

5
2.4

 19.9
0.8

5
0.6

 18.8
0.6

5
-5.0

 

day 28 Mean 
S.d. 
N 
Deviation Vs Control 

20.3
0.5

5

n 20.1
0.5

5
-0.9

 21.4
0.7

5
5.4

* 20.3
0.9

5
0.4

 19.0
0.4

5
-6.2

* 
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Statistic Profile = Dunnett test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics 
d = day; n=DUNNETT 

IA 9

Study 31C0741/11C201 18-Feb-2013 10:52

ToxData© System 3.0

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

Sex: Male - Phase: In-life 

0 / M
0 ppm

 1/ M 
30 ppm 

 2/ M
100 ppm

 3/ M
300 ppm

 4/ M
1000 ppm

 

d 0 -> 7 Mean 
S.d. 
N 
Deviation Vs Control 

0.6
0.9

5

n 1.7 
0.8 

5 
186.7 

 1.3
0.3

5
110.0

 1.4
0.4

5
140.0

 -2.4
1.1

5
-500.0

**

d 0 -> 14 Mean 
S.d. 
N 
Deviation Vs Control 

1.9
1.3

5

n 2.5 
0.6 

5 
30.5 

 1.4
0.5

5
-27.4

 2.4
0.8

5
25.3

 -0.1
0.8

5
-103.2

**

d 0 -> 21 Mean 
S.d. 
N 
Deviation Vs Control 

2.8
1.7

5

n 3.6 
0.6 

5 
28.1 

 2.7
0.4

5
-3.6

 3.5
0.6

5
26.6

 0.0
0.8

5
-99.3

**

d 0 -> 28 Mean 
S.d. 
N 
Deviation Vs Control 

3.3
2.0

5

n 4.9 
1.0 

5 
46.7 

 4.0
0.3

5
21.0

 4.6
0.4

5
36.5

 -0.1
0.7

5
-103.0

**
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Statistic Profile = Dunnett test (two-sided), * p<=0.05, ** p <=0.01, X = Group excluded from statistics 
d = day; n=DUNNETT 

IA 10

Study 31C0741/11C201 18-Feb-2013 10:52

ToxData© System 3.0

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

Sex: Female - Phase: In-life 

0 / F
0 ppm

 1/ F 
30 ppm

 2/ F
100 ppm

 3 / F
300 ppm

 4/ F
1000 ppm

 

d 0 -> 7 Mean 
S.d. 
N 
Deviation Vs Control 

1.3
0.3

5

n 0.7 
0.2 

5 
-48.4 

 1.1
0.6

5
-10.9

 0.7
0.6

5
-46.9

 -1.8
0.2

5
-239.1

**

d 0 -> 14 Mean 
S.d. 
N 
Deviation Vs Control 

2.0
0.1

5

n 1.6 
0.6 

5 
-19.0 

 1.8
0.2

5
-10.0

 1.3
0.4

5
-36.0

* 0.2
0.4

5
-88.0

**

d 0 -> 21 Mean 
S.d. 
N 
Deviation Vs Control 

2.1
0.4

5

n 2.1 
0.6 

5 
-0.9 

 2.1
0.5

5
-1.9

 1.8
0.7

5
-16.8

 0.7
0.7

5
-67.3

**

d 0 -> 28 Mean 
S.d. 
N 
Deviation Vs Control 

2.6
0.4

5

n 2.5 
0.8 

5 
-6.1 

 3.2
0.6

5
22.0

 2.2
0.9

5
-15.2

 0.9
0.5

5
-65.2

**

P
age 62 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben

FrericMa
Hervorheben



d = day

IA 11

Study 31C0741/11C201 11-Apr-2013 13:55

ToxData© System 3.0

Summary Substance Intake (mg/kg/Day) 

Sex: Male - Phase: In-life 

1/ M
30 ppm 

2/ M
100 ppm

3/ M
300 ppm

4/ M
1000 ppm

d 6 -> 7 Mean 
S.d. 
N 

4.9

1

 16.5

1

 48.6

1

 98.2

1

 

d 13 -> 14 Mean 
S.d. 
N 

4.7

1

 14.4

1

 51.2

1

 170.8

1

 

d 20 -> 21 Mean 
S.d. 
N 

4.7

1

 14.7

1

 44.5

1

 108.7

1

 

d 27 -> 28 Mean 
S.d. 
N 

5.0

1

 16.6

1

 47.1

1

 135.0

1

 

Mean [mg/kg/Day] Mean 4.8  15.5  47.9  128.2  
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d = day

IA 12

Study 31C0741/11C201 11-Apr-2013 13:55

ToxData© System 3.0

Summary Substance Intake (mg/kg/Day) 

Sex: Female - Phase: In-life 

1/ F
30 ppm

2/ F
100 ppm

3 / F
300 ppm

4/ F
1000 ppm

d 6 -> 7 Mean 
S.d. 
N 

5.7

1

 18.2

1

 60.7

1

 165.6

1

 

d 13 -> 14 Mean 
S.d. 
N 

5.8

1

 17.9

1

 58.2

1

 122.3

1

 

d 20 -> 21 Mean 
S.d. 
N 

5.4

1

 18.3

1

 58.9

1

 124.6

1

 

d 27 -> 28 Mean 
S.d. 
N 

6.2

1

 19.8

1

 66.1

1

 168.4

1

 

Mean [mg/kg/Day] Mean 5.8  18.5  61.0  145.2  
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S
tatistic P

rofile = K
ruskal-W

allis + W
ilcoxon test (tw

o-sided), * p<=0.05, ** p <=0.01, X
 = G

roup excluded from
 statistics 

k=K
R

U
S

KAL-W
A

LLIS
; v=KR

U
S

KAL-W
ALLIS-W

ILC
O

X
 

IB 1

S
tudy 

31C
0741/11C

201 
16-M

ay-2013 08:21

ToxD
ata©

 System
 3.0

R
ed blood cell param

eters 

Sex: M
ale - Phase: In-life 

0 / M
 

0 ppm
 

1/ M
30 ppm

 
2/ M

100 ppm
3/ M

 
300 ppm

 
4/ M

1000 ppm
R

BC
 

[tera/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

11.22 
0.48 5 

11.46 k 
10.60
0.085

10.62

 
10.43

0.585
10.58

 
10.21 

1.02 5 
10.82  

11.06
0.875

11.04

 

H
G

B 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

9.8 
0.4 5 

10.0 k 
9.5
0.15
9.4

 
9.4
0.65
9.6

 
9.1 
0.7 5 
9.4  

9.9
0.75

10.0

 

H
C

T 
[L/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.496 
0.015 5 
0.500 k 

0.473
0.0095
0.476

 
0.470
0.0275
0.480

 
0.461 
0.037 5 
0.480  

0.474
0.0405
0.476

 

M
C

V 
[fL] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

44.2 
0.7 5 

44.0 v 
44.6

0.65
44.8

 
45.0
0.75

44.9

 
45.2 
1.1 5 

45.1  
42.8
0.35

42.7

** 

M
C

H
 

[fm
ol] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

0.87 
0.01 5 
0.87 k 

0.89
0.015
0.90

 
0.89
0.025
0.89

 
0.90 
0.02 5 
0.90  

0.90
0.055
0.87

 

M
C

H
C

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

19.72 
0.35 5 

19.77 v 
20.06
0.235

20.03

 
19.87

0.045
19.86

 
19.81 

0.17 5 
19.85  

20.88
1.235

20.40

** 

R
ET 

[%
] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

3.0 
0.3 5 
2.9 v 

3.0
0.15
2.9

 
2.8
0.15
2.8

 
3.1 
0.8 5 
3.1  

2.1
0.15
2.1

** 

P
LT 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

1,536 
107 5 

1,578 k 
1,522995
1,498

 
1,470

1265
1,456

 
1,414 

216 5 
1,472  

1,566
3535

1,618
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S
tatistic P

rofile = K
ruskal-W

allis + W
ilcoxon test (tw

o-sided), * p<=0.05, ** p <=0.01, X
 = G

roup excluded from
 statistics 

k=K
R

U
S

KAL-W
A

LLIS
; v=KR

U
S

KAL-W
ALLIS-W

ILC
O

X
 

IB 2

S
tudy 

31C
0741/11C

201 
16-M

ay-2013 08:21

ToxD
ata©

 System
 3.0

R
ed blood cell param

eters 

Sex: Fem
ale - P

hase: In-life 

0 / F 
0 ppm

 
1/ F

30 ppm
2/ F

100 ppm
3 / F 

300 ppm
 

4/ F
1000 ppm

R
BC

 
[tera/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

10.47 
0.49 5 

10.40 k 
10.28
0.275

10.40

 
10.22

0.915
9.94

 
10.43 

0.50 5 
10.48  

10.73
0.485

10.78

 

H
G

B 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

9.4 
0.5 5 
9.4 k 

9.4
0.15
9.4

 
9.3
0.75
9.0

 
9.4 
0.5 5 
9.4  

9.6
0.55
9.4

 

H
C

T 
[L/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.466 
0.021 5 
0.468 k 

0.454
0.0085
0.456

 
0.459
0.0385
0.446

 
0.465 
0.021 5 
0.464  

0.464
0.0245
0.468

 

M
C

V 
[fL] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

44.5 
0.3 5 

44.4 v 
44.2

0.85
44.0

 
44.9
0.45

44.9

 
44.6 
0.2 5 

44.6  
43.3
0.55

43.2

** 

M
C

H
 

[fm
ol] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

0.90 
0.02 5 
0.90 k 

0.91
0.025
0.90

 
0.91
0.025
0.91

 
0.91 
0.00 5 
0.91  

0.89
0.025
0.89

 

M
C

H
C

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

20.21 
0.46 5 

20.43 k 
20.64
0.545

20.45

 
20.37

0.315
20.26

 
20.36 

0.14 5 
20.39  

20.51
0.305

20.51

 

R
ET 

[%
] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

2.5 
0.3 5 
2.5 k 

2.5
0.35
2.5

 
3.0
0.75
2.8

 
2.3 
0.1 5 
2.2  

2.3
0.25
2.3

 

P
LT 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

1,294 
52 5 

1,270 k 
1,296895
1,332

 
1,257

1735
1,324

 
1,428 

81 5 
1,438  

1,344
2434

1,448
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S
tatistic P

rofile = K
ruskal-W

allis + W
ilcoxon test (tw

o-sided), * p<=0.05, ** p <=0.01, X
 = G

roup excluded from
 statistics 

v=K
R

U
S

KAL-W
A

LLIS
-W

ILC
O

X; k=KR
U

SK
AL-W

ALLIS 

IB 3

S
tudy 

31C
0741/11C

201 
16-M

ay-2013 08:22

ToxD
ata©

 System
 3.0

W
hite blood cell param

eters 

Sex: M
ale - Phase: In-life 

0 / M
 

0 ppm
 

1/ M
30 ppm

 
2/ M

100 ppm
3/ M

 
300 ppm

 
4/ M

1000 ppm
W

B
C

 
[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

5.78 
1.70 5 
5.96 v 

4.29
1.205
4.34

 
4.51
2.445
4.70

 
7.96 
1.58 5 
8.10 * 

4.83
1.845
4.62

 

N
EU

TA 
[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.43 
0.19 5 
0.42 k 

0.32
0.135
0.34

 
0.43
0.275
0.50

 
0.56 
0.10 5 
0.60  

0.30
0.145
0.24

 

LYM
P

H
A 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

5.24 
1.54 5 
5.44 v 

3.90
1.145
4.08

 
3.95
2.105
4.12

 
7.18 
1.46 5 
7.28  

4.29
1.755
4.14

 

M
O

N
O

A 
[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.02 
0.02 5 
0.02 v 

0.02
0.015
0.02

 
0.07
0.055
0.04

 
0.09 
0.02 5 
0.10 ** 

0.11
0.085
0.08

* 

E
O

SA
 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.06 
0.02 5 
0.06 v 

0.03
0.015
0.04

 
0.04
0.025
0.04

 
0.09 
0.04 5 
0.08  

0.10
0.115
0.04

 

B
AS

O
A 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.00 
0.00 5 
0.00 k 

0.00
0.005
0.00

 
0.00
0.005
0.00

 
0.02 
0.03 5 
0.00  

0.00
0.005
0.00

 

LU
C

A
 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.02 
0.01 5 
0.02 k 

0.01
0.015
0.02

 
0.02
0.025
0.02

 
0.03 
0.01 5 
0.02  

0.01
0.015
0.00

 

N
EU

T 
[%

] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

7.4 
2.2 5 
6.9 k 

7.7
2.95
7.0

 
9.0
1.85
9.7

 
7.2 
1.6 5 
7.2  

7.3
4.05
6.4

 

LYM
P

H
 

[%
] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

90.8 
1.9 5 

91.4 k 
90.7
3.05

91.1

 
88.1
1.65

87.6

 
90.1 

1.4 5 
90.1  

87.7
4.45

88.0

 

M
O

N
O

 
[%

] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.3 
0.2 5 
0.3 v 

0.5
0.35
0.4

 
1.4
0.45
1.6

** 
1.1 
0.1 5 
1.2 ** 

2.6
2.05
2.4

* 

E
O

S 
[%

] 
day 29

M
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S
.d. 

N
 

M
edian 

1.1 
0.3 5 
1.0 k 

0.6
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0.7

 
1.0
0.55
1.0

 
1.1 
0.3 5 
1.1  

2.0
1.65
1.4
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[%
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M
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S
.d. 

N
 

M
edian 

0.1 
0.1 5 
0.1 k 
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0.15
0.1

 
0.1
0.15
0.1

 
0.2 
0.2 5 
0.1  

0.1
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0.1
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C

 
[%

] 
day 29

M
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S
.d. 

N
 

M
edian 

0.4 
0.1 5 
0.4 k 

0.4
0.25
0.4

 
0.3
0.25
0.4

 
0.3 
0.2 5 
0.3  

0.3
0.25
0.2
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 System
 3.0

W
hite blood cell param

eters 

Sex: Fem
ale - P

hase: In-life 

0 / F 
0 ppm

 
1/ F

30 ppm
2/ F

100 ppm
3 / F 

300 ppm
 

4/ F
1000 ppm

W
B

C
 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

3.72 
1.38 5 
4.00 k 

3.75
1.215
3.52

 
5.29
2.765
4.16

 
3.75 
0.86 5 
3.50  

5.67
3.405
4.14

 

N
EU

TA 
[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.42 
0.10 5 
0.46 k 

0.52
0.195
0.54

 
0.44
0.275
0.34

 
0.32 
0.06 5 
0.32  

0.34
0.195
0.28

 

LYM
P

H
A 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

3.23 
1.25 5 
3.46 k 

3.09
1.055
3.02

 
4.59
2.565
3.50

 
3.22 
0.84 5 
2.96  

5.08
3.215
3.70

 

M
O

N
O

A 
[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.02 
0.01 5 
0.02 v 

0.07
0.045
0.06

** 
0.18
0.055
0.18

** 
0.15 
0.09 5 
0.12 ** 

0.17
0.115
0.12

** 

E
O

SA
 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.04 
0.04 5 
0.04 k 

0.06
0.045
0.04

 
0.06
0.035
0.06

 
0.04 
0.02 5 
0.04  

0.06
0.045
0.06

 

B
AS

O
A 

[giga/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.00 
0.00 5 
0.00 k 

0.00
0.005
0.00

 
0.00
0.015
0.00

 
0.00 
0.01 5 
0.00  

0.00
0.005
0.00

 

LU
C

A
 

[giga/L] 
day 29

M
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S
.d. 

N
 

M
edian 

0.01 
0.01 5 
0.02 k 

0.02
0.005
0.02

 
0.02
0.025
0.02

 
0.01 
0.01 5 
0.02  

0.02
0.025
0.02

 

N
EU

T 
[%

] 
day 29

M
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S
.d. 

N
 

M
edian 

11.9 
2.4 5 

11.3 v 
14.2
4.15

13.0

 
8.6
2.65
8.7

 
9.2 
3.1 5 
9.0  

6.0
2.05
5.6

** 

LYM
P

H
 

[%
] 

day 29

M
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S
.d. 

N
 

M
edian 

86.3 
2.0 5 

86.7 k 
81.9
4.75

83.1

 
85.3
4.85

84.4

 
85.5 

2.8 5 
84.6  

88.6
2.55

88.9

 

M
O

N
O

 
[%

] 
day 29

M
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S
.d. 

N
 

M
edian 

0.5 
0.3 5 
0.6 v 

1.8
0.95
2.0

* 
4.4
2.55
5.7

** 
3.9 
1.9 5 
3.9 ** 

3.5
2.75
2.1

** 

E
O

S 
[%
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M
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S
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N
 

M
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1.0 
0.5 5 
1.0 k 
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1.5

 
1.4
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1.3

 
0.9 
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0.6  

1.4
1.15
1.2

 

B
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M
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S
.d. 

N
 

M
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0.1 
0.0 5 
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0.1
0.15
0.1

 
0.2
0.15
0.2

 
0.2 
0.1 5 
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0.1
0.15
0.1
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[%

] 
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M
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S
.d. 

N
 

M
edian 

0.2 
0.2 5 
0.3 k 

0.5
0.25
0.5

 
0.2
0.25
0.3

 
0.4 
0.2 5 
0.4  

0.3
0.35
0.4
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S
tatistic P

rofile = K
ruskal-W

allis + W
ilcoxon test (tw

o-sided), * p<=0.05, ** p <=0.01, X
 = G

roup excluded from
 statistics 
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S
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ata©

 System
 3.0

Enzym
es 

Sex: M
ale - Phase: In-life 

0 / M
 

0 ppm
 

1/ M
30 ppm

 
2/ M

100 ppm
3/ M

 
300 ppm

 
4/ M

1000 ppm
A

LT 
[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

0.83 
0.15 5 
0.88 v 

0.81
0.273
0.77

 
0.97
0.164
0.92

 
1.14 
0.59 5 
0.98  

2.08
0.394
2.22

* 

A
ST 

[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

5.18 
2.25 5 
4.19 k 

4.10
0.613
3.90

 
4.83
1.364
4.87

 
5.11 
2.00 5 
4.47  

5.72
1.924
5.69

 

A
LP

 
[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

1.56 
0.14 5 
1.51 v 

1.70
0.145
1.68

 
1.82
0.165
1.85

* 
1.87 
0.15 5 
1.88 * 

2.07
0.395
2.08

* 

G
G

T_C
 

[nkat/L] 
day 29

M
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S
.d. 

N
 

M
edian 

0 0 5 0 k 
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0050

 
0 0 5 0  

0050
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 System
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hase: In-life 

0 / F 
0 ppm

 
1/ F

30 ppm
2/ F

100 ppm
3 / F 

300 ppm
 

4/ F
1000 ppm

A
LT 

[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

1.15 
0.37 5 
0.99 v 

1.03
0.185
1.04

 
1.22
0.275
1.33

 
1.36 
0.34 5 
1.22  

2.67
1.694
1.94

 

A
ST 

[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

5.70 
0.94 5 
5.77 k 

5.86
1.985
5.03

 
5.48
1.745
6.14

 
4.87 
0.88 5 
4.57  

6.46
1.494
6.63

 

A
LP

 
[µkat/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

2.28 
0.19 5 
2.16 v 

2.07
0.135
2.07

 
2.11
0.245
2.11

 
1.98 
0.24 5 
2.08  

2.53
0.255
2.51

 

G
G
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S
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N
 

M
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S
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ruskal-W

allis + W
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 System
 3.0

Substrates 

Sex: M
ale - Phase: In-life 

0 / M
 

0 ppm
 

1/ M
30 ppm

 
2/ M

100 ppm
3/ M

 
300 ppm

 
4/ M

1000 ppm
U

R
EA

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

12.22 
1.61 5 

11.32 k 
12.44
1.145

12.57

 
14.15

2.015
14.86

 
12.28 

1.34 5 
12.60  

13.14
1.185

13.31

 

C
R

EA
 

[µm
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

36.7 
2.0 5 

36.4 k 
36.2

2.95
35.8

 
33.7
3.55

35.7

 
31.6 
1.9 5 

32.3  
36.2
4.65

34.6

 

G
LU

C
 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

7.54 
1.01 5 
7.11 k 

7.21
0.575
7.15

 
6.96
1.675
6.41

 
7.29 
0.99 5 
7.06  

5.70
1.275
5.09

 

TBIL 
[µm

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

1.46 
0.43 5 
1.30 v 

0.91
0.305
0.87

* 
0.52
0.265
0.52

** 
0.63 
0.48 5 
0.81 ** 

0.67
0.655
0.69

 

TBA 
[µm

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

5.2 
2.9 5 
4.6 k 

9.2
9.45
4.6

 
9.4

14.15
3.8

 
41.2 
53.5 5 
8.4  

6.4
2.85
5.5

 

TPR
O

T 
[g/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

49.55 
0.54 5 

49.64 v 
49.89
0.395

49.67

 
45.88

1.815
46.74

** 
44.56 

2.19 5 
45.45 ** 

49.67
1.315

49.72

 

A
LB

 
[g/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

31.17 
0.81 5 

30.97 v 
31.33
0.725

30.85

 
28.63

1.635
29.51

** 
27.87 

1.21 5 
27.75 ** 

31.31
1.065

31.70

 

G
LO

B
 

[g/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

18.38 
0.36 5 

18.40 v 
18.56
0.505

18.82

 
17.25

0.365
17.33

** 
16.69 

1.09 5 
16.99 ** 

18.37
0.535

18.38

 

C
H

O
L 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

2.53 
0.28 5 
2.56 v 

2.01
0.195
2.04

* 
1.51
0.075
1.53

** 
1.24 
0.13 5 
1.19 ** 

0.69
0.155
0.73

** 

TR
IG

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

0.98 
0.25 5 
0.99 v 

0.85
0.145
0.86

 
0.50
0.115
0.44

* 
0.68 
0.10 5 
0.62  

0.66
0.235
0.68
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S
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 System
 3.0

Substrates 
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ale - P

hase: In-life 

0 / F 
0 ppm

 
1/ F

30 ppm
2/ F

100 ppm
3 / F 

300 ppm
 

4/ F
1000 ppm

U
R
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[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

11.32 
1.03 5 

11.58 k 
11.61
1.365

11.46

 
10.23

1.535
9.22

 
10.94 

0.59 5 
11.19  
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R
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[µm
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day 29

M
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S
.d. 

N
 

M
edian 

32.8 
1.5 5 

33.6 k 
34.9
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34.7

 
33.8
4.05

31.8

 
32.3 
3.2 5 

31.0  
33.7
3.05
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G
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C
 

[m
m
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day 29

M
ean 

S
.d. 

N
 

M
edian 

7.79 
1.15 5 
8.45 v 

7.90
1.455
8.03

 
6.83
1.805
6.59

 
5.95 
1.04 5 
5.83  

5.25
0.815
5.60

** 

TBIL 
[µm

ol/L] 
day 29

M
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S
.d. 

N
 

M
edian 

0.88 
0.31 5 
0.95 k 

0.95
0.185
0.91

 
0.85
0.295
0.90

 
0.47 
0.24 5 
0.56  

0.64
0.305
0.52
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M
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S
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N
 

M
edian 

9.9 
6.4 5 
7.7 k 

9.4
5.55
6.6

 
40.8
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7.1

 
7.0 
4.0 5 
4.7  

9.3
7.04
6.5
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O
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M
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S
.d. 

N
 

M
edian 

48.29 
1.84 5 

47.92 v 
46.13
1.185
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43.41

2.135
42.96

* 
42.71 

0.70 5 
42.46 ** 

43.22
2.054

43.28

* 
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day 29

M
ean 

S
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N
 

M
edian 

31.85 
1.12 5 

31.88 v 
30.64
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30.56

 
28.67

1.405
28.47

* 
28.16 

0.70 5 
28.06 ** 

27.69
1.144

27.66

* 
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M
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S
.d. 

N
 

M
edian 
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0.93 5 

16.27 v 
15.48
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* 
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0.41 5 
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M
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S
.d. 

N
 

M
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2.04 
0.22 5 
1.95 v 

1.32
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1.38

** 
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** 
0.68 
0.16 5 
0.70 ** 
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0.78

** 

TR
IG

 
[m

m
ol/L] 

day 29

M
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S
.d. 

N
 

M
edian 

0.82 
0.14 5 
0.79 v 

0.48
0.135
0.45

** 
0.39
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0.31

** 
0.30 
0.08 5 
0.30 ** 

0.63
0.085
0.58

* 
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0 / M
 

0 ppm
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30 ppm

 
2/ M

100 ppm
3/ M

 
300 ppm

 
4/ M

1000 ppm
N

A 
[m

m
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M
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S
.d. 

N
 

M
edian 

148.5 
2.0 5 

147.9 k 
150.0

1.15
150.0

 
148.7

1.45
148.7

 
147.8 

1.9 5 
147.1  

149.4
4.75

149.9

 

K
 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

6.94 
0.94 5 
6.57 k 

6.01
0.323
6.17

 
6.88
0.674
6.83

 
7.14 
0.88 5 
6.90  

6.21
0.584
6.25

 

C
L 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

113.3 
2.2 5 

113.2 k 
115.9

0.75
116.0

 
116.6

1.35
116.7

 
114.3 

1.6 5 
114.9  

115.5
2.85

114.8

 

IN
P

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

2.82 
0.35 5 
2.79 k 

2.97
0.275
3.11

 
3.25
0.395
3.29

 
2.89 
0.30 5 
2.70  

3.10
0.295
2.99

 

C
A 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

2.42 
0.03 5 
2.42 k 

2.36
0.035
2.36

 
2.35
0.025
2.36

 
2.34 
0.08 5 
2.34  

2.38
0.065
2.38
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S
tatistic P

rofile = K
ruskal-W

allis + W
ilcoxon test (tw

o-sided), * p<=0.05, ** p <=0.01, X
 = G

roup excluded from
 statistics 

k=K
R

U
S

KAL-W
A

LLIS
 

IB 10

S
tudy 

31C
0741/11C

201 
16-M

ay-2013 09:27

ToxD
ata©

 System
 3.0

Electrolytes + m
inerals 

Sex: Fem
ale - P

hase: In-life 

0 / F 
0 ppm

 
1/ F

30 ppm
2/ F

100 ppm
3 / F 

300 ppm
 

4/ F
1000 ppm

N
A 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

149.5 
2.2 5 

148.7 k 
150.0

1.95
149.8

 
150.2

1.85
150.7

 
151.2 

0.9 5 
151.5  

150.6
2.35

150.0

 

K
 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

6.21 
0.63 5 
5.88 k 

5.94
0.675
6.14

 
5.72
0.975
5.69

 
5.48 
0.53 5 
5.26  

6.57
0.674
6.75

 

C
L 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

115.5 
2.3 5 

115.3 k 
115.6

0.55
115.6

 
116.1

2.75
115.5

 
116.9 

2.5 5 
115.4  

115.9
2.05

116.1

 

IN
P

 
[m

m
ol/L] 

day 29

M
ean 

S
.d. 

N
 

M
edian 

2.83 
0.22 5 
2.89 k 

2.92
0.315
2.75

 
3.02
0.405
3.16

 
3.01 
0.19 5 
3.02  

3.19
0.325
3.15

 

C
A 

[m
m

ol/L] 
day 29

M
ean 

S
.d. 

N
 

M
edian 

2.29 
0.06 5 
2.30 k 

2.26
0.055
2.26

 
2.27
0.065
2.27

 
2.26 
0.06 5 
2.28  

2.35
0.115
2.37
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IIA 1

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

0 / M 
0 ppm

01
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

02
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

03
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

04
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

05
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 2

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

1/ M 
30 ppm 

06
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

07
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

08
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

09
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

10
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 3

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

2/ M 
100 ppm

11
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

12
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

13
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

14
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

15
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 4

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

3/ M 
300 ppm

16
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

17
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

18
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

19
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

20
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 5

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

4/ M 
1000 
ppm

21
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

22
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

23
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

24
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

25
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

P
age 91 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



IIA 6

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

0 / M 
0 ppm

01
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

02
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

03
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

04
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

05
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 7

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

1/ M 
30 ppm 

06
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

07
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

08
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

09
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

10
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

P
age 93 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



IIA 8

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

2/ M 
100 ppm

11
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

12
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

13
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

14
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

15
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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IIA 9

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

3/ M 
300 ppm

16
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

17
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

18
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

19
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

20
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

4/ M 
1000 
ppm

21
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

22
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

23
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

24
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

25
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

0 / M 
0 ppm

01
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

02
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

03
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

04
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

05
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

1/ M 
30 ppm 

06
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

07
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

08
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

09
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

10
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

2/ M 
100 ppm

11
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

12
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

13
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

14
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

15
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

3/ M 
300 ppm

16
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

17
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

18
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

19
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

20
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

4/ M 
1000 
ppm

21
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

22
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

23
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

24
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

25
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

0 / F 
0 ppm

26
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

27
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

28
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

29
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

30
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

1/ F 
30 ppm

31
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

32
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

33
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

34
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

35
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

2/ F 
100 ppm

36
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

37
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

38
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

39
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

40
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

3 / F 
300 ppm

41
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

42
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

43
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

44
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

45
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

0 
[DCO]

1 2 3 4 5 6
7 

[DCO]
8 9

4/ F 
1000 
ppm

46
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

47
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

48
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

49
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

50
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

0 / F 
0 ppm

26
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

27
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

28
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

29
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

30
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

P
age 107 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



IIA 22

Study 31C0741/11C201 13-Mar-2013 09:40

ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

1/ F 
30 ppm

31
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

32
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

33
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

34
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

35
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

2/ F 
100 ppm

36
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

37
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

38
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

39
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

40
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

3 / F 
300 ppm

41
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

42
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

43
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

44
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

45
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

10 11 12 13
14 

[DCO]
15 16 17 18 19

4/ F 
1000 
ppm

46
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

47
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

48
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

49
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

            

50
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

0 / F 
0 ppm

26
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

27
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

28
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

29
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

30
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

1/ F 
30 ppm

31
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

32
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

33
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

34
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

35
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

2/ F 
100 ppm

36
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

37
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

38
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

39
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

40
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

3 / F 
300 ppm

41
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

42
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

43
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

44
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

45
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Signs By Interval - Clinical Observation 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

Sign 
Type

Sign Modifier Remark
Day

20
21 

[DCO]
22 23 24 25 26 27

28 
[DCO]

29

4/ F 
1000 
ppm

46
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

47
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

48
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

49
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1

50
normal NAD   1 1 1 1 1 1 1 1 1 1

dead 
sacrificed 
scheduled

           1
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
0 / M 

0 ppm
01 04, 01, 02, 03, 05 3.1 4.4 3.0 3.8

P
age 117 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



d = day

IIA 32

Study 31C0741/11C201 13-Mar-2013 09:44

ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
1/ M 

30 ppm 
02 08, 09, 07, 10, 06 3.7 3.7 3.8 4.2
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
2/ M 

100 ppm
03 13, 11, 12, 14, 15 3.7 3.3 3.5 4.2
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
3/ M 

300 ppm
04 17, 18, 16, 19, 20 3.7 4.1 3.7 4.1
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
4/ M 

1000 ppm
05 21, 22, 25, 24, 23 1.8 3.6 2.3 2.8

P
age 121 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



d = day

IIA 36

Study 31C0741/11C201 13-Mar-2013 09:44
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Individual Food Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
0 / F 

0 ppm
06 26, 28, 29, 27, 30 3.8 4.0 3.9 4.7
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
1/ F 

30 ppm
07 31, 33, 32, 34, 35 3.5 3.7 3.5 4.1
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
2/ F 

100 ppm
08 36, 39, 37, 38, 40 3.5 3.6 3.7 4.2
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
3 / F 

300 ppm
09 45, 44, 42, 43, 41 3.8 3.8 3.9 4.5
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ToxData© System 3.0

Individual Food Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 6 -> 7 d 13 -> 14 d 20 -> 21 d 27 -> 28
4/ F 

1000 ppm
10 47, 48, 50, 49, 46 2.7 2.2 2.3 3.2
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
0 / M 

0 ppm
01 04, 01, 02, 03, 05 3.2 4.6 3.9 3.9
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
1/ M 

30 ppm 
02 08, 09, 07, 10, 06 4.2 3.6 4.1 3.5

P
age 128 of 285

  R
eport; P

roject N
o.: 31C

0741/11C
201

T
his docum

ent is the property of the sponsor(s) (specified on page 1), use by other parties requires w
ritten perm

ission by the sponsor(s)



d = day

IIA 43

Study 31C0741/11C201 13-Mar-2013 10:52

ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
2/ M 

100 ppm
03 13, 11, 12, 14, 15 3.5 2.7 3.6 3.8
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
3/ M 

300 ppm
04 17, 18, 16, 19, 20 3.6 3.6 3.6 3.6
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Male - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
4/ M 

1000 ppm
05 21, 22, 25, 24, 23 2.9 3.6 3.3 2.8
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
0 / F 

0 ppm
06 26, 28, 29, 27, 30 3.1 3.8 3.8 3.6
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
1/ F 

30 ppm
07 31, 33, 32, 34, 35 3.5 3.7 3.7 3.3
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
2/ F 

100 ppm
08 36, 39, 37, 38, 40 3.5 3.5 4.3 3.7
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
3 / F 

300 ppm
09 45, 44, 42, 43, 41 3.4 3.2 2.8 3.3
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ToxData© System 3.0

Individual Water Consumption Per Day [g/Day] 

Sex: Female - Phase: In-life 

Group Cage Animals d 4 -> 7 d 11 -> 14 d 18 -> 21 d 25 -> 28
4/ F 

1000 ppm
10 47, 48, 50, 49, 46 2.7 4.1 2.9 2.9
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

0 / M 
0 ppm

01 20.5 22.3 23.2 24.8 25.6
02 20.9 22.2 24.1 25.2 25.9
03 21.4 21.2 22.5 22.6 22.9
04 21.0 20.9 21.1 21.7 22.0
05 20.5 20.7 22.9 23.9 24.6P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

1/ M 
30 ppm 

06 20.9 22.3 22.8 23.8 24.3
07 20.4 21.0 22.4 23.6 25.0
08 21.6 24.5 25.0 26.1 27.5
09 19.9 21.7 22.2 23.2 25.0
10 20.4 22.3 23.2 24.3 25.9P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

2/ M 
100 ppm

11 21.4 22.6 22.6 24.1 25.2
12 21.0 22.4 22.5 23.8 25.3
13 20.5 21.9 22.3 23.5 24.9
14 22.3 23.8 24.1 25.2 26.3
15 20.8 21.6 21.4 22.8 24.5P

age 139 of 285
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

3/ M 
300 ppm

16 22.3 23.2 24.4 25.3 26.5
17 21.1 22.7 24.5 25.5 26.2
18 20.6 22.1 23.3 24.3 25.3
19 21.3 23.3 23.7 24.9 25.9
20 21.8 23.0 23.1 24.7 26.0P

age 140 of 285
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

4/ M 
1000 ppm

21 20.0 19.1 20.6 20.1 19.3
22 21.9 18.3 20.6 21.2 21.4
23 20.8 18.9 21.3 22.2 21.7
24 22.0 18.8 22.0 21.4 21.4
25 21.0 18.6 20.9 20.9 21.4P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

0 / F 
0 ppm

26 17.3 18.9 19.3 19.1 19.9
27 17.1 18.5 19.1 19.7 20.4
28 17.4 18.5 19.6 19.9 19.9
29 17.8 18.7 19.7 19.5 20.1
30 18.5 19.9 20.4 20.6 21.0P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

1/ F 
30 ppm

31 17.2 18.1 19.5 20.2 20.4
32 16.8 17.5 18.9 18.9 19.3
33 17.5 18.3 19.3 19.6 20.7
34 17.8 18.1 18.7 19.8 19.9
35 18.7 19.3 19.7 20.1 20.1P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

2/ F 
100 ppm

36 19.0 19.9 21.0 21.0 21.9
37 18.1 19.0 19.6 19.5 20.5
38 17.5 19.4 19.6 20.2 20.8
39 17.7 18.2 19.4 19.8 21.7
40 18.4 19.9 20.1 20.7 21.9P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

3 / F 
300 ppm

41 18.9 19.2 19.8 20.0 20.8
42 19.8 19.8 20.6 21.2 21.3
43 17.0 18.7 18.5 19.8 20.8
44 17.0 17.6 18.7 19.1 19.3
45 17.8 18.6 19.3 19.3 19.5P
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ToxData© System 3.0

Individual Body Weights - BW / Body Weights [g] 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

day 0 day 7 day 14 day 21 day 28

4/ F 
1000 ppm

46 18.0 15.9 18.0 18.4 19.1
47 17.8 16.3 18.2 19.4 19.4
48 18.1 16.4 18.2 19.0 18.5
49 18.1 16.2 17.9 17.9 18.7
50 18.4 16.7 19.3 19.2 19.3P
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ToxData© System 3.0

Red blood cell parameters 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

RBC
[tera/L]
day 29

HGB
[mmol/L]

day 29

HCT
[L/L]

day 29

MCV
[fL]

day 29

MCH
[fmol]

day 29

MCHC
[mmol/L]

day 29

RET
[%]

day 29

PLT
[giga/L]
day 29

0 / M 
0 ppm

01 10.84 9.2 0.484 44.7 0.86 19.17 2.9 1,514
02 11.56 10.0 0.508 44.0 0.87 19.77 2.8 1,578
03 11.68 10.2 0.510 43.7 0.87 20.02 3.1 1,592
04 11.46 10.0 0.500 43.6 0.87 20.01 2.7 1,636
05 10.58 9.4 0.476 45.1 0.88 19.61 3.5 1,362

1/ M 
30 ppm 

06 10.64 9.4 0.474 44.5 0.88 19.87 2.9 1,614
07 10.70 9.6 0.480 44.8 0.90 20.07 2.9 1,634
08 10.62 9.6 0.478 45.1 0.90 20.03 3.0 1,460
09 10.48 9.4 0.458 43.7 0.89 20.44 3.2 1,404
10 10.58 9.4 0.476 45.1 0.90 19.87 2.8 1,498

2/ M 
100 ppm

11 10.38 9.6 0.480 46.2 0.92 19.89 2.8 1,456
12 10.98 9.8 0.492 44.9 0.89 19.86 2.8 1,624
13 9.48 8.4 0.422 44.5 0.88 19.85 2.9 1,338
14 10.58 9.4 0.476 45.0 0.89 19.84 2.6 1,360
15 10.74 9.6 0.480 44.6 0.89 19.93 2.7 1,570

3/ M 
300 ppm

16 9.64 8.8 0.448 46.4 0.91 19.63 3.8 1,288
17 10.82 9.6 0.488 45.1 0.90 19.85 2.3 1,530
18 8.68 8.0 0.402 46.3 0.92 19.85 4.0 1,114
19 10.92 9.8 0.486 44.4 0.89 20.05 2.5 1,472
20 10.98 9.4 0.480 43.8 0.86 19.66 3.1 1,668

4/ M 
1000 ppm

21 10.34 9.0 0.440 42.5 0.87 20.40 2.2 1,390
22 11.44 10.0 0.488 42.6 0.87 20.34 2.2 1,756
23 12.30 10.8 0.532 43.2 0.88 20.40 2.0 1,072
24 11.04 9.6 0.476 43.1 0.87 20.17 2.2 1,618
25 10.16 10.0 0.434 42.7 0.99 23.07 2.1 1,996
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IIB 2

Study 31C0741/11C201 16-May-2013 09:28

ToxData© System 3.0

Red blood cell parameters 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

RBC
[tera/L]
day 29

HGB
[mmol/L]

day 29

HCT
[L/L]

day 29

MCV
[fL]

day 29

MCH
[fmol]

day 29

MCHC
[mmol/L]

day 29

RET
[%]

day 29

PLT
[giga/L]
day 29

 

0 / F 
0 ppm

26 10.38 9.2 0.468 45.0 0.88 19.61 2.7 1,258 
27 10.40 9.6 0.466 44.7 0.92 20.49 2.3 1,338 
28 9.80 8.8 0.434 44.2 0.90 20.43 2.4 1,242 
29 10.60 9.4 0.470 44.4 0.88 19.82 2.2 1,360 
30 11.16 10.2 0.494 44.4 0.92 20.68 2.8 1,270 

1/ F 
30 ppm

31 9.86 9.2 0.450 45.6 0.93 20.28 2.1 1,270 
32 10.44 9.4 0.460 44.1 0.90 20.45 3.0 1,154 
33 10.40 9.4 0.456 43.9 0.90 20.45 2.5 1,380 
34 10.52 9.4 0.462 44.0 0.90 20.44 2.4 1,332
35 10.16 9.6 0.442 43.5 0.94 21.60 2.5 1,344

2/ F 
100 ppm

36 9.84 9.0 0.444 45.1 0.91 20.17 2.7 1,346
37 10.06 9.0 0.448 44.6 0.90 20.26 2.3 1,204
38 11.80 10.6 0.526 44.5 0.89 20.05 2.8 1,324
39 9.46 8.8 0.430 45.5 0.93 20.54 4.2 982
40 9.94 9.2 0.446 44.9 0.93 20.82 2.8 1,428

3 / F 
300 ppm

41 9.90 9.0 0.442 44.6 0.91 20.48 2.2 1,438
42 9.94 9.0 0.446 44.9 0.90 20.13 2.2 1,328
43 10.84 9.8 0.484 44.6 0.91 20.36 2.4 1,536 
44 10.98 10.0 0.488 44.5 0.91 20.39 2.2 1,464 
45 10.48 9.4 0.464 44.3 0.91 20.45 2.3 1,372 

4/ F 
1000 ppm

46 10.06 9.0 0.432 42.9 0.90 20.91 2.5 982 
47 11.34 10.4 0.498 44.0 0.91 20.67 2.3 542OL 
48 10.96 9.6 0.470 42.8 0.87 20.26 2.1 1,462 
49 10.50 9.4 0.454 43.2 0.89 20.51 2.1 1,498 
50 10.78 9.4 0.468 43.5 0.88 20.18 2.3 1,434 
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Study 31C0741/11C201 16-May-2013 09:30

ToxData© System 3.0

White blood cell parameters 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

WBC
[giga/L]
day 29

NEUTA
[giga/L]
day 29

LYMPHA
[giga/L]
day 29

MONOA
[giga/L]
day 29

EOSA
[giga/L]
day 29

BASOA
[giga/L]
day 29

LUCA
[giga/L]
day 29

NEUT
[%]

day 29

LYMPH
[%]

day 29

MONO
[%]

day 29

EOS
[%]

day 29

BASO
[%]

day 29

LUC
[%]

day 29

0 / M 
0 ppm

01 7.94 0.58 7.20 0.02 0.08 0.00 0.04 7.4 90.7 0.3 1.0 0.1 0.5
02 5.88 0.30 5.44 0.04 0.06 0.00 0.02 5.2 92.7 0.5 1.2 0.1 0.3
03 5.98 0.42 5.46 0.02 0.06 0.00 0.02 6.9 91.4 0.4 0.9 0.1 0.3
04 5.96 0.66 5.22 0.00 0.04 0.00 0.02 11.1 87.6 0.2 0.7 0.0 0.4
05 3.16 0.20 2.88 0.00 0.04 0.00 0.02 6.4 91.4 0.1 1.5 0.2 0.4

1/ M 
30 ppm 

06 5.00 0.46 4.44 0.04 0.04 0.00 0.02 9.3 88.7 0.9 0.6 0.0 0.5
07 4.34 0.20 4.08 0.02 0.04 0.00 0.00 4.5 94.2 0.3 0.8 0.1 0.2
08 5.80 0.34 5.38 0.02 0.04 0.00 0.02 5.9 92.6 0.4 0.7 0.2 0.3
09 2.70 0.18 2.46 0.02 0.02 0.00 0.00 7.0 91.1 0.7 0.8 0.0 0.4
10 3.62 0.42 3.14 0.02 0.02 0.00 0.02 11.8 86.8 0.3 0.3 0.1 0.6

2/ M 
100 ppm

11 5.72 0.60 4.94 0.10 0.06 0.00 0.02 10.4 86.5 1.6 1.0 0.0 0.5
12 7.80 0.76 6.82 0.14 0.04 0.00 0.04 9.7 87.4 1.8 0.6 0.1 0.5
13 4.70 0.50 4.12 0.04 0.02 0.00 0.02 10.6 87.6 0.9 0.4 0.2 0.4
14 1.74 0.14 1.54 0.02 0.04 0.00 0.00 8.1 88.6 1.1 1.8 0.3 0.1
15 2.58 0.16 2.32 0.04 0.02 0.00 0.00 6.4 90.6 1.6 1.0 0.1 0.2

3/ M 
300 ppm

16 8.38 0.60 7.54 0.10 0.08 0.00 0.04 7.2 90.1 1.2 0.9 0.1 0.4
17 10.24 0.62 9.26 0.12 0.16 0.06 0.02 6.1 90.5 1.2 1.5 0.5 0.3
18 6.00 0.58 5.28 0.06 0.06 0.00 0.02 9.6 88.0 1.0 1.1 0.1 0.2
19 8.10 0.62 7.28 0.10 0.06 0.00 0.04 7.6 89.9 1.1 0.8 0.0 0.6
20 7.10 0.38 6.54 0.08 0.08 0.02 0.02 5.3 92.0 1.2 1.1 0.2 0.2

4/ M 
1000 ppm

21 4.62 0.18 4.14 0.22 0.04 0.00 0.00 4.0 89.7 4.9 1.1 0.1 0.2
22 6.54 0.20 6.06 0.16 0.10 0.00 0.02 3.2 92.6 2.4 1.4 0.1 0.3
23 6.42 0.42 5.64 0.06 0.30 0.00 0.00 6.4 87.7 0.9 4.8 0.1 0.1
24 2.02 0.24 1.62 0.08 0.04 0.00 0.02 12.1 80.6 4.3 2.2 0.2 0.6
25 4.54 0.48 4.00 0.02 0.04 0.00 0.00 10.6 88.0 0.4 0.7 0.0 0.2
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IIB 4

Study 31C0741/11C201 16-May-2013 09:30

ToxData© System 3.0

White blood cell parameters 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

WBC
[giga/L]
day 29

NEUTA
[giga/L]
day 29

LYMPHA
[giga/L]
day 29

MONOA
[giga/L]
day 29

EOSA
[giga/L]
day 29

BASOA
[giga/L]
day 29

LUCA
[giga/L]
day 29

NEUT
[%]

day 29

LYMPH
[%]

day 29

MONO
[%]

day 29

EOS
[%]

day 29

BASO
[%]

day 29

LUC
[%]

day 29

0 / F 
0 ppm

26 4.00 0.46 3.46 0.02 0.04 0.00 0.02 11.3 86.7 0.6 0.9 0.1 0.4
27 4.38 0.48 3.82 0.02 0.04 0.00 0.02 10.9 87.1 0.6 1.0 0.1 0.3
28 5.36 0.46 4.76 0.02 0.10 0.00 0.02 8.6 88.7 0.5 1.9 0.0 0.3
29 1.68 0.24 1.44 0.00 0.00 0.00 0.00 13.8 85.6 0.0 0.4 0.1 0.0
30 3.20 0.48 2.68 0.02 0.04 0.00 0.00 14.7 83.4 0.6 1.0 0.1 0.2

1/ F 
30 ppm

31 4.96 0.78 3.92 0.12 0.12 0.00 0.02 15.6 79.2 2.4 2.4 0.1 0.3
32 5.06 0.62 4.36 0.04 0.04 0.00 0.02 12.2 86.0 0.6 0.7 0.0 0.5
33 2.64 0.34 2.20 0.06 0.04 0.00 0.02 13.0 83.1 2.0 1.5 0.0 0.5
34 3.52 0.34 3.02 0.10 0.02 0.00 0.02 9.6 86.1 2.9 0.8 0.2 0.4
35 2.58 0.54 1.94 0.04 0.06 0.00 0.02 20.5 75.3 1.3 2.0 0.1 0.8

2/ F 
100 ppm

36 4.16 0.34 3.50 0.24 0.04 0.00 0.02 8.2 84.4 6.0 1.1 0.1 0.3
37 2.96 0.34 2.38 0.16 0.06 0.00 0.00 11.2 80.7 5.7 2.1 0.2 0.0
38 7.54 0.34 7.04 0.10 0.06 0.00 0.02 4.5 93.2 1.3 0.7 0.1 0.3
39 8.90 0.92 7.64 0.18 0.12 0.02 0.04 10.3 85.7 2.1 1.3 0.2 0.4
40 2.90 0.26 2.40 0.20 0.04 0.00 0.00 8.7 82.6 6.7 1.7 0.2 0.2

3 / F 
300 ppm

41 4.00 0.36 3.54 0.06 0.02 0.00 0.02 9.0 88.3 1.3 0.6 0.2 0.5
42 3.20 0.32 2.68 0.12 0.06 0.00 0.00 10.1 83.9 3.9 1.6 0.3 0.3
43 2.94 0.40 2.42 0.08 0.02 0.00 0.02 13.7 82.1 2.9 0.6 0.3 0.5
44 5.12 0.26 4.52 0.28 0.04 0.02 0.00 5.2 88.4 5.4 0.6 0.3 0.1
45 3.50 0.28 2.96 0.20 0.04 0.00 0.02 8.2 84.6 5.9 0.9 0.1 0.4

4/ F 
1000 ppm

46 3.34 0.28 2.88 0.06 0.12 0.00 0.00 8.1 86.2 2.1 3.3 0.2 0.1
47 11.60 0.66 10.70 0.12 0.08 0.00 0.04 5.6 92.2 1.1 0.6 0.1 0.4
48 5.34 0.24 4.76 0.28 0.06 0.00 0.02 4.3 88.9 5.2 1.2 0.0 0.4
49 4.14 0.34 3.70 0.08 0.02 0.00 0.00 8.1 89.5 1.7 0.5 0.1 0.1
50 3.92 0.16 3.38 0.30 0.04 0.00 0.02 4.1 86.3 7.5 1.3 0.2 0.7
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IIB 5

Study 31C0741/11C201 16-May-2013 09:31

ToxData© System 3.0

Enzymes 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

ALT
[µkat/L]
day 29

 
AST

[µkat/L]
day 29

 
ALP

[µkat/L]
day 29

GGT_C
[nkat/L]
day 29

0 / M 
0 ppm

01 0.98 9.05 1.41 0
02 0.74 5.22 1.51 0
03 0.88 3.52 1.45 0
04 0.95 3.91 1.73 0
05 0.62 4.19 1.69 0

1/ M 
30 ppm 

06 0.77 4.78 1.68 0
07 1.17OL 8.78OL 1.85 0
08 0.94OL 3.64OL 1.55 0
09 0.56 3.61 1.82 0
10 1.09 3.90 1.58 0

2/ M 
100 ppm

11 0.91 4.45 1.79 0
12 0.93 6.40 1.96 0
13 1.19 5.29 1.85 0
14 1.06OL 7.76OL 1.56 0
15 0.83 3.17 1.92 0

3/ M 
300 ppm

16 0.77 4.47 1.80 0
17 2.16 8.62 2.08 0
18 0.71 4.50 1.67 0
19 1.07 4.43 1.88 0
20 0.98 3.55 1.90 0

4/ M 
1000 ppm

21 2.25 7.46 1.63 0
22 2.19 7.31 1.78 0
23 3.49OL 16.89OL 2.63 0
24 2.38 4.06 2.23 0
25 1.50 4.07 2.08 0
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OL = Outlier

IIB 6

Study 31C0741/11C201 16-May-2013 09:31

ToxData© System 3.0

Enzymes 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

ALT
[µkat/L]
day 29

 
AST

[µkat/L]
day 29

 
ALP

[µkat/L]
day 29

GGT_C
[nkat/L]
day 29

0 / F 
0 ppm

26 1.72 6.75 2.11 0
27 1.32 5.77 2.42 0
28 0.79 6.33 2.15 0
29 0.93 4.32 2.16 0
30 0.99 5.35 2.54 0

1/ F 
30 ppm

31 1.14 9.02 2.07 0
32 1.04 6.50 2.16 0
33 1.25 5.03 2.22 0
34 0.90 4.69 1.90 0
35 0.81 4.08 1.99 0

2/ F 
100 ppm

36 1.33 6.14 1.79 0
37 1.37 7.25 2.15 0
38 1.52 6.36 2.11 0
39 1.01 4.91 2.46 0
40 0.86 2.76 2.03 0

3 / F 
300 ppm

41 1.22 5.81 1.85 0
42 1.09 4.57 2.08 0
43 1.12 4.38 1.62 0
44 1.44 5.77 2.22 0
45 1.92 3.84 2.11 0

4/ F 
1000 ppm

46 4.54OL 15.37OL 2.51 0
47 5.17 7.39 2.90 0
48 2.23 7.93 2.47 0
49 1.63 4.65 2.20 0
50 1.66 5.87 2.58 0
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IIB 7

Study 31C0741/11C201 16-May-2013 09:33

ToxData© System 3.0

Substrates 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

UREA
[mmol/L]

day 29

CREA
[µmol/L]

day 29

GLUC
[mmol/L]

day 29

TBIL
[µmol/L]

day 29

TBA
[µmol/L]

day 29

TPROT
[g/L]

day 29

ALB
[g/L]

day 29

GLOB
[g/L]

day 29

CHOL
[mmol/L]

day 29

TRIG
[mmol/L]

day 29

0 / M 
0 ppm

01 11.32 39.8 7.11 2.16 9.9 49.64 30.80 18.84 2.88 0.99
02 11.23 34.3 9.21 1.29 2.1 49.37 30.97 18.40 2.68 1.20
03 10.71 36.7 6.61 1.54 5.1 49.71 31.56 18.15 2.39 0.93
04 14.42 36.4 7.11 1.01 4.5 50.25 32.33 17.92 2.56 1.19
05 13.41 36.1 7.68 1.30 4.6 48.77 30.20 18.57 2.15 0.58

1/ M 
30 ppm 

06 12.77 35.8 7.47 0.79 4.6 49.66 31.78 17.88 1.73 0.68
07 12.57 36.9 6.73 1.28 25.8 50.57 32.39 18.18 2.04 0.86
08 10.78 34.6 7.15 1.10 3.8 49.88 30.85 19.03 2.20 1.05
09 12.13 40.8 8.05 0.50 7.5 49.66 30.77 18.89 1.91 0.79
10 13.93 33.1 6.65 0.87 4.2 49.67 30.85 18.82 2.15 0.87

2/ M 
100 ppm

11 15.59 30.3 6.20 0.48 2.2 47.52 29.94 17.58 1.53 0.41
12 15.69 35.8 7.59 0.52 1.9 47.22 29.77 17.45 1.53 0.57
13 10.81 29.5 6.41 0.15 34.6 43.50 26.17 17.33 1.59 0.66
14 14.86 37.1 9.49 0.89 4.5 44.40 27.76 16.64 1.52 0.41
15 13.81 35.7 5.11 0.54 3.8 46.74 29.51 17.23 1.40 0.44

3/ M 
300 ppm

16 10.33 32.4 6.34 -0.22 125.4 43.81 27.52 16.29 1.29 0.79
17 13.83 33.8 8.93 0.84 8.4 46.77 29.30 17.47 1.18 0.62
18 11.67 29.0 7.06 0.79 63.9 41.12 26.12 15.00 1.19 0.62
19 12.97 30.3 7.36 0.91 3.9 45.45 27.75 17.70 1.44 0.78
20 12.60 32.3 6.76 0.81 4.3 45.64 28.65 16.99 1.10 0.59

4/ M 
1000 ppm

21 11.67 34.6 5.83 0.69 5.9 49.72 31.70 18.02 0.77 0.73
22 13.83 33.1 5.09 0.29 3.9 50.99 32.11 18.88 0.68 0.92
23 14.61 44.1 7.86 1.70 5.5 47.89 29.51 18.38 0.83 0.65
24 13.31 36.3 4.82 0.73 11.2 48.93 31.25 17.68 0.44 0.30
25 12.28 33.0 4.89 -0.04 5.3 50.84 31.97 18.87 0.73 0.68
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NM = Not measured 

IIB 8

Study 31C0741/11C201 16-May-2013 09:33

ToxData© System 3.0

Substrates 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

UREA
[mmol/L]

day 29

CREA
[µmol/L]

day 29

GLUC
[mmol/L]

day 29

TBIL
[µmol/L]

day 29

TBA
[µmol/L]

day 29
 

TPROT
[g/L]

day 29
 

ALB
[g/L]

day 29
 

GLOB
[g/L]

day 29

CHOL
[mmol/L]

day 29

TRIG
[mmol/L]

day 29

0 / F 
0 ppm

26 9.71 34.0 8.45 1.05 19.9 46.63 30.27 16.36 1.93 0.79
27 11.16 33.6 8.91 0.95 12.2 47.92 31.65 16.27 1.95 1.06
28 12.52 30.3 6.51 0.77 3.8 48.17 32.00 16.17 1.89 0.82
29 11.58 32.4 8.50 0.41 5.8 47.31 31.88 15.43 2.03 0.74
30 11.61 33.7 6.59 1.24 7.7 51.40 33.43 17.97 2.42 0.70

1/ F 
30 ppm

31 13.88 36.2 9.13 0.89 5.5 45.22 29.97 15.25 1.38 0.33
32 10.29 34.8 8.03 1.10 6.6 45.89 30.36 15.53 1.44 0.69
33 11.46 34.7 9.28 1.15 9.2 46.18 30.56 15.62 1.22 0.42
34 10.92 34.2 7.34 0.91 6.6 45.24 30.57 14.67 1.13 0.50
35 11.52 34.6 5.73 0.71 19.0 48.11 31.76 16.35 1.42 0.45

2/ F 
100 ppm

36 11.10 30.1 7.05 0.57 18.6 42.96 28.39 14.57 0.78 0.31
37 12.53 39.9 9.75 0.92 7.1 42.67 28.47 14.20 0.76 0.26
38 9.22 35.7 6.59 0.90 3.4 47.00 30.93 16.07 0.98 0.49
39 9.19 31.7 5.11 1.29 169.7 41.29 27.08 14.21 1.03 0.64
40 9.12 31.8 5.66 0.59 5.2 43.13 28.48 14.65 0.81 0.23

3 / F 
300 ppm

41 11.24 35.1 5.83 0.05 4.2 41.90 27.44 14.46 0.46 0.33
42 10.44 30.5 7.28 0.50 3.5 42.46 27.76 14.70 0.61 0.30
43 11.19 31.0 6.52 0.65 11.6 42.34 28.26 14.08 0.70 0.23
44 10.22 28.7 5.64 0.56 4.7 43.22 28.06 15.16 0.91 0.42
45 11.63 36.2 4.49 0.58 11.2 43.62 29.29 14.33 0.71 0.23

4/ F 
1000 ppm

46 10.42 34.0 5.60 1.10 6.8 40.67 26.35 14.32 0.78 0.58
47 10.05 37.1 5.48 0.77 NM NM NM 0.77 0.66
48 10.30 29.8 5.74 0.46 4.5 42.99 27.39 15.60 0.75 0.58
49 9.87 31.6 5.62 0.35 6.2 43.57 27.93 15.64 0.93 0.75
50 9.63 35.8 3.81 0.52 19.7 45.65 29.09 16.56 0.91 0.56
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IIB 9

Study 31C0741/11C201 16-May-2013 09:45

ToxData© System 3.0

Electrolytes + minerals 

Sex: Male - Phase: In-life 

Dose 
Group

Animal 
Number

NA
[mmol/L]

day 29

K
[mmol/L]

day 29
 

CL
[mmol/L]

day 29

INP
[mmol/L]

day 29

CA
[mmol/L]

day 29

0 / M 
0 ppm

01 146.4 8.54 112.4 3.35 2.45
02 147.9 6.99 110.9 2.79 2.43
03 147.7 6.57 113.2 2.53 2.41
04 148.8 6.37 113.4 2.48 2.42
05 151.8 6.21 116.8 2.95 2.38

1/ M 
30 ppm 

06 148.9 6.21 116.0 2.79 2.36
07 150.0 8.35OL 117.0 3.15 2.32
08 149.2 6.43OL 116.0 3.11 2.39
09 150.0 5.64 115.4 2.59 2.34
10 151.7 6.17 115.2 3.21 2.40

2/ M 
100 ppm

11 146.9 6.61 114.4 2.71 2.37
12 148.7 7.71 116.7 3.29 2.36
13 147.8 7.06 117.5 3.40 2.33
14 149.9 7.95OL 116.7 3.77 2.32
15 150.3 6.13 117.7 3.06 2.36

3/ M 
300 ppm

16 146.2 6.44 112.7 2.70 2.30
17 146.4 7.51 115.8 3.17 2.34
18 147.1 6.37 112.4 2.65 2.23
19 148.5 8.50 115.5 3.25 2.44
20 150.7 6.90 114.9 2.66 2.41

4/ M 
1000 ppm

21 147.3 6.65 113.3 2.76 2.39
22 149.9 6.74 114.8 3.31 2.38
23 142.4 10.96OL 113.0 3.48 2.31
24 153.7 5.84 119.7 2.98 2.35
25 153.6 5.59 116.9 2.99 2.48
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Study 31C0741/11C201 16-May-2013 09:45

ToxData© System 3.0

Electrolytes + minerals 

Sex: Female - Phase: In-life 

Dose 
Group

Animal 
Number

NA
[mmol/L]

day 29

K
[mmol/L]

day 29
 

CL
[mmol/L]

day 29

INP
[mmol/L]

day 29

CA
[mmol/L]

day 29

0 / F 
0 ppm

26 146.9 5.75 113.6 2.89 2.21
27 148.7 6.75 113.5 3.07 2.30
28 148.6 7.02 115.3 2.97 2.31
29 152.3 5.63 119.1 2.65 2.25
30 151.1 5.88 116.0 2.55 2.37

1/ F 
30 ppm

31 147.4 6.18 115.6 3.32 2.26
32 150.6 6.84 115.9 3.17 2.20
33 149.8 5.21 115.0 2.75 2.26
34 149.4 6.14 115.3 2.60 2.26
35 152.6 5.35 116.2 2.74 2.33

2/ F 
100 ppm

36 151.9 5.69 120.2 3.16 2.28
37 148.0 6.04 116.9 3.35 2.22
38 148.6 7.03 114.4 3.06 2.36
39 150.7 5.46 113.3 3.21 2.27
40 151.9 4.36 115.5 2.33 2.21

3 / F 
300 ppm

41 149.7 6.17 118.3 2.99 2.18
42 151.5 5.92 120.6 3.02 2.20
43 151.5 4.98 115.0 3.23 2.31
44 152.0 5.26 115.1 3.08 2.32
45 151.4 5.07 115.4 2.72 2.28

4/ F 
1000 ppm

46 149.1 8.99OL 116.5 3.50 2.25
47 148.0 6.92 116.1 2.80 2.37
48 150.0 7.15 114.7 3.15 2.25
49 153.1 5.63 118.7 2.97 2.39
50 152.8 6.58 113.5 3.51 2.50
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Technique
H

P
LC

S
ystem

:
A

gilent 1200 w
ith autosam

pler, D
A

D
, D

ionex C
hrom

eleon –
Softw

are 
(D

ionex), or equivalent system

C
olum

n:
Length: 150

m
m

Inner diam
eter: 4.6

m
m

S
tationary

P
hase:

A
scentis E

xpress C
18, 2.7

M
obile P

hase A
:

1000 m
L acetonitrile are m

ixed w
ith 1 m

L trifluoroacetic
acid (TFA

)

M
obile P

hase B
:

1000 m
L w

ater are m
ixed w

ith 1 m
L trifluoroacetic

acid (TFA
)

G
radient:

Tim
e (m

in)
M

obile Phase A
(%

)
M

obile Phase B
(%

)
0

50
50

5
90

10
7

90
10

7.5
50

50
12

50
50

Injection volum
e:

10
L

Flow
 rate:

1.0
m

L/m
in

D
etection:

210 nm

C
olum

n tem
perature:

A
m

bient

R
un tim

e:
A

pprox.12
m

in
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E
xtraction solution:

1000 m
L acetonitrile are m

ixed w
ith

10 m
L form

ic
acid (H

C
O

O
H

)

S
am

ple solution:
C

oncentration range (50 –
249

ppm
)

10
g of the sam

ple are w
eighed into a 50 m

L polypropylene centrifuge 
tube w

ith a screw
 cap. The sam

ple is extracted 3
tim

es w
ith 30 m

L
extraction solution for 30 m

inutes using a lab shaker. After centrifugation 
at 4500 rpm

 for 5 m
in the supernatants are collected in a 100 m

L 
volum

etric flask. The com
bined extracts are diluted w

ith extraction solution 
to

100 m
L.

The sam
ples are filtered (cellulose filter, 0.2 

m
) priorH

P
LC

 analysis. 

A
nnotation:If the am

ount of test substance
in the sam

ple solution is 
outside the calibration range

(calibration solutions 1 –
5), an adequate 

dilution step w
ith m

atrix solution has to be
perform

ed to m
atch the 

described concentration range.

M
atrix solution:

The preparation
of the m

atrix solution has to be perform
ed according to 

the procedure described for sam
ple solution preparation

S
tock solution:

A
pprox. 50 m

g test substance are dissolved to a final volum
e of 100 m

L 
w

ith acetonitrile
(50 m

g/100 m
L).

C
alibration solution 1: 0.02

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                  
(0.2

m
g/100 m

L)

C
alibration solution 2: 0.04

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                   
(0.4

m
g/100 m

L)

C
alibration solution 3:0.08

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                   
(0.8

m
g/100 m

L)

C
alibration solution 4:0.15

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                    
(1.5

m
g/100 m

L)

C
alibration solution 5:0.2

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                  
(2.0

m
g/100 m

L)

S
ystem

-suitability solution:
S

ystem
-suitability solution is prepared w

ith a second independent 
w

eighing according to calibration solution 3 (0.8
m

g/100 m
L)
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P
rocedure

After conditioning the H
P

LC
 system

, sam
ple solutions, m

atrix solution, 
calibration solutions and system

-suitability solution are injected according 
to the sequence described in the raw

 data. A
ll solutions are injected at 

least once.
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R
etention tim

e:

Test substance :
R

eg.N
o.5834378:

A
pprox. 4

m
in

S
ystem

 suitability:
The calculated contentof the system

-suitability
solution

has to be in the 
range from

 95 %
 to 105 %

.

The coefficient of determ
ination

(R
2) has to be 

0.990. If the correlation 
coefficient (R

) is used, this value has to be 
0.995.

C
alculation:

The 
concentration 

control 
m

easurem
ents 

are 
based 

on 
external 

calibration         
(calibration solutions 1 –

5).

The calculation of the content is perform
ed electronically. (e.g. D

ionex C
hrom

eleon
–

S
oftw

are, 
M

icrosoft E
xcel). B

asic form
ulas for calculations are described below

 (e.g. D
ionex C

hrom
eleon 

–
S

oftw
are)

Form
ulas:

C
alibration curve

Y = a
x + b

a = slope of calibration curve
b = intercept

A
nalysed concentration (C

A )

Rf
w

d
V

a
b

Y
C

A
)

(

w
 = w

eight sam
ple

V
 = final sam

ple volum
e

d = dilution factor
R

f = recovery factor (see recovery factor table below
)

R
ecovery factor

C
oncentration

[ppm
]

R
ecovery

[%
]

M
ean [%

]
(R

S
D

 [%
])

R
ecovery-factor

50.0
87.5, 79.2, 82.4,

90.0, 85.1
84.8
(5.0)

1.18
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Figure 1.1: E
xam

ple chrom
atogram

 m
atrix solution (04 Jun 2012, P

roject no.: 01Y0741/11Y094)
for illustration
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Figure 
1.2: 

E
xam

ple 
chrom

atogram
 

calibration 
solution 

(04 
Jun 

2012, 
P

roject 
no.: 

01Y0741/11Y094) for illustration
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Figure 1.3 E
xam

ple calibration curve (04 Jun 2012, P
roject no.: 01Y0741/11Y094) for illustration
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Technique
H

P
LC

S
ystem

:
A

gilent 1200 w
ith autosam

pler, D
A

D
, D

ionex C
hrom

eleon –
Softw

are 
(D

ionex), or equivalent system

C
olum

n:
Length: 150

m
m

Inner diam
eter: 4.6

m
m

S
tationary

P
hase:

A
scentis E

xpress C
18, 2.7

M
obile P

hase A
:

1000 m
L acetonitrile are m

ixed w
ith 1 m

L trifluoroacetic
acid (TFA

)

M
obile P

hase B
:

1000 m
L w

ater are m
ixed w

ith 1 m
L trifluoroacetic

acid (TFA
)

G
radient:

Tim
e (m

in)
M

obile Phase A
(%

)
M

obile Phase B
(%

)
0

50
50

5
90

10
7

90
10

7.5
50

50
12

50
50

Injection volum
e:

10
L

Flow
 rate:

1.0
m

L/m
in

D
etection:

210 nm

C
olum

n tem
perature:

A
m

bient

R
un tim

e:
A

pprox.12
m

in
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E
xtraction solution:

1000 m
L acetonitrile are m

ixed w
ith

10 m
L form

ic
acid (H

C
O

O
H

)

S
am

ple solution:
C

oncentration range (30
–

6249
ppm

)
10

g of the sam
ple are w

eighed into a 50 m
L polypropylene centrifuge 

tube w
ith a screw

 cap. The sam
ple is extracted 3

tim
es w

ith 30 m
L

extraction solution for 30 m
inutes using a lab shaker. After centrifugation 

at 4500 rpm
 for 5 m

in the supernatants are collected in a 100 m
L 

volum
etric flask. The com

bined extracts are diluted w
ith extraction solution 

to 100 m
L.

The sam
ples are filtered (cellulose filter, 0.2 

m
) priorH

P
LC

 analysis. 

A
nnotation:If the am

ount of test substance
in the sam

ple solution is 
outside the calibration range

(calibration solutions 1
–

5), an adequate 
dilution step w

ith m
atrix solution has to be

perform
ed to m

atch the 
described concentration range.

M
atrix solution:

The preparation
of the m

atrix solution has to be perform
ed according to 

the procedure described for sam
ple solution preparation

S
tock solution:

A
pprox. 50 m

g test substance are dissolved to a final volum
e of 100 m

L 
w

ith acetonitrile
(50 m

g/100 m
L).

C
alibration solution 1: 0.02

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                  
(0.2

m
g/100 m

L)

C
alibration solution 2: 0.04

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                   
(0.4

m
g/100 m

L)

C
alibration solution 3:0.08

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                   
(0.8

m
g/100 m

L)

C
alibration solution 4:0.15

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                    
(1.5

m
g/100 m

L)

C
alibration solution 5:0.2

m
L stock solution are diluted w

ith m
atrix solution

to 5
m

L                  
(2.0

m
g/100 m

L)

S
ystem

-suitability
solution:

S
ystem

-suitability solution is prepared w
ith a second independent 

w
eighing according to calibration solution 3 (0.8

m
g/100 m

L)
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P
rocedure

After conditioning the H
P

LC
 system

, sam
ple solutions, m

atrix solution, 
calibration solutions and system

-suitability solution are injected according 
to the sequence described in the raw

 data. A
ll solutions are injected at 

least once.
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R
etention tim

e:

Test substance :
R

eg.N
o.5834378:

A
pprox. 4

m
in

S
ystem

 suitability:
The calculated contentof the system

-suitability
solution

has to be in the 
range from

 95 %
 to 105 %

.

The coefficient of determ
ination

(R
2) has to be 

0.990. If the correlation 
coefficient (R

) is used, this value has to be 
0.995.

C
alculation:

The 
concentration 

control 
m

easurem
ents 

are 
based 

on 
external 

calibration         
(calibration solutions 1 –

5).

The calculation of the content is perform
ed electronically. (e.g. D

ionex C
hrom

eleon
–

S
oftw

are, 
M

icrosoft E
xcel). B

asic form
ulas for calculations are described below

 (e.g. D
ionex C

hrom
eleon 

–
S

oftw
are)

Form
ulas:

C
alibration curve

Y = a
x + b

a = slope of calibration curve
b = intercept

A
nalysed concentration (C

A )

Rf
w

d
V

a
b

Y
C

A
)

(

w
 = w

eight sam
ple

V
 = final sam

ple volum
e

d = dilution factor
R

f = recovery factor (see recovery factor table below
)
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R
ecovery factor:

C
oncentration

[ppm
]

R
ecovery

[%
]

M
ean [%

]
(R

S
D

 [%
])

R
ecovery-factor

30
-49

98.5; 100.3; 103.1: 
100.3

100.6
(1.9)

1.00

50
-249

95.8; 102.5; 100.5; 
99.9; 103.1

100.3
(2.9)

1.00

249
-1249

105.9; 101.0; 95.9; 
100.8

100.9
(4.0)

1.00

1250 -6249
101.3; 90.2; 98.4; 

98.4
97.1
(4.9)

1.03
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Figure 
1.1: 

E
xam

ple
chrom

atogram
 

m
atrix 

solution 
(21

S
ep

2012, 
P

roject 
no.: 

30C
0741/11S172)for illustration
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M
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m
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Figure 
1.2: 

E
xam

ple 
chrom

atogram
 

calibration 
solution 

(21 
S

ep 
2012, 

P
roject 

no.: 
30C

0741/11S172) for illustration

0,0
1,3

2,5
3,8

5,0
6,3
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8,8
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m
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N
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W
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Figure 
1.3 

E
xam

ple 
calibration 

curve 
(21 

S
ep 

2012, 
P

roject 
no.: 

30C
0741/11S172) 

for 
illustration

0,0
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m
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         B
A

S
F SE 

A
nalytical R

eport 
P

age 1 of 12 
 

H
om

ogeneity and C
oncentration C

ontrol Analysis of  
R

eg. N
o. 5834378 in G

round K
liba m

aintenance diet m
ouse/rat „G

LP“ m
eal 

 

1. PR
O

JEC
T A

N
D

 TEST SU
B

STA
N

C
E IN

FO
R

M
ATIO

N
 

P
roject N

o.: 
31C

0741/11C
201 

Test item
 (= test substance): 

R
eg. N

o. 5834378 

B
atch N

o.: 
C

O
D

-001662 
 2. SAM

PLE D
ATA

 

2.1. H
O

M
O

G
EN

EITY A
N

D
 C

O
N

C
EN

TR
A

TIO
N

 C
O

N
TR

O
L A

N
A

LYSIS  

V
ehicle: 

ground K
liba m

aintenance diet m
ouse/rat „G

LP
“ m

eal  

S
torage conditions of the 

sam
ples until analysis: 

 freezer 
 3. M

ATER
IA

L A
N

D
 M

ETH
O

D
S 

3.1. SA
M

PLE PR
EPA

R
A

TIO
N

 A
N

D
 A

N
A

LYSIS 

The sam
ple preparation and analysis of the test substance w

as carried out according to the 
valid control procedure 11/0741_02-06. 
 A

 detailed description of the control procedure is given in the appendix of this report. 
 3.2. LIST O

F D
EVIATIO

N
S 

3.2.1. List of deviations from
 the control procedure 

There w
as one deviation from

 the described control procedure 11/0741_02-06. 
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         B
A

S
F SE 

A
nalytical R

eport 
P

age 2 of 12 

4. R
ESU

LTS A
N

D
 D

ISC
U

SSIO
N

 

4.1. H
O

M
O

G
EN

EITY A
N

D
 C

O
N

C
EN

TR
A

TIO
N

 C
O

N
TR

O
L A

N
A

LYSIS 

The results obtained for the hom
ogeneity and concentration control analysis of  

R
eg. N

o. 5834378 in ground K
liba m

aintenance diet m
ouse/rat „G

LP
“ m

eal are sum
m

arized 
in the follow

ing tables: 
 A

ll calculated values in the table are rounded. C
alculations w

ere perform
ed w

ith a full set of 
decim

al places. 
 

 
 

 

D
ate of sam

ple preparation:
18 Jan 2013

D
ate of sam

pling:
18 Jan 2013

D
ate of receipt of sam

ple in analytical laboratory:
18 Jan 2013

Starting date of analytical determ
ination:

24 Jan 2013

N
am

e 
Am

ount 
N

om
inal 

C
onc

N
om

inal 
C

onc 
M

ean
R

SD

ppm
ppm

%
%

%

11/0741-6
Probe 3

27.188
30

90.6%
Probe 4

29.081
30

96.9%
Probe 5

27.707
30

92.4%
93.3%

3.5%

Probe 6
97.188

100
97.2%

Probe 7
293.502

300
97.8%

Probe 10
982.241

1000
98.2%

Probe 8
987.211

1000
98.7%

Probe 9
970.202

1000
97.0%

98.0%
0.9%
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         B
A

S
F SE 

A
nalytical R

eport 
P

age 3 of 12 
 

 
  C

onsidering the low
 relative standard deviation in the hom

ogeneity analysis, it can be 
concluded 

that 
R

eg. 
N

o. 
5834378 

w
as 

distributed 
hom

ogeneously 
in 

G
round 

K
liba 

m
aintenance diet m

ouse/rat „G
LP

“ m
eal. 

 The values of R
eg. N

o. 5834378 in G
round K

liba m
aintenance diet m

ouse/rat „G
LP

“ m
eal 

w
ere found to be in the range of 90 %

 – 110 %
 of the nom

inal concentrations. 
  These results dem

onstrated the correctness of the concentrations of R
eg. N

o. 5834378 in 
G

round K
liba m

aintenance diet m
ouse/rat „G

LP
“ m

eal. 
       Figures of the calibration curve and exam

ples of chrom
atogram

s w
ill follow

 w
ithin this report. 

   
 

D
ate of sam

ple preparation:
24 Jan 2013

D
ate of sam

pling:
24 Jan 2013

D
ate of receipt of sam

ple in analytical laboratory:
24 Jan 2013

Starting date of analytical determ
ination:

04 Feb 2013

N
am

e 
Am

ount 
N

om
inal 

C
onc

N
om

inal 
C

onc 
M

ean
R

SD

ppm
ppm

%
%

%

11/0741
sam

ple 13
29.829

30
99.4%

sam
ple 14

29.561
30

98.5%
sam

ple 15
29.267

30
97.6%

98.5%
1.0%

sam
ple 16

91.246
100

91.2%

sam
ple 17

284.077
300

94.7%

sam
ple 18

969.896
1000

97.0%
sam

ple 19
992.972

1000
99.3%

sam
ple 20

987.378
1000

98.7%
98.3%

1.2%
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P
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 Figure 1: C

hrom
atogram

 of m
atrix solution (m

easured on 24 Jan 2013) 
 

 
 Figure 2: C

hrom
atogram

 of calibration solution 1 (0.2116 m
g/100 m

L, m
easured on 24 Jan 

2013) 
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 Figure 3: C

hrom
atogram

 of sam
ple 7 (m

easured on 24 Jan 2013) 
 

 
  Figure 4: C

alibration curve (m
easured on 24 Jan 2013, C

oncentration range 0.2116 – 2.116 
m

g/100 m
L) 
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5. A
PPEN

D
IX 

5.1. C
O

N
TR

O
L PR

O
C

ED
U

R
E 11/0741_02-06 
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G
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S
pecies:

 
M
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S

ex:
 

M
ale

S
train:

 
C

57B
L/6 J R

j
A

ge:
10 w

eeks
S

tudy period:
4 w

eeks
Fasting before blood sam

pling:
16 hours

A
naesthesia

Isoflurane
D

ata print out at
10-Jul-13

C
linical C
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istry Instrum

ent:
H

itachi 917, R
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H
aem

atology A
nalyzer

A
D

V
IA

 120, B
ayer

P
aram
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E
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M
O

N
O
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A
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%
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A
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M
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K
A
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S
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A
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exam
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inistra

tion via
sam

pling 
m

onth
04S

001
5

diet
03/10

0.7
0.8

0.04
2.29

07C
014

5
diet

09/10
0.7

1.3
0.06

1.82
07S

015
5

diet
08/10

0.6
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0.06
1.78

08C
009

5
diet

08/10
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96S

001
8

diet
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03106
5

diet
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00C
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5
diet
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09S
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5

diet
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N
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8
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8
M
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M

inim
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0.4
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1.12

M
axim

um
2.9

2.5
0.13

2.29

1) S
ource: A

ll data w
ere collected and archived at the test facility E

xperim
ental 

Toxicology and E
cology, B

A
S

F S
E

, 67056 Ludw
igshafen, G

erm
any, in accordance w

ith the 
O

E
C

D
 principles of G
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study application No rel.wght SD 
rel.wght

study start study end

Species mouse

6/14/2008 - 6/14/2013

Duration 4 weeks

C57BL / 6 J Rj

age

Historical Control Data 

abs. in 
mg

SD abs. 
in mg

supplier

Liver - m

01S002 feeding 8 901.500 92.961 4.603 0.2162/1/2010 3/1/2010 5-7 weeks (35-49 days) Janvier

08C009 feeding 5 1006.000 62.933 4.519 0.2127/1/2010 8/1/2010 5-7 weeks (35-49 days) Janvier

09S078 feeding 5 866.800 33.237 4.202 0.1678/1/2011 9/1/2011 5-7 weeks (35-49 days) Janvier

11S214 feeding 5 913.600 62.991 4.569 0.3205/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

11S218 feeding 5 895.000 53.791 4.408 0.3055/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

12S072 feeding 5 854.000 94.013 3.716 0.25112/1/2012 1/1/2013 5-7 weeks (35-49 days) Janvier

total no of animals 33

total no of studies 6

max abs. wght. 1006.000

min abs. wght. 854.000 min rel. wght. 3.716

max rel. wght. 4.603

mean abs. wght. 906.150 mean rel. wght. 4.336

 mg

 mg

 mg

%

%

%
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study application No rel.wght SD 
rel.wght

study start study end

Species mouse

6/14/2008 - 6/14/2013

Duration 4 weeks

C57BL / 6 J Rj

age

Historical Control Data 

abs. in 
mg

SD abs. 
in mg

supplier

Liver - f

08C009 feeding 5 685.000 63.691 4.172 0.3887/1/2010 8/1/2010 5-7 weeks (35-49 days) Janvier

08S025 feeding 8 758.000 49.000 4.411 0.35210/1/2012 11/1/2012 5-7 weeks (35-49 days) Janvier

09S078 feeding 5 781.000 33.705 4.667 0.2858/1/2011 9/1/2011 5-7 weeks (35-49 days) Janvier

11S214 feeding 5 856.200 136.564 5.447 0.7085/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

11S218 feeding 5 776.200 46.381 4.770 0.2535/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

12S072 feeding 5 758.400 67.818 4.240 0.17012/1/2012 1/1/2013 5-7 weeks (35-49 days) Janvier

total no of animals 33

total no of studies 6

max abs. wght. 856.200

min abs. wght. 685.000 min rel. wght. 4.172

max rel. wght. 5.447

mean abs. wght. 769.133 mean rel. wght. 4.618

 mg

 mg

 mg

%

%

%
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study application No rel.wght SD 
rel.wght

study start study end

Species mouse

6/14/2008 - 6/14/2013

Duration 4 weeks

C57BL / 6 J Rj

age

Historical Control Data 

abs. in 
mg

SD abs. 
in mg

supplier

Thymus - f

02C014 feeding 8 41.000 4.036 0.253 0.0214/1/2012 5/1/2012 5-7 weeks (35-49 days) Janvier

08C009 feeding 5 41.400 3.507 0.252 0.0247/1/2010 8/1/2010 5-7 weeks (35-49 days) Janvier

08S025 feeding 8 41.125 7.643 0.239 0.04210/1/2012 11/1/2012 5-7 weeks (35-49 days) Janvier

09S078 feeding 5 39.200 1.924 0.234 0.0098/1/2011 9/1/2011 5-7 weeks (35-49 days) Janvier

11S214 feeding 5 39.800 5.404 0.254 0.0375/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

11S218 feeding 5 40.400 3.647 0.248 0.0245/1/2013 6/1/2013 5-7 weeks (35-49 days) Janvier

12S072 feeding 5 44.500 11.445 0.248 0.05512/1/2012 1/1/2013 5-7 weeks (35-49 days) Janvier

98S001 feeding 8 55.000 5.928 0.315 0.0401/1/2011 2/1/2011 5-7 weeks (35-49 days) Janvier

total no of animals 49

total no of studies 8

max abs. wght. 55.000

min abs. wght. 39.200 min rel. wght. 0.234

max rel. wght. 0.315

mean abs. wght. 42.803 mean rel. wght. 0.255

 mg

 mg

 mg

%

%

%
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