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Project No.: 10R0236/09R125 — DHDPS
Maternal Toxicity Study in Wistar Rats (Range-Finding); Oral Administration (Gavage)

Batch No.: 69611767J0

Dosage: 0; 500; 1000 mg/kg bw/d; GD 6-19

me; Stand 22.07.13

Parameter Test group 0 Test group 1 Test group 2
mg/kg body weight/day 0 500 1000
Females mated/pregnant: 10/10 10110 10/10
Clinical observations: NAD Salivation (9/10) 6
Piloerection (3/10) Piloerection (&;@
*
Vaginal discharge (1/10) Vaginal di N 10)
FC (0 -6) 18.0g 17.9 g (-0.3%) : T%
FC (6 - 19) 211g 17.5 g (-16.9%) 89 :
FC (0 - 20) 203g 17.8 g (-12.3%) ‘ 0 g (-26.2%)
FC (6-13,19 - 20) Q FC (6 - 20)
= < Control */** = < Control *
/ ~\)
BW (0) 17329 “172.8g (-0 174.2 g (0.6%)
BW (6) 199.2 g 20249 @ 205.5 g (3.2%)
BW (19) 2816¢ 262.97g (-66%) 210.3 g (-25.3%)**
BW (20) 296.3 2 (-8.3%) O¢ 214.2 g (-27.7%)**
*
Q \Q \ BW (13 - 20)
6 = < Control */**
BWC (0 - 6) 0g 31.3 g (20.4%)
BWC (6 - 19) @ . 4.8 g (-94.2%)**
BWC (0 - 20) & ; 40.0 g (-67.5%)**
BWC (8 - 10) O @g @ 5.4 g (-45.0%)" 2.1 g (-79.0%)**
BWC (19 - 20) . O 749 8.7 g (-40.9%)* 3.8 g (-74.0%)**

BWC (8 - 20)
=< Control **

4149 (-28.1%)

0.8 g (-98.6%)

230.2 g (-3.6%)

213.4 g (-10.6%)"

27.9 g (-29.6%)"

7.8 g (-80.2%)*
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Study 10R0066/05R022 22-Jul-2013 11:00
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \

Oral Administration (Gavage) \

.
Summary - Clinical Observation \Q
Sex: Female - Phase: Gestation O :

Test Group 0 Test 1 Test Group 2
0 mg/kg bwid %_gfk wid 1000 mg/kg bw/d
Animals examined / 10 10
Animals with signs & 3 9
dead 10
sacrificed scheduled @
head 9
day 0-> 20 ssfii-fattan
genitals 5
vaginal discharge
fur “
piloerection
normal
NAD 10
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Sli..ldy 10R0066/05R022 22-Jul-2013 11:00
bToxData@ System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . \
Oral Administration (Gavage) . \
Summary Food Consumption Per Day
Sex: Female - Phase: Gestation : O :
Test Group 0 roup 1 Test Group 2

0 mg/kg bwld 0m kg bwid 1000 mg/kg bw/d
d0->1 Mean [g] 14 14 1 14.5
S.d. 29

E : 10

N 10 10
Deviation Vs Control é -0.5 21
d1->3 Mean [g] '\< ; 17.6 18.1

S.d s\ﬂ 6 18 15
N . 6 10 10
Deviation Vs Control 0 08 3.7
d3->6 Mean [g] 19 6n 19.4 19.4
S.d. | 1.4 1.5
N 10 10
Deviation Vs Control -0.9 -1.3
d6é->8 Mean [g] 4Q81n 13.9* 12.6*
S.d. \> 24 1.0
N O 10 10
Deviation Vs -234 -30.5
d8->10 19.3n 133 11.3*
24 29 1.4
10 10 10
-31.1 -41.3
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Study 10R0066/05R022 22-Jul-2013 11:01
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) .
Oral Administration (Gavage) .
Summary Food Consumption Per Day \Q
Sex: Female - Phase: Gestation O :
Test Group 0 Group 1 Test Group 2

0 mg/kg bwid 0 mglkg bwid 1000 mg/kg bw/d
d10->13 Mean [g] 21 & 15.8** 134"
S.d. @ 36 25
N 10 10
% 280 -38.9
\ 17.8 131*

Deviation Vs Control
d13->15 Mean [g]
S.d. \ 6 38 26
N 6 10 10
Deviation Vs Control -14.5 -374
d15->17 Mean [g] ‘ 227 227 152"
S.d. KO 37 20
N

10 10
Deviation Vs Ccmtrol 0.0 -33.1
d17 ->19 Mean [g] 23 5n 227 156"
S.d. \> Q 4.2 1.4
N @ 10 10
Deviation l . -34 -336

236n 20.3* 15.3*

éi?,c S& T
QK\QQ& ‘ .

n=DUNNETT:; ** p <=0.01;Q‘
‘\\'
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Study 10R0066/05R022 22-Jul-2013 11:02
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . \'@
Oral Administration (Gavage) \
*
Summary Food Consumption Per Day Q
Sex: Female - Phase: Gestation O:
Test Group 0 Group 1 Test Group 2
0 mglkg bwid 0 mg/kg bwid 1000 mg/kg bw/d

d0o->6 Mean [g] 18. 179 18.1
S.d. 16 \> 14 16
N 10 10 10
Deviation Vs Control -0.3 0.7

d6->19 Mean [g] 1 175 13.5
S.d. 6\ 238 1.2
N ° 6 10 10
Deviation Vs Control -16.9 -36.1

d0->20 Mean [g] < 20.3 17.8 15.0
s.d. ‘\ ‘\O 2.\ 2.1 1.1
N @ 10 10
Deviation Vs Control (\ -12.3 -26.2

° Y
d = day \ Q
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10R0066/05R022
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22-Jul-2013 11:03
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding)
Oral Administration (Gavage)
Summary Body Weights - BW / Body Weights [g]

Sex: Female - Phase: Gestation

*

.{O\

o

Test Group 0 roup 1 Test Group 2

0 mg/kg bwi/d mglkg bw/d 1000 mg/kg bwid

day 0 Mean 2n? & 172.8 174.2
S.d. 7 1.4 11.6

N 10 10

Deviation Vs Control -0.2 06

day 1 Mean 1829 187.6
S.d. @ 11.1 125

N 10 10

Deviation Vs Control O % 0.3 2.9

day 3 Mean < 189 2 n 181.6 195.7
Sd. ‘ 1.8 12.1

N 1@ 10 10

Deviation Vs Control 1.3 34

day 6 Mean ’92 202.4 205.5
sd. \ \> 1.9 13.0

5 K C) 10 10

Deviation Vs Co 1.6 32

day 8 Mean 205.1n 205.3 208.4
s.d 14.6 125 12.1

s 10 10 10

0.1 16

Devla Vs Contro § ?
n=DUNNETT

&
&\
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Study 10R0066/05R022 22-Jul-2013 11:03
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . \
QOral Administration (Gavage) .
Summary Body Weights - BW / Body Weights [g] \Q
Sex: Female - Phase: Gestation ‘O :
Test Group 0 T@mup 1 Test Group 2
0 mg/kg bwid mglkg bwid 1000 mg/kg bw/d
day 10 Mean 49 n/ & 210.8 2105
12.5 11.5

Sd. 0 \>

N 10 10

Deviation Vs Control 0 -2.0 2.1
day 13 Mean 2?@ T 2238 214.8*

S.d. Q 6\ 133 14.7
N 0 . 10 10
Deviation Vs Control -4.0 -7.9
day 15 Mean K 2428n 231.3 213.3*
S.d. s\ s\o 21 @ 16.6 14.9

N 10 10
Deviation Vs Control ) -4.7 -121
day 17 Mean * . 2n 246.7 211.8**
S.d. \ \> Q 226 22.1 13.1
N K O @ 10 10 10
Deviation Vs Co . -4.8 -18.3
day 19 Mean ‘ 281.6n 262.9 210.3**
Sd. O O 259 31.1 12.1
K ‘ 10 10 10
-6.6 -25.3
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22-Jul-2013 11:03
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . @
Oral Administration (Gavage) . Q\\o

Summary Body Weights - BW / Body Weights [g]

Sex: Female - Phase: Gestation O :
Test Group 0 @o up1 Test Group 2
0 mg/kg bwld mgikg bw/d 1000 mg/kg bw/d
day 20 Mean 271.6 214.2*
S.d. 36 1 1.9
N ( : é 10

Deviation Vs Control § a 3 277
n=DUNNETT: ** p <=0.01 6? 5& 6\

s\Q??\ 5\0‘ @‘6\
g \\o Q

Q
S WO \@
Q\OQ 6 $

\
Q N
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Study 10R0066/05R022 22-Jul-2013 11:04
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) .
Oral Administration (Gavage) .
Summary Changes Body Weights - BW / Body Weights [g] \Q
Sex: Female - Phase: Gestation O:
Test Group 0 Group 1 Test Group 2
0 mg/kg bwld /kg bwid 1000 mg/kg bwi/d
do->1 Mean 9. 101 134"
S.d. 3.7 54
N 10 10 10
Deviation Vs Control 11.4 481

d1->3 Mean 8.7 8.0

S.d. Q 6\ 24 31
N % 10 10
Deviation Vs Control @ ,% 25.7 15.9
d3->6 Mean ‘ 10. an 10.8 9.9
S.d. ‘\O i 22 26
N 10 10
Deviation Vs Control g ! ; \ ,Q 75 -15
d6->8 Mean 5. 9n 3.0 29
S.d. (& 29 26

Deviation Vs -49.4 -51.1
d8->10 Mean ‘ 9.8n 54° D
3.0 33 36
10 10 10
latlon Vs Co o -45.0 -79.0

d = day: n=DUNNETT; * p:@\ =0.01



Study

Maternal Toxicity Study in Wistar Rats (Range-Finding)

10R0066/05R022

Oral Administration (Gavage)
Summary Changes Body Weights - BW / Body Weights [g]

Sex: Female - Phase: Gestation

\

1A-9
22-Jul-2013 11:04
6 ToxData® System 3.0
‘{O
o~

Test Group 0 Group 1 Test Group 2
0 mg/kg bw!d lkg bwi/d 1000 mg/kg bw/d

di0->13 Mean 131 4.4*
s.d. @ \> 6.3
N 10
Deviation Vs Control é -28.4 -76.2

d13->15 Mean < ; 7.4 -1.65*
S.d. \{ 3N 6\ 54 8.7
N 6 10 10
Deviation Vs Control -21.8 -115.7

d15-> 17 Mean ‘ 16.4 15.4 -1.5*
s.d. s\o a‘ 8.4 6.2
N 10 10
Deviation Vs Control -5.9 -109.4

d17->19 Mean QZZdn 16.2 -1.5*
S.d. \> 10.7 2.5
N 10 10
Deviation V; -27.9 -106.5

d19->20 Mean ‘ 14.7n 8.7* 38"
O O 3.7 6.4 25
10 10 10

-40.9 -74.0
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Study 10R0066/05R022 22-Jul-2013 11:04
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \@

Oral Administration (Gavage) . \

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

Sex: Female - Phase: Gestation (O:

Test Group 0 roup 1 Test Group 2

0 mg/kg bw/d 0 ng bw/d 1000 mg/kg bwid

d0->20 Mean 123# 98.8 40.0*
S.d. 35.2 7.3
N 10 10
Deviation Vs Control -19.8 -67.5
n=DUNNETT; ** p <=0.01 5& %\

ge»“ RN
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Study 10R0066/05R022 22-Jul-2013 11:04
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) N \'@
Oral Administration (Gavage) \

23
Summary Changes Body Weights - BW / Body Weights [g] \Q
Sex: Female - Phase: Gestation O:

Test Group 0 roup 1 Test Group 2

0 mg/kg bwid 0 g bwid 1000 mg/kg bwid
d0->6 Mean 26 o( 296 31.3
S.d. 42 6.8
% :

N 10
0 136 20.4

Deviation Vs Control

d6->19 Mean 60.5* 48*
N 10 10
Deviation Vs Control % -26.5 -84.2

d0->20 Mean \ 123 1n 98.8 40.0*
S.d. S\O 20. e& 352 7.3

N 10 10
Deviation Vs Control -19.8 -67.5

d = day; n=DUNNETT; * p<=0.05; ** p <=0 * QO QV
: &@
R

\OQ \06\1'&‘
Q~®Q O\\
&
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Study 10R0066/05R022 22-Jul-2013 11:05
6 ToxData® Systern 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . \'@
Oral Administration (Gavage) \
.
Summary Uterine Weight Report \Q
Sex: Female O :
Test Group 0 Test Group 1 Test Group 2
0 mg/kg bw/d _@ 0 mg/kg bw/d 1000 mg/kg bwid
Uterus weight (g) Mean 7 575 6 414 0.8
S.d. @ a.\> 26.7 0.2
N 10 10 10
Deviation Vs Control 0 -28.1 986
Carcass Weight (g) Mean 8 8 n ‘ 230.2 2134*
5& 6 14.7 119
N 1 10 10
Davlation Vs Con -36 -10.6

Net weight change (g)
From Gestation day 6

278* 7.8
1.2 125 46
10 10 10

trol
Deviatio trol § \ -29.6 -80.2

n=DUNNETT; ** p <=0.01; * p<=0.05 \ﬁ' Q
Carcass Weight = Final Body Weight - uzeﬁ t; Net nge C eight - Body Weight from Gestation day 6




Study 10RO0B6/05R022

Maternal Toxicity Study in Wistar Rats (Range-Finding)
Oral Administration (Gavage)
Summary Pregnancy Status Report - Reproduction F0

W
o~

IA- 13

22-Jul-2013 11:06
6 ToxData®© System 3.0

Sex: Female

Test Group 0 Test Group 1 Test Group 2
0 mg/kg bw/d . 500 mg/kg bw/d 1000 mg/kg bw/d
No. of females at start N yd 10 10 10
No. of females mated N % 0 0
Females with defined Day 0 pc N A Y, - 10 10
Pregnant N - o~ 10 10 10
- sacrificed scheduled N ) 10 * () 10 10
Not pregnant N 7 “\ 0 - 0 0
Examined at scheduled c-section ] - P . %% 10 10
- Not pregnant NN \J \ 0 0
- Pregnant ’A ( ‘\‘10 10 10
-- With total implant loss W’ N x\ ) v Do 0 0
% [ 0.0 0.0 0.0

) P-Value i @1.0000
-- With viable fetuses ¢ . 0c 0 0
\N N X\~ N 0.0 0.0 0.0

N . 4¥Pvaue, () @1.0000

.

c=CHI-SQUARE



Project No.: 10R0236/09R125 — DHDPS
Maternal Toxicity Study in Wistar Rats (Range-Finding); Oral Administration (Gavage)
Batch No.: 69611767J0
Dosage: 0; 500; 1000; 300 mg/kg bw/d; GD 6-19

me; Stand 19.08.13

Corrected bo
weight gain;

Parameter Test group 0 Test group 1 Test group 2 Test group 3
mg/kg body 0 500 1000 300
weight/day
Females 10/10 10/10 10110 10/10
mated/pregnant:
Clinical observations: NAD Salivation (8/10) NAD
Piloerection (3/10) | Piloerection (8/10) ‘{\'e
Vaginal discharge Vaginal discharge ‘Q
(1/10) (5/10) \(\\
FC (0-6) 18.0g 17.9 g (-0.3%) 18.1 g (0.7%) 0 T 175g
' "C(6-19) 211g 17.5 g (-16.9%) 1359(361% 1894
~C (0 - 20) 20.3¢g 17.8 g (-12.3%) 15.09 (- 262 18. G
FC(6-13,19 - FC (6 - 13)
6 roI " =< Control */**
BW (0) 173.2 g 174.2 g (0.69 162.9 g (-5.9%)
BW (6) 199.2 g 205.5¢ ( 197.3 g (-1.0%)
BW (19) 281.64g 210.3 - 268.8 g (-4.6%)
BW (20) 296.3 g 1 7% 282.8 g (-4.6%)
?‘ &(13 20)
@ = < Control */**
BWC (0 - 6) ‘\ 26.0g ; 31.39(20.4%) 34.4 g (34.4%)**
BWC (6 - 19) 824¢g Q : 4.8 g (-94.2%)** 71.5g(-13.2%)
BWC (0 - 20) 123.1 98.8¢g .8%) 40.0 g (-67.5%)** 119.9 g (-2.6%)
1 BWC (6 - 8) (-49.4%) 299 (-51.1%) 2.1 g (-64.5%)*
WC (8 - % 9 g \'@.4 g (-45.0%)* 2.1 g (-79.0%)**
BWC ( Q 0 47g * \ 8.7 g (-40.9%)* 3.8 g (-74.0%)**
BWC (8 - 20)
=< Control **
5g 41.4 g (-28.1%) 0.8 g (-98.6%) 56.2 g (-2.3%)
238.8¢g 230.2 g (-3.6%) 213.4 g (-10.6%)** 226.6 g (-5.1%)
3964 27.9 g (-29.6%)* 7.8 g (-80.2%)** 29.3 g (-25.9%)*

11
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Study 10R0066/05R022 18-Aug-2013 10:11

6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding)

N
Oral Administration (Gavage) \\o

Summary - Clinical Observation ‘\Q
Sex: Female - Phase: Gestation OQ

Test Group 0 Test Group 1 t Group 2 Test Group 3
0 mg/kg bwi/d 500 mg/kg bw/d 000 mg/kg bw/d 300 mg/kg bwid
Animals examined N 10 7 10 10 10
Animals with signs N 0 @ 3 9 0
dead
N 10 1 10
sacrificed scheduled O\ e
::far:atran o 5 ) ° °
A N

il N 0 1e 5 0
vaginal discharge ®©
fur A\

0
piloerection @ g@ & 8 0
normal % R -

10 10
NAD O 10 10

A J
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Study 10R0066/05R022 19-Aug-2013 10:13

6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \'@

Oral Administration (Gavage)

Summary Food Consumption Per Day ‘\Q
Sex: Female - Phase: Gestation OQ

Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bw/d 500 mglkg bwid 1000 mg/kg bw/d 300 mglkg bw/d
do->1 Mean [g] 14.2n / 141 8 14.5 13.9
Sd. 2.6 @ 2 6 2.9 1.8
N \b 10 10
Deviation Vs Control ; 2.1 -1.7
d1->3 Mean [g] 18.1 174
S.d. 1.5 1.8
N 10 10
Deviation Vs Control 3.7 -0.8
d3->6 Mean [g] 19.4 18.7
S.d. 1.5 22
N s\ 10 10
Deviation Vs Control O ; -1.3 -45
d6->8 Mean [g] * . O 18.1n Qﬁ 13.9* 126" 14.1*
S.d. 20 24 1.0 23
N (\t C& 1@0 10 10 10
Deviation Vs Contr -234 -30.5 -224
dg->10 Mean [g] 13.3* 11.3™ 16.4*
s.d. O 2.9 1.4 2.1
N % 10 10 10
Dz@m s Control -31.1 -41.3 -156.3

d = day; n=DUNNETT; ** p@@’ >
. \< \



Study

10R0066/05R022

Maternal Toxicity Study in Wistar Rats (Range-Finding)
Oral Administration (Gavage)
Summary Food Consumption Per Day

Sex: Female - Phase: Gestation

o

O
'®\

1A- 3
19-Aug-2013 10:13
ToxData® System 3.0

Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bwid 500 mg/kg bw/d 1000 mg/kg bw/d 300 mg/kg bwid
d10->13 Mean [g] 21.9n 15.8 6 13.4* 18.7*
S.d. 22 3. % 25 1.5
: < LD : :
Deviation Vs Control ; -38.9 -14.6
d13->15 Mean [q] 121" 214
S.d. 26 31
N 10 10
Deviation Vs Control -37.4 23
d15->17 Mean [g] 15.2* 21.3
S.d. 20 1.4
N s\ 10 10
Deviation Vs Control 0 __Q -33.1 6.2
d17->19 Mean [g] * . O 235n Q 227 156" 22.0
S.d. 33 42 1.4 1.9
N (\t C& ‘@Q 10 10 10
Deviation Vs Cont -34 -336 -6.5
d19->20 Mean [g] \ 6n 20.3* 16.3* 21.9
‘ 27 42 1.7 28
$ 10 10 10 10
-13.8 -35.0 -7.3

= O% 0O
D@o&’s Conﬂ?‘ &

n=DUNNETT; ** p <=0.01; * (@ y
& NS ¥
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Study 10R0066/05R022 18-Aug-2013 10:14
6 ToxData®© System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \'@

Oral Administration (Gavage) \

Summary Food Consumption Per Day ’\Q

Sex: Female - Phase: Gestation O:

Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bw/d 500 rng.'kg bw/d e 1000 mgrkg bw/d 300 mg/kg bwid

d0->6 Mean [g] 180 179 6 18.1 175
S.d. 1.6 1.9
N 10 10 10
Deviation Vs Control -0 3 0.7 -29

d6->19 Mean [g] 175 135 18.9
S.d. 1.2 1.7
N 10 10
Deviation Vs Control -36.1 -10.4

d0->20 Mean [g] 20.3 ‘ 15.0 18.6
S.d. O K 1.1 17
N @ 10 10
Deviation Vs Control Q -12 3 -26.2 -8.3

d = day Q
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Study 10R0066/05R022 19-Aug-2013 10:16
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \Q

Oral Administration (Gavage)

Summary Body Weights - BW / Body Weights [g] ‘\Q

Sex: Female - Phase: Gestation O:

Test Group 0 Test Group 1 Test Group 2 Test Group 3

0 mg/kg bwid 500 mglkg bwi/d 1000 mg/kg bw/d 300 mg/kg bw/d

day 0 Mean 173 2 n 172.8 8 174.2 162.9
S.d. 11 6 11.6 1.2

N 10 10

Deviation Vs Control c) 0 2 06 5.9

day1  Mean 182. = 29 ¢ 187.6 176.4
Sd. \Q 11.1 \ 125 12.1

N % \ 6 10 10

Deviation Vs Control ] 29 -3.2

day 3 Mean 189.2n 194. 195.7 185.1
S.d. 12 O 1.8 12.1 13.2

N s\ ‘ 10 10 10

Deviation Vs Control ,Q @ 1.3 34 2.2

day 6 Mean 2024 205.5 197.3
S.d. 13 9 1.9 13.0 135

N ‘ O 10 10 10

Deviation Vs Control 1.6 3.2 -1.0

day 8 205.3 208.4 199.4

O 125 12.1 14.7

< 10 10 10

Deviah !Q § 0.1 1.6 -28
n=DUNNETT O
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Study 10R0066/05R022 19-Aug-2013 10:16
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . @

Oral Administration (Gavage) \

Summary Body Weights - BW / Body Weights [g] ‘\Q

Sex: Female - Phase: Gestation O:

Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bwid 500 mg!kg bwid % 1000 mg/kg bw/d 300 mg/kg bwid

day 10 Mean 214.8n 210.8 210.5 206.1
Sd. 16.0 12. 1.5 14.6
N 10 10 10
Deviation Vs Control -21 -4.1

day 13 Mean i 2148* 220.8
S.d. 14.7 147
N 10 10
Deviation Vs Control -7.9 -5.3

day 15 Mean 2428n : 213.3*" 230.1
S.d. 21 O . 14.9 15.6
N s\ 10 10 10
Deviation Vs Control 47 -12.1 -5.2

day 17 Mean * O .2n Q 246.7 211.8* 246.5
Sd. \ 22 6 221 13.1 155
N K Q 10 10 10

Deviation Vs Control

,i‘é 48 -18.3 49
day19  Mean 262.9 2103 268.8
s.d. O 31.1 12.1 16.7
N Q&: $ 10 10 10 10

a ntrol -6.6 -25.3 -4.6

Devi

n=DUNNETT; * p<=0.05; ** e é




Study 10R0066/05R022

Maternal Toxicity Study in Wistar Rats (Range-Finding)
Oral Administration (Gavage)
Summary Body Weights - BW / Body Weights [g]

Sex: Female - Phase: Gestation

1A-7
19-Aug-2013 10:16

6 ToxData® System 3.0

{&6
\\‘O

Test Group 0 Test Group 1 Test Group 2 Test Group 3

0 mg/kg bwid 500 mgfkg bwid 1000 mg/kg bwid 300 mg/kg bwid

day 20 Mean 296.3n 2716 8 214.2* 282.8
S.d. 27 5 36.1 6 11.9 17.9

s 10 10

Deviation Vs Control % 277 456

n=DUNNETT; ** p <=0.01

&(\2 :

-\
9%

@‘6\

L
&,
‘\Q)?“ \O‘
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Study 10R0066/05R022 18-Aug-2013 10:17
6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \Q

Oral Administration (Gavage)

Summary Changes Body Weights - BW / Body Weights [g] ‘\Q

Sex: Female - Phase: Gestation O:

Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bwid 500 rng!kg bwid % 1000 mg/kg bw/d 300 mg/kg bw/d
do->1 Mean 91n 10.1 6 134* 135"
S.d. 51 25
Ly 10 10
Deviation Vs Control 11 1 48.1 48.6

d1->3 Mean .9 87 * 8.0 8.7
S.d. . Q 24 \ 3.1 22
N 10 10

Deviation Vs Control 15.9 26.3
d3->6 Mean 10.0n 8 99 121
Sd. ‘@ 22 26 2.1

5

N 10 10 10
Deviation Vs Control 75 -1.5 209

d6->8 Mean 9n 3.0 29 21+
29 26 33
10 10 10

Dwiation Vs Con K O -494 -51.1 -64.5

d8->10 Mean r| 54+ 21+ 6.8
3 0 33 36 28

10 10 10 10

Control & 450 -79.0 31.3

d = day; n=DUNNETT; * p< &0 1
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6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . \Q
Oral Administration (Gavage)
Summary Changes Body Weights - BW / Bady Weights [g] ‘\Q

Sex: Female - Phase: Gestation O :

Test Group 0 Test Group 1 Test Group 2 Test Group 3

0 mglkg bwi/d 500 mglkg bwi/d e 1000 mg/kg bwi/d 300 mg/kg bw/d

d10->13 Mean 18.3n 1316 4.4* 14.7
S.d. 39 B 6.3 1.3

N 10 10

Deviation Vs Control -28.4 -76.2 -19.6

d13->15 Mean -1.6** 9.3
S.d. 8.7 17

N 10 10

Deviation Vs Control -115.7 -25

d15->17 Mean -1.5** 16.4
S.d. 6.2 22

N s\ 10 10

Deviation Vs Control Q -109.4 -0.2

d17->19 Maan . O; 22.4n Q 16.2 -1.5% 22.3
\ Q 38 Q 107 25 25

K @ 10 10 10

Deviation Vs Con . -27.9 -106.5 -0.5

d19->20 Mean n B2 38* 14.0
‘ 37 6.4 25 20

10 10 10 10

@ﬁw Con § -40.9 -74.0 -48

n=DUNNETT; ** p <=0.01, @
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Study 10R0066/05R022 19-Aug-2013 10:17
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . @
Oral Administration (Gavage) \\,
Summary Changes Body Weights - BW / Body Weights [g] ‘\0
Sex: Female - Phase: Gestation O:
Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bwid 500 mg:kg bw/d 1000 mglkg bw/d 300 mg/kg bwid
do->20 Mean 123.1n 98 8 e 40.0* 119.9
S.d. 20 8 7.3 10.9
N 10 10
Deviation Vs Control -67.5 -2.6

n=DUNNETT; * p<=0.05; ** p <=0.01

ge»“ S &

X %‘z o

-\
9%
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Study 10R0066/05R022 19-Aug-2013 10:18
6 ToxData® System 3.0
Maternal Toxicity Study in Wistar Rats (Range-Finding) . @
Oral Administration (Gavage) \\'
Summary Changes Body Weights - BW / Body Weights [g] ‘\Q
Sex: Female - Phase: Gestation OC
Test Group 0 Test Group 1 Test Group 2 Test Group 3
0 mg/kg bw/d 500 mg/kg bw/d e 1000 mg/kg bw/d 300 mg/kg bw/d
d0->6 Mean 26.0n 296 6 31.3 34.4*
S.d. 6.0 @ 0 6.8 4.8
N 10 10 10
Deviation Vs Control 13.6 Q 204 320
d6->19 Mean . 48" 71.5
S.d. 58 6.7
N 10 10
Deviation Vs Control -94.2 -13.2
do->20 Mean ; 400" 119.9
s.d. O & 73 10.9
N ‘\ @ 10 10
Deviation Vs Control -19.8 -67.5 -2.6

d = day; n=DUNNETT; ** p <=0.01; * <-® \§>

QQ
e

N\

R

© X
O\\
N

*

60 &\\
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6 ToxData®© System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . @
Oral Administration (Gavage) \

Uterine Weight Report ¢ \
Summary g p Q\Q
Sex: Female (O

Test Group 0 Test Group 1 - Test Group 2 Test Group 3
0 mglkg bw/d 500 mg/kg b 1000 mg/kg bw/d 300 mg/kg bwid
Uterus weight (g) Mean 575, 7 % 08 56.2
S.d. %.7 0.2 6.5
N 10 10 10
Deviation Vs Control % ~23.1 -98.6 2.3
Carcass Weight (g) Mean 230 213.4* 226.6
s.d. 225 \Q N 1.9 15.2
N 6 1 \ 61 10 10
Deviation Vs Control -3.6 -10.6 -5.1
Net weight change (g) Mean ; 27.9* 7.8* 293"
From Gestation day 6 S.d. O : 125 46 4.7
N s\ ‘\ 10 ‘ 10 10 10
Deviation Vs Co @

'Q Q7 -29.6 -80.2 -25.9
n=DUNNETT,; ** p <=0.01; * p<=0.05
Carcass Weight = Final Body Weight - Ul( t; Net nge Ca ght - Boedy Weight from Gestation day 6

% \>
<& .&Q\O
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6 ToxData® System 3.0

Maternal Toxicity Study in Wistar Rats (Range-Finding) . \'@

Study 10R0066/05R022

Oral Administration (Gavage)

Summary Pregnancy Status Report - Reproduction FO ’Q
Sex: Female O :
Test Group 0 Test Group Test Group 2 Test Group 3
0 mg/kg bw/d 500 m ] 1000 mg/kg bw/d 300 mg/kg bw/d
No. of females at start N 10 10
No. of females mated N 0 0
Females with defined Day 0 pc N 10 10
Pregnant N 10 10
- sacrificed scheduled N 10 10
Not pregnant N 0 0
Examined at scheduled c-section N 10 10
- Not pregnant N 0 0
- Pregnant N 10 10
-- With total implant loss N 0 0
0.0 0.0
-- With viable fetuses \AQ'N 0 0
X % 0.0 0.0
- J P

c=CHI-SQUARE Q
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BASF

Maternal Toxicity Study in Wistar Rats (Range-Finding)
Oral Administration (Gavage)

INCIDENCE OF GROSS LESIONS
COMPARISON OF TEST GROUP 0 (CONTROL) TO TEST GROUP 3

B e e T I

Sacrifice F1

Sex F

Group 0 3

Animals in selected group 10 10

No abnormalities 10 8

Kidneys . 5
Pelvic dilation ; 2

1
10R0066/05R022
26 .Aug.2013 KOPE

--------------------------
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10R0066/05R022
Maternal Toxicity Study in Wistar Rats (Range-Finding) 26 .Aug.2013 KOPE

Oral Administration (Gavage)

ABSOLUTE WEIGHTS - MEAN VALUES (FEMALE) psn: 1
COMPARISON OF TEST GROUP 0 (CONTROL) TO TEST GROUP 3

K@% S Y
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BASF 1
10R0066/05R022
Maternal Toxicity Study in Wistar Rats (Range-Finding) 26 .Aug.2013 KOPE

Oral Administration (Gavage)

RELATIVE WEIGHTS - MEAN VALUES (FEMALE) psn: 3
COMPARISON OF TEST GROUP 0 (CONTROL) TO TEST GROUP 3
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BASF 1
10R0066/05R022
Maternal Toxicity Study in Wistar Rats (Range-Finding) 22.Jul.2013 RAHE
Oral Administration (Gavage)

INCIDENCE OF GROSS LESIONS psn: 9201
Sacrifice F1

Sex F

Group 0 1 2

Animals in selected group 10 10 10

No abnormalities 10 9 10 t
Kidneys

o 5 B ‘{\Q
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BASF 1
10R0066/05R022
Maternal Toxicity Study in Wistar Rats (Range-Finding) 22.Jul.2013 RAHE

Oral Administration (Gavage)

ABSOLUTE WEIGHTS - MEAN VALUES (FEMALE) psn:9107
Sacrifice F1

Sex F

Group 0 2 2

--------------------------------------------------------------------------------

Terminal body weight g M 238.79 230.23
% dev 100 96
SD 22.514 14.731

.............................................................

Kidneys
Liver
Spleen 0.476
96
0.053
ﬂ<‘ 10 10

*: P <= Q0\05, **: ‘<;2
Krus}é' 115 H % oxon b@ sided
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BASF 1
10R0066/05R022

Maternal Toxicity Study in Wistar Rats (Range-Finding) 22.Jul.2013 RAHE

Oral Administration (Gavage)

RELATIVE WEIGHTS - MEAN VALUES (FEMALE) pPsn:9109

Sacrifice F1

Sex F

Group 0 1 2

Terminal body weight % M 100.0 100.0 100.0

k¥ P <& *: <= @
Krus%& xon test sided

@
‘QQ 6\) &\s{'\'
Q~®Q O\\

g‘@
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Homogeneity and Concentration Control Analysis of
DHDPS in 1 % Carboxymethyicellulose in drinking water

1. PROJECT AND TEST SUBSTANCE INFORMATION 5\.@6
Project No.: 10R0066/05R022 \O\

Test item (= test substance): DHDPS Q\

Batch No.: 69611767J0 O

Q\
2. SAMPLE DATA
2.1. HOMOGENEITY AND CONCE% Cco R NA

L
Vehicle: carboxy@@'ulose %@ng water
Storage conditions of th
samples until analy é?‘ Freez

3. MATERI \DM DS Q
SIS

3.1. s@z PRE h@:n AN
ple rm n and & of the test substance was carried out according to the
- control& re 05/ 01.

Q‘ F DE

st 0 ions from the control procedure

here \@ deviation from the described control procedure 05/0066_01-01.

&\

@
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4. RESULTS AND DISCUSSION
4.1. HOMOGENEITY AND CONCENTRATION CONTROL ANALYSIS

The results obtained for the homogenelty and concentration control analyses of 6
DHDPS in 1 % carboxymethylcellulose in drinking water are summarized in the follQ @
tables: v&'

All calculated values in the tables are rounded. Calculations were performe uII set of
decimal places.

Date of sample preparation: 04 Aug 2013

Date of sampling: 04 Aug 2013 Q
Date of receipt of sample in analytical Iaboratory' g 2013 @
Starting date of analytical determination: ug 2013 %

g/100 mL <0\ g%
Sample 09 2 3 0 7% < Q i
Sample 10 6.7%
Sample 11 é 94 @ 4.8% 1.7%
Date of preparatl O 08 Jul 2013

O2
Name Amount %% %‘ M@‘ RSD OQ

Date 08 Jul 2013
elpt of i analyttc ‘ 08 Jul 2013
date of | deterrru & 18 Jul 2013
mmal Nominal
Conc Coit Mean RSD
Q~ Oﬁ) mL gM0mL % % %
*
S 4,721 5.0 94.4%
04 4915 5.0 98.3%
mple 05 4,950 5.0 99.0% 97.2% 2.5%
Sample 06 10.195 10.0 101.9%
Sample 07 9.568 10.0 95.7%

Sample 08 10.166 10.0 101.7% 99.8% 3.5%
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Considering the low relative standard deviation in the homogeneity analysis, it can be
concluded that DHDPS was distributed homogeneously in 1 % carboxymethylcellulose in
drinking water.

The mean values of DHDPS in 1 % carboxymethylcellulose in drinking water were found
be in the range of 90 % — 110 % of the nominal concentrations. @

L 3
These results demonstrated the correctness of the concentrations of DHDP. %'1 %
carboxymethylcellulose in drinking water. ‘\

Q\
/ %Q
%Q’ oo

%\%exam &roma@s will follow within this report.

Figures of the calibration$~ \
RN
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Figure 1: Chromatogram of matrix solution (measured on 18 Jul 2013)

2013-07-18 #2 [modified by saverha) Matrix UV_VIS_1
g =) “VWL200

i \
O\\

& U q@ 06
- 1 T T T L] I L] T T _( I B | L ‘ ‘ Q l L] T T T I L T T @n
0,00 0.25 0, 75 c E 1 25 1,75 .50 275 3,00

Figure 2: Chromato v*allbratlﬂ Qon 1 g/100 mL, measured on 18 Jul
2013) @

10-2013-07-18 #4 UV_MIS_1
1] VWVL200

min
T T 'I T T T ) 1 T T L T L L) L) L ' | L] L} L T '| T L) L) L) l T T T L}
125 1,50 1,75 2,00 225 2,50 275 3,00
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Figure 3: Chromatogram of sample 04 (measured on 18 Jul 2013)

2013-07-18 #12 _ Sample 04 ) ) - Uy_\_f_ls_}_
mAU

200_- 1No. . \QD)
j ‘\Q\

100

i —-
@ e a—

0,00 3,00
Figure 4: Calibration cu e e sured o} I 2013 %ntratlon range 2.052 — 20.52
mg/100 mL)

700 05:00@ mal UV VS 1

1 1 1 I 1 I ) 1 1] I T
\¥ 50 10,0 15.0 20,0 250
¢ Amount [mg/100 mL]
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5. APPENDIX
5.1. CONTROL PROCEDURE 05/0066_01-01

BASF SE
Test Facility
Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

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

Control procedure: Content (LC) / Carboxymethylcellulose(CMC) in

No.: 05/0066_01-01

Effective from: 09 Oct 2012“\
Page 10of 5

drinking water ‘
(
Technique HPLC
System: Waters alliance 2487 aubo sa x Chromeleon-
Software (Diop€x), or equivalent sy
Column: Length: 1

Inner dia
Stationary Phase:
Mobile Phase A:
Mobile Phase B
Isocratic:

Mobile

Approx. 3 min

(

<

@Q

@Q

\\
O

P%llth Perfor e, Marck alent

% L acetomtmlxed Xm..c acid (HCOOH)
: ?\ 0 mL lxed & rmic acud (HCOOH)

ase : Mobi&(’Q
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BASF SE O - BASF
Test Facility The Chemical
Experimental Toxicology and Ecology / Analytical Chemistry Lot
CONTROL TEST

Test substance number: 05/0066 No.: 05/0066_01-01

O

Name of test substance: DHDPS Effective from: 09 Oct 2012 . \@

Control procedure: Content (LC) / Carboxymethylcellulose(CMC) in Page 2 of 5
drinking water ‘\Q
Sample solution: Samples are diluted completely with methanol using a er

volumetric flasks to obtain sample solutions with te nce
concentrations that match the calibration range.

If required, all dilutions are sonicated for 5 mi to @psure a complete
dissolution of the test su I@

The samples are d (cellulose filter, ) prior HPLC analysis.
Annotation: If nt of test Substance in the e solution is
outside call on range | tion soluti , an adequate
dliut:o with matrix s to be p d to match the

fors on preparation

ocedure
Stock sol or@ Approx tsub ssotved to a final volume of 100 mL
with me 50 mg/1

Calibra@olutlon 1: 1% stock solu iluted with matrix solution to 25 mL
/100 mL)

tlon 1 OmL |on are diluted with matrix solution to 10 mL
(5 mg
Callﬁg\m:on 3: ock solution are diluted with matrix solution to 5 mL

00 mL)
ration K

Calibrati tion 5: 2.0 mL stock solution are diluted with matrix solution to 5 mL
(20 mg/100 mL)

de, ncentrati
Matrix solution: % aration of Q‘I rix solu @to be performed according to
rived i

1.5 mL stock solution are diluted with matrix solution to 5 mL
(15 mg/100 mL)

\ tetn-suitability solution
\ System-suitability solution is prepared with a second independent

weighing according to calibration solution 3 (10 mg/100 mL)

Procedure After conditioning the HPLC system, sample solutions, matrix solution,
calibration solutions and system-suitability solution are injected according
to the sequence described in the raw data. All solutions are injected at
least once.
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BASF SE w

BASF SE 0 - BASF

Experimental Toxicology and Ecology / Analytical Chemistry i Lonpeny,

CONTROL TEST

Test substance number: 05/0066 No.: 05/0066_01-01 6
Name of test substance: DHDPS Effective from: 09 Oct 2012 ° \@
Control procedure: Content (LC) / Carboxymethylcellulose(CMC) in Page 3 of 5 \

drinking water \Q

Retention time: O E
( Test substance : 4,4’ Dihydroxydiphenylsulfon: Q‘

Approx. 1 min

System suitability: @ Q
The calculate of the sy m-suitability s has to be in the
range fr 05 %. Q
ient of det at %) has % 990. If the correlation
R) is u lue has

Calculation: v &
The co e% cont @ urement @based on external calibration
(calibratio%!ut s1-95).

The c ion of the is perfor romcally (e.g. Dionex Chromeleon — Software,
Mi cel] ‘B Ias for calc ns are described below (e.g. Dionex Chrorr‘eleon
re)

| z::..,"'*';;w »t@

Pt =

Q Anal concentration (Ca)
\ a w or a v

$ w = weight sample v = volume sample

V = final sample volume V = final sample volume
d = dilution factor d = dilution factor

Analysed concentration (Ca)
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BASF SE 1 - BASF

Test Facility
Experimental Toxicology and Ecology / Analytical Chemistry Tre.Chemichl Compdrs

CONTROL TEST
Test substance number: 05/0066 No.: 05/0066_01-01

Name of test substance: DHDPS Effective from: 09 Oct 2012 \@

Control procedure: Content (LC) / Carboxymethylcellulose(CMC) in Page 4 of 5 Q

drinking water

for illustration

w?ﬂlﬁ-‘ O-08Unea i #2 M atrix v _WIs_1 Q
w—y 7
- _J A‘

Figure 1.1: Example chromatogram matrix solution (08 Oct 2012, Project no.{@SEfOSYOOQ)

01Y 0066/

Figure ‘l& Ie ch cahbra(@lutton (08 Oct 2012, Project no.:

s 200 208 250 295 | abo
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e 0 BASF

Experimental Toxicology and Ecology / Analytical Chemistry

CONTROL TEST

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

Control procedure: Content (LC) / Carboxymethylcellulose(CMC) in

drinking water

‘O{@e}

No.: 05/0066_01-01
Effective from: 09 Oct 2012
Page 5of 5

Ya\!

Figure 1.3 Example calibration curve (08 Oct 2012, Project no.: 01 YOOGSIOS\@ illustration
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