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Table A6_6_4-1.

Table for Micronucleus Test In Vivo

Route Dose % of MINPCE or MNRET (after the final treatment)
(mg/ke) 24h 48h 72h
Mean SD P Mean SD P Mean SD P
ip 0 0.16 0.06 0.18 0.08 0.16 0.15
500 0.16 0.13 0.598 0.18 0.05 0.593 0.12 0.08 0.788
1000 0.28 0.10 0.143 0.20 0.22 0.507 0.18 0.10 0.530
2000 0.14 0.09 0.696 0.28 0.19 0.202 0.26 0.13 0.192
{0.411) (0.132) (0.090)
ip 0 0.16 0.06 0.18 0.08 0.16 0.15
500 0.16 0.05 0.598 0.18 0.05 0.593 0.12 0.08 0.788
1000 0.28 0.11 0.143 0.20 0.22 0.507 0.18 0.96 0.530
2000 0.14 0.09 0.696 0.28 0.19 0.202 0.26 0.13 0.192
5000 0.08 0.10 0.930 0.18 0.10 0.617 0.20 0.08 0.419
{0.822) (0.321) (0.133)
po 0 0.28 0.13 0.18 0.15 0.06 0.06
500 0.10 0.07 0.990 0.16 0.11 0.685 0.20 0.10 0.046
1000 0.24 0.11 0.721 0.16 0.11 0.685 0.14 0.17 0.172
2000 0.12 0.13 0.979 0.16 0.15 0.685 0.22 0.08 0.029
5000 0.22 0.16 0.788 0.24 0.11 0.332 0.22 0.11 0.029
(0,679 (0.249) (0.032)

ip: intraperitoneal

po: per oral

MNPCE: Micronucleated polychromatic erythrocytes

MNRET: Micronucleated reticulocytes

P: p value of pairwise comparisons and that of the Cochran-Amitage trend test in parentheses.
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Section 6.6.5

Annex Point I1A6.6.5

Genotoxicity in vivo: Inhalation (1 of 1)
Section 6: Toxicological and Metabolic Studies

In vivo mammalian cytogenetic test in cells other than bone marrow

Table A6 6_5-1.

Table for Lung Burdens after Subchronic Exposure of Rats to
Amorphous Silica (ng SiO;/lung)

Weeks of Exposure Weeks of Exposure
Treatment Group 0.5 13 12 32
Control 5591404 425+ 169 28.1£13 39.83+£8.7
Amorphous, 50 mg/m? 755.9+22.9% 882.7+83.1* 156.0 + 38.6% 92.6 + 38.6%

Note. Values represent the Mean + SD; n = 4 rats/treatment

*Significantly different from age-matched control group; p < 0.05.

Table A6_6_5-2.

Table for Changes in Bronchoalveolar Lavage Fluid Contents in
Rats after 6.5 and 13 Weeks of Inhalation Exposure to Si0;
Particles and 12 or 32 weeks of Recovery (Mean £ SD; n=4)

Total cells % AM % PMN % Lymph % Viable Protein LDH .
; (ug/mL)  (amolimin/mp)  Clucuronidase
x 10 {nmolmin/mL)
Sham
Exposure
Week 6.5  1.09+023 997+036 024:£023 077013 9381274 016106 562+ 14.7 047+ 0.11

Week 13 2.89+05

Recovery
Week 12 1.76 £0.24
Week 32 1.20+0.11
Amorphous
St0;

Week 6.5 16.8 +0.54*
Week 13 16.9+2.2%
Recovery

Week 12 2.7+082
Week 32 22+0.08

984+19 026+£024 064£053 9461063 026005 11.7+46.0 0.53+£0.01

98.1+047 065+£052 1224033 9295+1.1 0.21 +£0.04 479+95 0.53 £0.07

988+043 073+£034 0484018 94.0+24  0175+£002 41.6+6.5 0.26 £ 0.06

428+49%  552+48%* 20+£08 97.0+09 094+008% 7094+ 101.0% 193+ 3.0

426+2.9% 553+22% 21=+12 942+14 1.59+008% 1808.0+631.6% 292+25%

88.8+0.9 93+£0.9* 19+04 938+15 0386+0006 1921 + 57.6* 1.1+019
949+1.1 26+13 25+£05 942+24  0339+£002 152.0+ 6838 0.46 £ 0.06

*Significantly different from age-matched control group; p < 0.05.

T \Regulatory Affairs\00-PRODUCT DIRECTORY'W03 LEGISLATION'BPD'Silicon dioxide\Al dossier for ECHA data

dissemination\A6 6 Sa.doc

Page 7of 10









Rentokil Initial ple

Silicon dioxide

April 2006

Appendix 1

Comparison of silica as submitted in Section 2 and test material

As is shown by the below table, the silica as tested does not deviate significantly from the specification of the
silica as stated in Section 2 of Rentokil Initial plc’s silicon dioxide dossier as submitted for evaluation under the
BPD. Both have high purity, no crystalline content and comparable solubility.

Characteristic

Aerosil 200°
(Silicon dioxide tested)

‘Wet Process Silica

(Silicon dioxide marketed by Rentokil)

Purity of silicon dioxide

Approved food additive

Amorphous silica

Crystalline content

BET surface area (m*/g)

Mean primary particle size

Primary particle shape

pH value

Solubility in water

Solubility in organic solvents

Impurities

Chloride
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Appendix 1

Comparison of silica as submitted in Section 2 and test material

As 1s shown by the below table, the silica as tested does not deviate significantly from the specification of the
silica as stated in Section 2 of Rentokil Initial ple’s silicon dioxide dossier as submitted for evaluation under the
BPD. Both are of high purity, have no crystalline content, comparable solubility and comparable particle size.

Characteristic Aerosil OX 50 Wet Process Silica
(Silicon dioxide tested) (Silicon dioxide marketed by Rentokil)

Purity of silicon dioxide

Approved food additive

Amorphous silica

Crystalline content

Particle size

Solubility in water

Solubility in organic solvents
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