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EXECUTIVE SUMMARY

This report presents a critical evaluation of the toxicity, physico-chemical properties, and
environmental fate and effects of linear polydimethylsiloxanes (PDMSs), a type of non-volatile
(odourless), fluid (viscous) “silicones” that are virtually insoluble in water. PDMSs are widely
used in industrial, consumer, food and medicinal or pharmaceutical applications. The report has
been produced as part of the ECETOC Joint Assessment of Commodity Chemicals (JACC)
programme and updates an earlier ECETOC review ®.

Almost all PDMS discarded ‘down-the-drain’ is expected to be removed during sewage
treatment. Any PDMS released into the environment will strongly sorb to particulate matter in
water and soil. PDMSs are immobile in soil and sediment, but will break down slowly (abiotic)
to dimethylsilanediol, which is soluble in water and can biodegrade to carbon dioxide, water and
inorganic silicate, as demonstrated in the laboratory. Due to its molecular size, bioconcentration
of PDMS is very unlikely. PDMSs are not detected in surface waters, except at low
concentrations downstream from wastewater treatment plants.

PDMS has no effects when tested on aquatic organisms (fish, daphnia, algae), sediment-dwelling
organisms (e.g. midge larva) and little or no effect on soil organisms (e.g. earthworm). PDMS is
lethal to insects when applied directly, probably due to a physical rather than toxicological action.

Humans may be exposed to PDMS via oral ingestion and dermal contact. In laboratory animals,
PDMS had a low potential for absorption via these routes. Swallowed PDMS is rapidly excreted
unchanged in the faeces. Aerosolised PDMS may give rise to inhalation exposure, but there is no
indication of any adverse effects. PDMS is not a skin irritant or a skin sensitiser and it is only
mildly to non-irritating to the eyes.

Acute and repeated dose toxicity studies conducted in laboratory animals on PDMS of different
viscosities do not show any significant adverse effects. Long-term chronic/carcinogenicity and
reproductive toxicity studies were also without adverse effects. PDMS is not mutagenic in vitro.

In humans, PDMS has no effect on the immune system. PDMS is used in urology,
ophthalmology and dermatology (skin correction). Autoimmune disorders (e.g. scleroderma)
cannot be linked to PDMS. Several human diseases (connective tissue, atypical connective
tissue, rheumatic and autoimmune diseases, and breast cancer) have been reported after injection
of PDMS (for cosmetic purposes) or placement of breast implants (made of high viscosity
PDMS). These diseases are, however, not associated with PDMS.

Overall, PDMS does not present a risk to the environment or to human health.

4 ECETOC. 1994. Joint Assessment of Commodity Chemicals No. 26
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THE ECETOC SCHEME FOR THE JOINT ASSESSMENT OF COMMODITY
CHEMICALS

This report has been produced as part of the ECETOC programme for preparing critical reviews
of the toxicology and ecotoxicology of selected existing industrial chemicals. In the programme,
commodity chemicals (i.e. those produced in large tonnage by several companies and having
widespread and multiple uses) are jointly reviewed by experts from a number of companies with
knowledge of the chemical. It should be noted that in a JACC review only the chemical itself is
considered; products in which it appears as a component or an impurity are not normally taken
into account.

This report presents a critical evaluation of the available data on the toxicity, physico-chemical
properties, and environmental fate and effects of linear polydimethylsiloxane (PDMS) (CAS No.
63148-62-9). It updates an earlier ECETOC review ®.

A list of symbols, units and abbreviations is given in Appendix A.

Where relevant, the Task Force has graded the studies by means of a ‘code of reliability’ (CoR)
to reflect the degree of confidence that can be placed on the reported results. The codes and
criteria used to assess reliability are included in Appendix B.

It should be noted that not all of the references reviewed by the Task Force were quoted in the
report. A number of earlier studies (e.g. by IBT) quoted by ECETOC (1994) were subsequently
found to be unreliable because the documentation was insufficient for assessment or there were
methodological deficiencies. Many of those studies have been superseded by more recent work
as explained in the text of the report. Furthermore, a number of other studies consulted by the
Task Force were also excluded. A full list of references is given in the bibliography (Section 11).

# ECETOC. 1994. Joint Assessment of Commodity Chemicals No. 26
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1. SUMMARY AND CONCLUSIONS

Linear polydimethylsiloxanes (PDMSs) are polymeric organosilicon substances commonly
referred to as “silicones”. This report covers PDMS fluids of viscosities ranging from 10 to
> 100,000 centistoke (cSt). At normal (ambient) temperature and pressure, PDMSs are clear,
colourless, odourless and viscous fluids and have no detectable vapour pressure. They exhibit
remarkable stability to chemical and oxidative degradation and radiation and are essentially
insoluble in water. PDMSs strongly sorb to particulate matter in water and soil and are
essentially immobile in the soil and sediment compartments of the environment. The reliability
of PDMS analysis methods varies as a function of extraction efficiency, method of detection and
types of media.

No special protective measures are required for storage and handling of PDMS and they are not
classified as ‘dangerous’ under European or other chemical laws or international transport
regulations. Special packaging and labelling are not required.

PDMSs have a wide range of industrial, consumer, food and medicinal or pharmaceutical
applications, either in pure form or as an ingredient in a formulated product (e.g. emulsions).

The total worldwide use of PDMS was estimated to be 238 kilotonnes (kt) in 2007, including
77 kt in the EU-27, 68 kt in the USA, 7 kt in Japan and 86 kt in the rest of the world.

PDMSs of > 10 cSt viscosity are essentially non-volatile. They have an extremely low water
solubility (< 1 ng/l) and high affinity for organic matter and, therefore, more than 97% of the
PDMS discarded ‘down-the-drain’ to water is expected to be removed from the aqueous phase
during sewage treatment by adsorption to particulate matter (sludge). PDMS in contact with soil
will undergo abiotic degradation over time to smaller, more water soluble species. The principal
degradation product is dimethylsilanediol (DMSD), which is very soluble. Laboratory
experiments have demonstrated that dimethylsilanediol can undergo biodegradation to carbon
dioxide, water and inorganic silicate, the ultimate degradation products of PDMS.
Bioconcentration studies with short-chain PDMS suggest that, due to molecular size, passage of
PDMS of > 10 cSt viscosity across biological membranes is very unlikely.

Environmental monitoring shows that PDMSs are not detected in surface waters, except possibly
downstream from wastewater treatment plants, where concentrations are at or below the level of
detection (ug/l) have been measured.

Evaluation of PDMS effects on a range of aquatic and terrestrial organisms shows no effect on

aquatic organisms, which is probably due to its extremely low water solubility and no effects on
sediment-dwelling organisms. Little or no effect of PDMS has been observed in soil organisms.

ECETOC JACC No. 55 3
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PDMS does show toxicity to insects when applied directly to the insect. This activity is believed
to be a physical action rather than a toxicological effect even though this has yet to be
substantiated.

PDMS has been shown to have a low potential for either oral or dermal absorption. Following
oral ingestion, PDMS is rapidly excreted unchanged in the faeces.

Oral ingestion and dermal contact are the primary routes of exposure for non-occupational
exposure resulting from their use in PDMS applications. Little or no exposure to PDMS occurs
in the occupational setting and no occupational exposure limit (OEL) has been set for this
material. Inhalation exposure normally does not occur due to the extremely low vapour pressure.
Applications where PDMS may be aerosolised may give rise to inhalation exposure. The
available inhalation data do not indicate any adverse effects.

Acute, short-term repeated dose and subchronic studies on PDMS of different viscosities in
laboratory animals do not show any significant adverse effects in a variety of mammalian species
following oral, dermal, intraperitoneal, intradermal or subcutaneous administration. In
chronic/carcinogenicity studies, no significant adverse effects were seen in mice or rats. PDMS
is not a skin irritant and is only mildly to non-irritating to the eyes. It is non-sensitising to human
skin. In vitro genotoxicity studies show no indication that PDMS has mutagenic activity. PDMS
studies with rabbits do not show any teratogenic effects and studies with rats and rabbits do not
show any adverse effects of PDMS on fertility, gestation, peri- or post-natal development.

In humans, no adverse immunological activity has been seen with PDMS. PDMS is reportedly
used for the treatment of urological and ophthalmological problems (e.g. retinal detachment and
endotamponade) as well as soft tissue augmentation to correct specific cutaneous and
subcutaneous atrophies. Attempts to link PDMS to autoimmune disorders (e.g. scleroderma)
have not been proven and have been shown to be flawed methodologically.

A number of human case control studies have been reported on PDMS. The case reports have
primarily resulted from PDMS injections for a variety of purposes including cosmetics.
Epidemiological studies of breast implants of which the main component is high viscosity PDMS
have evaluated connective tissue, atypical connective tissue, rheumatic and autoimmune diseases,
and breast cancer. The results of these studies relative to these endpoints have failed to show an
association between human disease and PDMS.

Overall, the data indicate that PDMS does not represent a risk to the environment or to human

health. The safety of PDMS has been recognised by its widespread use in a wide range of
applications that have resulted in environmental and human exposure for nearly 50 years.

4 ECETOC JACC No. 55
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2. IDENTITY, PHYSICAL AND CHEMICAL PROPERTIES, ANALYTICAL
METHODS

PDMSs are polymeric organosilicon substances with the structural formula shown below. The
linear polymer is composed of dimethylsiloxy units with trimethylsilyl end groups. Polysiloxanes
based on other units, with side groups other than methyl or with cyclic structures, are not
considered here. This report is limited to liquid PDMS with a (kinematic ) viscosity of 10 to
> 100,000 cSt®, corresponding to a number average molecular weight of approximately 1,125 to
74,000.

Commercially available PDMSs are also referred to as:
e ‘Siloxanes’; general name for oligomeric or polymeric substances which are characterised
by Si-O-Si bonds, methyl groups are usually bound to Si-atoms, but some siloxanes contain

vinyl, hydroxyl or other groups in addition;

e ‘Silicone fluids’ or ‘silicone oils’, often abbreviated to ‘silicones’; these terms cover all
types of linear and branched siloxanes, and the preparations and products made from them;

e ‘Dimethicone’; which is commonly used for PDMS in medical, pharmaceutical and cosmetic
applications;

e ‘E 900, which is used for PDMS with a viscosity of 350 to 1,050 cSt approved for specific
applications as a food additive.

2.1 ldentity

Name: Polydimethylsiloxane (PDMS)

IUPAC ¢ name: Poly[oxy(dimethylsilylene)]

Synonyms: Dimethicone, Dimeticone (INN), Dimethylsiloxane, Dimethylsilicone,

Silicone oil, Dimethylpolysiloxane, Dimethylpoly-siloxane hydrolyzate,
E 900, Permethylsiloxane, Polydimethylsiloxane, Polydimethyl-siloxane,
methyl end-blocked, Polyoxy(dimethylsilylene), Siloxane, dimethyl-,
a-(Trimethylsilyl)-o-hydroxy

2 Kinematic viscosity (m2's) is the dynamic (or absolute) viscosity (Pa-s = kg/m/s) divided by the density (kg/m°)
®1St=1cm¥s, 1cSt=1mm?s
¢ International Union of Pure and Applied Chemistry

ECETOC JACC No. 55 5



Trade names:

CAS @ name:
CAS Registry number:

EC (EINECS) number:

Formula:

Molecular mass:

Chemical structure:
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612S,AK fluid, B 8919, BX 16-152B, BY 11-042, BY 222-067R, Byk
336, C 800, DA 6523, DC 2-3150, DC 200-60M, DC 65, DMS 1000,
Dehesive 940A, Dehesive 942, Dicsilicone softener 120, Dicsilicone
softener 300, Dow Corning 200 Fluid, ECC 4865, F 370, FM 58, FZ
4157, FZ 4174, FZ 4185, Finish C 800, GP 197, Gensil 2000, GlassClad
PSA, H 1-10000, K 901, KET 3001, KF 9008, KF 96A2CS, KF
96L5CS, KS 772, KS 778, L 6910, LDC 2577D, LS 5257, LTC 1051L,
LTC 1100L, Levaslip 407, MED 4905, MED 6340, Magnasoft HWS,
Matsumoto silicone softener 302, Matsumoto silicone softener 318, NUC
silicone L 9000, NuSil CV 2946, Nusil LS 6946, PLY 7511, PMS 150,
PMS 200A, PS 038, PS 221, Polydimethylsiloxanes, Protect 5000, Q 2-
7735, RES 422, RTV 3838A, Reactosil RWS, Rhodorsil 340, Rhodorsil
47V60000, Rossil fluid, S 5100A, SFD 1, SH 200-1000CS, SI-UGE,
SLJ 1320, Sani-Pure, Silquat AT 5-49, Silquat AT 5-52, Silquest PA 1,
Silres BS 10421581, Sitren 595, Sofeksil 9056-20Kh, TC 1, TPR 6600,
TSF 451-5A, TSF 458-100, Tegostab B 8919, Tex 100, UAX 1600, UV
9440E, V 12100, Versilic, Xiameter 200 fluid, X 21-3043, X 21-5613, X
21-5842, X 24-4044, X 62-7629, X 62-7655, X 62-7658, Y 12147, ZBH
201

Siloxanes and silicones, di-Me
63148-62-9

None (polymer)

MD,M
where M = —Si(CH3)3—0y/,, D = —Si(CH3),—O— and n = number

162 + (74 x n) (where n>13)

T T 1
Hac—s*i;.i—o—[—sli—o—]n—sli—cH3
CH, CH, CH,

The general formula is MD,M, where D, represents the number of dimethylsiloxy units and M
the trimethylsilyl end groups (Colas and Curtis, 2004) following General Electric’s original
siloxane notation (Hurd, 1946 cited by Varaprath, 2006). Thus, for example, MM, MDM,

 Chemical Abstracts Service
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MD,M, MD3M represent hexa-, octa-, deca- and dodeca-trimethylsiloxane, respectively. The
molecular weight, which determines the viscosity of PDMS, is governed by the number of D-
units in the molecule. As with other polymeric substances, commercial PDMSs contain a mixture
of polymeric molecules exhibiting Gaussian molecular weight distribution. Table 1 shows the
relationship between the viscosity, degree of polymerisation and molecular weight.

Table 1: Relationship between viscosity, degree of polymerisation and molecular weight
(Wacker, 2002)

Viscosity (cSt) at 25 °C Average number of D-units Number-average molecular weight
10 15 1,125
50 40 3,000
100 70 5,000
1,000 200 15,000
10,000 500 37,000
100,000 1,000 74,000

2.2 EU classification and labelling

PDMS is not hazardous and has not been classified by the European Commission under the
Dangerous Substances Directive (67/548/EEC) and its subsequent amendments. It remains
unclassified under the Classification, Labelling and Packaging (CLP) Regulation (EC
1272/2008).

Classification: None
Labelling: None
Pictogram(s) and/or signal word(s): None
Hazard statement(s): None
Precautionary statement(s): None

PDMS is not considered persistent, bioaccumulative and toxic (PBT) or very persistent and very
bioaccumulative (vPvB) as defined in Annex XIllIl of the EU Regulation (EC 1907/2006)
concerning the Registration, Evaluation, Authorisation and Restriction of Chemicals (REACH)
(EU, 2007).

ECETOC JACC No. 55 7
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2.3 Physico-chemical properties

At normal (ambient) temperature and pressure, PDMSs are clear, colourless and viscous liquids
with an extremely low vapour pressure. PDMS may be odourless (Wacker, 2009). The physical
properties vary only slightly with viscosity (degree of polymerisation) (Table 1).

Some physical properties are listed in Table 2.

Table 2: Physico-chemical properties

Parameter Value, unit Reference
Freezing (melting) point, 350 cSt -50--35°C Wacker, 2009
Boiling point at 1,013 hPa, 350 ¢St No data® Wacker, 2009
10,000 cSt > 65 °C Dow Corning, 2007
100,000 cSt > 65 °C Dow Corning, 2009
Viscosity (cSt) 10 - > 100,000 Wacker, 2002
Relative density of liquid at 25°C (density of 930 -970 Wacker, 2002
water at 4°C is 1,000 kg/m®), D,

Surface tension at 25°C (mN/m) 20.2-215 Wacker, 2002
Specific heat at 20°C (J/g-C) 1.45-155 Wacker, 2002
Refractive index (np®) 1.399 - 1.404 Wacker, 2002

Vapour pressure at 20°C (Pa)
Vapour density at 20°C (air = 1)
Threshold odour concentration

Solubility in water at 23°C

Partition coefficient, log Koy
(octanol-water) at 22°C

Partition coefficient, log Ko,
(organic carbon-water) at 26°C

Henry's Law constant at 20°C and 1 atm
(1,013 hPa) partial pressure of PDMS
(10° Pa-m*/mol)

Solubility in organic solvents, e.g. hexane,
toluene, chloroform, diethylether

Flash point, closed cup, 10 - 100,000 cSt

Explosion/flammability limits in air at room
temperature and 1,013 hPa (% by volume)

Auto-flammability, ignition temperature, 350
cSt
2,500 mPa-s [2,525 cSt]

Not measurable
Not measurable

Not relevant for a non-volatile

substance
<1ng/l
>>8.21°

>>5.16°"

Not determined ¢

Miscible in all proportions

>100 °C

Not applicable

450 °C
>400°C

Varaprath et al, 1996 (Section 2.3.1)

Kozerski and Mosey, 2009 (Section
2.3.2)

Durham and Kozerski, 2010 (Section
2.3.3)

Wacker, 2002, 2009; Dow Corning,
2007, 2009; Bluestar Silicones, 2010

Wacker, 2009
Bluestar Silicones, 2010

® Decomposes at > 250 °C
® Value for decamethyltetrasiloxane (MD,M)
¢ As PDMS is non-volatile

ECETOC JACC No. 55
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Typically, commercial PDMS has a purity of > 99.5% by weight. Common low molecular
weight impurities are dimethylcyclosiloxanes (< 0.5% by weight), specifically
octamethylcyclotetrasiloxane (< 0.1% by weight) and decamethylcyclopentasiloxane (< 0.1% by
weight), depending on the conditions of the production process (Section 3.1).

PDMSs are chemically stable substances with a remarkable resistance to thermal and oxidative
degradation and radiation. Dry heat of 150°C has little effect, but traces of formaldehyde can be
detected (Bienert, 1984; Wacker, 2009), resulting from reaction of oxygen with the methyl
groups. Wet heat (steam) at 120°C or higher causes depolymerisation of PDMS. Strong acids
and alkalis attack the Si-O-Si bonds, forming siloxane structures of varying molecular size
(rearrangement); eventually a thermodynamic equilibrium of polymer species is established
(Smith, 1991). Traces of catalyst residue from the manufacturing process may also cause
rearrangement. Clay containing soils promote rearrangement and hydrolysis to form oligomers
and water soluble fractions (Section 4.3.1).

PDMSs do not absorb radiation energy over the spectral range of tropospheric light. High energy
irradiation causes crosslinking reactions demonstrated by an increase in viscosity and resulting in
a gel (Wacker, 2002).

2.3.1 Solubility in water

Unlike the water solubility of a pure compound, the solubility of a polymeric material such as
PDMS is not a rigorous thermodynamic quantity. For this reason, the measured “solubility” will
always be sensitive to the composition of the polymer or the presence of low molecular weight
impurities. Extreme care is also always needed when conducting the measurements as PDMS
fluids are extremely hydrophobic and there is a high risk of inconsistent results due to
contamination or the formation of micelles. This is illustrated by the wide variation in water
solubility that was observed in some of the older studies (see below). In addition, many of the
older studies did not detail or characterise the PDMS under investigation, so the possibility that
hydroxyl-terminated PDMS was investigated or that there was a higher concentration of more
soluble low molecular weight impurities cannot be excluded. Furthermore some of the studies
were not performed specifically as water solubility studies. For example, Eales and Taylor
(1983) using atomic absorption spectroscopy (AAS), measured the water solubility of PDMS
(50 cSt) in seawater to be 36 pg/l as part of a sediment fate study and the Watanabe et al (1984a)
investigation was in conjunction with a bioconcentration study. Watanabe et al (1984a) who
measured water solubility using inductively coupled plasma (ICP) emission spectroscopy, eluted
PDMS from coated glass beads with a water (flow rate 3.5 ml/min). For various PDMS
viscosities, the water solubility was as follows (Table 3).

ECETOC JACC No. 55 9
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Table 3: Water solubility of PDMS (Watanabe et a/, 1984a)

Number-average molecular weight Viscosity (cSt) Solubility (ug/l)
1,200 10 1,600
6,000 100 560
25,000 1,000 170
56,000 10,000 76

These results were broadly in line with Parker and Tapscott (1993; CoR3b) who reported the
water solubility of PDMS 350 and 1,000 cSt to be 201 and 90 pg/l, respectively, using the
column elution method (EEC guideline 92/69, method A6, OECD guideline No 105). The study
does not adhere to several recommendations in the guidelines. Regardless, the analytical method
used to determine aqueous concentrations lacked the specificity to distinguish between
oligomeric PDMSs and more polar impurities, presumably silanols. In addition, the guideline
(and endpoint) applies to “essentially pure substances” which polymers, by their very nature, are
not. Therefore, the study would be more appropriately termed a study of the extraction behaviour
of PDMS in water.

It is now known that any method which generates turbulent flow may create micelles, which will
result in an ‘apparent’ higher water solubility. Only by using the slow, non-turbulent stirring
method of Varaprath et al (1996) can the true water solubility be measured. Varaprath et al
measured the water solubility of pure individual linear siloxane oligomers and found that it
decreased with increasing chain length. Octamethyltrisiloxane (MDM) had a solubility of 34 ppb
(34 pall), while the water solubility of dodecamethylpentasiloxane (MDs;M) was only 70 ppt
(0.07pg/l). 1t was not possible to measure the water solubility of higher molecular weight
polymers. Using linear regression of the semi-log plots of the measured solubility values against
molecular weight, Varaprath et al predicted that the water solubility of commercially available
PDMS polymers would be < 1 ppt (1 ng/l). He also confirmed the higher water solubility of
hydroxyl terminated PDMS. For this reason, Varaprath et al (1996) should be taken as the ‘key’
study for evaluating water solubility of PDMS and earlier work should only be considered from
the perspective of understanding how some of the ecotoxicological effects testing or
environmental monitoring may appear inconsistent.

2.3.2 Partition coefficient octanol-water

Measurements of the octanol-water partition coefficient (K,y) (following OECD guideline 107,
shake flask method) were reported by Watanabe et al (1984a) (Table 4).
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Table 4: Measured log K,, values (Watanabe et al, 1984a)

Number-average molecular weight log Kow®
1,200 2.86
6,000 3.26
25,000 3.83
56,000 4.25

? Reported as log Poy

As indicated in the previous section, these findings are questionable as commercial products were
used, which may contain low molecular siloxane impurities and/or possibly be hydroxy
terminated siloxanes which will increase the partitioning into water. As a consequence, the log
Kow Will be erroneously low if concentrations are determined by a non-specific analytical method
such ICP or AAS for total Si.

Using reverse phase high performance liquid chromatography (HPLC), Bruggeman et al (1984)
estimated the log Ko, of PDMS with up to 14 repeating siloxy (Si[CH3].O) units and reported a
log Ko Of 12.5. It is now recognised that the HPLC method and the US EPA EPI Suite model
version 4.10 (US EPA, 2011), which predicts a log Koy of 25.6 for a PDMS polymer of 14
repeating units, have not been validated with silicon based materials. In recent studies, using a
slow stirring method combined with analysis by gas chromatography (GC) and detection by mass
spectrometry (MS, octanol phase) or flame ionisation (FID, water phase), the log K, values of
octamethyltrisiloxane (MDM) and decamethyltetrasiloxane (MD,M) (containing 3 or 4 siloxane
units, respectively, in a linear polymer) were determined to be 6.60 and 8.21, respectively (Miller
and Kozerski, 2008; Kozerski and Mosey, 2009). This confirms that the measurements of
Watanabe et al (1984a) were a significant underestimation and support the work of Bruggeman et
al (1984) that the log K, of PDMS increases with increasing number of siloxy units and that the
log Ko Of high molecular weight PDMS is expected to be at least above 8.21 and probably
significantly greater than 12.5.

2.3.3 Sorption to solid-phase organic matter

The affinity of a substance to associate with soil and sediment in aquatic systems is described by
the solid-water distribution coefficient Ky = [s]/[c], where [s] is the concentration of chemical on
the solid and [c] is the concentration in water. The Ky per fraction of organic carbon in soil or
sediment is the partition coefficient organic carbon-water (K,). High Ky and K, values indicate
strong sorption.
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The K, values of substances with discrete structures are well-defined, but because PDMS is
composed of molecules with similar structures but varying molecular weights, K,. measurements
are difficult to interpret and depend on the experimental design. Watanabe et al (1985a) found a
log K of 3.69 for PDMS 10,000 cSt. A commercial grade PDMS was used containing, most
probably, small amounts of soluble siloxanols (hydroxyl terminated siloxanes); the K, therefore
probably reflects the solubility of these siloxanols and is associated with the use of a non-specific
analytical determination (i.e. ICP emission spectrometry) and has little bearing on the sorption of
the hydrophobic PDMS. The presence of small quantities of siloxanol/siloxane impurities would
not be an issue if the analytical technique were able to distinguish between the siloxanes and the
siloxanols.

Measuring the sorption and desorption on sediments depends on the analytical methods,
especially the methods to analyse PDMS sorbed to sediment. Watanabe reported PDMS present
in water and sediment that was extracted with petroleum ether and analysed using ICP emission
spectrophotometry. In the above study the recovery efficiency was not mentioned while in an
earlier study Watanabe et al (1984b) reported a recovery efficiency of PDMS on sediment of
58%. This could suggest a similarly poor recovery in the Watanabe et al (1985a) study, resulting
in an artificially low K, value (though the presence of polar impurities or emulsified PDMS
would introduce a greater error). This conclusion is supported by the work of Lehmann et al
(1995). Using *C-PDMS 350 cSt, Lehmann used desorption data for seven US soils to calculate
an average Ky of 5,000 giving a log Ko of 5.78. Also using **C-PDMS, Fendinger and
Whittington (1994 cited by Fendinger et al, 1997a) reported a solids/water partition coefficient
Kq for sewage sludge of 25,000 (log Kq 4.4). Further work on obtaining a reliable estimate of log
Koc for organosilicon based materials has been conducted by Miller and Kozerski (2007) and
Durham et al (2007). They found that the log K, values for two cylic siloxanes,
octamethylcyclotetrasiloxane (D,) and decamethylcyclopentasiloxane (Ds), were 4.22 and 5.17,
respectively.  This work has now been extended to two short chain linear siloxanes,
octamethyltrisiloxane (MDM) and decamethyltetrasiloxane (MD,M), where the log K, values
were 4.34 and 5.16, respectively (Durham and Kozerski, 2010). The log K, value of PDMS
> 10 cSt is therefore likely to be >>5.16.

Further understanding of the sorption of PDMS can be gained from a comparison of measured
Koc values for D, and Ds with the estimated values derived from the octanol/water partition
coefficients using an empirical single-parameter linear relationship. The study also included
measured values and predictions for a large number of other non-ionic organic compounds. The
lower than predicted K, values based on the traditional model for hydrophobic organic
compounds, were ascribed to two factors. Firstly, relative to wet n-octanol, wet organic carbon is
a more cohesive matrix, stronger H-bonding donor and more effective at inducing dipoles in
polarisable molecules. Secondly, relative to the data set of non-organosilicon compounds for
which the correlation between K, and K, was derived, cyclic siloxanes have larger size, greater
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H-bonding basicity and lower polarisability (Xu and Kozerski, 2010). Together, these factors
give rise to a difference in the Ky-Kq, relationship for PDMS compared to traditional
hydrophobic organic chemicals. The work of Xu and Kozerski (2010) supports the general idea
that Ko values will increase with increasing molecular weight of the oligomeric PDMS, but some
caution should be exercised in extrapolating this to 10,000 cSt PDMS as the sorption mechanisms
may not be exactly the same, i.e. adsorption versus absorption.

The conclusion is that earlier measurements of the organic carbon normalised sorption of PDMS,
reported by a number of authors may significantly underestimate this property. The implication
of this is that PMDS will be virtually immobile in the terrestrial environment.

2.4 Conversion factors

While for experiments conducted on single substances, it is common to consider the exposure
concentrations in either molarity, parts per million (ppm) or milligrams per cubic meter (mg/m®),
PDMS is polymeric and has a molecular weight range. Exposure concentrations, therefore, can
only be represented in mg/m?®or mg/kg (for sediment studies for example).

2.5 Analytical methods

2.5.1 General considerations

Widespread use of a variety of silicone materials in personal care products and also in the
laboratory (for example silicone gaskets and greases) can lead to contamination of samples.
Extreme care must be taken when analysing environmental samples or body fluids for silicones,
in order to avoid contamination. Frye (1987) recognised the risk of contamination and suggested
that some published papers reporting PDMS in environmental samples could be artefacts resulting
from contamination. The challenges of trace analysis and the potential artefacts that may arise are
summarised by Varaprath et al (2006).

A number of environmental studies have been published in which the authors refer to “siloxanes”,
“silicones” or “organosilicon compounds”, assuming that the organic solvent extractable silicon
compounds were PDMS without analytical confirmation. Until twenty years ago, monitoring of
siloxanes in the environment was conducted with non-specific analytical methods such as AAS or
gel permeation chromatography (GPC) coupled to an ICP atomic emission spectrometer (AES).
These methods suffer from the disadvantage that there may be interference from inorganic
silicates. The more recently developed GPC interfaced with ICP (GPC/ICP) cannot distinguish
between natural and synthetic organosilicon compounds. Nuclear magnetic resonance (NMR)
has been used and can distinguish between organosilicon compounds and silicates. The “natural’
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organosilicon compounds are thought to be a complex between the 1,2-dihydroxyaryl
functionality of humic substances, such as humic and fulvic acids or tannic acid and silicic acid
[Si(OH),] (Powell, 2004). Only the NMR technique can clearly distinguish if a material is
actually PDMS. The recovery efficiencies for extracting PDMS from soil, sediment and sludge,
were lower in studies conducted pre-1993, so the findings can only be regarded as an
approximate indication of the concentration of PDMS in the environment.

The reliability of PDMS analysis methods that appear in the literature varies as a function of
extraction efficiency, method of detection and the type of media. Early reviews of the
methodology were prepared by Kreshkov (1962), Crompton (1989) and Smith (1991). A more
recent review on the extraction and detection of PDMS, in environmental samples was
completed by Carpenter and Gerhards (1997). Included in this review is a detailed analytical
cross-validation of the methods used by the North American Silicone Industry Association
(Silicone Environmental, Health and Safety Council — SEHSC) and the European Silicone
Industry Association (Centre Européen des Silicones — CES). SEHSC conducted studies to
compare the recovery efficiency from PDMS-spiked media. They found 100% recovery from
sewage sludge but < 50% from water. This reflects the much lower concentrations present in
aqueous media (Carpenter and Gerhards, 1997). In general, studies conducted post 1990 have a
greater reliability, although some of the earlier work (for example Siebert, 1988) paid great
attention to evaluating extraction efficiency and reliability.

A review of methods for low and high molecular weight silicones including soluble species,
together with discussion about possible artefacts has been published by Varaprath et al (2006).

2.5.2 Extraction procedures

The first step in the analytical process is the extraction of PDMS into an organic solvent.
Methods reported in the literature used extraction solvents such as diethylether (Pellenbarg,
1979a; Harzdorf, 1993), toluene (Tsuchitani et al, 1978), petroleum ether (Watanabe et al, 1984b)
or hexane (Batley and Hayes, 1991). Lehmann (1993) used tetrahydrofuran to extract **C-PDMS
200 cSt from soil, applying a shaking method. Depending on the solvent and matrix being
extracted, the usual procedure used was to dry the extract using anhydrous sodium sulphate and
then concentrate it. The residue was dissolved in an appropriate solvent for the subsequent
analysis. Recovery efficiencies for these methods were > 90%; similar values were obtained for
sludge and sediment after an initial methanol extraction was performed to remove water.

Analysis

Many of the early analytical studies relied on AAS (e.g. Siebert, 1988; Pellenbarg, 1979b) or
ICP-AES (Watanabe et al, 1984b; Batley and Hayes, 1991). These techniques were used
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because they were specific for the element of silicon; they are unable to distinguish different
chemical forms of silicon (inorganic versus organic). Due to concerns about interference with
inorganic silica, Pellenbarg (1979a) and Siebert (1988) investigated the potential that clays,
minerals and silicates may be extracted with the same non-polar solvents used to extract PDMS.
Results from this work indicated that inorganic silica containing materials did not interfere with
PDMS analyses at the concentrations under investigation.

Subsequently, ICP has been linked with GPC to give a technique known as GPC-ICP. GPC,
also known as size exclusion chromatography (SEC), is able to separate on the basis of molecular
size. It has therefore been useful in the demonstration of the degradation in soil of PDMS
polymers (Lehmann et al, 2000). Although ICP does not differentiate between inorganic and
organic forms of silicon, GPC analysis is performed on an organic extract of the medium (which
will not extract inorganic silicates) and hence interference from silicates is minimised. This
technique has been valuable in providing both quantifiable information on the amount of PDMS
present in an environmental sample and molecular weight distribution information.

HPLC has been linked to ICP to successfully analyse PDMS in a range of environmental media,
but this technique has been used more commonly for silanols than for PDMS (Dorn and Skelly-
Frame, 1994),

Bellama et al (1991) were one of the first groups of researchers to use stable silicon isotope (*°Si)
NMR to analyse environmental samples for PDMS. However, the detection limit was not
sufficiently low to make it a viable method for trace level analysis. The advantage of NMR is
that there is no interference from inorganic silicates in the soil. Much improved detection limits
for PDMS in environmental samples have been developed by using proton (*H) NMR (Carpenter
and Gerhards, 1997). This technique has a detection limit for PDMS in soil of 0.05 ppm (based
on a 100 g soil sample).

In addition to the nonspecific methods of PDMS detection, Weschler (1981, 1988) developed a
specific pyrolysis GC-MS method for the analysis of PDMS. This method was developed to
analyse PDMS associated with airborne particulates.

2.5.3 Conversion of analytical results to PDMS

Scientists who use analytical techniques such as AAS or ICP, which rely on the detection of
elemental silicon must subsequently convert the Si result into silicone using the formula
[SiIO(CHj3),], by assuming that 37.9% of the siloxane moiety is comprised of silicon. The true
concentration of the siloxane could be underestimated if substituents having greater formula
weights than methyl, e.g. amino- or phenyl-polymers, are present. At the time of Siebert (1988)
or Watanabe et al (1984a,b,c, 1988), this was probably not an unrealistic assumption as
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functional fluids were used to a much more limited extent than now (2011). When *H NMR is
used it detects the hydrogen nuclei on the methyl groups. The assumption used is that PDMS is
comprised only of dimethyl alkyl groups. Thus silicones with substituents other than dimethyl
(e.g. amino-functional or vinyl) will not be included when specifically monitoring the chemical
shift of silicon methyl groups. If this were the case then the concentration of the siloxane will
again be underestimated just like in the case of the ICP method.

2.6 Summary and evaluation

The PDMSs reviewed in this report are linear polymers with a viscosity of 10 to > 100,000 cSt,
composed of 15 to 1,000 dimethylsiloxy units with trimethylsilyl end groups, abbreviated as
MDy3sM to MD; oM. PDMS of this type are clear, colourless and viscous liquids with an
extremely low vapour pressure. PDMSs are chemically inactive and highly stable to thermal and
oxidative degradation and radiation. Common impurities found in commercial PDMSs are
octamethylcyclotetrasiloxane and decamethylcyclopentasiloxane (Section 2.3).

Based on measured data for pure MDM and MD3M, the true water solubility of commercial
PDMS has been predicted to be < 1 ppt (1 ng/l). The “apparent’ solubility values reported earlier
are higher due to interference with the formation of micro-emulsions and presence of hydroxyl-
terminated PDMS (i.e. siloxanols) or (more soluble) PDMS.

Measurements with short-chain PDMS up to MDy,D showed that the log Ko, increases with
increasing number of siloxy units and that the log Ko, of long-chain PDMS (> MD;sM) is
expected to be at least above 8.21 (measured for MD,M) and probably significantly greater than
12.5 (measured for MDy4,M). Earlier measurements are questionable because of assumptions
made in the application of the methodologies used for those studies).

The log Ky of PDMS (> MDysM) is likely to be >> 5.16 (measured for MD,M). Previously
reported lower values are significant underestimates. The K, will increase with increasing
molecular chain length.

The reliability of PDMS analytical methods that appear in the literature varies as a function of
extraction efficiency, method of detection and the type of media. Extraction of PDMS into a
suitable organic solvent is usually followed by drying and concentrating the extract. The residue
is dissolved in an appropriate solvent for the subsequent analysis, previously by means of non-
specific techniques (interference from inorganic silicates) such as AAS or ICP and more recently
by means of GPC-NMR, a technique that can clearly distinguish if a material is actually PDMS.
The detection limit for PDMS in soil using *H NMR is 0.05 ppm (based on a 100 g soil sample).
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3. PRODUCTION, STORAGE AND HANDLING, TRANSPORT AND USE

3.1 Production

Industrial silicone production has its commercial basis in the direct synthesis of
methylchlorosilane via a process called the Miiller-Rochow synthesis invented in 1942, In this
process, methylchlorosilanes (a silane mixture from which the most important
organochlorosilanes are derived) are synthesised by a reaction of elemental silicon with methyl
chloride (CH3CI) using a copper catalyst. Methyl chloride is generated by reacting methanol
(CH30H) with hydrogen chloride (HCI). The methylchlorosilanes are distilled to purify and
separate the main reaction components, the most important of which is dimethyldichlorosilane
(EIPPCB, 2007).

The production facilities for PDMS in Europe are located in France (Roussillon), Germany
(Burghausen, Leverkusen and Ninchritz) and UK (Barry) (EIPPCB, 2007).

Based on sales figures, the amount of PDMS produced worldwide was 237,752 tonnes in 2007,
divided between Japan 7,000, USA 68,113, EU 77,066 and rest of the world 85,573 tonnes (CES,
2010).

3.2 Storage and handling
No special protective measures are required for storage and handling of PDMS.

PDMS fluids are stored during production in tanks under a nitrogen atmosphere. General
guidance given on suppliers’ Material Safety Data Sheets is to avoid eye contact and maintain
general ventilation. PDMS should not come in contact with strongly oxidising agents (Dow
Corning, 2007, 2009; Bluestar Silicones, 2010) or alkalis and hot concentrated caustic products
(Bluestar Silicones, 2010).

There are no special conditions for PDMS storage rooms and vessels; they may be stored in any
typical storage container (drums, intermediate bulk containers, etc.). Containers should be kept
tightly closed to avoid contamination. PDMSs are stored in a dry and cool place (below 50°C)
(Wacker, 2009).

Like all liquid silicone based materials, PDMSs have lubricating properties that can substantially

reduce or eliminate traction and may pose a slip hazard. In case of an accidental spill (Section
3.3), sand or another inert granular material is applied to improve traction (Wacker, 2009).
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Combustion of PDMS vyields carbon oxides (CO + CO;) and amorphous silica (Bluestar
Silicones, 2010). General precautions apply for prevention of fire and explosion. Suitable
(normal) extinguishing media include water mist, extinguishing powder, alcohol-resistant foam,
carbon dioxide or sand (excluding water spray and water jet because of the slip hazard) (Wacker,
2009). Fires can be quenched by dry chemical, foam or water spray (fog) and carbon dioxide
(CO,). Water can be used to cool fire exposed containers (Dow Corning, 2007, 2009; Bluestar
Silicones, 2010). Thermal decomposition of PDMS may yield silica, carbon oxides and traces of
incompletely burned carbon compounds, e.g. formaldehyde (Dow Corning, 2007, 2009).
Bluestar Silicones (2010) recommends foam, powders or carbon dioxide. A strong water jet is
not suitable.

Large spills should be contained by bunding procedures. Excess PDMS can be mopped, wiped or
soaked up with absorbent material and placed in a container with a lid. The spilled product
produces an extremely slippery surface (e.g. floor) (Dow Corning, 2007, 2009; Bluestar
Silicones, 2010).

3.3 Transport

PDMS is transported in closed containers (Wacker, 2009) made of coated steels or plastic
material (Bluestar Silicones, 2010). They are also transported in epoxy lined drums, plastic totes
[tote bags], stainless steel tanker trucks or railcars.

PDMS is not classified as “dangerous” under European and other chemical laws or under
international transport regulations. Special packaging and labelling is not required (Section 2.2).
The maximum temperature for (storage and) transport is 50°C (Wacker, 2009). There are no
international regulations for the transport of PDMS by rail, road, sea or air (ADR/RID, IMDG,
IATA).

In Germany, PDMS is classified as “slightly water polluting” (Wassergefahrdungsklasse
[WGK] 1). In consequence, it is necessary to comply with the regulations for the protection of
ground water and surface water. This classification is determined by the fact that PDMS fluids
are non-biodegradable and is not related to specific ecotoxicological or toxicological effects.

Accidental releases of PDMS should be bunded and prevented from entering surface waters,
drains or sewers and soil. Spilled PDMS can be taken up mechanically; small quantities are
absorbed using suitable material such as diatomaceous earth. Any slippery coating that remains
is removed using a detergent / soap solution or another biodegradable cleaner (Dow Corning,
2007, 2009; Bluestar Silicones, 2010).
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3.4 Use

The viscosities of PDMS fluids mainly used are 350 and 1,000 cSt, although other viscosities are
used for specialised purposes. PDMS has a wide range of industrial and consumer uses, either in
the pure form or as an ingredient of a formulated product (e.g. emulsions). The broad categories
for use of PDMS are listed in Table 5.

Table 5: Applications of PDMS (after Wacker, 2002)

Industrial

Adhesives

Antifoam in wastewater treatment plant
Damping fluid

Electrical

Heat transfer fluid

Hydraulic fluid

Industrial antifoam (e.g. mineral oil)

Liquid dielectric (transformer cooling fluid)
Lubricant (grease)

Mould release agent

Reprography

Sealants

Softener in silicon rubber product (e.g. silicone sealant)
Textile softening

Water repellent

Consumer

Antifoam in detergent

Anti-gas agent

Cosmetic (lipstick, make-up, foundation)

Domestic rinse agent

Head lice treatment

Personal care product (hair care, skin care, soap, cream, lotion, insect repellent)
Polish (e.g. furniture, car, shoes)

Sunscreens

Food

Antifoam in food processing, e.g. beer, jam, etc.

Antifoam in frying fat and vegetable oil

Medicinal/Pharmaceutical

Anti-gas/anti-flatulent
Head Lice
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PDMS is not sold directly to the detergent industry, but is first mixed with silica and then
marketed as an antifoam (Andriot et al, 2007). Based on a consumption/production survey
conducted by the Association Internationale de la Savonnerie, de la Détergence et des Produits
d’Entretien (AISE) formulators sub-team and the European Silicone Industry, 7,200 tonnes of
siloxanes were used in detergent applications in the EU in 2000 (HERA, 2007a).

Information on the worldwide use of PDMS , including a percentage breakdown in the EU-27 is
given in Chapter 10.
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4. ENVIRONMENTAL TRANSPORT, DISTRIBUTION, TRANSFORMATION
AND IMPACT

4.1 Emissions

4.1.1 Natural sources

There are no known natural sources of PDMS polymers.

Powell (1999) and Powell et al (1999) suggested that natural silicon materials may be extracted
(by tetrahydrofuran) from sediments that cannot be analytically resolved from PDMS polymers
by size-exclusion chromatography. In the environment, silicic acids and silicates are known to
exist in stable complexes with humic, fulvic and tannic acids (Goldberg Federico and Vandoni,
1969; Weiss and Herzog 1978; Panov et al, 1987; Schulthess and Huang, 1991; Hahn et al,
1995). Although a discrete structure could not be identified, Powell et al (2004) demonstrated
that these natural organosilicon compounds were due to the formation of stable octahedral
complexes between the 1,2-dihydroxyaryl functionality of humic substances and silicic acid. The
presence of these naturally occurring organosilicon complexes in soils may explain why some
monitoring studies that used non-specific extraction and analytical methods reported wide-spread
distribution of PDMS polymers even in remote areas (e.g. Siebert, 1988; Fendinger et al,
1997a,b; Powell et al, 1999).

4.1.2 Emissions during production and use

As a hydrolysis step is involved in the conversion of chlorosilanes to polymeric PDMS materials,
PDMS may be released into the aqueous waste stream during production. Typically, wastewater
treatment includes at least one precipitation-flocculation step that is followed by sedimentation to
remove solids, heavy metals and oils. PDMS polymers in wastewater that enter a treatment
facility are largely removed by sorption to sludge solids. Approximately 97% or more of the
PDMS polymers will be bound to sludge and removed by the flocculation and sedimentation
process (Fendinger et al, 1997a). As PDMS polymers are non-volatile, no emissions to the
atmosphere are expected (EIPPCB, 2007).

PDMS polymers are found in a wide range of industrial and consumer products. The
environmental fate of PDMS polymers depends to a large extent on the nature of the application,
the physical form of the material and the method of disposal. High molecular weight PDMS
polymers have many diverse applications. In some cases, they become incorporated into a matrix
and therefore become solid, for example silicone rubbers or sealants. At the end of their life-
cycle, such materials become part of solid municipal or industrial waste.
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PDMS fluids are used in down-the-drain applications such as shampoo, hair conditioner, silicone
antifoaming agent in detergents or textile softener that will become part of municipal wastewater
and ultimately released to the environment (i.e. point source emission). Unlike other down-the-
drain chemicals in consumer products, there is also a significant mass released from non-point
sources. For example, PDMS fluids used in applications such as automobile polish, deck
coatings or exterior paints may be released to environment as dispersed or non-point source
emissions. Such emissions will end up in various compartments such as wastewater, rivers or
soil. The mass of PDMS fluids released to the environment from point source or non-point
source emissions are about the same (Allen et al, 1997).

4.2 Environmental distribution

‘Solid” PDMS polymers enter the environment as a component of domestic or industrial waste
and will either go to landfill or be incinerated. In the latter case, they are converted back to
inorganic ingredients, amorphous silica, carbon dioxide and water vapour. ‘Liquid’ PDMS
polymers, both high and low molecular weight, are used in rinse-off applications (such as
shampoo, hair conditioner or silicone antifoaming agent in detergents) that become part of
municipal wastewater.

In the EU, the average connectivity to a municipal wastewater treatment plant (WWTP) was
defined for risk assessment purposes in the Technical Guidance Document in 2003 (EC, 2003) as
80%. The connectivity has increased significantly since the full implementation of the Urban
Wastewater Treatment Directive (91/271/EEC) in 2005. Eurostat (2010) has published data up to
2007 showing that at least 80%of households in half of the EU member states were connected to
municipal wastewater treatment. ECHA (2010) in their guidance on environmental exposure
estimation proposed that this should rise to 90 to 95% connectivity following full implementation
of the Urban Wastewater Treatment Directive.

On entering the wastewater treatment plant, PDMS will partition to organic matter that ultimately
forms sewage sludge. This is because of the extremely low water solubility of PDMS (< 1 ng/I;
Table 1), coupled with the high K, value of 10,000 to 600,000 (Watanabe et al, 1985a; Lehmann
et al, 1995), although the exact K. value may vary depending on the viscosity and the presence
of lower molecular weight siloxanes. Analysis of sewage sludge from a number of wastewater
treatment facilities reveals that PDMS concentrations in sludge are between 122 and 5,155 mg/kg
(on a dry weight basis), with the highest concentrations being associated with inputs from
industrial sources (Fendinger et al, 1997a,b). A bench scale model of a wastewater treatment
process using **C-PDMS showed that > 99.9% was removed from the aqueous phase (Watts et al,
1995). Extensive studies of wastewater treatment plants show that more than 95% of PDMS is
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removed from effluents by sorption and that the concentration in discharged effluents borders the
level of detection (5 pg/l) (Fendinger et al, 1997a).

Depending on where the sewage sludge is generated in the European Union, the primary routes
for disposal are either landfill, incineration or use as a soil amendment (Hall and Dalimier, 1994).
If incinerated, silicones form carbon dioxide and amorphous silica. The other principal outlet for
sludge is as a soil conditioner or amendment. PDMS may, therefore, enter the terrestrial
environment as a component of sewage sludge. The quantity of sewage sludge disposed to
agricultural land varies throughout the EU from < 1% in the Netherlands (year 2003) and Greece
(2006) to 70% in France (2007) and 68% in the UK (2006) (Milieu et al, 2009). Sludge may also
be disposed in municipal landfill sites. Previously significant quantities of sewage sludge were
disposed at sea, particularly in the coastal waters of the UK. This is no longer permitted by law
and the practice ceased in 1996.

Pellenbarg (1979a) reported that PDMS associated with WWTP sludge and sludge disposed at
sea does not migrate from the sediment. Movement of PDMS is expected only when sediment
layers are moved, e.g. by tides and currents. With time, additional layers of sediments will be
deposited, such that PDMS-bound sludge will become buried.

4.2.1 EQC modelling

Environmental partitioning is typically assessed by means of the fugacity-based equilibrium
criteria (EQC) model (Mackay et al, 1996). Required input parameters are: Molar mass, vapour
pressure, water solubility, K,,, melting point and degradation half-lives in air, water, soil and
sediment.

The EQC model was never intended to be applied to polymeric materials, such as PDMS, which
falls outside the domain of applicability for the model. Furthermore there are additional issues
concerning the input parameters: Molar mass will vary with the viscosity and size of the polymer,
vapour pressure cannot be measured, water solubility cannot be measured and only extrapolated
from data on lower molecular weight siloxane polymers and K, of polymeric materials cannot
be reliably measured or estimated. The model is known to overestimate K, from K, for
siloxane materials. Melting point is represented by a melting range rather than a specific value.
The rate of degradation of PDMS depends on moisture content of the medium, thus an exact
value cannot be determined.

For these reasons, the environmental distribution of PDMS has not been estimated by modelling.
The emphasis is therefore on actual measurements which are documented in Chapter 5.
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4.3 Environmental fate and biotransformation

4.3.1 Atmospheric fate

As PDMS polymers > 10 ¢St (n > 15 in MD,M) are essentially non-volatile, PDMS vapours will
not be found in the atmosphere, although low molecular weight cyclic and linear impurities will
volatilise from PDMS fluids over time. PDMS fluids of intermediate viscosity (< 1,500 cSt
approximately) may become airborne if aerosolised in a product intended for spray applications,
for example some personal care or textile products. PDMS is less dense than water and will
partition to the surface microlayer, the boundary layer at the air-water interface of a receiving
water (Section 5.1.1), though in systems with suspended solids or dissolved organic carbon
present, adsorption would possibly dominate (Section 4.3.2). Any PDMS in the microlayer
would be susceptible to aerosolisation by wind and wave activity. Theoretically PDMS bound to
soil could also become airborne as a component of dust.

There have been no studies published on atmospheric lifetime # or degradation in the atmosphere
of high molecular weight PDMS. A limited analysis of oligomeric PDMS polymers was reported
by Markgraf and Wells (1997) who studied the hydroxyl radical reaction rate constants and
atmospheric reaction products of three short chain linear siloxanes; hexamethyldisiloxane (MM),
octamethyltrisiloxane (MDM) and decamethyltetrasiloxane (MD,M). While these substances are
outside the scope of this report, the study showed that the hydroxyl radical rate constant increased
with increasing length of the siloxane backbone from 1.32 + 0.05 x 10-** cm®molecule-s for
MM, 1.83 = 0.09 x 10-*? cm*molecule-s for MDM to 2.66 + 0.13 x 102 cm®molecule-s for
MD,M.  Assuming the concentration of OH radicals in the atmosphere to be 1 x 108
molecules/cm®, Markgraf and Wells (1997) calculated the atmospheric lifetimes of MM, MDM
and MD,M to be 8.8, 6.3 and 4.3 days (half-life 6.1, 4.3, 2.8 d), respectively. This degradation
mechanism is only relevant for gas-phase siloxanes. It is highly unlikely that high molecular
weight PDMS will degrade via this route as such molecules are effectively non-volatile. No data
is available on the degradation of PDMS in aerosol particles.

The limited analyses of the atmospheric compartment are discussed in Section 5.1.1.

4.3.2 Aquatic fate

As PDMS fluids are used in a broad range of industrial, medical and consumer applications that
are eventually discarded ‘down-the-drain’ to wastewater — for example shampoos, hair
conditioners, antifoams, antiflatulants, lubricants, detergents and textile coatings (Allen et al,
1997; Fendinger et al, 1997a), small amounts of PDMS may be detected in untreated wastewater.
Extensive monitoring in the US, Japan and Australia show that even near WWTP outlets,

& Lifetime is the time necessary for 63% degradation; it is equal to ‘half-life’ divided by In 2 (= 0.69)
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concentrations were at or below the level of detection (= 5 pg/l) (Fendinger et al, 1997a;
Watanabe et al, 1988; Batley and Hayes, 1991). The low concentrations in the water phase are
due to the very low water solubility of PDMS (< 1 ng/l; Table 1), coupled with the very high
adsorption coefficient for organic matter (Fendinger et al, 1997a), such that PDMS is removed
from the aqueous phase during sewage treatment by adsorption to particulate matter. This has
been demonstrated in laboratory (Watts et al, 1995) and field studies (Fendinger et al, 1997b).

In the event of an accidental spill of PDMS fluid to surface water, the PDMS will spread rapidly
on the surface to form a very fine film, as a result of its very low surface tension (~ 20 dynes/cm)
and a density less than water. Depending on the environmental conditions, this film is likely to
break up to form tiny droplets which adsorb to suspended particles, eventually settling out of the
water column and becoming part of the sediment compartment.

Palmer (1992) performed two sets of experiments to determine whether biological degradation of
PDMS occurred in aerobic or anaerobic sludge. The experiments used radiolabelled **C-PDMS
200 cSt and unlabelled PDMS 35 and 1,000 cSt. There was no significant degradation reported
in either test system.

PDMS fluids depositing in the sediment compartment slowly hydrolyse to DMSD. After an
incubation period of 1 year, 5 to 10% of “C-PDMS had been hydrolysed to DMSD and
approximately 0.25% of the total **C oxidised to carbon dioxide (Carpenter, 1996).

4.3.3 Terrestrial fate

Initial studies on PDMS degradation in soils (Buch and Ingebrigtson, 1979) showed that PDMS
fluids of various viscosities could undergo hydrolysis and rearrangement. Samples were heated
at 80 degrees for 7 days. The rate at which this abiotic degradation occurred was highly
dependent on soil moisture content. The reactions were fastest at very low moisture contents
(0.13%) and decreased rapidly as the moisture content increased above 3.56%. The primary
degradation products detected were D, and hexamethyldisiloxane (MM). The presence of
primarily volatile siloxanes as opposed to the water soluble silanol species found in later
experiments, was later (Lehmann et al, 1995) attributed to the high loading rates (0.6 g
PDMS/100 g soil) used by Buch and Ingebrigtson (1979) together with the fact that the soils
were finely ground and dried in an oven at 80°C for 7 days. Clay minerals were the most active,
with little or no activity observed in humus or sand.

Subsequent studies, focused on more environmentally realistic experiments (Lehmann et al,
1994a). In the former study, *C-PDMS 200 cSt was added (100 mg/kg) to a moist sandy clay
loam soil, which was then allowed to air-dry at 25°C for 0, 1, 2, 3, 4, 7, 10 or 14 days. The soil
dried rapidly and after 4 days reached about 2 to 3% moisture. PDMS degradation was
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monitored by first performing a series of soil extractions with tetrahydrofuran, aqueous methanol,
water and dilute hydrogen chloride. The extracts were analysed by HPLC-GPC which monitored
for changes in the molecular weight of the PDMS polymer and the presence of low molecular
weight water soluble species by GC. As PDMS is virtually insoluble in water, any increase in
extractability of *“C material into the aqueous phase implied that a breakdown to smaller water
soluble species must have been occurring. No changes in extractability were observed for the
first 3 days when moisture content of the soils was > 3.5%. After day 4, moisture content of the
soils was < 3.0% and increasing concentrations of water-extractable **C material were observed,
a trend that increased with time. GC-MS analysis confirmed that > 98% of the water-extractable
14C material was DMSD (Formula 1) (Lehmann et al, 1994a).

(CH3)a SI(OH) ) coneieie e e e e e e e (Formula 1)

Little **C material (< 0.11% of material applied) was detected in traps used to collect volatile
materials, such as the cyclosiloxanes and CO,. At the same time, HPLC-GPC revealed that the
molecular weight of the non-aqueous extractible **C material decreased from around 7,000 to
about 160, with only low concentrations of **C material having intermediate molecular weights.
The observed decrease in molecular weight was attributed to scission of the Si-O-Si bonds of the
siloxane backbone, rather than to loss of methyl groups (Lehmann et al, 1994a). This was
confirmed by the authors who showed that demethylation of PDMS did not occur during the
2-week incubation with dry soil.

Although this abiotic degradation occurred most rapidly in air-dry soil, extraction of moist soil
after 25 weeks also showed the formation of low concentrations of low molecular weight species.
A study to monitor degradation of PDMS bound to sewage sludge under field conditions was also
conducted by Traina et al (2002). The soil moisture was > 10% for most of the duration of the
4-year study. Under these conditions of moisture, the half-life of PDMS in soil was 2.4 to
3.9 years. When samples of the soil were taken into the laboratory to simulate arid conditions,
> 80% of the PMDS had degraded to low molecular weight species within 20 days. The study
also confirmed that there was no difference in the degradation pattern between PDMS applied
directly to the soil or applied bound to sewage sludge.

It was subsequently confirmed that DMSD was the major PDMS degradation product (Lehmann
et al, 1994b, 1995). This apparent contradiction with earlier work (Buch and Ingebrigtson, 1979)
is attributed to the fact that Buch and Ingebrigtson used high loadings (0.6%) of PDMS where
subsequent degradation of the PDMS polymer resulted in high concentrations of DMSD, which
self-condensed leading to formation of octamethylcyclotetrasiloxane.

Lehmann et al (1995) found that the degradation products were the same with either PDMS 200

or 350 cSt fluids, suggesting that the size of the polymer had no influence on the mechanism of
degradation. This viscosity-independent mechanism was also confirmed by Carpenter et al
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(1995), who applied PDMS 350 cSt dissolved in hexane to soil and then allowed the solvent to
evaporate. The soil was allowed to age for one week. Analysis of tetrahydrofuran extracts of the
soil by liquid chromatography-mass spectrometry (LC-MS) revealed a series of silanol-
terminated oligomers HD,H (where n = 8 or less).

No volatile cyclosiloxanes were detected. This therefore confirms that linear silanols, rather than
cyclic siloxanes are the principal products of degradation when PDMS is tested at lower
concentrations and more typical of those found in the environment (Section 5.1.5).

This degradation pattern does not appear to change with time. Analysis by high-performance
liquid chromatography-ICP emission spectroscopy (HPLC-ICP) demonstrated that DMSD was
the major component in an aqueous extract of a soil 1 year after it had been spiked with PDMS.

Carpenter et al (1995) also confirmed by GC-MS the presence of low concentrations of
trimethylsilanol (Formula 2).

(CH3)3SIOH L. (Formula 2)

Trimethylsilanol was believed to be generated from scission of the terminal trimethyl groups of
the polymer chains and therefore was present at much lower concentrations than the degradation
products (e.g. DMSD).

DMSD was also the primary degradation product detected in the work of Spivack and Dorn
(1994). They studied the equilibrium between DMSD and its dimer and trimer diols by *H NMR
and GC analysis of derivatised extracts. The equilibrium constants they determined indicated that
DMSD would be the predominant species that existed in aqueous solutions at environmentally
relevant concentrations.

4.3.4 Degradation of dimethylsilanediol

The solubility of DMSD is 245 g/100 g of water (= 2,450 g/l) and thus DMSD is very water
soluble (Hyde, 1953). Therefore the primary degradation product of PDMS is now in a form
which is biologically available to microorganisms. With the advent of **C-PDMS, it became
possible to demonstrate that a biological mechanism was also involved with the degradation of
PDMS.

Lehmann et al (1994b) using **C labelled PDMS showed that, if soil was allowed to dry out over
a 2-week period to 2% moisture (during which time no **CO, was generated) and then rewetted
to 14% moisture, the optimum content for biological activity, *CO, was evolved. The
biodegradation of **C-DMSD also was demonstrated in four different soil types (Carpenter 1996;
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Lehmann et al, 1997), confirming that the biodegradation was possible. Initial rates in the four
soils varied from 0.4 t01.6% per week. These results confirmed that, the methyl groups of
DMSD had been oxidised as a result of biological activity. It was postulated that the ultimate
degradation product would therefore be silicic acid (Si[OH];). Due to the large excess of
siliceous material present in soils, it was not possible to demonstrate an increase in silicic acid
concentration in a soil environment; only in liquid culture does this become possible. Two
microorganisms, a fungus, Fusarium oxysporum Schlectendahl and a bacterium, Arthrobacter
species, isolated from soils, were shown to metabolise DMSD in pure culture (Sabourin et al
1996). The fastest rate was observed with the Arthrobacter species, which achieved a conversion
of *C-DMSD to *CO; at a rate of about 3.5% per month. This rate could be enhanced further by
the addition of dimethylsulphone, a structural analogue of DMSD.

In a subsequent experiment, both methylsilanetriol and inorganic silicate were identified as
degradation products, supporting the hypothesis that biodegradation is a possible step in the
ultimate degradation of PDMS in the environment (Sabourin et al, 1999).

In common with many environmental pathways, biodegradation of DMSD is not the only fate
path involved. DMSD is relatively volatile and depending on the soil type, appreciable quantities
are volatilised from the soil into the atmosphere (Lehmann and Miller, 1996). Whereas **CO,
from *C-DMSD varied from 0.4 to 1.6% per week in four soils from pasture, deciduous
woodland, cropland and pine woodland (Lehmann et al, 1997), volatilisation varied from 1.4 to
7.7% per week, with the highest rate being observed in sandy soils (Lehmann and Miller, 1996).
A comparison of biodegradation and volatilisation rates for specific soils suggests that
volatilisation will dominate in dry, sandy soils and biodegradation in damp, heavy soils
(Lehmann et al, 1997; Lehmann and Miller, 1996). Lehman et al (2002) also showed that DMSD
was readily taken up by plants growing in the soil.

After DMSD has volatilised, it is predicted to undergo reaction with OH radicals that are
generated in the presence of sunlight. This is based on experiments that have been conducted on
trimethylsilanol (Sommerlade et al, 1993), where the rate constant for the reaction with OH
radicals to form DMSD was measured as 3.95 + 0.95 x 10~ cm*/molecule-s. This compares
favourably with other organic molecules such as toluene, which has a rate constant for the same
reaction of 6.82 + 1.6 x 10-*2 cm*/molecule-s. The atmospheric lifetime for trimethylsilanol was
estimated to be between 2 and 9 days (half-life 1.4 - 6.2 d). It is predicted that the atmospheric
lifetime for DMSD would be similar. The degradation products, i.e. for methylsilanetriol and
silicic acid would be washed out by rainfall as would DMSD.

The potential for oxidative demethylation of DMSD by hydroxyl radicals has also been

demonstrated in water containing nitrate or nitrite (Buch et al, 1984). Irradiation of aqueous
solutions of DMSD with UV light (peak wavelength of 365 nm) resulted in decreased
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concentrations of DMSD and a concomitant increase in concentrations of Si(OH),. The authors
proposed that oxidative demethylation of DMSD occurred by hydroxyl radicals that were formed
during intense irradiation of nitrate and nitrite ions in the following manner (Equation 1 and 2).

hv

NO; + HoO———— 3> NOy + OH+OH .o, (Eq 1)
hv

NO,™ + HpO —— > NO" + "OH + OH™ .o ooooooeooooooe (Eq. 2)

where v denotes a photon (light), ™ an anion and " a radical.

Since nitrate and nitrite ions possess absorption maxima in the range of the sunlight radiation
(wavelengths above 295 nm), the formation of hydroxyl radicals was predicted to occur under
natural environmental conditions.

The reaction was also demonstrated for natural waters, demonstrating that there were sufficient
levels of nitrates and nitrites in inland lakes and waterways to catalyse the photolytic oxidative
demethylation of DMSD. Other anions such as sulphate or phosphate did not catalyse the
reaction.

Similar results were reported demonstrating that silicate ion was produced when using a mixture
of short chain dimethylsiloxanes with OH functional groups and dimethylcyclosiloxanes
(Anderson et al, 1987). The average half-life of the oligomeric dimethylsiloxanes was found to
be between 4 and 9 days in the presence of 50 mg/l nitrate. Irradiation of a high molecular
weight polydimethylsiloxane for 5 weeks failed to result in any significant increase in silicate
levels.

4.3.5 Bioaccumulation

The European Chemicals Agency (ECHA, 2008a) outlines three indicators for limited
bioaccumulation as follows:

¢ Octanol-water partition coefficient: log Koy, > 10.

e Molecular size: A maximum cross-sectional diameter > 1.7 nm (equivalent to > 17 A) which
limits the ability of a molecule to pass across a biological membrane or a molecular weight >
700 is indicative that a substance will not fulfil the ‘B’ or ‘vB’ criteria (i.e. not be
bioaccumulative or very bioaccumulative) and that the bioconcentration factor is therefore <
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2,000. The US EPA also exempts chemicals with a molecular weight > 1,100 in the PBT
assessment conducted under the Toxic Substances Control Act (US EPA, 1999).

¢ Results from an animal study (mammalian or fish) confirming no or low bioaccumulation.
When PDMS is compared against these given criteria the following can be concluded.
Octanol-water partition coefficient

As discussed in Section 2.3.2, PDMS fluids with viscosities > 10 cSt are expected to have log Koy
values that are > 10. There are few measured log K, values of > 10, as it is recognised that
measurements in this region are difficult due to the extremely low water solubility (< 1 ng/l;
Table 1). Bruggeman et al (1984), using reverse phase HPLC, estimated the log K, of PDMS
with up to 14 repeating siloxy (Si[CH3],0) units. The log K, increased as expected with
molecular weight and PDMS with a molecular weight of 1,198 (14 repeating siloxy units) had a
log Kow Of 12.5. Confidence in the validity of this value is also demonstrated by running the EPI
Suite model version 4.10 (US EPA, 2011), which for a PDMS polymer of 14 repeating units has a
predicted log K, 0f 25.6. Since the number of repeating units in the PDMS of > 10 cSt viscosity
is greater than 14, the expected log K, is clearly in excess of that likely to bioaccumulate.

Molecular size

Opperhuizen et al (1987) proposed that a substance with an effective molecular length of > 43 A
would not pass biological membranes, neither the gills nor the gastro-intestinal tract, on the basis
of a series of bioaccumulation and bioconcentration studies with linear and cyclic PDMS
(silicones) varying in chain length. Opperhuizen et al (1987) hypothesised that passage across a
biological membrane was very unlikely because such large molecules would disturb the entire
interior structure of the lipid membrane. Woodburn et al (2007) who studied in vivo fish
bioconcentration data from 15 chemicals, including two short chain linear PDMS, found that a
maximum mean diameter of 15A (based on modelling using the Oasis Forecast model [Oasis,
2010]) was associated with reduced bioconcentration. The maximum mean diameter of cyclic
and linear siloxanes was found to increase with an increasing number of siloxy units such that
PDMS with 4 repeating siloxy units (MD,M) had a maximum mean diameter of 14.4 A. The
threshold value of 1.5nm (15A), above which passage across a biological membrane was very
unlikely, was originally proposed by Dimitrov et al (2002). It is therefore expected that the
maximum mean diameter of high molecular weight PDMS fluids addressed in this document,
will, due to folding of the linear molecules, be higher, thereby further reducing the potential for
bioconcentration.
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Results from bioaccumulation studies in animals

Aquatic phase: Annelin and Frye (1989) studied the uptake by Oncorhynchus mykiss (rainbow
trout) of a series of individual linear PDMS from 2 to 7 repeating siloxy groups. The latter
showed no detectable uptake (detection limit 0.3 mg/kg in fish) after 56 days exposure in water
containing a 24 ug/l colloidal dispersion. Opperhuizen et al (1987) evaluated dietary exposure of
Carassius auratus (goldfish) for 67 days and aqueous exposure of Poecilia reticulata (guppy) for
20 days to a PDMS fluid with a viscosity of 5 cSt, which had an average of 12 siloxy units
MD,M (where n = 3 - 15). Lower molecular weight PDMS was detected in some fish tissue
samples but no PDMS molecules with more than 12 siloxy units (corresponding to a molecular
weight of 1,050) were found in the fish. Thus linear siloxanes with a molecular weight > 1,050
showed no bioconcentration or bioaccumulation in fish.

Bioaccumulation in the marine environment was studied in a mesocosm food chain that included
phytoplankton, molluscs, annelids and fish. There was no evidence of bioaccumulation in these
tests (Aubert et al, 1985; Guillemaut et al, 1987).

Sediment: The potential for bioaccumulation of PDMS from sediment was evaluated for two
benthic macro-invertebrates, the midge larva of Chironomus tentans (Putt, 1994a) and the
sediment worm, Lumbriculus variegatus (Kukkonen and Landrum, 1995). The study on
C. tentans was a combined toxicity and bioaccumulation study that was conducted in three
sediments containing high (4.3%), medium (1.5%) and low (0.1%) organic matter content (Pultt,
1994a). The mean measured concentrations of PDMS 350 cSt in these three sediments were 560,
450 or 350 mg PDMS/kg dry weight, respectively. Biota-sediment accumulation factors were
calculated by comparing measured residue concentrations of radiolabelled **C-PDMS in the
exposed organisms and the sediment, following 14 days exposure. The values of the biota-
sediment accumulation factors were 1.5, 0.50 and 0.59 for the midge larvae exposed to PDMS in
low, medium and high organic sediment, respectively, indicating limited bioaccumulation
potential of PDMS in midge tissue from PDMS-dosed sediment. In the study on L. variegatus,
Kukkonen and Landrum (1995) used PDMS as a tracer of ingestion and elimination of sediment
particles. The authors observed that increased concentrations of PDMS appeared to decrease
uptake of benzo(a)pyrene. The worms were exposed to Lake Michigan sediments amended with
radiolabelled **C-PDMS 200 cSt at 50 and 150 mg/kg and benzo(a)pyrene at levels of 190 pg/kg.
Worms were also exposed to benzo(a)pyrene alone. The only **C-PDMS found associated with
the worms was in the gut contents; this was excreted within 10 hours following exposure.
Therefore there was no evidence of bioaccumulation of PDMS from sediment by L. variegatus.
In addition, the presence of PDMS in sediment was found to have reduced the bioavailability of
benzo(a)pyrene.
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Soil: The absence of bioaccumulation also has been observed in soil organisms. A PDMS
uptake-depuration study was conducted in earthworms (Eisenia foetida) at nominal soil
concentrations of 100 or 1,000 mg/kg (90.5 and 925 mg/kg measured) radiolabelled **C-PDMS
350 cSt was used. The study consisted of a 28-day exposure phase followed by 14 days
depuration. The calculated bioaccumulation factors were 0.057 and 0.049 for the 100- and 1,000-
mg/kg nominal treatment concentrations, respectively. The small amount of PDMS residues that
accumulated during the exposure phase (average 5 and 45.5 mg/kg for the low and high PDMS
concentrations, respectively) due to ingested food in the gut, were almost completely eliminated
during the initial 2 days of the 14-day depuration period (Garvey et al, 1998). These results
further support the conclusion that PDMS in soil does not bioaccumulate in soil-feeding
organisms.

A microcosm study was conducted where sludge containing*C-PDMS was added to two types of
soil (silty clay and sandy loam) and used to grow wheat and soybeans over a 7-month period
(Lehmann et al, 1996). Up to 50% of the applied™*C was unaccounted for at the end of the study.
The majority of the **C recovered was found in the topsoil (43% of that applied). Only small
amounts were detected in the plants, ranging from 0.0% in wheat grain to 2.25% in soybean
shoots.

Terrestrial vertebrate organisms: Absorption studies were conducted in rats using **C-PDMS 10
and 350 cSt administered via oral gavage at a dose of 1,000 mg/kg body weight (bw). Excreta
were collected for 96 hours, the animals were then killed and whole body autoradiography was
performed. Radioactivity was almost totally associated with either the gastrointestinal tract or the
faeces. No significant radioactivity was detected outside the gastrointestinal tract with the
exception of exterior contamination, 99.6 to 99.8% of the recovered dose (> 93.6%) was found in
the faeces. No detectable degradation products were present in the faeces and there was no
evidence of absorption of high molecular weight PDMS via the gastrointestinal tract (Jovanovic
et al, 2002).

4.3.6 Summary and evaluation

There are no data on atmospheric lifetime or degradation of linear PDMS with a viscosity of
> 10 ¢St (n > 15 in MD,M). These PDMSs are essentially non-volatile and no PDMS vapours
have been reported in the atmosphere although PDMS in aerosol particles have been detected
(Section 5.1.1.).

PDMSs have an extremely low water solubility and a high affinity for organic matter. The vast
majority (> 97%) of PDMS fluid discarded ‘down-the-drain’ to wastewater is expected to be
removed from the aqueous phase during sewage treatment by adsorption to particulate matter
(sludge). This has been demonstrated in laboratory and field studies. Accidentally spilled PDMS
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will spread on the water surface to form a very fine film, and then is likely to adsorb to suspended
particles and eventually settle out as sediment.

In the laboratory, PDMS in contact with air-dry soil, mimicking arid conditions, will start to
undergo abiotic degradation, involving breakdown to smaller water soluble species (water
extractable s), after 3 to 4 days. Under field conditions, when PDMS was applied onto moist soil,
the half-life of PDMS was 2.4 to 3.9 years. In freshwater sediments, 5 to 10% PDMS was
hydrolysed after 1 year. The principal degradation product (> 98%) is DMSD formed by
breaking up the Si-O-Si bonds. DMSD is very soluble and possibly subject to biodegradation
into CO,, water and organic silicate, the ultimate degradation products of PDMS, as demonstrated
in laboratory experiments. A rate of DMSD conversion of 3.5% per month was achieved in pure
culture under optimal conditions. Minor PDMS degradation products may include short-chain
silanol terminated oligomers and trimethylsilanol (from the terminal trimethyl groups). Little or
no cyclosiloxanes are expected to form except under conditions of high PDMS loading rates.
DMSD and trimethylsilanol are also expected to volatilise into the atmosphere and react with
hydroxyl radicals to form CO, and silicic acid.

No reliable value of K, has been measured for PDMS of > 10 cSt viscosity. Evidence from
studies with short-chain PDMS < 10 ¢St supports the conclusion that log Ko, increases with
molecular weight and that the log K, is > 10. Bioconcentration studies with short-chain PDMS
(n up to 12) also suggest that, due to their molecular size (effective length and maximum mean
diameter) being > 15 A), the potential for PDMS fluids > 10 cSt to cross biological membranes
(gills or the gastro-intestinal tract) is very unlikely. Relevant studies on PDMS 200 and 350 cSt
showed limited evidence of bioaccumulation potential in the sediment-dwelling midge larva of
Chironomus tentans and the sediment worm, Lumbriculus variegatus, and there was no
biomagnification in the earthworm (Eisenia foetida). No absorption took place during studies on
PDMS 10 and 350 cSt in rats. Based on this information, there is no evidence of PDMS
bioaccumulating in aquatic or terrestrial organisms.
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5. ENVIRONMENTAL CONCENTRATIONS AND HUMAN EXPOSURE

5.1 Environmental concentrations

5.1.1 Air

Weschler (1981) identified PDMS at levels of approximately 8 ng PDMS/m? of air extracted
from aerosol particles collected at Barrow, Alaska, USA using a pyrolysis-GC-MS
procedure. No PDMS was detected in field blanks. Weschler suggested that the PDMS-
containing particles/aerosols may have been generated in distant countries and transported to the
sampling point by air currents. Xu (2011) checked the validity of the results by Weschler by
taking an estimated typical aerosol concentration in Alaska of ~10 pg/m®and the levels measured
by Weschler of 8 ng PDMS/m? of air. Xu calculated that this was equivalent to 160 to 800 mg/kg
PDMS on aerosols, which is equivalent to levels found on sewage sludge (Section 5.1.4). It is
concluded that, since sewage sludge is known to have the highest PDMS concentrations detected
in the environment, Weschler’s results are in doubt.

Airborne particles from outdoor air samples from four US cities were found to contain
organosilicon compounds (but not specifically PDMS) in the order of 1 ng/m® with a
maximum of 2 ng/m? in samples taken from the Newark, New Jersey area. The sensitivity
of the method was only approximately 1 ng/m* (Weschler, 1988).

5.1.2 Water

Pellenbarg (1979b) monitored the surface microlayer (air-water interface) at Chesapeake Bay and
Delaware Bay and noted elevated concentrations of MIBK-extractable silicon (22.8 - 41.1 ppb
[ng/kg]), which were attributed to PDMS.

Concentrations of PDMS in treated wastewater effluents were generally found to be below the
analytical detection limits of 1 to 5 pg/l. Measured concentrations did not exceed 13 g/l
(AATS, 1985; Fendinger et al, 1997b; Pellenbarg, 1979b; Watanabe et al, 1984b).

Silicones have been detected in the aquatic surface microlayer of the Chesapeake and Delaware
Bays Pellenbarg (1979b). The maximum concentration was 44 pg/l, analysed by AAS. Batley
and Hayes (1991) also detected silicones in SML at 1.7 pg of Si/l (equivalent to 4.5 pg Si/l),
analysed by ICP. The presence of silicones in surface microlayers is not unexpected as their
density is less than water and they are highly hydrophobic (Section 4.3.1, 5.1.1). Surface
microlayers are known to contain elevated concentrations of other insoluble organic compounds,
which may be enriched by up to 500 times relative to concentrations in the underlying bulk water
column (Wurl and Obbard, 2004).
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5.1.3 Sediment

PDMS fluids in wastewater will partition onto suspended solids and dissolved organic content
(DOC) and are removed as a component of sludge during sewage treatment (Watts et al, 1995;
Fendinger et al, 1997a) or partition onto suspended solids in effluent or receiving waters.
Sediments therefore logically represent the ultimate sink for PDMS fluids in the aquatic
environment. Monitoring studies have therefore focused on “worst-case” situations such as river
catchment areas receiving large quantities of municipal and industrial treated wastewater and
sewage sludge disposal areas often at sea.

Freshwater sediments

Siebert (1988) was the first to complete a comprehensive analysis of extractable organosilicon
compounds in river, lake and marine sediments. In 1985, using AAS, Siebert analysed a total of
105 samples from rivers in Germany. The highest level detected in sediment was 83 mg/kg dry
weight and was from the heavily contaminated River Rhine. The average level detected was 2 to
5 mg/kg dry weight. A more recent monitoring study by Gerhards (1999) using NMR analysis,
detected a maximum concentration of PDMS in the River Rhine of <15 mg/kg dry weight.
Gerhards (1999) also analysed sediments from the River Loire in France and River Po in Italy
and found comparable concentrations. The 90" percentile of all samples analysed was
10.8 mg/kg dry weight. The higher values recorded were associated with high total organic
carbon (TOC) content of the sediment, which supports the theory that wastewater treatment
effluent was the primary contributing factor to the high PDMS content in sediment.

This conclusion also is supported by Powell et al (1999). In a comprehensive monitoring
programme using GPC/ICP-AES and focusing on worst-case situations, Powell et al
demonstrated that retention of solids during wastewater treatment was key to controlling the level
of PDMS discharged and deposited to sediments in areas heavily impacted by municipal and
industrial wastewater. In those areas where wastewater treatment standards were very poor,
concentrations exceeded 300 mg/kg dry weight. These results are atypical, as evidenced by
Siebert (1988). Fendinger et al (1997a) analysed for PDMS in sediment from 6 North American
rivers using a tetrahydrofuran extraction technique followed by GPC-ICP analysis. Samples were
collected both upstream and downstream from WWTP outfalls. A maximum concentration of
6 mg/kg dry weight was recorded. At all but one site, the concentrations in sediment were higher
downstream from the WWTP outfall.

In areas where there are no anthropogenic inputs, concentrations of PDMS in sediments are very
low. Technically, there should be no PDMS in these areas. Detection is probably the combined
result of non-specific analytical methods, contamination and the existence of natural silicon
complexes with dissolved organic carbon (DOC) that are extracted into the solvent phase. Powell
et al (1999) estimated that concentrations in 25% of the samples from “worst-case” monitoring
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may have been natural silicon rather than PDMS. The concentrations measured in these samples
were < 0.6 pg/g dry weight. Siebert (1988) analysed sediments from Lake Constance in western
Europe and detected low concentrations (< 0.84 mg/kg) of organosilicon materials in 3 of the 25
samples collected. The presence of silicones was attributed to poorly treated effluents from
domestic sources. Gerhards (1999) found that concentrations of organosilicones in an unpolluted
river in eastern Germany to be < 0.1 mg/kg.

Marine sediments

Offshore disposal of sewage sludge was common practice in Europe until 1996, particularly in
the UK and Ireland, where 30% and 35% (respectively) of sludge was discarded via this route
(Hall and Dalimier, 1994). In the UK alone, this represented 334,000 tonnes of dry solids per
year. The disposal of sewage sludge at sea was likely to lead to the deposition of PDMS in
marine sediments. Environmental monitoring studies have therefore typically focused on sludge
disposal areas as locations where the highest (i.e. worst-case) concentrations of PDMS in marine
sediments were likely to occur.

Gerhards (1999) reported results from sediment samples from UK sludge disposal areas in
Liverpool Bay and Plymouth Sound. Sediments also were collected from the Minches, off the
west coast of Scotland, an area which receives very little wastewater and where sludge had not
previously been disposed. Measured dry weight concentrations of PDMS in the sediments ranged
from below the detection limit (0.03 mg/kg) to 2.3 mg/kg (Table 7).

Table 6: Concentration of PDMS in marine surface sediments from areas used for disposal of
sewage sludge

Concentration (mg/kg dry weight)

Sample location Number of Mean Maximum Reference
samples

Minches # UK 5 0.03 0.04 Gerhards, 1999

Plymouth Sound, UK 20 0.06 0.41 Gerhards, 1999

Liverpool Bay, UK 20 0.33 2.30 Gerhards, 1999

Boston Harbor, USA 12 16.60 34.20 Powell et al, 1999

New York Bight, USA 24 20.50 126.00 Pellenbarg, 1979b

dUncontaminated area

Low-level concentrations of PDMS were measured in Plymouth Sound, where only sludge from
municipal sources had been dumped. The greatest concentrations of PDMS were found in
sediments from Liverpool Bay, where sludge from both industrial and municipal sources had
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been disposed. In addition, the river Mersey, which drains into Liverpool Bay, receives large
volumes of industrial wastewaters, which could have been a significant source of PDMS.

Other monitoring studies (Table 6) measured “worst-case scenario” concentrations of PDMS in
sediments from former sludge disposal areas in the USA. The greatest concentrations were
observed in New York Bight, where approximately 17 x 10° tonnes of sewage sludge and other
wastes were dumped up to 1975 (Pellenbarg, 1979a). Dry weight concentrations of PDMS in
sediments from New York Bight ranged from < 1.05 to 126 mg/kg (mean < 20.5 mg/kg) and
decreased with distance from the primary disposal site (Pellenbarg, 1979b). Powell et al (1999)
analysed sediments from Puget Sound, Boston Harbor, Hillborough Bay and San Franscisco Bay.
The highest concentrations were found in sediment from Boston Harbor where dry weight
concentrations of PDMS ranged from 1.10 to 34.2 mg/kg (mean 15.8 mg/kg). Mean
concentrations at the other sites were < 1.8 mg/kg. In all areas, dry weight concentrations of
PDMS were strongly correlated with organic carbon content of the sediments, strongly suggesting
that PDMS concentrations detected in sediment are influenced by the amount of sewage sludge
that has been deposited in the area.

5.1.4 Sewage sludge

Analysis of sewage sludge from a number of wastewater treatment facilities found PDMS
concentrations in sludge of between 300 to 5,000 mg/kg (dry weight), with the highest
concentrations associated with inputs from industrial sources (AATS, 1985; Batley and Hayes,
1991; Fendinger et al, 1997a; Pellenbarg, 1979a; Siebert, 1988; Watanabe et al, 1984b).

5.1.5 Soil

Siebert (1988) analysed a range of forest and agricultural soils in Germany. Soil cores from
forest regions contained organosilicon compounds in the range of 0.24 to 1.38 mg/kg dry weight
down to a depth of 5 centimetres. This was attributed at the time to the atmospheric deposition of
volatile cyclic siloxanes, which is now understood not to occur (Xu, 2007). Siebert (1988) also
analysed ten soil samples representing meadows and gardens and only detected organosilicon
compounds in 3 of them (maximum 0.92 mg/kg dry weight). Concentrations of organosilicones
were very low (0.33 - 0.63 mg/kg dry weight), even in agricultural soils which had received
varying amounts of sewage sludge amendments.

A more comprehensive analysis of sewage sludge amended soils was conducted by Fendinger et
al (1997a). Concentrations of PDMS in agricultural sludge-amended soil ranged from < 0.41 to
10.4 mg/kg, while soils amended with sludge at higher rates for land reclamation purposes
contained between 2.63 and 100 mg PDMS/kg.
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In a parallel study of five experimental sites in the USA that had received high quantities of
sewage sludge up to 2,880 t/haly, PDMS concentrations in the soil ranged from <0.37 to
93.8 mg/kg and averaged 18.0 mg/kg. Concentrations were highest at the sites receiving the
highest rainfall, rather than highest quantity of sludge. PDMS concentration was also dependent
on depth with lower concentrations detected in the surface 0 to 10 cm. There was little or no
evidence for migration of PDMS in the soil below the ploughing depth. It was concluded that all
sites showed a loss of PDMS in the ploughing zone, i.e. upper 10 cm soil horizon, when
compared to 10 to 20 cm depth. Significant loss of PDMS occurred at sites with low soil
moisture conditions (e.g. Moreno, California) (McAvoy et al, 1996).

Gerhards (1999) analysed PDMS concentrations in soils receiving up to 100 t/ha/y of sewage
sludge (the typical permitted amount in the EU is < 2 t/haly). The sites were selected in order to
study the effect of soil type on PDMS concentration and to evaluate the theory that PDMS
degrades in soil under dry conditions. The typical concentration of PDMS in the applied sludge
was 1g/kg dry weight though exact records were not maintained. Up to 100 mg/kg dry weight
was detected in soils receiving high levels of sludge, but at sites where no sludge had been
applied for 10 years, concentrations were much lower (2 - 8 mg/kg dry weight), supporting the
view that PDMS slowly degrades in soil.

5.1.6 Biota

Samples of fish from various locations throughout Japan were analysed for organosilicon using
AAS or ICP (detection limit 1 mg/kg) and found to contain 1 to 16 mg/kg (EAJ, 1981a,b; the
latter cited by ECETOC, 1994). This result could not be confirmed in a later study in which
fish from the same locations were analysed and found to contain < 0.7 mg/kg (SIA, 1982).

Watanabe et al (1984b) detected organosilicon compounds in muscle of carp, barbel and dace
from the Nagara River, Japan in the range of 0.36 to 0.89 mg/kg (recovery efficiency 49%).
The inconsistencies of the results may be related to organosilicon compounds other than PDMS
or to analytical artefacts as later proposed by Frye (1988) and Pellenbarg and Tevault (1988).

5.2 Human exposure concentrations and hygiene standards

5.2.1 Non-occupational exposure
Polydimethylsiloxane fluids are found in a wide variety of industrial, consumer and medicinal or

pharmaceutical applications (Section 3, Table 5). These applications can lead to direct human
contact either by oral ingestion or dermal contact.
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Oral

Ingestion results from addition of antifoaming agents containing PDMS to foods like frying oil,
jams and marmalade, dry tea and coffee extracts and fruit juice concentrates. Dietary limits are
specified by food category in the Codex Standard 192-1995, a joint effort by the United Nations
Food and Agriculture Organization and the World Health Organization (Codex Alimentarius
Commission, 2010). The permitted levels of PDMS range from 10 mg/kg in vegetables — and
many other types of food and foodstuffs like oils and fats — to 100 mg/kg in chewing gum and
110 mg/kg in fruit-based desserts.

PDMS is approved as an antifoaming food additive ‘E 900’ in the EU, at a maximum level of 10
mg/kg in solid foodstuffs and 10 mg/l in liquids (EU, 1995, 1998, 2003). The acceptable daily
intake (ADI) is 1.5 mg/kgbw (CHPC, 2009). PDMS of viscosity 300 to 1,050 cSt is allowed by
the US Food and Drug Administration (FDA) as a defoaming agent for use (generally) up to
10 ppm (10 mg/l) in food with the exception of milk (US FDA, 2010a). PDMS is also accepted
for use as a defoaming agent in the manufacture of paper and paperboard for packaging,
transporting and holding of food products (US FDA, 2010b).

PDMS has been evaluated by the joint FDA/WHO Expert Commission on Food Additives. A
review of the toxicological data was conducted and concluded that PDMS, with and without silica
(max 5%), presented no significant toxicity. Metabolic studies conducted on PDMS (Chapter 7)
indicated that orally administered PDMS is not absorbed and that most, if not all, is excreted
unchanged in the faeces.

PDMS is also used as a food processing aid but is only present in trace quantities in the final
product. PDMS is added either as a pure substance or as an aqueous 10 to 20% water emulsion to
control for the formation of foam (e.g. washing of fruits and vegetables and in beverage
manufacturing).

In the manufacturing of food packaging such as paper, paperboard and plastics, PDMS is used as
an antifoam or release agent. Extensive residue analysis and migration studies have been carried
out to assess the potential human exposure resulting from these applications. In most cases, no
residue was detected in the final product and the migration level into food was far below that
allowed by national or EEC regulations.

PDMS containing silica (known as simethicone) is commonly used as an ingredient in anti-gas
and anti-flatulent products. It is regulated in the US by FDA (2011a). Anti-gas products are sold
both to adults and children as well as infants who may suffer from colic. The product dose is the
amount (mg) in each dose recommended by the manufacturer. There are both regular, extra-
strength and children’s formulations. The concentrations of simethicone (PDMS) in each
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formulation are 20 mg/5 ml dose, 40 mg/5 ml dose and 20 mg/0.3 ml dose, respectively. Most
anti-gas and anti-flatulent products are labelled for both typical and maximum use rates.
Frequency of use ranges from once per day up to a frequency of use not to exceed 12 uses per
day.

Dermal

PDMS is wused in a number of consumer products (Section 3.4, Table 5) and
medicinal/pharmaceutical products that can lead to dermal exposure. These include, but are not
limited to, personal care products, cosmetics, antifoams in detergents, domestic rinse products,
sunscreens and head lice treatment. In the US, the Cosmetic Ingredient Review (CIR) committee
reviewed the toxicological data on a number of PDMS related products used for skin and hair
care products and sunscreens and concluded PDMS and related products are safe for use (CIR,
2003). In general, PDMS is used in these applications at a level up to 15%, which are applied
liberally to the whole body.

Concentrations of PDMS contained in household cleaning products are detailed in Table 7.
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Table 7: Concentration of PDMS in cleaners per product type (AISE, 2002 cited by HERA, 2007a,b)

Cleaner Concentration (% w/w)

Minimum Maximum Typical

Laundry regular
Powder 0.004 2 0.006 - 0.12
Liquid 0.0015 0.23 0.1-0.12

Laundry compact

Powder 0.004 0.6 0.01-0.4
Liquid/gel 0.003 0.45 0.13-0.2
Tablet 0.005 45 0.005 - 3.5

Fabric conditioner
Liquid regular 0.002 1.7 0.002-1.7
Liquid concentrate 0.002 5 0.002 -5

Laundry additive
Powder bleach 0.01 0.15 0.1
Liquid bleach 0.05 0.1 0.1

Machine dish washing

Powder 0.4 45 2

Tablet 0.3 4 2

Surface

Liquid 0.006 0.05 0.006 - 0.05
Powder 0 0 0

Gel 0 15 0.02

Spray 0.0075 0.0075 0.0075
Toilet

Liquid 0.005 0.005 0.005

HERA (2007b) documents a risk assessment of PDMS used in detergent applications. Exposure
of consumers to household cleaners can occur in four main areas: Laundry, dishwashing, surface
cleaning and toilet cleaning. Additionally, exposure via residues of the cleaner on washed
clothing and utensils is also a possibility. HERA (2007b) calculates exposure for a range of
different scenarios, compares the results with any known health effects and concludes that the use
of PDMS in household laundry and cleaning detergents is safe and that consumer exposures from
these uses are not of concern.

Dimethicone (PDMS) is identified as an active ingredient for skin protection and can be used
from 1 to 30 per cent in an over-the-counter drug product. A skin protectant is defined as drug
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that temporarily protects and may provide relief to injured or exposed skin or mucous membrane
surfaces from harmful or annoying stimuli (US FDA, 2003).

5.2.2 Occupational exposure

PDMS fluids are non-volatile with a molecular weight > 1,200. The primary route of exposure in
the occupational setting is dermal contact. Pharmacokinetic studies show little or no potential for
absorption following dermal contact and therefore, little risk to human health.

5.2.3 Hygiene standards

No occupational exposure limit (OEL) has been set for PDMS.

5.3 Summary and evaluation

Extensive environmental monitoring shows that because of the extremely low water solubility,
PDMS is not detected in surface water, except for down-stream from wastewater treatment plants,
where concentrations are at or below the level of detection.

Due to the high partition coefficient for organic carbon, PDMS will partition from wastewater
onto sludge during sewage treatment. Concentrations in sewage sludge vary from 300 to
5,000 mg/kg (dry weight) with the highest concentrations being associated with inputs from
industrial sources. Concentrations in river, estuarine or marine sediments vary according to the
location, but are closely linked with either proximity to wastewater treatments plants) or to areas
where sewage sludge was historically deposited in off-shore coastal waters. PDMS is also is
detected in agricultural soils where sewage sludge is used as a soil amendment. The
concentrations in amended soils vary according to soil type and the time from the last application
of sewage sludge. Concentrations of up to 100 mg/kg dry weight may be detected initially but
gradually decline as the PDMS is degraded in the soil by clay catalysis.

The few available data on the level of PDMS in biota are of questionable reliability.

Oral ingestion and dermal contact are the primary routes of exposure for non-occupational
exposure resulting from their use in PDMS applications such as shampoos, hair care products,
silicone antifoams in detergents, textile softeners as well as anti-gas and anti-flatulent

applications.

No OEL has been set for this material.
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6. EFFECTS ON ORGANISMS IN THE ENVIRONMENT

6.1 Micro-organisms

PDMS is used in “‘down-the-drain” applications as well as in antifoams used for foam suppression
in WWTPs. The effect of PDMS on inhibition of bacterial respiration has been therefore studied.
PDMS 200 cSt was found to have no effect on the activity of aerobic or anaerobic sludge in pilot-
scale (60 1) digesters at concentrations up to 10,000 mg PDMS/kg of mixed liquor suspended
solids (Watts et al, 1995; CoR 1d).

The effects of hydroxy-terminated PDMS 55 cSt on a natural water and sediment microcosm has
been studied over a 6-month period. The water and sediment contained ostracods and daphnids
(both crustacea), blue-green algae and bacteria. Radiolabeled **C-PDMS at 9 mg/l was added to
either water or sediment in the systems, which after equilibration gave up to 260 ug**C-PDMS/I
in water. Filtering with a 0.2 micron filter reduced the aqueous concentration to 40 to 50 pg/l.
This concentration was maintained throughout the 6-month study. The authors concluded that
there were no adverse effects of PDMS on any of the organisms. This conclusion was based on
periodic measurements of nitrite, nitrate and ammonia (which are all part of the nitrogen cycle)
and oxygen, carbon dioxide and pH (which are indicators for the carbon cycle). In addition,
anaerobic activity in the sediment was evaluated based on methane monitoring of the head-space
gases and visual observations of gas bubbles from the sediment. The changes in gas
concentrations mirrored the visual changes in the biological populations, for example during the
cycle of algal die-off and organic deposition, there was an increase in oxygen and methane and a
decrease in nitrogen concentration. The subsequent decomposition of the new organic layer in
the sediment (due to the algal die-off) caused a population increase of bacteria. This led to a
flourishing protozoa population and a new algal bloom. DMSD (the principal degradation
product of PDMS in soil) was also studied in a parallel microcosm at a concentration of 60 to
65 mg/l. No adverse effects were seen (Gettings and Lane, 1982; CoR 2e).

Earlier studies reviewed by ECETOC (1994; CoR 4b) indicate no toxicity to bacteria, sewage

sludge and fungi but it has not been possible to ascertain whether these were conducted according
to recognised international protocols.

ECETOC JACC No. 55 43



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

6.2 Aquatic organisms

6.2.1 Fish

Early studies were conducted at PDMS concentrations far in excess of the low water solubility of
< 1 ng/l (Table 1). While such results are therefore not relevant for risk assessment purposes,
they do demonstrate that PDMS has a very low acute toxicity to fish. ECETOC (1994; CoR 4b)
and Fendinger et al (1997a; CoR 2g) summarised the available information. Most studies only
reported nominal rather than measured concentrations of PDMS and the median lethal
concentration (LCsp) values determined from acute fish toxicity testing were generally
> 1,000 mg PDMS/I.

A fish early life-stage test was conducted with sheepshead minnow (Cyprinodon variegatus),
using a PDMS 50 cSt emulsion. Embryos and larvae were exposed for 33 days. Adverse effects
were observed on hatchability at 606 mg emulsion/l (measured, equivalent to 212 mg PDMS/I).
The emulsion control without PDMS caused significant mortality and reduction in larval weight
and length compared with the blank. The authors concluded that the adverse effects were
partially due to the emulsion components (Hill et al, 1984; CoR 3b). In a fish feeding study, 10
rainbow trout (Oncorhynchus mykiss) received food containing 350 cSt PDMS for 28 days at a
rate estimated to be 10 mg of PDMS per day, corresponding to 10,000 mg/kgbw. After 28 days
exposure, the fish received untreated food for a further 14 days. No mortality or change in
behaviour or growth of the exposed fish relative to the control fish was observed.
Histopathological examination of skin, muscle, liver, bile, adrenal, stomach and gut revealed no
abnormalities (Mann et al, 1977; CoR 2e). This is not a standard procedure for toxicity testing,
but fish-feeding studies are used for the purposes of studying bioaccumulation, albeit at lower
doses. Uptake from food is the only logical route of exposure of aquatic organisms because of
the extremely low water solubility of PDMS (< 1 ng/l; Table 1). The study by Mann et al (1977)
demonstrated that chronic exposure through food resulted in no adverse effects.

While these studies demonstrate the absence of toxicity even at very high loading rates, no
meaningful no observed effect concentration (NOEC) can be derived.

6.2.2 Invertebrates

PDMS fluids have been tested in Daphnia sp., but at concentrations above the water solubility,
PDMS will form a surface film and physical entrapment of Daphnia may be observed. Early
studies with daphnids, as reviewed by ECETOC (1994; CoR 4b) and Fendinger et al (1997a;
CoR 2q), have therefore not been considered to be relevant for the assessment of aquatic toxicity
of PDMS.
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Daphnia were tested with PDMS 50, 350 and 1,000 cSt using the water soluble fraction and
water accommodated fraction techniques at concentrations of 50 to 100 ng/l. No mortalities were
observed after 48 hours (Annelin and Chandra, 1997; CoR 2). Since most of the water extractable
silicon was lost (probably due to evaporation) from the test system, water accommodated
fractions and water soluble fractions, these tests cannot be used to determine an accurate LCsg or
NOEC value.

Most PDMS that enters the surface water is sorbed to particulate matter. As a result, aquatic
organisms have the highest potential for exposure to PDMS through sediment. In order to
simulate this type of exposure, Daphnia magna was tested in a 21-day life-cycle study in aquaria
that contained PDMS-amended sediment. Sediments with a medium (2 - 4%) organic carbon
content were treated with 572 + 23 mg/kg (measured) radiolabelled 350 cSt PDMS. These
sediments were added to each of 4 treatment replicates. Sixty control and sixty treatment
daphnids (15 per replicate) were exposed in flow-through test chambers for 21 days. The number
of immobilised parental daphnids, cumulative number of offspring produced per adult female,
and growth of offspring (length and weight) were assessed. At the end of the test, no adverse
effects on organism survival, reproduction or growth (length and dry weight) were observed
among daphnids exposed to sediments treated with PDMS. No PDMS, as indicated by the
presence of **C, was measured in the overlying water during the study, which is consistent with
the limited water solubility of the compound (Putt, 1994b).

The swimming behaviour of the marine copepod Acartia tonsa was not influenced when exposed
to water-accommodated fractions (prepared by low-energy mixing for 20 h) of PDMS 10 cSt for
48 hours. The LCs, for immobilisation was reported to be > 88,865 mg/l (Aunaas and Altin,
1996a; CoR 2), but the concentration value refers to the PDMS-water mix from which the water
accommodated fraction was derived rather than the final solution. This test is required for the
registration in Europe of chemicals for use in offshore oil and gas exploration/production
(OSPAR, 2006).

6.2.3 Algae

PDMS 10 cSt was evaluated for effects on growth rate and biomass increase of the diatom alga
Skeletonema costatum, as measured by fluorometry in an acute test (72 hours) at nominal
concentrations up to 100,000 mg/l prepared from the water soluble fractions. The ECs, for
biomass and growth was > 100,000 mg/l. A slight effect on biomass was observed at 33,900 mg
PDMS/I. The ECy value calculated to be at that value with a confidence interval from 33 to
9,771 mg/l (Aunaas and Brakstad, 1996a; CoR 2). The alga is stipulated by OSPAR (2006; 1SO,
2006) for evaluating chemicals used in offshore applications, since this species is found in the
open sea as well as in coastal waters.
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Early studies reviewed by ECETOC (1994) suffered from deficiencies such as using PDMS
concentrations far above the water solubility or interference by an emulsifier.

6.2.4 Conclusions on aquatic phase

Adverse effects were not observed at concentrations up to and exceeding the aqueous solubility
of PDMS. Therefore, no environmentally realistic NOEC can be derived for free swimming

aquatic organisms.

6.3 Sediment organisms

The results of short-term testing PDMS on sediment-dwelling organisms are summarised in

Table 8.

Table 8: Acute studies on PDMS in sediment-dwelling marine and estuarine organisms

Species Viscosity  Test Duration  LCsq (mg/l, unless Reference CoR
of PDMS  condition  (h) mg/kg dry weight)
(cSt)
Mytilus edulis® 50 Emulsion 96 >1,020 Hill, 1980a 2e
(mussel)
Mytilus edulis 50 20% 96 1,980 Hill, 1980b 2e
emulsion
Nereis diversicolor 50 10,000 96 > 10,000 mg/kg " Craig and COaunter, 2e
(polychaete worm) mg/kg in 1990
sediment
(d) ECs, (mg/l, unless
mg/kg dry weight)
Corophium volutator 10 10 > 30,715 mg/kg Aunaas and Altin, lc
(amphipod) 1996b
Ampelisca abdita 10 10 > 2,300 Putt and Mihaich, 4a
(amphipod) 1996
Corophium volutator 350 10 > 1,523 mg/kg Andersen, 2010 la

(amphipod)

& Colonises hard surfaces, not strictly sediment-dwelling

® Slight effect on burrowing
¢ Some signs of narcosis

Hill et al (1980a,b) studied the effect on blue mussel (Mytilus edulis) to exposure of PDMS
emulsions via the water column. The studies are difficult to interpret because of the presence of
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the emulsifier. It is noted that Mytilus edulis is not strictly speaking a sediment-dwelling
organism but colonises hard surface substrates in high energy marine environments.

More realistic studies on PDMS fluid alone, avoiding any adverse effects due to a surfactant or
other components, have been conducted in Nereis diversicolor using sediment amended with
PDMS 50 cSt at 10,000 and 1,000 mg/kg, for 96 hours and 28 days, respectively (Craig and
Caunter, 1990). There was no evidence of acute toxicity or body weight gain in either test but a
slight reduction in burrowing activity was observed. The concentrations used in these studies
exceed the solubility in the test system and were 1,000- to 10,000-fold higher than typical
measured concentrations from estuarine areas [Table 6].

The testing of the marine sediment-dwelling amphipod Corophium volutator is required for the
registration in Europe of chemicals for use in offshore oil and gas exploration/production
(OSPAR, 2006). Results from this test have been reported by Aunaas and Altin (1996b) and
Andersen (2010). Testing of another infaunal amphipod, Ampelisca abdita, is preferred in USA.
Results from this test have been reported by Putt and Mihaich (1996). Except for one Corophium
test (Aunaas and Altin, 1996b), where there were some signs of narcosis at 30,715 mg/kg (the
highest test concentration tested and in excess of the water solubility), no adverse effects of
PDMS fluid were observed on sediment-dwelling organisms.

A summary of sub-chronic and chronic toxicity testing on sediment-dwelling organisms is shown

in Table 9. All studies have been conducted by spiking the sediment with PDMS. The effect of
organic carbon content on potential toxicity and bioaccumulation has also been investigated.

Table 9: Sub-chronic and chronic studies on PDMS in sediment-dwelling organisms

Species Test method Duration (d) NOEC (mg/kg Reference CoR
dry weight)

Chironomus tentans EPA/600/R-99/064 2 20 > 2,590 Henry et al, 2001 1
(midge larva)
Chironomus tentans 14 > 560° Putt, 1994a 1
Hyallela azteca Compliant with US 28 > 2,200 Putt and Mihaich, 1
(freshwater amphipod) EPA guidelines?® 1998
Hyallela azteca 42 > 994 Henry et al, 2001 1
Nereis diversicolor 28 > 1,000 Craig and Caunter, 2
(marine polychaete, 1990
ragworm)

dEPA, 1994

P Maximum concentration tested. No effects observed at any tested concentration.
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Putt (1994a) reported the results of a sub-chronic test on midge larvae (Chironomus tentans) in
three sediments of high, medium and low organic content using 350 cSt PDMS fluid. No adverse
effects were observed at the nominal test concentration of 700 mg/kg (measured maximum
concentration 560 mg PDMS/KQ).

Two chronic tests were conducted on the freshwater amphipod Hyallela azteca. Putt and Mihaich
(1998) studied the effect of natural sediments containing 1 to 2% organic carbon and measured
1%C-PDMS 350 ¢St concentrations of 140, 280, 580, 1,100 or 2,200 mg/kg. No effects on
survival or growth were noted for the duration of the 28-day study. Henry et al (2001) also
conducted a 42-day full life-cycle study with Hyallela azteca, at concentrations up to
994 mg PDMS/kg. No adverse effects were observed on growth or reproduction of the adult
organisms or on the viability of the offspring.

In studies with other benthic invertebrates, a 28-day study with polychaete ragworms (Nereis
diversicolor) exposed to sediment-borne PDMS 50 ¢St at 1,000 mg/kg showed no adverse effects
on survivability or weight gain. A slight reduction in burrowing activity was noted (Craig and
Caunter, 1990). Henry et al (2001), evaluated the potential chronic toxicity of PDMS-amended
sediments on Chironomus tentans at concentrations up to 2,590 mg/kg. No effects on survival,
growth, emergence or reproduction were observed at any concentration over a 20-day period.

6.3.1 Conclusions on sediment phase

The available data support the conclusion that PDMS has no effect on sediment living organisms.

6.4 Terrestrial organisms

6.4.1 Soil organisms

A number of chronic studies have investigated the effect of PDMS on soil organisms. PDMS was
either added directly to the soil or, in order to simulate the real world, was incorporated into the
soil as a component of treated sewage sludge. A summary of the results from these studies is
presented in Table 10.
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Table 10: Chronic studies on PDMS in soil-dwelling organisms

Species Test method Parameter Test NOEC Reference CoR
duration (mg/kg dry
(d) weight)
Eisenia foetida Number and weight 21 >1,100 Garvey, 1997 1
(earthworm) of offspring
Folsomia OECD Draft Emergence of 28 230 Collins, 1998 1
candida protocol offspring
(springtail)
Soil microflora BBA® guideline  Respiration, C/N 28, 58" >1,000 Forster, 1997 2
VI1-1 mineralisation
Soil microcosm Seed germination, 214° >95%  Tolleetal, 1995 2
(wheat, plant growth, number
soybean) of Rhizobium
nodules, number of
bacteria,

actinomycetes, fungi

® Biologische Bundesanstalt fiir Land und Forstwirtschaft (Braunschweig, Germany)

P Mineralisation only

° Reported as 7 months

¢ Maximum feasible concentration that could be tested due to physical separation of PDMS from sewage sludge (prior to
incorporation into the soil). This value is therefore not suitable for risk assessment purposes.

An earthworm (Eisenia foetida) reproductive assay was conducted using a soil rich in organic
matter with PDMS 350 cSt at a nominal soil concentration of 1,000 mg/kg (1,100 mg/kg
measured concentration) for 21 days. No adverse effect on the reproduction of the earthworm
was observed (Garvey, 1997).

A reproduction study was conducted in the springtail (Folsomia candida) using an artificial soil
matrix dosed with 350 cSt PDMS-saturated sludge over 28 days. PDMS concentrations in the
artificial soil were measured at 230, 660, 980, 1,800 and 3,800 mg/kg dry weight. The number of
offspring was found to be reduced at concentrations > 660 mg/kg and the NOEC was therefore
determined to be 230 mg/kg. After 28 days, 58% survival was observed in adult springtails at the
top dose (3,800 mg/kg). The LCs, value was therefore above 3,800 mg/kg (Collins, 1998).

The observation of effects in this study can be considered as surprising, due to the high molecular
weight of the substance. It is not possible to ascertain the cause of the effects (possibly artefacts,
e.g. some physical effect) and that the data are, therefore, not suitable for extrapolation to a
PNEC.

The possible effects of PDMS 346 cSt on soil microflora activity, i.e. respiration and
carbon/nitrogen mineralisation, were evaluated on day 0, 14 and 28 in two soils (loam or sandy
loam) and on day 58 for mineralisation in sandy loam only. No effects were observed at PDMS
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concentrations in soil equivalent to 500 or 1,000 mg/kg dry weight, based on the criterion in the
BBA guideline VI1-1 which states that < 15% deviation from the control is not considered
relevant (Forster, 1997).

An assessment of the effect of PDMS (a 35, 200 and 1,000 ¢St mix) on seed germination, plant
growth and soil micro-organisms was made using soil-core microcosms from two soil types (silty
clay and sandy loam). The soils were amended with sludge containing 0, 290, 1,000 or 3,500 mg
PDMS/kg, at a rate of 1.57 tons sludge/acre. This resulted in a maximum PDMS concentration of
9.5 mg/kg soil. Microcosms were sequentially cropped with spring wheat (Triticum aestivum),
followed by soybeans (Glycine max). After 214 days, no effect on germination or total dry
weight of spring wheat or soybeans was observed. In addition, PDMS had no effect on the
number of Rhizobium nodules, the bacteria responsible for nitrogen fixation in soybeans. The
total number of bacteria, actinomycetes and fungi were also similar for the control and high-
PDMS treatments (Tolle et al, 1995).

6.4.2 Insects

The insecticide activity of PDMS 5 to 1,000 cSt was evaluated by direct application of 5 pl pure
substance to the ventral thorax of adult crickets Acheta domesticus (LeVier, 1988). The median
lethal dose (LDsp) value for 10 ¢St PDMS was 0.87 pl/insect. The time of loss of righting reflex
increased with the viscosity of the PDMS and the mortality at 48 hours decreased 2-fold when the
viscosity of PDMS increased 200 fold demonstrating that greater toxicity was observed at lower
viscosities. A similar effect of PDMS 10 cSt was observed by Nielsen et al (1975).

Rottink (1976; CoR 3) studied the lethality of PDMS in Tribolium castaneum (red flour beetle)
using a 50% emulsion of 10 cSt PDMS and reported a LDsy value of 0.04 to 0.06 pg/2.2 mgbw.
It is noted that these early results are something of an anomaly when compared to later studies.
Unfortunately, the study details are not available in the reference to aid in the interpretation of
results. In another study on PDMS in Tribolium castaneum, 100% mortality occurred at
285 pg/mgbw. This study too is poorly reported (Schmolesky JE, 1978; CoR 3).

Insect toxicity is only seen when PDMS is applied directly to the insect and, thus, it is believed
that the mechanism of action is a physical action rather than a toxicological effect though there
has been little evidence available to substantiate this theory until recently.

The insecticidal activity of PDMS is now being commercially exploited in the form of head lice
treatments such as Hedrin lotion (Thornton and Ross, Huddersfield, UK) and Nyda pump spray
(G. Pohl-Boskamp, Hohenlockstedt, Germany). The lice are generally knocked out to the status
of “no major vital signs” within less than a minute, followed by death. Burgess (2009)
investigated the mechanism using scanning electron microscopy coupled with X-ray
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microanalysis to detect silicon which showed PDMS lotion was deposited in the spiracles and
distal region of the tracheae. Burgess postulated that the cause of death is a lethal disturbance in
their water balance. Richling and Bdckeler (2008) postulate, using an approach combining
scanning electron microscopical studies on the effects on the surface of the insects with in vivo
observations, that the mechanism is suffocation caused by PDMS filling the tracheal system.

6.5 Calculation of PNEC

6.5.1 Aquatic phase

Since no NOEC could be derived for pelagic aquatic organisms, no PNEC can be determined.

6.5.2 Sediment phase

Since PDMS will partition more readily to the sediment phase rather than the aquatic phase, then
it is more appropriate to calculate the PNECsgegiment.: NONe of the studies performed to date have
shown any adverse effects so it is therefore not possible to derive a NOEC value other than to
estimate that it would be > 1,000 mg/kg. Since results on three trophic levels are available the
PNECsegiment Value can be estimated as being > 100 mg/kg.

6.5.3 Terrestrial phase
Based on the NOECs from three trophic levels (soil micro-organisms, earthworms and

arthropods), a safety factor of 10 is applied to the lowest NOEC of 230 mg/kg dry weight for
Folsomia to give a PNEC of 23 mg/kg dry weight.
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7. KINETICS AND METABOLISM

7.1 Animal studies

The absorption, tissue distribution and excretion of radiolabelled **C-PDMS of 100 cSt viscosity
was determined in male Sprague-Dawley rats that were given a single oral dose of about
830 mg/kgbw. This study showed that 96% of the administered dose was recovered in faeces
collected over 6 days. Only 0.05% of the administered dose was detected in liver, kidneys and
lung; no radioactivity was observed in any of the other organ systems evaluated. No **C was
detected in plasma, expired air or urine samples collected at various time intervals. This study
showed that little, if any, of the PDMS 100 cSt was absorbed from the gastro-intestinal tract and
that the majority of the administered oral dose was eliminated unchanged in the faeces (Siddiqui
et al, 1984; CoR 1).

Single and repeated oral dose studies were carried out to determine the pharmacokinetics of
PDMS. A single dose of **C-PDMS 35 or 1,000 cSt was administered to male Sprague-Dawley
rats at 250 or 2,500 mg/kgbw (0.5% or 5.0%) in the food. In the repeated dose study, unlabelled
35 ¢St or 1,000 cSt PDMS was administered in the diet at 250 or 2,500 mg/kgbw/d for 13 days
followed by a single oral dose of radiolabelled PDMS on day 14. Selected animals in the single
dose groups were killed at 4, 8, 24 or 48 hours after oral administration. All animals receiving
repeated doses were killed 48 hours after receiving the radiolabelled PDMS. In all groups of the
35 ¢St and 1,000 cSt PDMS (both single and repeated dose), the bulk of the test material was
found in the gastro-intestinal tract or faeces. Virtually no radioactivity was found in any of the
tissues examined at any time point. The absence of detectable levels of PDMS fluid in tissues
indicated that, if absorbed at all, PDMS fluid is rapidly eliminated. Analysis of the faecal sample
were analysed by chromatography and compared to the original solutions. The results indicated
that there was no shift in molecular weight and no metabolites. The results of this study indicated
that little, if any, of the 35 ¢St and 1,000 cSt PDMS was absorbed from the gastro-intestinal tract
and that the majority of the administered oral dose was eliminated unchanged in faeces (Annelin
et al, 1989; CoR 2).

The absorption and distribution of PDMS 10 or 350 cSt were evaluated in male and female
Fischer 344 rats that were given 1,000 mg **C-PDMS/kgbw by oral gavage and excreta were
collected over 96 hours. At the end of the study, animals were killed and blood and several
organs were taken and processed for the determination of radioactivity. Other groups of animals
were treated similarly and were killed at 12, 24, 48 or 97 hours. Whole-body autoradiography
was performed at several levels on the animals. No significant radioactivity was detected outside
of the gastrointestinal tract. Approximately 93.6% of the administered dose was recovered and
virtually all (99.6 - 99.8%) of the recovered dose was found in the faeces. No detectable
degradation products or potential metabolites were found in the faeces. Overall, the data suggest
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that the majority of **C-PDMS was rapidly excreted in the faeces unchanged following oral
administration with little, if any, absorption (Jovanovic, 2000, 2001; both CoR 1).

In vitro percutaneous absorption experiments were performed with PDMS of 10 and 350 cSt
viscosity. Infinite doses (10 mg/cm?) were applied for 96 hours to the donor side of split-
thickness human abdominal skin sections (reference standard) and full-thickness human vaginal
tissue mounted in Franz in vitro diffusion cells. In order to facilitate the measurement of
percutaneous absorption, doses were spiked with the respective *C-PDMS prior to the study.
The dermal flux rate of 350 ¢St PDMS was 0.3 and 2 ng/cm?h for abdominal skin and vaginal
tissue, respectively. For the 10 cSt PDMS, flux rates were 0.2 and 6 ng/cm?h for abdominal skin
and vaginal tissue, respectively. Thus, as measured by flux through the skin barrier, dermal
absorption of 10 ¢St and 350 cSt PDMS is approximately an order of magnitude greater in
vaginal tissue than in abdominal tissue. Even if residual radioactivity at the dosing site is
assumed to be absorbed test material, overall < 0.5% (detection limit?) of the applied dose was
shown to be bioavailable regardless of the tissue or the viscosity of the PDMS (Plotzke et al,
2000; CoR 1a).

An in vivo percutaneous absorption study was conducted on **C-PDMS of 350 ¢St viscosity. The
C-PDMS was maintained in occlusive contact with the dorsal surface of male CD rats for
24 hours. At the termination of the 24-hour exposure period, the animals were removed from the
metabolism cages and the exposure site was washed. Animals were re-wrapped with a fresh non-
occlusive bandage and returned to the metabolism caging for continued collection of urine, faeces
and expired air. The animals were removed from the metabolism caging 72 hours post-initial
exposure, killed, and the exposure site was carefully excised. Disposition of radioactivity at
72 hours post-initial exposure showed that approximately 70% of the administered dose was
found on the surface (dosing bandages, gauze, swab, tape and filter) and 11.4% was present in the
skin at the site of application. Low but detectable levels were found in the faeces (0.01%) and
CO, traps (0.001%). Total recovery was 85.3%. No radioactivity was detected in the blood at
any of the time points sampled and the disposition of radioactivity in the blood groups was
similar to the excreta group. This study demonstrated little dermal absorption of 350 cSt
4C-PDMS fluid under the conditions of this study (Plotzke, 1994).

7.2 Human studies

No human data are available.
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8. EFFECTS ON EXPERIMENTAL ANIMALS AND /N VITRO TEST SYSTEMS
8.1 Single exposure

8.1.1 Oral

The acute oral toxicity of 1,000 cSt PDMS was investigated in Wistar rats (5/sex) at a dosage level
of 5 ml/kgbw (=~ 4.8 g/lkgbw). The animals were starved 16 hours prior to dosing. Mortality and
signs of reaction to treatment were recorded during a subsequent 14-day observation period. The
animals were killed after this period and subjected to necropsy. There were no deaths and no
signs of reaction to treatment. All animals achieved anticipated bodyweight gains. Necropsy
revealed no substance-related macroscopic lesions. The LDs, was found to be > 4.8 g/kgbw
(Bomhard, 1983; CoR 2c).

In a similar test with 100 ¢St PDMS, no signs of toxicity were observed in Wistar rats (5/sex)
after single application (gavage) of 5 ml/kgbw (~ 4.8 g/kgbw) (L&ser, 1981; CoR 2c).

These results are in accordance with other studies conducted in rats with various viscosities of
PDMS. The LDs, was found to be > 5 g/kgbw in every case. No mortality and virtually no signs
of toxicity were observed in any of these studies. Symptoms reported were diarrhoea, weakness
and pilo-erection (Rondot, 1985a,b,c,d; all CoR 2b).

PDMS 60,000 cSt was administered in corn oil at a dose of 2 g/kgbw by oral gavage to a group of
5 male and 5 female Sprague-Dawley rats. The rats were observed for 14 days after test
substance administration. No overt signs of systemic toxicity were observed in any rat during the
study. All of the rats gained weight during the study and no gross necropsy lesions were
observed in any rat. None of the animals died during the study. Therefore, under the specific
conditions of testing, the acute oral median lethal dose (LDsg) of 60,000 cSt PDMS in male and
female rats was > 2 g/kgbw (Findlay, 1998a; CoR 1a).

PDMS 140 cSt was administered to rats (2/group) at doses of 10, 15 and 20 ml/kgbw (~ 9.6, 14.3,
19 g/kgbw). No signs of toxicity have been observed. Therefore the LDsy was > 19 g/kgbw in
every case. Application of 10 ml/kgbw (~ 9.6 g/kgbw) to one dog, cat or rabbit induced no signs
of toxicity (LDsg > 9.6 g/kgbw) (Gloxhuber and Hecht, 1955, 1956; CoR 2e,q).
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8.1.2 Dermal

The reported dermal LDs, was > 2 g/kgbw (Monnot, 1982; CoR 2; Rondot 1985b,c,d; all CoR
2b). In an in vitro study, it was demonstrated that *“C-PDMS 350 ¢St does not penetrate the skin
(Plotzke et al, 2000; CoR 1d).

PDMS 60,000 cSt, was applied undiluted to the shaved backs of 5 male and 5 female adult New
Zealand White rabbits at a dose of 2 g/kgbw. The test sites were wrapped and the test substance
left in contact with the skin for 24 hours. Residual test material was removed with the aid of
350 cSt PDMS-moistened gauze. All rabbits were observed frequently on the day of treatment
and at least once daily during the subsequent 14-day observation period. No overt signs of
systemic toxicity were observed in any rabbit during study. Signs of dermal irritation consisting
of erythema at the application site were observed in all ten rabbits. All animals appeared normal
by day 7 and remained so for the rest of the observation period. All 10 rabbits gained weight
during the study and gross necropsy findings were within normal limits. No rabbits died during
the study. Therefore, under the specific conditions of testing, the acute dermal LDs, of
60,000 cSt PDMS in adult male and female rabbits was > 2 g/kgbw (Findlay, 1998b; CoR 1a).

In a limit test, PDMS 350 cSt (as supplied) was applied once only to Sprague-Dawley rats (5/sex)
by the cutaneous route at a dose level of 2,008 mg/kgbw, in accordance with OECD Test
Guideline 402. The substance was spread over a skin area equal to approximately 10% of the
total body surface. The test article was held in contact with the skin with a bandage for 24 hours.
At the end of the application period, remaining PDMS was wiped away by rinsing with lukewarm
water. Mortality and clinical signs were noted 15 minutes after application, then at 1, 2 or
4 hours and finally daily for the 14 day study period. All animals were weighed immediately
before administration of the test substance (day 1) and on day 8 and 15. A necropsy was
performed on all animals after the 14 day observation period. No mortality and no behavioural
abnormality were noted during the test. The cutaneous tolerance of the PDMS was good. No
erythema or oedema was observed. The body weight was not affected by the test substance. No
noticeable macroscopic abnormality was noted during necropsy. The LDg in this test was
> 2,008 mg/kgbw (Lheritieret al, 1988; CoR 1a).

8.1.3 Inhalation

Two inhalation studies with respirable aerosols have been conducted on PDMS.

An acute aerosol inhalation toxicity study on PDMS 100,000 cSt has been conducted similar to
OECD Test Guideline 403. Wistar rats (5/sex/group) were exposed (nose only) for a single

period of 4 hours to solutions of 25% PDMS dissolved in petroleum ether. In parallel two solvent
control groups (5/sex/group) were used. The measured mean concentrations during exposure
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were 4,315 mg PDMS/m® (Group 1) or 11,582 mg PDMS/m? (Group 2), respectively (the latter
was the highest technically achievable concentration). The mass median particle size of the test
atmosphere during exposure was 1.55 pum (Group 1), 1.52 um (Group 2) and 0.846 um (control).
After exposure the animals were kept for a 14-day observation period. Clinical symptoms and
mortality were comparable between test substance groups and controls. Therefore all observed
effects were related to the solvent. During the observation period no clinical effects were noted.
At necropsy, there were no substance related organ changes. The LCs was > 11,582 mg/m®
(Pauluhn, 1985; CoR 2b).

In a second study, 10,000 cSt PDMS dissolved in dichloromethane was used to perform an acute
aerosol inhalation toxicity test in Wistar rats (5/sex/group), in accordance with OECD Test
Guideline 403. Four measured concentrations of the substance (153.3, 322.0, 445.6 or
694.8 mg/m?) were tested. The top dose was the highest technically achievable concentration. In
parallel, groups of animals (5/sex) were exposed to corresponding concentrations of the solvent
as control. The mass median particle size of the test atmosphere during exposure was in the
range of 1.3 to 1.8 um (standard deviation 1.8 — 2.0). The particle mass < 3 um was between
81% and 91%. After exposure the animals were kept for a 14-day observation period. No
clinical signs, no changes in reflexes and no mortality were observed in all test groups. At
necropsy, no specific organ changes were identified. The body weight was not affected by the
test substance. Therefore the LCso was > 695 mg/m?, the highest concentration tested, without
any effects (Pauluhn, 1990; CoR 1b).

8.1.4 Intraperitoneal

Intraperitoneal (i.p.) injection of 350 ¢St PDMS at 50 ml/kgbw (= 47.5 g/kgbw) in male Charles
River CD-1 mice (5/group) did not show any significant reactions. The LDsy was shown to be >
50 ml/kgbw (~ 47.5 g/kgbw) (Henrich and McMahon, 1990; CoR 2a).

PDMS 350 cSt dissolved in cotton seed oil was given by single i.p. injection (5 ml/kgbw [~
4.8 g/kgbw]) to two groups of Wistar rats (3/sex) at doses of 200 or 2,000 mg/kgbw, respectively.
The test was performed in accordance with OECD Test Guideline 423 (acute toxic class method)
under GLP conditions. After exposure the animals were killed following a 14-day observation
period. No mortality and no clinical signs of toxicity were observed in either dose group
throughout the observation period. No significant gross pathological changes were found. All
animals showed normal weight gain. Therefore the LDsy was > 2,000 mg/kgbw, the highest
concentration tested, without any effects (Haist and Lutterbach, 2000; CoR 1a).

Gloxhuber and Hecht (1955, 1956; CoR 2e,g) administered by single i.p. injection PDMS 60 cSt

to 5 rats and PDMS 140 cSt to 10 rats, both at a dose level of 1,000 mg/kgbw. Not-killed animals
died more than 1 year after injection. There was no evidence of tumours in any of these animals.
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The PDMS did not remain in the free abdominal cavity but it was dispersed into fine droplets and
deposited in the peritoneal tissues where it produced mild granulomatous reactions. This can be
regarded as a response to a foreign substance.

8.1.5 Subcutaneous

Carshalton bred mice (45/sex/group) received a single subcutaneous (s.c.) injection of 0.2 ml of
PDMS (94% mixed with 6% silicon dioxide) at weaning; a control group was given a single s.c.
injection of 0.2 ml liquid paraffin (control). All surviving mice were killed when 80 weeks old.
Fifteen percent of the males displayed an increased incidence of cysts at the site of injection
throughout the lifespan. In addition, this group showed a significant reduction in the percentage
of animals which displayed a proteinaceous plug in the urinary bladder. No PDMS was
detectable in the liver, kidneys, spleen or perirenal fat of mice given the injection. The authors
concluded that there was no increase in the incidence of malignant or benign tumours in the
groups of mice receiving the antifoam agent either in the diet or by s.c. injection. No toxic effects
were observed that could be ascribed to the administration of the substance (Cutler et al, 1974,
CoR 2e). There was no indication of relevant resorption after oral exposure or distribution of the
substance in the animals after s.c. injection.

8.1.6 Intradermal

No erythema or oedema was seen in 2 male New Zealand White rabbits following intradermal
injection (5 x 0.2 ml) of PDMS 350 cSt (Henrich and McMahon, 1990; CoR 2e).

8.2 Skin, respiratory tract and eye irritation, sensitisation

Over the past six decades, numerous publications and study reports dealing with the irritating and
sensitising potential of PDMS fluids of varying viscosities were issued. The most relevant ones
are summarised in Tables 11 and 12.
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8.2.1 Skin irritation

PDMS of various viscosities was evaluated for skin irritation (Table 11).

Table 11: Summary of skin irritation tests on PDMS under semi-occlusive dressing

Viscosity Number Aliquot Time (h)  Result Reference CoR
(cSt) of rabbits

20 6 0.5ml 4 Not irritant ® Gonnet and Guillot, 1985 1b
100 2 500 mg 24 Not irritant ® Thyssen, 1980 3a
100 6 500 mg 4 Not irritant ® Julou et al, 1973a 2a
350 6 500 mg 4 Not irritant ® Julou et al, 1973b 2a
350 6 0.5ml 4 Not irritant? Mercier and Guillot, 1989 1d
1,000 3 0.5ml 4 Not irritant? Suberg, 1984a 1b
5,000 6 500 mg 4 Not irritant? Julou et al, 1973c 2a
30,000 6 500 mg 4 Not irritant? Julou et al, 1974a 2a
60,000 3 500 mg 4 Not irritant? Findlay, 1998c la
100,000 6 500 mg 4 Not irritant? Julou et al, 1974b 2a

& All scores =0

In an acute dermal toxicity limit test in the rabbit, hydroxy-terminated PDMS 60,000 cSt caused
erythema at the site of application when applied for 24 hours under occlusive dressing. The
irritation was fully reversible (Findlay, 1998b; CoR 1a). In 28-day dermal studies in the rabbit,
PDMS 10 and 350 cSt were non-irritant when applied daily during 6 hours under semi-occlusion
(Blee, 1999a,b; CoR 1a).

Repeated treatment of the ear of a rabbit with 140 cSt PDMS (applied dose not specified) over 60
working days produced no signs of toxicity (Gloxhuber and Hecht 1955, 1956; CoR 2e,g).

Some additional papers confirm the non-irritant character of PDMS with varying viscosities
(Stanton, 1984; Guillot et al, 1979; Clark et al, 1979; all CoR 3a; Kumar et al, 1985, CoR 2e).
PDMSs are even used as a non-irritating reference compounds in the validation process of in vitro
skin irritation assays (Cotovio et al, 2005; CoR 3a).

The CIR paper on PDMS also reported skin irritation after 24 hours of contact with rabbit skin
under occlusive dressing. On the other hand, a 24-hour occlusive patch in the forearm did not to
produce any irritation in 54 male volunteers. Multiple sources mentioned in the CIR report point
towards the non-irritation character of PDMS fluids when tested in the classic Draize irritation
test setting. Therefore, the CIR expert panel concludes that PDMS is classified as a minimal
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irritant (CIR, 2003; CoR 4b). This conclusion is supported by the results of a human skin
irritation assay (Section 9.1).

Taking into account the above and the results of the assays summarised in Table 12, it can be
concluded that PDMS fluids mainly cause irritation effects when applied under extreme
conditions (i.e. 24 hours under occlusion). The effects noted in those cases are fully reversible.

As such, it can be concluded that PDMS silicones can be generally considered non-irritant to
human skin under normal conditions of use.

8.2.2 Eye irritation
In vivo

PDMS of various viscosities was evaluated for in vivo eye irritation (Table 12).
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Table 12: Summary of acute eye irritation tests on PDMS

Viscosity  Protocol Number Aliquot  Time (h) Result Reference CoR
(cSt) of rabbits  (ml)
20 Draize 6 0.1 Not irritant, mean scores Gonnet and Guillot, 1985 1b

<S>¢ormea= 0.0
<S>iris= 0.17
<S>

conjunctiva redness— 0.5

<S>conjunctiva chemosis = 0.33

100 Draize 6 0.1 Not irritant ® Julou et al, 1973a 2a
100 Draize 2 0.1 Not irritant® Thyssen, 1980 3a
350 Draize 6 0.1 Not irritant ® Julou et al, 1973b 2a
350 Draize 6 Not irritant, mean scores Mercier and Guillot, 1989 1d
<S> mea= 0.0
<S>;;=0.78
<S>conjunctiva redness= 1.1
<S>conjunctiva chemosis = 0.38
500 In vivo 3 0.7-10 3-6 Mild epithelial oedema, most intense for PDMS of Refojo et al, 1985 4b
1,000 lowest viscosities.
12,500
1,000 Draize 3 0.1 Not irritant, individual scores Suberg, 1984b 1b

<S>comea= 0.0, 0.0, 0.0
<S>s= 0.0, 0.0, 0.0
<S>c0njunctiva redness— 00, 0'71 0.7

<S>conjunctiva chemosis = 0-0: 0-01 0.3
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Table 12: Summary of acute eye irritation tests on PDMS (cont’d)

Viscosity  Protocol Number Aliquot  Time (h) Result Reference CoR
(cSt) of rabbits  (ml)
5,000 Draize 6 0.1 Not irritant ® Julou et al, 1973c 2a
5,000 Rabbit eyes filled Longterm  Severe loss of myelinated optic nerve fibres Papp et al, 2007 4b
with PDMS after
vitrectomy
30,000 Draize 6 0.1 Not irritant 2 Julou et al, 1974a 2a
60,000 Draize 3 0.1 Not irritant, individual scores Findlay, 1998d,e la
<S>comea= 0.0, 0.0, 0.0
<S>4=0.0,0.0,0.0
<S>conjunctiva redness= 1.0, 1.0, 1.3
<S>gonjunctiva chemosis =1.0, 1.0, 1.3
100,000 Draize 6 0.1 Not irritant 2 Julou et al, 1974b 2a

# Allscores =0
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In an additional, poorly documented assay, PDMS (no viscosity stated) is described to cause
slight and transient redness of the conjunctiva 1 hour after instillation of 0.1 ml. This redness
would persist for a longer time as viscosity increases (Rasmussen and Siddiqui, 1992; CoR 4e).

Some other studies describe PDMSs of varying viscosities to be mildly and transiently irritating
to the eyes (Clark et al, 1979; CoR 3a). Five PDMS 100 cSt samples with diverging acidities
were tested for their eye irritation potential in mice, guinea pigs and rabbits. When a drop of test
substance was instilled once daily for 10 days into the conjunctival sac of the animals, only the
two samples with high acidity values, were able to cause eye irritation (Kumar et al, 1985; CoR
2e). PDMSs are also used as non-irritating reference compounds in the validation process of in
vitro eye irritation assays (Cassidy and Stanton, 1997; CoR 3a).

The CIR review paper on PDMS summarises that most rabbit eye irritation studies classify the
substance as a mild to minimal irritant, with a conjunctival reaction as the most frequently
observed adverse effect (CIR, 2003; CoR 4b).

Considering the above and the results of the assays displayed in Table 13, PDMS fluids of a wide
range of viscosities generally can be considered mildly irritating to non-irritating to the human
eye. Contact with low viscosity liquid may cause transitory conjunctival redness, but this is
probably due to the physical effect of the silicone causing disruption of the tear film and hence
producing a “‘dry eye’ effect.

Atypical contact over a prolonged period may cause more marked irritation (see also Section 5.2
on human exposure).

In vitro

Confirmation of the generally accepted non-irritating character of PDMS can be found in the fact
that a PDMS with viscosity 10 cSt was used as a non-irritating reference compounds in the
validation process of three promising alternative methods for eye irritation testing (Cassidy and
Stanton, 1997; CoR 3a). More specifically, two commercially available in vitro assays (tissue
construct models: Epi-ocular tissue model OCL-100 and skin ZK-1200 model) and the bovine
corneal opacity and permeability assay (BCOP) were assessed with regard to their ability to
predict the eye irritation potential of several organosilicon compounds. All in vitro assays
correctly confirmed the non-irritant nature of PDMS.
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8.2.3 Vaginal irritation

PDMS is used as a condom lubricant. Kumar et al (1985; CoR 2e) tested five PDMS 100 cSt
samples with diverging acidities for their irritation potential on the vaginal mucosa in rats. They
observed that the PDMS samples of comparable purity to commercially available PDMS were
non-irritant to the vagina (as measured by the absence of inflammatory leucocytes in vaginal
smears). Two samples of PDMS with high acidity values, indicative of unusual impurities,
caused irritation.

When a drop of test substance was instilled once daily for 10 days into the conjunctival sac of the
animals, only the two samples with high acidity values, were able to cause eye irritation (Kumar
et al, 1985; CoR 2e).

After introduction of 500 mg of a muco-adhesive paste (53% PDMS) into the vaginal cavity of

6 rabbits, only slight erythema, but no oedema or signs of toxicity were observed (CIR, 2003;
CoR 4b).
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8.2.4 Skin sensitisation

The potential for PDMS to sensitise the skin was evaluated using PDMSs of various viscosities
(Table 13).

Table 13: Summary of maximisation tests for skin sensitisation of PDMS in guinea pigs
following Magnusson and Kligmann

Viscosity  Induction Topical Challenge Result Reference CoR
(cSt) (intradermal application  (topical
injection) application)
10 7.5% viv Undiluted 75% viv Non-sensitising Coleman, 1998a la
350 Undiluted Undiluted 75% viv Non-sensitising ~ Coleman, 1998b la
350 Undiluted Undiluted Undiluted Non-sensitising ~ Mercier and Guyot, 1989  1d
60,000 5% viv Undiluted Undiluted Non-sensitising  Findlay, 1998f la

On the basis of the outcome of the studies summarised in Table 13, it can be concluded that
PDMSs of various viscosities do not display any evidence of cutaneous allergenic potential. The
CIR on PDMS describes the outcome of sensitisation studies using mice and guinea pigs, as well
as the results of a clinical HRIPT with 83 panellists. All assays point towards the non-sensitising
character of PDMS (CIR, 2003; CoR 4b).

Therefore, PDMS fluids are expected to be non-sensitising to human skin.

8.3 Repeated exposure

8.3.1 Subacute toxicity

Oral

In a 28-day oral study in rats, 10 cSt and 350 cSt PDMS was administered to CDF-(F344)-CrIBr
rats (10/sex/group) in the diet at concentrations of 10,000 to 100,000 ppm (1 - 10%). The
animals were observed for clinical signs and effects on body weight, food consumption and
clinical pathology parameters. Ophthalmoscopy and necropsies were performed on all animals.
Selected organs were weighed and tissues were examined microscopically from all groups. None
of the animals died before schedule. Test article related clinical signs consisted of a dose-related
increase of matting of the fur of male and female rats at 50,000 and 100,000 ppm (10 cSt) or
100,000 ppm only (350 cSt). Increased incidences of corneal opacities and inflammation
(microscopically confirmed) were observed in males and females of all treated groups. The area
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involved in the ocular changes was dose-dependently increased. Both findings are regarded as
consequences of direct contact of fur and eyes with the test material contained in the food at high
concentrations (1 - 10%). No effect was observed on body weight, although a treatment-related
compensatory increase in food intake was recorded at 5 and 10% (10 cSt) or 5 to 10% (350 CSt).
Haematology and urinalysis parameters were unaffected. Mean triglycerides and low and very
low density lipoprotein levels were significantly decreased in the 2.5 and 5% group males and in
males and females at the 10% dietary level. This was not regarded as an adverse effect.
Necropsy did not reveal additional alterations and organ weights were normal. The no observed
adverse effect level (NOAEL) of systemic toxicity was above 100,000 ppm (10%) in the diet
(Tompkins, 1995a,b; CoR 1).

Dermal

PDMS, 350 cSt, was administered by dermal application to three groups of 10 male and female
New Zealand White rabbits for 4 weeks at dosages of 0, 100, 300 or 1,000 mg/kg/d. The test
material was removed after 6 hours of exposure on each day of treatment. Before administration
of each dose, the dermal site was examined for signs of irritation. Animals were observed daily
for signs of toxicity. Body weights were determined twice each week and food consumption was
measured weekly. Blood samples were taken for haematology and blood chemistry evaluations
on day 29 for males and day 30 for females. Animals were subjected to a full macroscopic
evaluation at the end of the treatment period. Selected organs were weighed and processed for
microscopic examination. There were no deaths and no adverse signs related to treatment. Body
weight, body weight changes and food consumption were unaffected by treatment. There were
no haematology or blood chemistry changes that were considered of toxicological significance.
There were no treatment related macroscopic or histopathological findings that were considered
related to treatment. Therefore, dermal application of 350 cSt to rabbits at dosages of 100, 300 or
1,000 mg/kg/d for at least 28 days was considered non-toxic and the NOAEL for this study was
considered to be 1,000 mg/kg/d (Blee, 1999b; CoR 1).

Inhalation

No data are available.

8.3.2 Subchronic toxicity

A 90-day feeding study was conducted in Sprague-Dawley rats (10/sex/group) using 35 cSt, 350
cSt or 1,000 cSt PDMS at dose levels of 1, 5 or 10% in the diet. Animals were observed daily.
Body weights and food consumption were recorded. At the end of the treatment animals were
necropsied and organs examined for gross and microscopic alterations. No signs of systemic
toxicity were seen during the study or during the post-study pathologic examinations. Anal
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leakage of the test substance was detected predominantly in the high dose groups and the more
viscous material. Food consumption was increased at the mid and high dose levels with all three
viscosities of PDMS. This was considered by the authors as compensation for the reduced
nutritional value of the diet in these groups. No significant changes were noticed in clinical
pathology.  Treatment-related changes, for example slight chronic corneal inflammation
(opacities) and neovascularisation, were present in the eyes of the animals. These effects were
non-dose-related and regarded as local effects after direct ocular contact with PDMS in the food
(Hoffman et al 1989; CoR 1a).

A subchronic oral toxicity study in male rats was conducted using 35 c¢St, 350 ¢St or 1,000 cSt
PDMS. One hundred male animals per group were treated with diets containing 10% of the
PDMS fluids for 90 days. The parameters examined included clinical signs, mortality, body
weight, food consumption, haematology, gross necropsy and histopathology of major organs
(liver, brain, kidneys, heart, lungs, thymus, sternum/bone, femur, lymph nodes and spleen). No
treatment-related alterations of behaviour were detected in any group. Body weights were
different when compared to one of the two control groups but not the other. This was interpreted
as sign of incidental occurrence. The increases of food consumption seen in all treated groups
were considered as a compensation for the high volume of non-nutritive material in these diets.
No biologically relevant differences were found in the haematology parameters. Treatment
related findings could not be noted either at necropsy or at the histopathological examination.
The NOEL was 10% in the diet for all three PDMS fluids (Manston et al, 1989; CoR 1a).

PDMS 10 cSt was administered orally to Fischer 344 rats (15/sex/group) in the diet at
concentrations of 10,000 to 50,000 ppm (1 - 5%) for 13 weeks. The animals were observed for
clinical signs and effects on body weight, food consumption and clinical pathology parameters.
Ophthalmoscopy and necropsies were performed on all animals. Selected organs were weighed
and selected tissues were examined microscopically from all groups. None of the animals died
before schedule. Test-article related clinical changes consisted of a dose-related increase of
matting of the fur in the 25,000 and 50,000 ppm group male and female rats. An increased
incidence of corneal opacity (crystals) and inflammation with vascularisation (microscopically
confirmed) were observed in males and females of the 25,000 and 50,000 ppm groups. Both
findings are regarded as consequences of direct contact of fur and eyes with the test material
contained in the food at high concentrations (2.5 - 5%). No effect was observed on body weight,
although a treatment-related, presumably compensatory, increase in food uptake was recorded at
1, 2.5 and 5%. Haematology and urinalysis parameters were unaffected. Cholesterol and high-
density lipoprotein levels and phospholipids were decreased in all treated males. This was not
regarded as an adverse effect. Necropsy did not reveal additional alterations and organ weights
were normal. The NOAEL of systemic toxicity was above 50,000 ppm (5%) in the diet
(Tompkins, 1995d; CoR 1).
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PDMS 350 cSt was administered orally to Fischer 344 rats (15/sex/group) in the diet at
concentrations of 5,000 to 50,000 ppm (0.5 - 5%) in an analogous 13-week study. Two
additional groups received doses of 500 or 2,500 mg/kg/d via gavage to determine the potential of
the test substance to induce corneal opacity after dietary and gavage administration. A gavage
control group received tap water. The animals were observed for clinical signs and effects on
body weight, food consumption and clinical pathology parameters. Ophthalmoscopy and
necropsies were performed on all animals. Selected organs were weighed and selected tissues
were examined microscopically from all dose groups. One male and 2 females of the
2,500 mg/kg/d gavage group died during week one. Test-article related clinical signs consisted of
yellow matting at the base of the tail in the 2,500 mg/kg/d group rats during the second half of the
study. Corneal opacities and inflammation (microscopically confirmed) were observed in all
animals of all groups (including control) after 3 weeks of treatment. A dose-dependent increase
of the intensity of this finding was recorded. No effect was observed on body weight, although a
treatment-related, presumably compensatory, increase in food uptake was recorded at 5% PDMS
in the diet. Haematology and urinalysis and clinical chemistry parameters were unaffected.
Necropsy and microscopic examination did not reveal additional alterations and organ weights
were normal. The NOAEL of systemic toxicity was above 50,000 ppm in the diet (Tompkins,
1995¢; CoR 1).

PDMS 35cSt was given orally to CD-1 mice (15/sex/group) for 90 days via the diet at
concentrations of 0, 5 or 10%. Animals were observed for signs of toxicity daily. Mortality,
body weights and food consumption were determined. After 90 days of treatment, the animals
were Killed and major organs inspected, weighed and examined histopathologically (liver, spleen,
kidney, lung, oesophagus, gastrointestinal tract, eyes and lymph nodes). No clinical pathology
parameters were determined. None of the clinical parameters showed signs of toxicity. Food
consumption of the treated animals was increased. This was interpreted as a compensation for
the high amount of non-nutritive material in these diets. Neither mortality nor histopathological
changes were noticed (King and Siddiqui, 1989; CoR 2).

8.3.3 Chronic

See Section 8.5.

ECETOC JACC No. 55 67



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

8.4 Genotoxicity and cell transformation

8.4.1 In vitro

PDMS, 60,000 cSt, was tested in the bacterial reverse mutation assay using S. typhimurium tester
strains TA98, TA100, TA1535, TA1537 and E. coli strains WP2 uvrA and WP2 uvrA (pKM 101)
in the presence and absence of metabolic activation using centrifuged (9,000 x g) supernatant of
Aroclor-induced rat liver homogenate (S9). The assay was performed in two phases, using the
pre-incubation method. The first phase, the preliminary toxicity assay, was used to establish the
dose range for the mutagenicity phase. The second phase, the mutagenicity phase (initial and
independent repeat assays), was used to evaluate the mutagenic potential of the test article. In the
preliminary toxicity phase, the maximum dose tested was 5,000 ug per plate. Precipitate was
observed at > 333 or at > 667 pg per plate, but no appreciable toxicity was observed. Based on
these findings of the toxicity assay, the maximum dose plated in the mutagenicity assay was
5,000 ug per plate. No positive response was observed in the mutagenicity assay. Precipitate
was observed at > 500 or at > 1500 pg per plate but no appreciable toxicity was observed. Under
the conditions of the study, 60,000 cSt PDMS was considered non-mutagenic in the Bacterial
Reverse Mutation Assay (Wagner, 1998; CoR 1a).

PDMS 350 cSt was tested in 5 strains of Salmonella typhimurium (TA98, TA100, TA1535, TA1537,
TA1538) in a plate incorporation assay with and without metabolic activation. The test substance
was applied as an emulsion in water using Tween 80 at 10%. A range of sub-toxic concentrations
were determined in a preliminary test on the strain TA98 without metabolic activation. A
concentration 100 pl/plate was shown not to be toxic in this strain. The five concentrations chosen
(1, 5, 10, 50, 100 pl/plate) were tested 3 times on the 5 strains. Negative and positive controls were
included. The results were confirmed in a second independent study. PDMS did not show
mutagenic activity in all tested strains with or without metabolic activation (Weill et al, 1988;
CoR 1a).

No mutagenic activity was seen when PDMS 50 cSt was assayed in 5 strains of Salmonella
typhimurium (TA98, TA100, TA1535, TA1537, TA1538), following incorporation of 0.5, 5, 100 or
500 pl/plate with or without S9 metabolic activation. Dilutions were prepared using deionised
water, absolute alcohol or dimethylsulphoxide (DMSO). Positive and solvent controls were
included. There was no toxicity at the highest concentration tested (Isquith and Whaley, 1979;
CoR 1a).

PDMS of 0.65, 100 and 1,000 cSt viscosity was tested for mutagenic activity in vitro employing
Salmonella tester strains TA-1535, TA-1537, TA-1538, TA-98 and TA-100, with and without liver
microsomal activation. All three PDMSs gave negative results, both with and without metabolic
activation. Each PDMS was considered non-mutagenic (Isquith and Whaley, 1978; CoR 2e)
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8.4.2 In vivo

No data are available

8.5 Chronic toxicity and carcinogenicity

In a combined chronic toxicity and oncogenicity study, 10 cSt PDMS was administered orally to
Fischer 344 rats (90/sex/group) in the diet at dose levels of O (control), 100, 300 or
1,000 mg/kgbw/d for 24 months. Thirty animals/sex/group were assigned to the chronic portion
of the study. Ten animals/sex/group were necropsied following 12 months of test article
administration. Twenty animals/sex/group were treated for 12 months followed by a 12-month
recovery period. The animals were observed for clinical signs and effects on body weight, food
consumption and clinical pathology changes. Ophthalmoscopy and necropsies were performed
on all animals. Selected organs were weighed and tissues were examined microscopically from
all animals. Survival was unaffected by test article administration. Palpable mass data were
unaffected. There were no toxicologically significant test article related effects on body weights,
food consumption or clinical pathology parameters. There were no test article related ophthalmic
findings. Organ weights were unaffected. There were no test article related macroscopic or
microscopic findings. No test article related proliferative changes were observed in the chronic
recovery animals. Test article clinical findings consisted of slightly increased incidences of
ocular opacities in the 300 mg/ kgbw/d group females and the 1,000 mg/kgbw/d group males and
females; the findings were most probably the result of local irritation. Possible test article related
macroscopic findings were limited to increased incidences of eye opacity for the chronic recovery
group (incidence slightly increased in all test article treated male groups without dose
correlation). Eye opacity correlated with the microscopic finding of keratitis and for the
incidental microscopic finding of corneal dystrophy. The NOEL for systemic toxicity of 10 cSt
PDMS fluid in this test was 1,000 mg/kgbw/d, the highest tested dose (Mertens, 2003; CoR 1).
This result is supported by an earlier dietary study in Carshalton bred mice of both sexes dosed up
to 3,750 mg PDMS/kgbw for 76 weeks. The authors concluded that there was no increase in the
incidence of malignant or benign tumours in the groups of mice receiving the antifoam agent
either in the diet or by s.c. injection. No toxic effects were observed that could be ascribed to the
administration of the substance (Cutler et al, 1974; CoR 2e).

In a combined chronic toxicity and oncogenicity study in rats 10 ¢St PDMS was administered to
Fischer 344 rats (90/sex/group) in the diet at dose levels of 0 (control), 100, 300 or
1,000 mg/kgbw/d for 24 months (Mertens, 2003; CoR 1 [see chronic study above]). Sixty
animals/sex/group were assigned to the oncogenicity portion of the study. These animals were
treated for 24 months and were assessed for oncogenic effects. No test article related neoplastic
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or pre-neoplastic changes were observed. The NOEL for oncogenicity of 10 cSt PDMS fluid was
1,000 mg/kgbw/d, the highest tested dose. There was no indication of carcinogenicity of PDMS.

KS66, a mixture which is composed of 92% PDMS and 8% silica, has been tested for
carcinogenic potential. Groups of 50 female and 50 male Fischer 344 rats were given a diet
containing 0% (control), 1.25% or 5% KS66 for 104 weeks. The highest dose was determined
based on a subchronic study. The average KS66 intake in the 1.25% groups was 444.9 (female)
and 530.1 mg/kgbw/d (male) and 1,893.9 (female) and 2,233.9 mg/kgbw/d (male) in the 5%
groups. All rats were examined for general health and signs of toxicity, body weight and food
intake. After 104 weeks, all surviving animals were killed. Haematological determinations
including red blood cell/white blood cell counts, haemoglobin concentration, haematocrit values
and platelet counts were performed. Blood smears were used to check for leukaemia. A gross
pathology was performed and the brain, liver, kidneys, spleen, heart, adrenals and testes/ovaries
were weighed. A full histopathology was performed on the control and 5% groups. Some rats in
the 1.25% group died or were killed when they became moribund during the test. In surviving
animals of the 1.25% group, the spleen, lung, liver, kidneys and gross lesions were examined.
Statistical analysis was performed concerning body weight, haematology, organ weight
(intergroup differences) and macroscopic and histopathological lesions (difference between
control and dose groups).

The physical appearance and behaviour of the rats were not affected. At study termination the
survival rates for female rats were 84% (control), 80% (1.25% KS66) and 88% (5.0% KS66) and
those of male rats were 82% (control), 88% (1.25% KS66) and 80% (5.0% KS66). Body weight
elevation was observed in females (1.25% and 5% groups) and males (1.25% group). No
treatment related changes regarding food consumption and haematology data were observed.
Relative liver weights were significantly decreased in the male 5% group. Significant increase in
the incidence of thyroid C-cell adenomas was found in females of the 5% group, but the authors
regarded this incidence as spontaneous based on historical data. In the male 5% group, the
incidence of carcinomas of the prostate was significantly decreased in comparison to the control.
The incidence of other lesions (neoplastic and non-neoplastic) was similar to those in the control
and all were considered as spontaneous in nature. The authors concluded that KS66 which
contains 92% PDMS is not carcinogenic in Fischer 344 rats of either sex (Kawabe et al, 2005;
CoR 1a).

8.6 Embryo toxicity, teratology and reproductive performance

8.6.1 Reproductive

Male Sprague-Dawley rats (10/group) received (5 d/wk) orally either one ml of 350 cSt
PDMS/kgbw (= 1,000 mg/kgbw) or tap water for 4 weeks. Body weights and food consumption

70 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

were measured weekly and clinical observations were made daily following dosing. At the end
of the study the animals were killed and a gross necropsy performed. The weights of the testes,
epididymides and prostate were measured. No clinical signs of toxicity were noted during the
study and no effects on body weight or body weight gain were determined. No effects were
measured on the weights of the male sex organs examined. Therefore, administration of 350 cSt
PDMS had no effect on male reproductive organs compared to controls (Campbell and Sewell,
1969; CoR 1a). The NOAEL was considered to be > 1,000 mg/kgbw.

In a follow-up study, 5 male albino rabbits were used to assess the effect of 350 cSt PDMS on the
sex organs following dermal application. The test material (3 ml/kgbw [~ 3 g/kgbw]) was
applied (1 x/d, 5 d/wk) to the shaved backs of the rabbits for 4 weeks. Each animal was
immobilised in a restrainer for 6 to 7 hours following application of the test material. At the end
of the immobilisation period, the test material was gently swabbed from the animals backs. The
control animals received distilled water or “White’s A&D ointment’ without hexachlorophene.
Body weights were obtained weekly and semen samples were collected from each rabbit weekly
and evaluated. At the end of the study, semen samples were obtained and the testes and
epididymides were removed, carefully separated, cleaned of fat and extraneous tissue, weighed
and examined microscopically. Semen samples were evaluated for volume, viscosity and colour,
sperm number, motility and morphology. There was no effect of 350 cSt PDMS on any of the
parameters evaluated including the reproductive system following dermal application (Campbell
and Sewell, 1969; CoR 1a). The NOAEL was considered to be > 3 g/kgbw.

Charles River CD rats (30/sex/group) were implanted with a cross-linked silicone gel. Males and
females were treated 61 days and 47 days, respectively, before mating. The dose levels (3, 10 or
30 ml/kgbw; 2.8, 9.5 or 28.5 g/kgbw) were selected on a projected final body weight of a
300 gram rat. Control rats were injected with carboxymethylcellulose or saline. Parameters
recorded were body weights, gross necropsy (day 20 of gestation or day 21, after delivery),
histopathology of implantation sites, number of implantations / resorptions and corpora lutea,
external malformations, weight, sex of pups at birth, duration of gestation, litter size, still births,
nursing, survival and growth of pups and nursing behaviour. Parental males were not further
evaluated; females were subjected to gross necropsy. No treatment-related mortality occurred.
No differences in behaviour and general condition, body weight gain or reproductive behaviour
and success were recorded in the parental generation. None of the parameters determined in the
pups showed significant difference compared to control animals. The NOAEL was 30 ml/kgbw
(28.5 g/kgbw) in dams and offspring (Siddiqui 1994a,b; CoR 1).

8.6.2 Teratogenicity

Siddiqui et al (1994a,b; CoR 1) determined the possible teratogenic effects of PDMS gel in
pregnant New Zealand White rabbits. Implantation was performed 6 weeks prior to insemination.
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Dose levels were 3, 10 or 30 ml/kgbw/d (2.85, 9.5 or 28.5 g/kgbw) for the gel. Four 2.5 cm
diameter discs of the elastomer were used. Animals were observed for appearance, behaviour
and signs of toxicity. Body weight gain was recorded. On day 29 of gestation, all surviving
animals were killed and a gross necropsy was performed. Standard reproductive and
developmental endpoints (e.g. Implantations, corpora lutea, resorptions, abortions, number of
live/ dead, male/ female foetuses, external/ visceral/ skeletal malformations) were determined.
No behavioural changes were observed in dams treated with the gel. One of the mid-dose gel-
treated animals died of an unknown cause one day after delivering on day 28 of gestation. No
significant differences of any kind between the groups were detected before or during pregnancy.
The reproductive parameters were not affected by the treatment. There were no adverse effects
on the numbers and development of foetuses of gel-treated does. No alterations regarding type
and incidence of malformations/ variations were noted in these animals. The maternal and
developmental NOAEL was 30 ml/kgbw (28.5 g/kgbw).

Three groups each of 23 pregnant New Zealand White rabbits were treated with PDMS 10 or
350 cSt at dose levels of 33, 300 or 1,000 mg/kgbw/d by gavage from days 6 to 19 after mating.
None of the reproductive parameters was significantly affected. Type and incidence of
abnormalities in both treated and control offspring were not significantly different. The NOAEL
was 1,000 mg/kgbw (Blee, 1999c,d; CoR 1).

8.7 Immunotoxicity

In a 10-day immunotoxicity study of PDMS, Bradley et al (1994a; CoR 2e) determined the
subchronic immunotoxic potential of the principal constituents of breast implants: Silicone fluid,
silicone gel and silicone elastomer. Silicone fluid and gel were injected s.c. into female B6C3F;
mice (1 ml (0.95 g)/mouse) and 6 cm disks of silicone elastomer were implanted s.c. There were
no treatment-related deaths or overt signs of toxicity. The tested silicones did not alter the
distribution of B-cells and T-cells in the spleen. Natural killer cell activity and serum
complement were not altered.

Subcutaneous injection of female B6C3F; mice with PDMS fluid, gel or elastomer for 180 days
elicited no overt toxicity and elicited few alterations in the toxicology and immunology panel of
tests used particularly a modest depression of natural killer cell activity (Bradley et al, 1994b;
CoR 2e).

Naim et al (2000; CoR 1) investigated the effects of PDMS on autoantibody and immunoglobulin
production and macrophage activation in female A.SW mice. The mice (15/group) received a
0.5-ml i.p. injection of either phosphate-buffered saline, pristane, silicone gel or PDMS. Test
bleeds were taken periodically for 6 months. The study suggests that the i.p. administration of
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PDMS or silicones gels in mice induce some of the abnormalities typical of the pristane-induced
lupus in mice, which is predominately hyper-y-globulinaemia. In contrast to pristane-induced
lupus, there is a quantitative difference in the stimulation of IgG2a production, a difference
presumably related to lower levels of IFN-y. This may be responsible for the relatively poor
efficacy of silicone gels and oils in stimulating autoantibody production. Nevertheless, the high
levels of anti-chromatin auto antibodies produced by some of the mice suggest that in some cases
chronic immune stimulation by silicones gels and oils may lead to the production of a subset of
antibodies, although not the full spectrum seen in pristane-treated lupus. The authors concluded
that these observations may be relevant to understanding the vague and often poorly defined
autoimmune-like phenomena occurring in certain individuals with silicone implants.

Frondoza et al (1996; CoR 1) concluded that silicone administration does not enhance the
development of skin fibrosis and production of characteristic autoantibodies in Tsk/+ mice.
Silicone did not induce increased levels of circulating antibodies therefore it may not be involved
in the development of the scleroderma-like syndrome.

Klykken et al (1991a; CoR 1) concluded that formation of a tissue capsule around PDMS fluid
component of a mammary prosthesis did not represent an immunologically mediated event but a
merely normal wound healing response to an alloplastic material.

In a Listeria host resistance assay, a PDMS mammary implant material did not alter the
regulatory framework of the immune system. Under the conditions of the assay, PDMS fluid had
no effect on immune competence (Klykken et al, 1991b; CoR 1).

A study was conducted in B6C3F; mice and in Sprague Dawley and Fischer 344 rats to
investigate the adjuvancy potential of silicone mammary gel (PDMS). A normal immune
response was noted when the antigen (BSA) was not blended with the silicone prior to
immunisation and there did not appear to be any silicone induced adjuvant response (Klykken et
al, 1996; CoR 1).

8.8 Special studies

PDMS 350 cSt was tested for cytotoxic potential in cultures of MRC-5 (human embryonic lung)
cells using both direct contact and test article extract exposures. MRC-5 cells have been
demonstrated to provide a sensitive model for evaluating cytotoxic potential.

The direct contact portion of the assay was performed by placing PDMS-soaked filter disks

directly onto the MRC-5 cultures. Controls were treated by placing approximately 1 cm? pieces
directly onto the MRC-5 cell monolayer and visually evaluating the condition of the cell
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monolayers after a 24-hour exposure period. The extraction portion of the assay was performed
by introducing a medium of the test material into wells containing the MRC-5 cultures, and
visually evaluating the condition of the cell monolayer after a 48-hour exposure period. Finally,
the cytotoxic potential of the PDMS extract was quantified by measuring the relative uptake of
the vital dye, neutral red, in PDMS-treated cultures relative to negative control cultures.

Two trials of the direct contact assay were performed because the positive control, raw latex
catheter, failed to produce sufficient toxic effects in the first trial.

The final results of the study showed that 350 cSt PDMS did not produce cytopathic effects in
MRC-5 cultures, in either the direct contact or extract exposure models (Raabe, 1998; CoR 2c).

In an in vitro study, excised human skin samples were used to study the interaction of PDMS 350,
500, 1,000 or 20,000 cSt with the stratum corneum and its lipids. Making use of polarised light
microscopy, transmission electron microscopy, small angle X-ray diffraction and differential
scanning calorimetry, the authors found that the investigated PDMS did not change either the
microstructure of the excised human stratum corneum or the structure of a specifically designed
in vitro lipid system model containing typical stratum corneum fatty acids. They concluded that
the compounds were unlikely to cause side-effects when topically applied (Glombitza and
Miller-Goymann, 2001; CoR 2e).

8.9 Summary and evaluation

PDMS with viscosities ranging from 10 to > 100,000 cSt have been subjected to a very broad
range of safety studies including: acute (oral, dermal and inhalation [aerosol]), i.p., s.c.,
intradermal, irritation (skin, eye and vaginal), sensitisation, subacute (oral and dermal),
subchronic,  chronic, carcinogenicity, genotoxicity, reproductive/developmental and
immunological as well as oral and dermal pharmacokinetic studies. No adverse effects have been
seen in virtually all of these studies and the NOAELSs in these studies have always been greater
than the highest dose tested in the study. Oral and dermal pharmacokinetic studies conducted
with 10 and 350 cSt PDMS have shown essentially no potential for absorption.
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9. EFFECTS ON HUMANS

9.1 Skin irritation

The local tolerance of PDMS with a viscosity of 350 ¢St has been studied by simple patch test
using Finn chambers (8 mm diameter; 50 mm? surface). Three other silicone products and a
control substance were tested in parallel. An aliquot of 20 pl of each substance was applied onto
the back of healthy volunteers (25/sex) aged between 18 and 37 years. The subjects were
certified as normal following a comprehensive clinical assessment including a detailed medical
history and a complete physical examination. A plug of ether was used to wipe the area of the
back before applying the patches. After 24 hours of rest, the skin area was scored. No skin
reaction following PDMS application was observed in this test. The authors concluded that the
local tolerance of the substance was “considered as good” (Thébault et al, 1989; CoR 1a), i.e.
PDMS 350 cSt was well-tolerated by human skin.

9.2 Skin sensitisation

In a repeated insult patch test in human subjects, a 5% (v/v) solution of a not specified substance
in 12,500 cSt PDMS was evaluated; the PDMS was used as vehicle/control. Sodium lauryl
sulphate (0.1% aqueous solution) served as the positive control. Based on inclusion criteria and
exclusion criteria the test group was selected. One hundred and fifteen subjects between the ages
of 18 and 70 were enrolled and 106 completed the study which was conducted over a 6 week
period involving three phases: Induction, rest and challenge. Aliquots of 0.2 ml of the study
material solution and the PDMS were applied under semi-occlusive dressing. The induction
phase consisted of 9 consecutive applications. The subjects were required to remove the patches
after 24 hours. The sites were evaluated after 48 hours, except after application on Friday
(evaluation after 72 hours). After the ninth evaluation, the subjects were dismissed for a rest
period of approximately 10 to 15 days. The challenge phase was initiated during the sixth week
of the study. Substances were applied to sites previously unexposed. The patches were removed
after 24 hours and the sites were graded after an additional 24-hour and 48-hour period. Under
the conditions of this study, there was no evidence of sensitisation of the test material in
12,500 ¢St PDMS and no evidence of sensitisation of the PDMS vehicle (Dosik, 2005; CoR 1).
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9.3 Chronic exposure, medical and surgical use

9.3.1 Urology

Minimally invasive endoscopic techniques using PDMS have been reported as an efficient
treatment and an alternative to standard surgical techniques. This technique dated back to the
early 1980s when the sub-ureteral injection of polytetrafluoroethylene was first reported followed
by the use of polyvinyl alcohol, but there were concerns regarding safety, efficacy, stability and
long term efficacy. To avoid side effects Smith et al (1994; CoR 1) showed PDMS could be a
more reliable product and that endoscopic subureteral injection of PDMS was technically feasible
on animals. Therefore, PDMSs have been used since the mid-1990s with high success rates for
reflux in an ambulatory setting with no short-term complications (Aboutaleb et al, 2003; CoR 1).
This technique is less invasive than surgery with lower associated morbidity and is recommended
as the first line of surgical therapy for primary low grade vesico-ureteral reflux in children
(Aboutaleb et al, 2003; CoR 1). The success rate for PDMS intervention was lower than that of
open surgery at 3 months and it was minimally invasive with lower associated morbidity. Dodat
et al (1995; CoR 1) reviewed 785 cases of vesico-ureteral reflux over a 7-year period and found
that a complete resolution of reflux was obtained in 93% of children treated with PDMS versus
86% with Teflon and 48% with collagen. PDMS provides the best results due to its higher
viscosity and absence of retraction.

The use of PDMS is recommended by Hamid et al (2003; CoR 2e) as a safe and minimally
invasive treatment for genuine stress urinary incontinence in males following a spinal cord injury
with a stable compliant bladder. PDMS can be used as the first line of treatment in this difficult
group of patients with a complex problem.

9.3.2 Ophtalmology

PDMS implementation into the eye-ball following vitrectomy has been used increasingly in
human ophthalmology over the last 40 years for the repair of complicated retinal detachments.
This is especially when a long-term endotamponade is required. Following injection into the
rabbit eye, PDMS 1,000 or 3,000 cSt appeared to be the most biocompatible material for vitreous
replacement (Versura et al, 2001; CoR 2e). After the invention of the vitrectomy instrument, the
role of PDMS was expanded as a vitreous substitute and retina tamponade. Indications for
PDMS injection include retinal detachment due to ocular trauma, proliferative diabetic
retinopathy, giant retinal tears and cytomegalovirus necrotising retinitis vitreoretinopathy.
Despite the progress and potential importance of PDMS and its clinical utilisation as an adjunct
for the treatment of complicated retinal detachment, retinal tolerance and toxicity were still
controversial issues. Soheilian et al (1995; CoR 1) evaluated retinal toxicity of low viscosity
PDMS 100 cSt as a short-term postoperative tamponade. No toxic effects on the retina were
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demonstrated in the rabbit up to 5 months. His study showed that 100 ¢St PDMS can remain in
the rabbit eye for 5 months without emulsification. One of the advantages of very low viscosity
silicone is the ease of its administration into the eye. Although there is no agreement on when
PDMS should be removed, authors (Papp et al, 2007; CoR 2) basically agree that it should be
removed as soon as possible. It is noted that many surgeons still leave it permanently in the eye,
especially in complicated cases.

Budde et al (2001; CoR 2) suggested that silicone oil may enter the optic nerve after long-term oil
endotamponade and elevate intraocular pressure. In a histopathology analysis of 74 eyes
enucleated after silicone oil endotamponade, these eyes showed that silicone oil in the optic nerve
was surrounded by a granulomatous inflammatory reaction that may add to optic nerve damage.
The risk of silicone oil-associated optic nerve degeneration is independent of the viscosity of the
oil used. The authors concluded that the silicone oil should be removed as soon as retinal
stability is achieved. The authors could not establish pre-existing glaucoma as a risk factor for
migration of intraocular oil into the optic nerve. Agrawal et al (2002; CoR 2) noticed that Budde
report reinforced two very important points: Maintaining strict intra-ocular pressure control in the
postoperative period and early removal of oil after a certain period of time in most cases.

Auriol et al (2008; CoR 1) in a retrospective study including 27 patients showed that heavy
silicone oil can be used as an effective endotamponade in complicated retinal detachment treated
by a large inferior retinectomy. The authors believed that heavy silicone oil prevents fluid from
accumulating under the inferior retina, thus limiting the rate of inferior reopening and that it
seemed to limit the rate of reproliferation. It was also stressed that special attention must be paid
to unusual adverse effects like inflammatory reactions and fibrin accumulation in the interior
chamber which seemed to occur especially in large retinectomy.

As reported by Theelen et al (2004; CoR 1), silicone oil is an excellent tool in the surgical
treatment of complicated retinal detachment. In some complex cases, high-density silicone oil
must be used instead of regular silicone oil especially when the pathology is located inferiorly.
Their effectiveness in terms of anatomic success as an intraocular tamponade in complicated
retinal detachment was shown in a study evaluating 18 patients who underwent pars plana
vitrectomy and intraocular tamponade even if in few cases an inflammatory response occurred.

Green et al (1994, 1998; CoR 1) emphasised that the increasing use of silicone oils as a
tamponade in retinal detachment requires silicone oils with a high level of purity to eliminate
toxic tissue reactions related to potentially toxic ingredients in these oils.

Silicone foldable intraocular lenses have been used in cataract and implant surgery since 1984.

Key characteristics of silicone intraocular lenses are flexibility and compressibility of the optic,
traits that enable surgeons to insert the lens through incisions. Other benefits resulting from the

ECETOC JACC No. 55 77



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

combination of small incision surgery and foldable intraocular lenses include decreased
postoperative inflammation, less operative astigmatism, reduced damage to corneal endothelium
cell loss and faster vision rehabilitation (Steinert et al, 1997; CoR 1). Lenses made of silicone
material demonstrated safe and effective performance through long-term follow-up. The
performance was equivalent when compared to the better established standards for
polymethacrylate lenses.

9.3.3 Dermatology

Liquid injectable silicone has been used for many years for soft tissue augmentation to effectively
correct specific cutaneous atrophies. Its use has been controversial because of a history of
problems such as product migration and granulomatous inflammation (Prather and Jones, 2006;
CoR 1), which results probably from the presence of adulterants and impurities. The controversy
remains particularly in some countries where there is an inadequate investigation and control of
biomaterials used for soft tissue augmentation (Ficarra et al, 2002; CoR 1). Silicone oils may be
employed with success and minimal complications when appropriate treatment principles are
adhered to and a strict protocol is followed. Liquid injectable silicone is currently underway for
the correction of HIV lipoatrophy as well as for the improvement of nasolabial folds, marionette
lines, mild-malar depressions and the long-term correction of hypertrophic scars. This use
requires extensive experience and precise technique in order to achieve optimal results.

Various adverse events have been reported in association with cosmetic injections. Most reported
adverse effects have occurred after illegal silicone injections by unlicensed practitioners using
formulations not intended for medical use and often administered in large volumes. These
injections into body tissue eventually reach the bloodstream and cause an embolism in the lung or
lead to acute renal failure. Few data are available regarding the incidence of adverse effects after
administration of silicone oil soft tissue fillers by licensed medical provider using formulations
intended for medical use (Price et al, 2006; CoR 1; Branton et al, 2008; CoR 4b,e).

Hypertrophic scars also can be treated with self-drying silicone gel. The gel helps to reduce,
soften and flatten the scars while maintaining the moisture balance and elasticity of adjacent skin
(Lacarrubba et al, 2008; CoR 1).

Rosa et al (2008; CoR 1) analysed the biological effect of polymethylmethacrylate-bovine
collagen (Artecoll) and PDMS using a histopathological study in mice. These substances are
used for treatment of scars, wrinkles and cutaneous defects, and they must be as biocompatible as
possible. A prospective study was performed using 40 mice for each substance and was injected
into the right ear. Artecoll produced an intense foreign body granulomatous reaction in the right
ear, periportal and intralobular infiltrates in the liver as well as interstitial nephritis. Reactions
with PDMS were only local and caused an eosinophilic reaction and phagocytosis considered as a
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regular inflammatory reaction. Those findings are similar to those of authors who reported that
foreign body reactions are with PDMS.

Due to its physical mode of action PDMS has been successfully used recently as a safe and
efficacious pediculicide (Heukelbach et al, 2008; CoR 2e).

PDMS 10 and 350 cSt showed low a dermal absorption rate in vitro. The absorbed fractions were
0.5% and 0.3% in vaginal skin, and 0.2% and 0.11% in abdominal skin, for 10 or 350 cSt PDMS,
respectively. The flux was below 0.5 pg/cmz?/h at all times (Plotzke et al, 2000; CoR 2b).

9.3.4 Dietary studies

Silicone compounds have been widely used as additives in a wide variety of foods, drugs and
cosmetics for many years. PDMS offers potential for use as a dietary substitute for animal and
vegetable fats.

A study was developed to determine tolerance to and effect upon nutrient absorption of PDMS
administered as 1% and 2% of the daily diet. No significant signs of adverse effects were seen
among 6 healthy male volunteers. Evaluation of tolerance was based upon assessment of
observed or reported changes in bowel habits, stool appearance and consistency and anal leakage.
Blood samples, urine and faeces were collected to assess the absorption of selected nutrients.
Clinical laboratory parameters and body weights were also monitored and faecal microflora was
assessed (Breger et al, 1994; CoR 2).

Another study was designed to assess tolerance to higher levels of PDMS representing the
maximum level up to 5% of a standard diet, that an individual might be expected to consume
under normal conditions. Following a 3-day placebo period, 7 healthy male volunteers received
the additive in ascending doses (2%, 3%, 4% and 5% of the diet by weight) for 5 consecutive
3-day periods. Evaluation of tolerance was based upon assessment of observed or reported
changes in bowel habits, stool appearance and consistency and anal leakage. Blood samples were
collected to assess the absorption of vitamin K as determined by prothrombin time and partial
thromboplastin time evaluations. All subjects experienced flatulence during the study. No other
significant discomfort was reported. There was no indication of clinically significant changes in
vitamin K absorption as estimated by PT and PTP determinations. There were some minor
changes in some biological parameters. There was an increase in percentage neutrophil count
over pre-study values, which was accompanied by a decrease in percentage lymphocyte count
with a slight decrease in total WBC count. Post-study medical examination revealed a slight
weight loss among 3 subjects. The clinical significance of these findings is not known (Weigens
et al, 1994; CoR 2).
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9.4 Immunology

Because the developments of defined autoimmune disorders are rare events, epidemiological
studies for many years were not definitive due to the lack of statistically significant numbers of
patients studied. Many investigators have attempted to answer the questions raised when patients
with silicone-related disorders developed clinical manifestations of scleroderma, lupus or other
immune disorders. There is now a worldwide scientific consensus through a number of
epidemiological studies that silicone based material is not associated with an increased risk of
these diseases. Silicone elastomers have been extensively studied and scrutinised as a result of
the breast implant debate. Three independent review panels have carefully assessed the specific
issue of silicone immunogenicity. All three groups concluded that there is no convincing
evidence to support an association of silicone breast implants with immune-related human health
conditions (Klykken et al, 2008).

Pastor et al (2001; CoR 1) raised the issue of autoimmune disease and silicone antibodies in an
ophthalmic surgery patient population (IgG binding to silicone detecting by Elisa) and speculated
that a proportion of patients who had received silicone for retinal detachment surgery might have
been sensitised to this material and the proportion is higher when silicone is used intraocularly.
Klykken et al (2002) in a response to this report emphasised the weakness of the study and the
failure of the authors to find an association between silicone implant exposure and/or symptoms
and markers of immune disease. Klykken et al also pointed out that the enzyme-linked
immunosorbent assay (Elisa) methodology used to measure antisilicone antibodies is flawed and
the existence of antisilicone antibodies is biologically unlikely. In a response Pastor et al (2002)
recognised that an association between autoimmune diseases and the exposure to silicone devices
employed in ophthalmic surgery had not been established and that the publication was
inconclusive regarding the possible repercussion of the presence of antisilicones antibodies in
patients carrying silicone sponges, bands or intraocular silicone oil.

Bekerecioglu et al (2008; CoR 2) in a study of 15 patients undergoing reconstructive procedures
for burn scars in which silicones were used, suggests that implants cause a negligible and non-
specific foreign body reaction and that these antibodies against the silicone implants have little or
no clinical importance. Elevations in serum immunoglobulin (IgE) and the presence of silicone
antibodies in the capsular tissue for the silicone-implanted group were reported. Klykken et al
(2008) in a response to the author pointed out that the elevation in serum IgE can also have other
biologically plausible explanations. For example, a selective increase in serum IgE has been
observed following surgical procedures and the magnitude of increase appears to correlate with
the surgical injury intensity. Ethylene oxide has been used to sterilise a variety of silicone
medical devices and residual ethylene oxide can react with endogenous proteins to create neo-
antigens. In patients who have experienced silicone shunt malfunctions, there was no evidence of
infection, but the patients presented with elevated eosinophil counts and serum IgE antibodies
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specifically directed toward ethylene oxide protein conjugates. In their conclusion, Klykken et al
believe that Bekerecioglu et al were too quick to reach their conclusions and were unaware of
other more likely mechanisms and the extensive literature rebutting the hypothesis of a specific
immune response to silicone.

9.5 Chronic exposure
9.5.1 Occupational
9.5.2 Non-occupational

For a discussion on human use and exposure, see Sections 3.4, 5.2 and 10.

Epidemiology of PDMS

Because of their stability and excellent biocompatibility, silicones are used in numerous medical
applications (Berger, 1966; Silver, 1992; Colas and Curtis, 2004). Silicone materials, the most
common of which is PDMS (Colas and Curtis, 2004) are extremely versatile and can have many
physical forms, such as fluid, gel, gum, rubber, elastomer or resin. Medical applications have
used silicone fluids for instrument and needle coating, injection (e.g. soft tissue filler) and gels,
rubbers and elastomers to fabricate implantable medical devices to treat a variety of medical
conditions, (e.g. intraocular tamponade, gel-filled implants, various shunts, joint implants).

Human data on the use of silicone fluids and gel-filled medical devices range from basic case
reports to more controlled population-based observational studies as well as controlled clinical
study designs. Case reports that rely on self-reported history of having received injected silicone
fluid are not reliable for confirmed exposure to silicone. Evidence is lacking about whether it
was medical grade, industrial grade, adulterated with additives or a substance other than silicone
(Timberlake and Looney, 1986). These unidentified injected mixtures are erroneously referred to
as silicone (Braley, 1964, 1970). To be useful for risk assessment or for evaluating causal
association, human data should provide an estimate of the relative risk of an endpoint among an
exposed population compared with an unexposed population. Case reports and case series are
anecdotal reports or non-experimental human data (ECETOC, 2009) of adverse outcome
following exposure. They are a useful communication tool to call attention to new or unusual
findings. They may help to generate a hypothesis on the association between exposure and
disease, but they are highly susceptible to over-interpretation (Fletcher et al, 1982). Similarly
exposed individuals without an adverse outcome are not generally considered newsworthy and
are not published, thus, leaving readers to learn only of the adverse events potentially associated
with a particular exposure. In order to test an hypothesis, more rigorous study designs are
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required. Furthermore, Hill (1965) offers nine criteria to assess causation; obviously the putative
causal agent must be identifiable. Based on these criteria (Hill, 1965; ECETOC, 2009), a large
number of the published case report studies do not meet these criteria and, being unreliable
(CoR 3), have been dismissed from this report. A list of these published studies is included in the
bibliography as not quoted (Section 11.2).

When a controlled clinical study substantiates the use of medical grade silicone fluid for injection
and data are collected for specific endpoints of interest, then the data may contribute to the risk
assessment. Non-experimental clinical studies reviewed in this effort are assigned CoR 2,
reliable with restrictions.

Silicone fluid injection is approved for use in the USA as vitreous fluid replacement and
tamponade in cases of retinal detachment and is also used in the treatment of hemifacial atrophy
among more than 800 patients with human immunodeficiency virus. While no adverse effects
were noted after several years, longer-term follow-up is needed to assess the efficacy, durability
and long-term safety (Jones, 2005). Silicone fluid injection is widely available in Israel since its
Health Ministry lifted the ban in 2000 (The State of Israel, 2000) and off-label use of silicone
fluid occurs in Australia, England, France and USA (Siegel, 2000), primarily for soft tissue
augmentation (Ashley et al, 1965; Orentreich and Orentreich, 1987; Benedetto and Lewis, 2003).
Wilkie (1977) reported his ten-year experience with silicone facial injections among 92 patients.
Granulomas developed among 13 injection sites between one and 7 years after the injections.
Following 1,677 silicone injections to the face, Milojevic (1982) observed incomplete correction
for deep wrinkles and scars, some cases where the injected fluid in the region of the eyelids or
lips had a tendency to “descend and accumulate” up to 30% volume loss 3 weeks after the
injection and 2 cases of granuloma formation. Balkin (2005) reported using silicone fluid to treat
more than 4,000 foot ulcers in 1,585 patients over 41 years. No significant adverse response, e.g.
inflammation, infection, allergy or granuloma, was observed in up to 20 years of follow-up.
From this population, a total of 148 post-mortem and surgical specimens were obtained from 49
patients, the longest in vivo experience being 38 years (Wallace et al, 2004). There were no
noticeable adverse effects other than occasional local disfigurement among patients with larger
quantities of injected silicone. The tissue specimens showed a histologically stable and
biologically tolerated host response (Wallace et al, 2004).

Webster et al (1984) reported their 20 year experience in treating 524 patients with facial
injections of medical grade silicone fluid. The authors state, “None of us found any record of an
adversity, complication or patient dissatisfaction, with four exceptions.” One patient experienced
increased redness, itching and tightness at an injection site which disappeared in 2 days, a second
patient became frightened after viewing a “scare” programme about silicone and wanted the
silicone removed. A third patient reported erythema near the nose; the surgeons estimated this
occurred in roughly 10% of nasal area injections and that it may have existed prior to treatment.
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The fourth patient reported dissatisfaction with the additional treatment required to treat acne
scars. As to the reliability and rigor of these data, the authors comment, “...there exist definite
limitations on the scientific value of clinical reports of this nature...The surgeon’s good and some
of their worst results tend to drop out of follow-up before the surgeons are satisfied that they have
truly good or complete long-term results.” Reporting on ten years of follow-up among
73 patients with facial atrophy, Rees et al (1973) stated, “While an occasional treatment failure or
complication has occurred, the overall results have been almost uniformly good.” Despite good
results with respect to facial contour, 4 patients experienced tissue firmness and one developed a
hard nodule that required additional treatment (Rees et al, 1973). The one case of treatment
failure was not due to silicone, but due to the advanced stage of underlying tissue atrophy.
Assigning the cause of treatment failure to silicone would be an example of confounding by
indication. That is, progression of the underlying condition for which silicone injection was
administered, may be the root cause of the undesired outcome (Ashley, 1983).

Regarding a US FDA approved silicone injection clinical study among eight plastic surgeons
(Braley, 1971), Edgerton (1977) stated that for the 1,300 original patients there was a “strikingly
small number of complication.” “A small number of patients did develop an unexplained
recurrent nodular erythema in the injected sites.” Lemperle et al (2003) injected ten filler
materials intradermally to check biocompatibility and durability. One month following injection
of silicone fluid, each micro-droplet was surrounded by a monolayer of fibroblasts and collagen
fibres. At 9 months, granulomatous nodules in the dermis and s.c. tissue were surrounded by
strands of fibrous tissue. The authors concluded, “...all substances...appeared to be clinically
and histologically safe. None of the tested substances is without undesirable effects” Lemperle et
al, 2003. Mutou (1970) reported unsatisfactory results from 16% of the 614 women in whom he
had injected fluid silicone for mammary augmentation.

The pre-requisites for including human data in risk assessment are that exposure to the substance
of interest must have occurred, the outcome or health effect should be adequately determined
(ECETOC, 2009) and should meet the nine criteria as laid out by Hill (1965). Obviously the
exposure should precede the effect and the effect should be determined by established criteria that
are generally accepted as valid measures to determine disease endpoints or symptom definitions.

Epidemiology data to be considered reliable and useful without restriction would come from
studies that employ accepted standards of rigor, e.g. population based cohort or case-control
studies where exposure of interest and outcome are well-defined, temporality is known, treatment
groups may be randomly assigned. The data are useful for quantifying a risk estimate for the
likelihood of a particular exposure resulting in a particular outcome of interest (e.g. disease,
injury). These experimental epidemiology studies (ECETOC, 2009) are assigned CoR 1, Reliable
without Restriction (Appendix B). In a blind clinical study random assignment of three injection
materials was used to treat 71 arthritic knees; 2 patients experienced increased pain (one received
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silicone fluid) and no other side effects were observed (Corbett et al, 1970). Van Schie et al
(2000) conducted a randomised double-blind trial among 29 diabetic neuropathic patients who
received plantar injections of the active treatment (silicone) or placebo control (saline). Results
confirmed the efficacy of silicone injections under metatarsal heads to reduce plantar pressures
and thereby reduce the risk of foot ulceration (Van Schie et al, 2000). Chasan (2007) advised that
the debate over the safety of silicone for soft tissue augmentation has spanned well over half a
century and yet, no longitudinal study, with appropriate follow-up data, has been conducted.

Research and data pertinent to silicone gel is directly relevant to PDMS because the lightly cross-
linked component of the gel is swollen with a high molecular weight PDMS fluid. The envelope
for a breast implant is a polysiloxane elastomer composed of high molecular weight PDMS cross-
linked between the polymer silicon atoms to form a 3-dimensional resin-like network of
extremely high molecular weight (Lane and Curtis, 2005). A small amount of PDMS fluid will
pass through the envelope (Barker et al, 1978). Since the 1994 assessment of linear PDMS many
epidemiology studies have looked for potential associations between silicone materials and a
variety of health outcomes and local complications.

Numerous epidemiology studies have examined a potential association between silicone gel-filled
medical devices (primarily breast implants) and a variety of connective diseases, cancer and local
complications. Since PDMS is the basic material for a variety of medical devices, these
epidemiology studies are useful in examining the safety profile of PDMS.

Connective tissue disease

More than 30 epidemiology studies by investigators affiliated with prestigious institutions
worldwide have addressed the question of whether silicone breast implants are associated with
increased risks for various connective tissue diseases (CTDs) and other rheumatic disorders
(Burns, 1994; Burns et al, 1996; Duffy and Woods, 1994; Dugowson et al, 1992; Edworthy et
al,1998; Englert and Brooks, 1994; Englert et al, 1996; Friis et al, 1997; Gabriel et al, 1994;
Giltay et al, 1994; Goldman et al, 1995; Hennekens et al, 1996; Hochberg et al, 1996; Lacey et
al, 1997, Lacey, 1998; Laing et al,1996; McLaughlin et al, 1994, 1995a,b; Nyrén et al, 1998;
Park et al, 1998a,b; Sanchez-Guerrero et al, 1995; Schusterman et al, 1993; Strom et al, 1994,
Teel, 1997; Weisman et al, 1988; Wells et al, 1994; Wigley et al, 1992; Wolfe, 1995). When
checking self-reported rheumatic conditions against medical records, Brinton et al (2004) found
an over-report of rheumatic diseases among women with breast implants and among women
without implants. They concluded that self-reporting of connective tissue disorders is influenced
by reporting and surveillance biases (Brinton et al, 2004). Medical record verification of CTD
diagnoses among 2,761 Danish women with breast implants found no significant increase in any
definite CTD or combined CTDs (standardised rate ratio (SRR) 1.4, 95% CI 0.9, 2.0) among
women with breast implants compared with women in the general population. Rates for
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unspecified rheumatism were elevated among women with breast implants (SRR 1.9, 95% CI 1.6,
2.2) and among women who had undergone other plastic surgery procedures (SRR 1.5 95% CI
1.4, 1.7). There was no increased risk for confirmed diagnosis of fiboromyalgia among women
with breast implants compared with women who had undergone other plastic surgery procedures
(hazard ratio 1.2, 95% CI 0.6, 2.1) (Fryzek et al, 2007). Holmich et al (2003a) identified intact
and ruptured breast implants via magnetic resonance imaging and found no difference in self-
reported CTD among women with ruptured breast implants compared with women with intact
implants.

Overwhelmingly the weight of medical and scientific evidence demonstrates that implants are not
associated with these conditions. Case-control and cohort studies from Sweden, Denmark,
Australia, Canada and the USA included a total of more than 550,000 women — 25,000 who had
implants. Many sought to include every woman with breast implants in an entire country or a
well-defined geographical area (Friis et al, 1997; Gabriel et al, 1994; Nyrén et al, 1998; Park et
al, 1998a,b). About half of these studies had no funding from breast implant manufacturers;
more importantly, the findings from all the studies were overwhelmingly consistent regardless of
their funding source or geographic location.

Only one study reported a marginally increased relative risk (Hennekens et al, 1996). Since this
study was based on self-reported data collected during the height of the controversy, the authors
cautioned that their preliminary findings may be due to a reporting bias. Subsequent research to
validate the self-reported diagnoses of CTD via medical record review, confirmed the diagnosis
for CTD among 22.7% of women with implants and 24% among women without implants. After
adjusting for confirmed cases, the relative risk of CTD associated with breast implants was 1.17
(95% CI 0.62, 1.90), i.e. not statistically significant (Karlson et al, 1999).

Several critical reviews and meta-analyses (Hochberg and Perlmutter, 1996; Silverman et al,
1996; Lamm 1998; Janowsky et al, 2000; Tugwell et al, 2001; Lipworth et al, 2004a),
summarised the findings of the controlled epidemiology studies and concluded with remarkable
consistency that breast implants are not causally associated with defined CTD or atypical CTD.
A review of the epidemiology studies published prior to 1998 can be found in Chapter 11l of the
National Science Panel report (Submission of Rule 706 National Science Panel Report, 1998)
prepared by a US court-appointed scientific panel of four respected independent scientists in the
areas of immunology, rheumatology, epidemiology and toxicology.

In addition, these studies were reviewed by a number of respected, independent bodies such as
Health Canada (1998), Australian Therapeutic Goods Administration (1998), German Federal
Institute for Medicine and Medical Products (1998), Gott and Tinkler (1994), UK Medical
Devices Agency (1997), UK Independent Review Group (1998) and the US Institute of Medicine
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(Bondurant et al, 2000). Consistently these independent bodies concluded there is no evidence of
a link between breast implants and CTD or a constellation of symptoms referred to as atypical
CTD.

Atypical connective tissue disease and other rheumatic conditions

With respect to atypical forms of CTD and other non-specific rheumatic conditions, the evidence
suggests there is no condition unique to silicone breast implants (Friis et al, 1997; Edworthy et al,
1998; Nyrén et al, 1998; Wolfe, 1999). The ‘atypical connective tissue disease’ reported in
women with implants appears to be fibromyalgia (sometimes called muscular rheumatism or
fibrositis), a common condition known to the medical community long before the development of
silicone breast implants (Wolfe, 1999).

The frequency with which fibromyalgia occurs is comparable among women with and without
implants. For example, a Swedish study of more than 7,000 women with breast implants and
3,300 women with breast reduction surgery found no difference in the risk for fibromyalgia
between these two groups of women (Nyrén et al, 1998). In a study of more than 14,000 Danish
women who had breast reduction surgery, breast implants (about 2,500 of the 14,000 women) or
breast cancer without implants, there was no association between breast implants and CTDs. The
investigators did report an excess of muscular rheumatism among these women regardless of
whether or not they had breast implants. The researchers concluded, “All cohorts in our study
had an excess of the nonspecific diagnostic code of muscular rheumatism, which includes
fibrositis and myalgia. A likely explanation of this finding would be that the excess of muscular
symptoms is related to breast surgery per se, rather to any systemic effect of silicone breast
implants.”(Friis et al, 1997). In a review of six epidemiology studies concerning fibromyalgia
among women with breast implants, Lipworth et al (2004b) concluded that the weight of
epidemiologic evidence consistently failed to support an association between breast implants and
fibromyalgia.

A Canadian study stated that women with implants self-reported more symptoms post-surgery
than women in the control group. They acknowledged that this excess might be attributed to a
selection or volunteer bias among women who participated in the study, to a recall bias due to the
media surrounding the controversy, or to local complications such as capsular contracture that
“...may lead to secondary symptoms such as muscle ache, numbness in the upper extremities,
muscle tension headaches and the sensation of stiffness. It is plausible that these symptoms are
mechanical in nature, rather than autoimmune.” (Edworthy et al, 1998).

In a study of 533 patients with fiboromyalgia, the author reported that “...FIB [fibromyalgia] is

associated with SBI [silicone breast implants] when SBI both before and after FIB onset are
considered together. Associations are not seen when only implants that preceded FIB are
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considered...” (Wolfe, 1995). Temporality, was not established, that is, the adverse outcome
must precede the suspected causal agent (Hill, 1965; ECETOC, 2009).

In its report, the National Science Panel concluded, “...many of these rheumatologic complaints
reported are common in the general population... No distinctive features relating to silicone
breast implants could be identified.” (Submission of Rule 706, 1998).

The 1997 US National Institutes of Health workshop on atypical rheumatic diseases and silicone
breast implants asked, “Given the current information, is there a reason to believe that a possible
association may exist between atypical connective tissue disease and silicone breast implants?”
The National Institutes of Health summary from the workshop stated: “Several studies have
addressed the possible health impact of breast implants. The conclusion of these studies is that
there is no association between implants and well-defined rheumatic disease such as rheumatoid
arthritis, lupus erythematosus or scleroderma.” Further, the panel concluded that “...before the
existence of an association between atypical rheumatic disease and silicone breast implants can
be substantively addressed, atypical rheumatic disease needs to be defined.” Unless a condition
can be defined, it cannot be measured and causality cannot be rigorously tested. If causality
cannot be tested, the two events, i.e. exposure and outcome, are merely coincidental findings.
The panel also recommended additional basic research on the components of silicone as well as
biological responses to silicone (NIAMS, 1997).

As research continued to evaluate a potential association between silicone breast implants and
autoimmune disease outcomes, findings were remarkably consistent with earlier reports (Breiting
et al, 2004; Fryzek et al, 2001, 2007; Kjaller et al, 2001; Jensen et al, 2001a,b; Laing et al, 2001).
For example, Fryzek et al (2001) found a wide range of self-reported symptoms among women
with breast implants compared to women with breast reduction surgery but concluded: “...the
lack of specificity and absence of dose-response relationships suggest that the excess of reported
symptom is not causally related to cosmetic implants.”

Breast cancer

In the plethora of legal claims regarding the potential health effects of silicone breast implants, it
is instructive to remember that the first scientifically testable hypotheses involved breast cancer.
Following a series of case reports and animal toxicology studies, it was postulated that women
with silicone breast implants might be at increased risk for breast cancer. One theory held that
implanted women might experience an increased incidence of carcinomas of the breast; another
that there might be an increase in sarcomas of the breast; and still another that the implants might
significantly delay cancer detection and thereby negatively impact the prognosis of those who did
develop the disease. All three have been tested and none is supported by the data derived from
controlled human health studies.
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Parenthetically, there were three major reasons why it was possible to rigorously test the original
hypotheses regarding silicone implants and breast cancer. One, breast cancer is a disease whose
definition is well established in the medical and scientific community. This meant that different
investigators could reliably study the same condition. Two, breast cancer is unfortunately a
disease that strikes a significant number of women worldwide. According to Kelsey and
Gammon, “it has been estimated by the American Cancer Society that 1 in 10 women will
develop breast cancer at some time during her life” and many of these will ultimately die of the
disease or its complications (Kelsey and Gammon, 1990). Three, because of its high frequency
and fearful consequences, breast cancer has been and continues to be a condition of interest to a
large number of investigators. As a consequence, it was possible to add questions regarding
breast implants into ongoing research studies and thereby obtain answers relatively rapidly.

Breast Cancer Incidence

Numerous epidemiology studies report that the breast cancer experience among women with
breast implants is equivalent to or more favourable than women who don’t have these medical
devices. One of the earliest was by Deapen and colleagues (Deapen et al, 1986). In a study of
3,111 women in Los Angeles, they observed 9 cases of breast cancer whereas 15.7 were expected
(observed to expected was 57%). Additional years of follow-up for this group, yielded
statistically significant reductions in breast cancer risk, 63% risk at 14.4 years (95% CI 42.8,
89.5) (Deapen et al, 1997) and 69% risk at 15.5 years of follow-up (95% CI 50, 93) (Deapen,
2007). Similar results were reported in a population-based study conducted by researchers
affiliated with the U.S. National Cancer Institute (Brinton et al, 1996). In this case-control study
of 2,174 breast cancer cases and 2,009 controls, the estimate of relative risk associated with
silicone breast implants was quite low (0.6, 95% CI 0.4, 1.0) and even lower risk among those
with breast implants for ten or more years (0.46, 95% CI 0.2, 0.9). In a retrospective cohort study
to examine breast cancer rates among women with breast implants from 18 plastic surgery clinics
in southern U.S., Brinton et al (2000) concluded that breast implants do not appear to alter the
risk for breast cancer. Based on data from the Surveillance Epidemiology and End Results
(SEER) Program of the National Cancer Institute, the researchers expected 152.2 cases of breast
cancer but found 136 cases. The standardised incidence ratio (SIR) was 0.9 (95% CI 0.8, 1.1). In
a state-wide study linking Connecticut hospital discharge files to the state tumour registry women
who had received breast implants were at no greater risk for breast cancer than women who
underwent tubal ligation surgery (Kern et al, 1997).

Findings based on data for 11,676 women who underwent cosmetic breast augmentation in the
Canadian province of Alberta showed fewer than half the expected number of cases of breast
cancer among women with breast implants (Berkel et al, 1992). Reanalysis of the data
maintained a decreased risk estimate (Bryant and Brasher, 1995). A cohort study of 24,558
women with breast implants from two Canadian provinces, Ontario and Quebec, found
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statistically significant reduced rates of breast cancer for women with implants compared with
both the general population and women having other plastic surgery procedures (Brisson et al,
2006).

Statistically significant reduced rates for breast cancer were seen among patients in France who
received breast reconstruction with silicone breast implants following breast cancer surgery (Petit
et al, 1994). Research in Denmark evaluated the health outcomes for 1,135 women hospitalised
for cosmetic breast implantation and reported equivalent rates for breast cancer; SIR was 1.0
(95% CI 0.4, 2.0) (Friis et al, 1997). With additional years of follow-up and inclusion of
outpatient plastic surgery practices, breast cancer remained less than expected although not
statistically significant (Mellemkjer et al, 2000; Friis et al, 2006). More than 2,000 Finnish
women with breast implants had fewer than expected cases of breast cancer compared with the
general population (SIR 0.9, 95% CI 0.6, 1.3) and even among those with more than 10 years of
exposure, rates remained less than expected (SIR 0.5, 95% CI 0.2, 1.0) (Pukkala et al, 2003).
Using a nationwide linked registry, investigators in Sweden identified women who had received
breast implants for non-medical (cosmetic) reasons (McLaughlin et al, 1995a). With an average
duration since implant of 11.7 years, they observed 7 breast cancers whereas 11.2 were expected
(SIR 0.63, 95% C1 0.3, 1.3). With additional years of follow-up, they observed 18 cases and 25.0
expected (SIR 0.7, 95% CI 0.4, 1.1) (McLaughlin et al, 1998) and with up to 37 years of follow-
up (mean 18.4 y, range 0.1 - 37.8 y) the incidence of breast cancer was below expectation (SIR
0.7, 95% C1 0.6, 1.0) (McLaughlin et al, 2006). In a pooled analysis of population-based studies
from Sweden and Denmark, Lipworth et al (2009), reported a statistically reduced risk for breast
cancer (SIR 0.73; 95% CI 0.58, 0.90).

In their review of silicone breast implants and cancer, Herdman and Fahey (2001) noted the
strikingly consistent epidemiology studies that show no association of silicone implants and
breast cancer. They concluded that “...there are sufficient studies of sufficient quality to support
a finding that there is no relationship between breast implants and breast cancer.” In their review
of surgical implants and carcinogenic risk to humans, the International Agency for Research on
Cancer (IARC, 1999) stated: “There is evidence suggesting a lack of carcinogenicity in humans
of breast implants, made of silicone, for female breast carcinoma.” In their review of the safety of
breast implants, the Institute of Medicine (Bondurant et al, 2000) concluded that the “...available
evidence does not support an association of silicone or silicone breast implants with experimental
carcinogenesis (other than rodent solid-state; carcinogenesis), primary or recurrent breast cancer,
breast sarcoma or other solid tumours, lymphoma or myeloma. If anything, evidence (though
limited) suggests a lower risk of breast cancer in women with silicone breast implants.”
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Detection of breast cancer

In response to concerns about the opacity of the breast implant and the possibility that it could
mask detection of breast tumours during mammography, several studies examined the size and
stage of the tumour at the time of detection as well as the survival rates for women with breast
implants and breast cancer. The studies consistently concluded that women with breast implants
who are diagnosed with breast cancer do not present at a later stage and do not experience a
poorer prognosis for survival (Birdsell et al, 1993; Clark et al, 1993; Brinton et al, 1996; Petit et
al, 1998; Brinton et al, 2000; Deapen et al, 2000; H6lmich et al, 2003b; Handel and Silverstein,
2006; McLaughlin et al, 2006; Friis et al, 2006). While numerous studies have disproven a
causal link between breast implants (and its component PDMS) and cancer, silicone fluid
migration from the implant or from injection may lead to granuloma formation. Palpable
granulomas may be indistinguishable from tumours without additional diagnostic measures.

Cancer at other sites

Among a Los Angeles cohort of women with breast implants (mean follow-up of 15.5 y), Deapen
et al (2007) found a deficit for breast cancer and a significant increase in cancer of the lung and
bronchus (SIR 2.14; 95% CI 1.42, 3.09) and vulvar cancer (SIR 3.47; 95% CI 1.39, 7.16).
Brinton et al (2001a) identified statistically significant increased rates for cancers of the stomach,
cervix, vulva and brain as well as for leukaemia among women with breast implants compared
with the general population. When compared with women undergoing other types of plastic
surgery procedures only respiratory and lung cancers were statistically elevated. In a pooled
analysis of Scandinavian women with breast implants, follow-up ranged from 0.1 to 37.8 years
(mean 16.6 y). Breast cancer incidence was statistically decreased and lung cancer was
statistically increased (SIR 1.64; 95% CI 1.10, 2.36) (Lipworth et al, 2009). Previous studies of
women in this population (Fryzek et al, 2000; Kjgller et al, 2003) showed a 2-fold increase in
smoking among women with breast implants leading the authors to conclude cigarette smoking as
the likely explanation for the excess lung cancer (Lipworth et al, 2009). Among 24,588 Canadian
women from Ontario and Quebec, Brisson et al (2006) found a statistically reduced incidence of
breast cancer (RR 0.64; 95% CI 0.53, 0.79) among women with breast implants when compared
with women who had other types of plastic surgery. There were no other significant findings for
any of the types of cancers included in the study. Cancer incidence among Finnish women with
breast implants revealed no significant excess or deficit for any type of cancer and the authors
found fewer than expected cases of breast cancer (Pukkala et al, 2002). Non-melanoma skin
cancer was statistically elevated among women with breast implants (SIR 2.1, 95% CI 1.5, 2.7),
but authors relate this to possible increased exposure to sun and indoor tanning facilities (Friis et
al, 2006).
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While Brinton et al (2001b) identified a significant increase in brain cancer among women with
implants compared with the general population, no excess of brain or nervous system cancer was
detected in a large Danish cohort (Mellemkjer et al, 2000) even when the cohort was followed
for an average of 12.7 years, with the longest implant duration being 30 years (Friis et al, 2006).
In addition, other cohorts showed no increased incidence of brain cancer (McLaughlin et al,
1998; Pukkala et al, 2002; Deapen et al, 2007; Lipworth et al, 2009). Use of death certificate
data in the Brinton et al (2001b) study may have contributed to the apparent elevated risk for
brain cancer since death certificates may reflect metastases from other sites rather than the brain
as the primary site (McLaughlin and Lipworth, 2004).

Women who received implants in private clinics showed a statistically elevated risk for non-
Hodgkin’s lymphoma; none of the 6 cases involved the breast as a primary site and their
histology was different. The variation in histology, primary site and elevated risk among women
from the public hospital argue against a causal relation with silicone implants (Friis et al, 2006).
A non-significant excess of non-Hodgkin’s lymphoma was found among Finnish women with
cosmetic breast implants (Pukkala et al, 2002), but three larger studies showed no elevation in
risk (Deapen and Brody, 1992; McLaughlin et al, 1998, 2006; Brinton et al, 2000). Thus, chance
is a likely explanation (Friis et al, 2006).

A small percentage of breast implants were manufactured with a polyurethane foam (PUF)
textured external surface. The US FDA (1996) evaluated the metabolism of PUF to toluene
diamine (TDA) and measurable, albeit extremely low, levels of TDA in the urine of women with
polyurethane coated implants. Based on these findings, the FDA recommended that “women
with polyurethane foam-covered breast implants should not have them removed based solely on
concerns about cancer from TDA.” There was one case of multiple myeloma in a study of
Swedish women (McLaughlin et al, 1998, 2006). There were no cases found among women
from Denmark (Friis et al, 1997, 2006), Finland (Pukkala et al, 2002) or the USA (Brinton et al,
2001a). Among 3,182 women in Los Angeles followed for 37,589 person-years there were no
plasma cell tumours observed when 0.57 cases would be expected (Deapen and Brody, 1995).

Nine cases of non-Hodgkin’s lymphoma (no case was in or near the breast) were identified
among women with breast implants (Lipworth et al, 2009). Deapen et al (2007) identified a non-
statistically elevated number of cases of non-Hodgkins lymphoma. Forty cases of anaplastic
large-cell kinase (ALK)-negative, T-cell, anaplastic non-Hodgkin lymphoma (T-ALCL) have
been reported among women with breast implants (Lechner et al, 2011). This case series
suggests that implants with a textured envelope, using the lost salt method, may lead to increased
risk for this rare malignancy. The US FDA (2011b) recently published a literature review
investigating the case reports of ALCL among women with breast implants and recommended
that health care providers report all cases to FDA.
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Sarcoma

The Oppenheimer effect is a phenomenon that occurs in rodents (Oppenheimer et al, 1948); there
IS no evidence that it operates in humans. And it is not a phenomenon unique to silicone.
Sarcomatous tumours occur at a fairly high frequency at the site of foreign bodies, up to 30 or
40%, when materials of a sufficient size and shape are implanted in rodents. This happens
irrespective of the chemical composition of the implanted material. It has been observed with
glass, gold, stainless steel, other metals used in medical devices, various types of non-silicone
polymers and even money (Brand et al, 1976; Moore and Palmer, 1977). Over ten years ago, the
Commissioner of the FDA concluded - vis-a-vis silicone breast implants — that these types of
tumours “are unlikely to occur in humans” and that insufficient evidence exists “to establish an
‘unreasonable and substantial risk’ that could be attributed to the device.” (Young, 1988; Wolfe,
1988). In their review of breast implants and cancer, Brinton and Brown (1997) note “... two
expert committees commissioned by the FDA to review this issue concluded that the tumors were
due to nonspecific solid-state carcinogenesis and that this phenomenon in rodents did not appear
to be relevant in humans.”

Epidemiology information indicates that humans are not at increased risk to solid state
tumorigenesis as evidenced by the number of humans with various types of implanted pins,
plates, staples, screws, sutures, shrapnel, shunts, tubes, pacemaker leads and other medical
devices. For example, Morgan and Elcock analysed data from a case-control study based on
military medical records (Morgan and Elcock, 1995). They found no statistically significant
association between soft tissue sarcomas and various types of orthopaedic materials or other
metal or plastic implants (odds ratio 0.5, 95% confidence interval 0.05 - 2.30).

Relative to breast implants, if the use of silicone materials resulted in the development of breast
sarcomas, one would expect to see an increase in the occurrence of these tumours in conjunction
with the increase in the use of breast implants over time. In such an ecologic study conducted in
the USA and based on the Surveillance, Epidemiology and End Results (SEER) data, May and
Stroup (1991) noted that the incidence rates for fibro-sarcoma and other soft-tissue sarcomas of
the breast among women were very low and did not increase over time. Furthermore, no
sarcomas of the breast were observed in various analytic epidemiology studies conducted in the
USA (Deapen et al, 1997), Denmark (Friis et al, 1997), Sweden (McLaughlin et al, 1998),
Canada (Birdsell et al, 1993) or Great Britain (Park et al, 1998a,b).

In summary, although solid state tumorigenesis is an interesting phenomenon that occurs in

rodents, medical implants — irrespective of material composition— are not related to an increased
risk of sarcomas in humans.
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Silicone to silica

In his document to the European Parliament, Garry (1999) cited numerous reports that allege an
immune response among women with silicone breast implants. In support of this contention, he
suggested that silicone from the implants breaks down to silica in the human body. This
hypothesis has been examined and discarded by numerous independent scientific bodies
including the science panel convened by Judge Jones in Oregon (which subsequently excluded
this work for consideration in litigation) (Stenzel-Poore, 1996), the IRG (1998) and the
Submission of Rule 706 National Science Panel (1998) convened by Judge Samuel Pointer under
the US Federal Rules of Evidence. Work by Shanklin and Smalley (1996) claimed to observe
crystalline silica via optical microscopy in tissues surrounding breast implants. This claim has
been refuted by Pasteris et al (1999) who state that, “Birefringent materials are common in breast
tissue from women with and without breast implants.” Further, they suggest that “...researchers
should be held to a more rigorous standard than polarized-light microscopy for the identification
of foreign materials in tissue.”

In support of their hypothesis of the degradation of silicone to silica with a resulting cell-
mediated immune response, Smalley et al (1995) developed a blood test to use as a screening and
diagnostic tool among women with breast implants and their offspring (Shanklin, 1997). In a
blind test of this procedure, Young (1996) submitted sera from women with and without breast
implants. There were no discernible differences in the results, that is, the test results were not
reliable based on the presence or absence of exposure to silicone.

In sharp contrast to the careful reviews of the scientific literature in this controversy, others have
made unfounded recommendations, some of which are dangerous. For instance, some doctors
suggest that women with breast implants have them removed before they get pregnant (Cohen,
1996). Carried to the extreme, this precautionary guidance led to further musing that women with
breast implants who are pregnant consider getting an abortion (WNBC, 1994). One doctor
recommended that children of mothers with breast implants be tested and treated with an
antimalarial drug (Shanklin, 1997) that is also used in treatment of CTD. According to
physicians with the Motherisk Team at the Hospital for Sick Children in Toronto, this drug was
“...never approved for use in children and is highly toxic to them in overdose” (Koren and Ito,
1998).
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10. HAZARD (RISK) ASSESSMENT

The total worldwide use of PDMS was estimated to be 238 kt in 2007, including 77 kt in the
27 member states of the EU (‘EU-27’), 68 kt in the USA, 7 kt in Japan and 86 kt in the rest of the
world. A percentage breakdown of uses in the EU-27 is given in Table 14. The fractions, apart
from sealants, include the volumes sold via distributors (CES, 2010).

Table 14: Uses of PDMS in the EU-27 in 2007 (CES, 2010)

Fraction (%) Use

Processing aid

45 Defoamer / antifoam
35 Release agent
8.3 Detergent

Cosmetic, toiletry, medicinal / pharmaceutical

0.2 Antiperspirant
17.6 Skin and hair care
1.9 Medicinal / pharmaceutical
1.4 Polish, coating
1.6 Paper coating
10.2 Textile
8.2 Chemical intermediate
Other
6.4 Electrical
15 Mechanical fluid
229 Sealant
13 Reprography
0.4 Heat transfer fluid
10.1 Miscellaneous

PDMS fluids are colourless and their vapour pressure is not measurable. PDMS is stored under
nitrogen and transported in closed containers. They are not classified as dangerous under
European or other chemical laws or under international transport regulations. Special packaging
and labelling is not required.
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10.1 Environment

According to the EU guidance on risk characterisation, environmental risk assessment is
conducted by comparing the predicted environmental concentration (PEC) with the predicted no
effect concentration (PNEC) in order to determine a risk characterisation ratio (RCR). A RCR
> 1 highlights a potential cause for concern (ECHA, 2008c).

For single substances, the computer model EUSES (European Union System FOR THE
Evaluation of Substances) is normally used for calculating the RCR. This model is not
suitable for polymers. Therefore the approach taken here has been to use measured
concentrations as the PECs and to compare these with PNECs derived from the most
environmentally relevant compartments. The PNEC is derived from the no observed effect
concentration (NOEC) from a chronic study divided by an appropriate assessment factor.
The assessment factor depends on the number of studies available at different trophic levels.
Where three long-terms studies are available on three trophic levels, the assessment factor
is 10. (ECHA, 2008b).

A series of studies measuring the concentrations of PDMS in different environmental
compartments were made pre-1990 and are summarised in Fendinger et al (1997a). These
studies tended to concentrate on likely worst case scenarios such as the outfalls of waste
water treatment plants that had not been modernised and soils receiving high loadings of
sewage sludge waste. The approach therefore taken has been to take a 90" percentile
concentration as being the PEC value as recommended by EPA (US EPA, 1989 cited by
Powell et al, 1999).

10.1.1 PNEC calculations

Aquatic environment

As the solubility in water of PDMS is not measurable using currently available techniques
and the substance is rarely if ever detected in water, aquatic toxicity testing using the aqueous
phase has never been a priority. Thus most of the studies pre-date the need for GLP
compliance and the use of recognised protocols. Furthermore the algal toxicity data are
inadequate and the only available chronic fish study, the fish early life-stage test, was judged
to be not reliable. The weight of evidence is that no adverse effects have been observed even
at concentrations far in excess of the water solubility or via long-term feeding.

The feeding study is equivalent to a very high exposure, which could not be achieved via the

water. Therefore, in the absence of chronic effects, it was not possible to calculate a PNEC
and consequently a traditional RCR has not been derived for the aquatic phase. Even though a
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RCR cannot be calculated, one can be estimated. Given the fact that the PNEC is greater than the
water solubility and the PEC is less than water solubility, the RCR must therefore be < 1.

For the sediment phase, three long-term NOECs are available for the algivorous Hyallela
azteca, the detritus-feeding Chironomus tentans and the worm Nereis diversicolor (Table 9).
The studies performed to date have failed to show any adverse effects so it is therefore not
possible to derive a NOEC. The estimated NOEC would be > 1,000 mg/kg. Since results on
three trophic levels are available, then PNECs.giment Value can be estimated as being > 100 mg/kg.

Terrestrial environment

For risk assessment, chronic NOECs are available for three organisms, representing three
trophic levels (Table 10). No effects were seen in the earthworm Eisenia foetida or soil
microflora (NOEC > 1,000 mg/kg dry weight). An assessment factor of 10 is therefore
applied to the lowest NOEC, in this case, for the springtail (Folsomia candida) of 230 mg/kg
dry weight. The PNEC is therefore 23.0 mg/kg dry weight in soil.

10.1.2 PEC calculations
Aquatic environment

The aquatic environment has not been addressed as PDMS is effectively insoluble in water
and no valid environmental measurements therefore exist.

Fendinger et al (1997a) plotted the concentration distributions of PDMS in sediments and the
90th percentile concentration determined by regression. This analysis demonstrates that at
more than 90% of the locations, PDMS concentrations in sediment are < 26 mg/kg. The 90"
percentile concentration was selected for the basis of the exposure assessment, because it is
considered a reasonable worst-case exposure concentration.

None of the values used in this assessment exceeded 100 mg/kg.

The sediment monitoring data used Fendinger in this assessment did not include samples
collected from the New York Bight (Pellenbarg, 1979a) or samples collected by Powell et al
(1999) from the Little Calumet River. The samples collected from the New York Bight
(maximum concentration 125 mg/kg) were not included in this analysis, because the
sediments from this location represent PDMS loadings that would occur from off-shore
sludge disposal, which is no longer practiced. Samples collected by Powell et al (maximum
concentration 314 mg/kg, mean 78 mg/kg) from the Little Calumet River were not included
in the assessment, because some of these samples were collected from a man-made canal
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whose only source of water is one of Chicago's primary WWTPs. The man-made canal
directs effluent flow from the treatment site into the upper portions of the Calumet River and
is not considered a natural waterway.

Terrestrial risk assessment

Fendinger et al (1997a) also plotted the concentration distributions of PDMS in soils and
determined the 90th percentile concentration by regression. This analysis demonstrates that at
more than 90% of the locations, PDMS concentrations in soils are < 17 mg/kg. The 90th
percentile concentration was selected for the basis of the exposure assessment, because it is
considered a reasonable worst-case exposure concentration.

In the analysis by Fendinger, monitoring information from locations representative of sludge
amendment practices common at the time were used, along with sediments collected in the
vicinity of treatment plants representative of current treatment practices. Measurements from
pristine soils and sediments were not included in the analysis, because the intent was to evaluate
the range of concentrations in soils and sediments influenced by sources of PDMS. Based on
these criteria, sludge amended soils that had received cumulative sludge loadings of > 1,000 t/ha
were not included as part of the assessment. The 1,000 t/ha cumulative sludge amendment level
(which represents a 10 t/'y amendment for 100 y) was chosen because this cumulative sludge
amendment level is the same as that used in the US EPA (2002) risk assessment calculations for
sludge disposal.

10.1.3 Risk characterisation ratio
Aquatic environment

The RCR for the water phase has not been calculated for reasons outlined above.

It is also not appropriate to calculate the RCR for sediment as no adverse effects have been
observed, however it is possible to estimate that the PNEC is > 100 mg/kg.. The ratio of the PEC
(26 mg/kg) to PNEC (> 100 mg/kg) is < 0.26. This value is below one and demonstrates that
PDMS does not pose a threat to the sediment phase in the environment.

Terrestrial Environment

The RCR for the terrestrial environment is the ratio of the PEC (17 mg/kg) to PNEC (23 mg/kg),
i.e. 0.74. This value is below one and demonstrates that PDMS does not present a risk to the
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terrestrial environment. This can be regarded as a conservative value given that it is based on
outdated sludge amendment practices

10.2 Animal/Human Health
PDMS has a low order of toxicity.

PDMSs ranging in viscosity from 10 cSt to over 100,000 cSt have been subjected to a wide range
of safety studies. These studies include acute, subacute, subchronic, chronic and carcinogenicity
studies as well as dermal and eye irritation, skin sensitisation, mutagenicity,
developmental/reproductive and immunotoxicity studies. In all of these studies, PDMS exhibited
a low order of toxicity.

In acute oral studies, the LDs, was > 2 g/kgbw in one study and > 5 g/kgbw in another study. The
acute dermal and i.p. LDso was > 2 g/kgbw and in an acute aerosol inhalation study, the median
lethal concentration LCso was > 696 mg/m® and > 11,582 mg/m® for 10,000 cSt and 100,000 cSt
PDMS, respectively. PDMS was shown to be essentially non-irritating in both dermal and eye
irritation studies and was considered a non-sensitiser in a Guinea Pig Maximisation Test.

No clinical signs of toxicity and no microscopic lesions were observed in selected tissues with
10 ¢St or 350 ¢St PDMS in subacute feeding studies at concentrations up to 10% (100,000 ppm)
in the diet. The NOAEL for both of these materials in these studies was > 100,000 ppm. In a
subacute dermal study with 350 cSt PDMS, the NOAEL was > 1 g/kgbwr/d.

Four subchronic oral feeding studies have been conducted with 10, 35, 350 or 1000 cSt PDMS.
Feed concentrations of PDMS in these studies ranged from 0.5% (5,000 ppm) to 5.0% (50,000
ppm). The NOAEL from these studies was > 50,000 ppm (5%).

A combined chronic/carcinogenicity feeding study with 10 cSt PDMS was conducted with doses
ranging from 0 to 1,000 mg/kgbw/d. No test material pre-neoplastic or neoplastic changes were
observed and the NOAEL for this study was > 1,000 mg/kgbw/d. Furthermore, PDMS with
viscosities ranging from 50 ¢St to 60,000 cSt are non-mutagenic.

No effects were seen in reproductive or developmental studies with 350 cSt PDMS. The NOAEL
for these studies was > 1,000 mg/kgbw/d and no significant immunotoxicity effects have been
observed.

Pharmacokinetic studies using oral doses of *C-PDMS 10 or 350 cSt up to 1,000 mg/kgbw,

which included whole body autoradiography, showed no significant radioactivity outside of the
gastrointestinal tract. Virtually all (99.6 - 99.8%) of the recovered dose was in faeces.
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Pharmacokinetic studies with 10 or 350 cSt **C-PDMS indicated very little, if any, dermal
absorption (< 0.5%).

PDMS with a viscosity of 10 cSt has a number-average molecular weight of 1,300 and this
material has been shown to have a very low or non-existent dermal or oral absorption (< 0.5%).
Therefore, any PDMS with a viscosity > 10 ¢St would also have essentially no potential for
percutaneous penetration. This has been shown to be true in virtually all of the safety studies
conducted to date with any PDMS with a viscosity > 10 cSt. PDMS has a very low order of
acute, subacute, subchronic, reproductive/developmental, chronic/carcinogenicity and
immunological toxicity. The NOAELSs in these studies have been shown to be greater than the
highest dose tested. Likewise, these materials are non-irritating and are non-sensitisers.
Therefore, PDMS in not expected to show a significant risk to human health when used in
applications applied to the skin.

Table 15 provides a list of the NOAEL derived from the various safety studies conducted on
PDMS of various viscosities.
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Table 15: No observed adverse effect levels from PDMS studies

Viscosity (cSt) Route NOAEL Reference

Subacute (ppm) (%)

10 Oral > 100,000 10 Tompkins, 1995a

350 Oral > 100,000 10 Tompkins, 1995b
(mg/kghw)

350 Dermal > 1,000 Blee, 1999b

Subchronic (ppm)

35, 350, 1,000 Oral > 100,000 10 Hoffman et al, 1989

35, 350, 1,000 Oral > 100,000 10 Manston et al, 1989

10 Oral > 50,000 5 Tompkins, 1995d

350 Oral > 50,000 5 Tompkins, 1995c

35 Oral > 50,000 5 King and Siddiqui, 1989

Chronic (mg/kgbw)

10 Oral > 1,000 Mertens, 2003

Carcinogenicity (mg/kgbw)

10 Oral > 1,000 Mertens, 2003

Reproductive (mg/kgbw)

350 Oral > 1,000 Campbell and Sewell, 1969

350 Dermal > 3,000 Campbell and Sewell, 1969

Gel Implant > 28,500 Siddiqui, 1994a,b

Developmental (mg/kghw)

Gel Implant > 28,500 Siddiqui, 1994a,b

10, 350 Oral > 1,000 Blee, 1999c,d

No adverse effects have been seen in virtually all safety studies conducted on PDMS ranging in
viscosities from 10 to > 100,000 cSt. The NOAELs in these studies have always been greater
than the highest dose tested in the study (Table 15). No PDMS with a viscosity > 10 ¢St has
shown eye or dermal irritation, or dermal sensitisation. All have been shown to be non-
mutagenic. Both oral and dermal pharmacokinetic studies conducted with 10 ¢St or 350 cSt
PDMS have shown essentially no potential for absorption. Therefore, any PDMS with a viscosity
> 10 cSt is not anticipated to pose an undue risk to human health.

10.3 Summary and Conclusion

Extensive environmental, animal and epidemiology studies have been conducted on PDMS. In
all cases PDMS has been shown to pose little or no risk to the environment or human health.

100 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

11. BIBLIOGRAPHY

11.1 References quoted

The following references were consulted by the Task Force and are quoted in the report. The list
includes some references cited by other authors [indicated in square brackets].

AATS. 1985. Organosiloxanes in fresh water and salt water sediments. Unpublished report. Ann Arbor Technical Services,
Michigan, USA. TSCA docket OPTS-42071, Washington, DC. Silicones Health Council, Herndon, Virginia, USA.

Aboutaleb H, Bolduc S, Upadhyay J, Farhat W, Bégli DJ, Khoury AE. 2003. Subureteral polydimethylsiloxane injection
versus extravesical reimplantation for primary low grade vesicoureteral reflux in children: A comparative study. J Urology
169:313-316.

Agrawal R, Soni M, Biswas J, Sharma T, Gopal L. 2002. Silicone oil-associated optic nerve degeneration. American J
Ophthalmology 133:429-430.

AISE. 2005. Appendix F: Table of habits and practices for consumer products in western Europe. In HERA, ed. Human and
environmental risk assessment on ingredients of household cleaning products, guidance document methodology.
Association Internationale de la Savonnerie, de la Détergence et des Produits d“Entretien (AISE), Brussels, Belgium. CEFIC
(European Chemical Industry Council), Brussels, Belgium, p 85-86.

Allen RB, Kochs P, Chandra G. 1997. Industrial organosilicon materials, their environmental entry and predicted fate. In
Chandra G, ed. The handbook of environmental chemistry: Organosilicon materials, vol 3 part H. Springer Press, Berlin,
Germany, pp. 1-25.

Andersen IL. 2010. Wacker AK350: Toxicity test with the marine amphipod Corophium volutator. Eurofins Norsk
Miljgananlyse, Stavanger, Norway. Wacker-Chemie, Burghausen, Germany.

Anderson C, Hochgeschwender K, Weidmann H, Wilmes R. 1987.Studies of the oxidative photoinduced degradation of
silicones in the aquatic environment. Chemosphere 16:2567-2577.

Andriot M, DeGroot JV, Meeks R, Gerlach E, Junck M, Wolf AT, Cray S,. Easton T, Mountney A; Leadley S;. Chao SH,
Colas A, de Buyl F, Dupont A, Garaud JL, Gubbels F, Lecomte JP, Lenoble B, Stassen S, Stevens C, Thomas X; Shearer G.
2007. Silicones in industrial applications. In De Jaeger R, Gleria M, eds. Inorganic polymers. Nova Publishers, Hauppauge,
New York, USA, pp 61-161.

Annelin RB, Chandra G. 1997. Acute toxicity tests of water soluble fraction and water accommodated fractions of
polydimethylsiloxane fluids with Daphnia Magna under static exposures. Unpublished report 10000-44119 Dow Corning,
Midland, Michigan, USA.

Annelin RB, Frye CL. 1989. The piscine bioconcentration characteristics of cyclic and linear oligomeric
permethylsiloxanes. Sci Total Environ 83:1-11.

Annelin RB, Galbraith TW, Siddiqui WH. 1989. Single and repeated dose pharmacokinetic studies of
polydimethylsiloxanes in the rat. Unpublished report 10005-2581. Dow Corning, Midland, Michigan, USA.

Ashley FL, Rees TD, Ballantyne DL, Galloway D, Machida R, Grazer F, McConnell DV, Edigington T, Kiskadden W.
1965. An injection technique for the treatment of facial hemiatrophy. Plast Reconstr Surg 35:640-648.

Ashley FL. 1983. A serious complication following medical-grade silicone injection of the face, Discussion. Plast Reconstr
Surg 254 [Comment on Achauer, 1983].

Aunaas T, Altin D. 1996a. Acute toxicity to the marine copepod Acartia tonsa, test substance Wacker Silicone fluid AK 10.
Unpublished report 504/4. Sintef Applied Chemistry, Trondheim, Norway. Wacker-Chemie, Burghausen, Germany.

Aunaas T, Altin D. 1996b. Acute toxicity to the marine amphipod Corophium sp, test substance Wacker Silicone fluid
AK 10. Unpublished report 504/7. Sintef Applied Chemistry, Trondheim, Norway. Wacker-Chemie, Burghausen,
Germany.

Aunaas T, Brakstad OG. 1996. Acute toxicity to the marine alga Skeletonema costatum of Wacker Silicone fluid AK 10.
Unpublished report 504/1, amendment to report 504/1. Sintef Applied Chemistry, Trondheim, Norway. Wacker-Chemie,
Burghausen, Germany.

Auriol S, Pagot-Mathis V, Mahieu L, Lemoine C, Mathis A. 2008. Efficacy and safety of heavy silicone oil Densiron 68 in
the treatment of complicated retinal detachment with large inferior retinectomy. Graefes Arch Clin Exp Ophthalmol
246:1383-1389.

ECETOC JACC No. 55 101



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Australian Therapeutic Goods Administration. 1998. Breast implant information booklet, 2nd edition. Commonwealth
Department of Health and Family Services TGA, Woden, Australian Capitol Territory, Australia.
www.health.gov.au/tga/breasti.htm

Balkin SW. 2005. Injectable silicone and the foot: A 41-year clinical and histologic history. Dermatol Surg 31:1555-1560.

Barker DE, Retsky MI, Schultz S. 1978. “Bleeding” of silicone from bag-gel breast implants, and its clinical relation to
fibrous capsule reaction. Plast Reconstr Surg 61:836-841.

Batley GE, Hayes JW. 1991. Polyorganosiloxanes (silicones) in the aquatic environment of the Sydney region. Aust J Mar
Freshwater Res 42:287-293.

Bekerecioglu M, Onat AM, Tercan M, Buyukhatipoglu H, Karakok M, Isik D, Bulut O. 2008. The association between
silicone implants and both antibodies and autoimmune diseases. Clin Rheumatol 27:1077-1078.

Bellama JM, Meyer SR, Pellenbarg RE. 1991. Detection of environmental polyorganosiloxanes (silicones) by silicon-29
NMR spectroscopy. Appl Organomet Chem 5:107-109.

Benedetto AV, Lewis AT. 2003. Injecting 1000 centistoke liquid silicone with ease and precision. Dermatol Surg 29:211-
214,

Berger RA. 1966. Dermatologic experience with liquid silicones. N'Y State J Med 66:2523-2526.

Berkel H, Birdsell DC, Jenkins H. 1992. Breast augmentation: A risk factor for breast cancer? N Engl J Med 326:1649-
1653.

Bienert K. 1984. Bestimmung von Formaldehyd bei der thermischen Behandlung von Siliconoelen.  Personal
communication. Wacker Chemie, Burghausen, Germany.

Birdsell DC, Jenkins H, Berkel H. 1993. Breast cancer diagnosis and survival in women with and without breast implants.
Plast Reconstr Surg 92:795-800.

Blee MAB. 1999a. Toxicity study of Dow Corning 200 fluid, 10 cSt by dermal administration to rabbits for 28 days.
Unpublished report 10000-46436. Dow Corning, Midland, Michigan, USA.

Blee MAB. 1999b. Toxicity study of Dow Corning 200 fluid, 350 cSt by dermal administration to rabbits for 28 days.
Unpublished report 10000-46437. Dow Corning, Midland, Michigan, USA.

Blee MAB. 1999c. Dow Corning 200 fluid, 10 cSt: Study of embryo-fetal toxicity in the rabbit by dermal administion.
Unpublished report 10000-46434. Dow Corning, Midland, Michigan, USA.

Blee MAB. 1999d. Dow Corning 200 fluid, 350 cSt: Study of embryo-fetal toxicity in the rabbit by dermal administion.
Unpublished report 10000-46435. Dow Corning, Midland, Michigan, USA.

Bluestar Silicones. 2010. Safety data sheet Silcolapse 430, version 5.01. Bluestar Silicones France. Lyon, France.

Bomhard E. 1983. Baysilicone M 1000. Untersuchungen zur akuten, oralen Toxizitdt an ménnlichen und weiblichen
Wistar-Ratten. Unpublished report. Bayer, Wuppertal, Germany.

Bondurant S, Ernster V, Herdman R, eds. 2000. Safety of silicone breast implants. Committee on the Safety of Silicone
Breast Implants. Division of Health Promotion and Disease Prevention, Institute of Medicine, Washington, DC,
USA.National Academy Press, Washington, DC, USA. www.nap.edu/openbook.php?isbn=0309065321

Bradley SG, Munson AE, McCay JA, Brown RD, Musgrove DL, Wilson S, Stern M, Luster MI, White KL. 1994a.
Subchronic 10 day immunotoxicity of polydimethylsiloxane (silicone) fluid, gel and elastomer and polyurethane disks in
female B6C3F; mice. Drug Chem Toxicol 17:175-220.

Bradley SG, White KL, McCay JA, Brown RD, Musgrove DL, Wilson S, Stern M, Luster MI, Munson AE. 1994b.
Immunotoxicity of 180 day exposure to polydimethylsiloxane (silicone) fluid, gel and elastomer and polyurethane disks in
female B6C3F; mice. Drug Chem Toxicol 17:221-269.

Braley S. 1970. Silicone fluids with added adulterants. Letter to the editor. Plast Reconstr Surg 45:288.

Braley S. 1971. The status of injectable silicone fluid for soft tissue augmentation. Plast Reconstr Surg 47:343-344.
Braley SA. 1964. Editorial: Commentary on silicones. Plast Reconstr Surg 34:632.

Brand KG, Johnson KH, Buoen LC. 1976. Foreign body tumorigenesis. CRC Crit Rev Toxicol 4:353-394.

Branton M, Bivins AD, Terrado LTR, Green M, Langley R, Campbell D, Sutter M, Schier J, Lando J, Patel PR, Jhung M,
Goode B, Moore ZS. 2008. Acute renal failure associated with cosmetic soft-tissue filler injections - North Carolina, 2007.
MMWR 57:453-456.

Breger LT, Greene DS, Anslow JA. 1994. Study of the tolerance to a Dow-Corning food additive. Unpublished report
10000-39155. Dow Corning, Midland, Michigan, USA.

102 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Breiting VB, Hoélmich LR, Brandt B, Fryzek JP, Wolthers MS, Kjaller K, McLaughlin JK, Wiik A, Friis S. 2004. Long-
term health status of Danish women with silicone breast implants. Plast Reconstr Surg 114:217-226.

Brinton LA, Brown SL. 1997. Breast implants and cancer. 1997. J Natl Cancer Inst 89:1341-1349.

Brinton LA, Buckley LM, Dvorkina O, Lubin JH, Colton T, Murray MC, Hoover RN. 2004. Risk of connective tissue
disorders among breast implant patients. Am J Epidemiol 160:619-627.

Brinton LA, Lubin JH, Burich MC, Colton T, Brown SL, Hoover RN. 2001a. Cancer risk at sites other than the breast
following augmentation mammoplasty. Ann Epidemiol 11:248-256.

Brinton LA, Lubin JH, Burich MC, Colton T, Brown SL, Hoover RN. 2000. Breast cancer following augmentation
mammoplasty (United States). Cancer Causes Control 11:819-827.

Brinton LA, Lubin JH, Burich MC, Colton T, Hoover RN. 2001b. Mortality among augmentation mammoplasty patients.
Epidemiology 12:321-326.

Brinton LA, Malone KE, Coates RJ, Schoenberg JB, Swanson CA, Daling JR, Stanford JL. 1996. Breast enlargement and
reduction: Results from a breast cancer case-control study. Plast Reconstr Surg 97:269-275.

Brisson J, Holowaty EJ, Villeneuve PJ, Xie L, Ugnat AM, Latulippe L, Mao Y. 2006. Cancer incidence in a cohort of
Ontario and Quebec women having bilateral breast augmentation. Int J Cancer 118:2854-2862.

Bruggeman A, Weber-Fung D, Opperhuizen A, van der Steen J, Wijbenga A, Hutzinger O. 1984. Absorption and retention
of polydimethylsiloxanes (silicones) in fish: Preliminary experiments. Toxicol Environ Chem 7:287-296.

Bryant H, Brasher P. 1995. Breast implants and breast cancer: Reanalysis of a linkage study. N Engl J Med 332:1535-1539.

Buch RR, Ingebrigtson DN. 1979. Rearrangement of poly(dimethylsiloxane) fluids on soil. Environ Sci Technol 13:676-
679.

Buch RR, Lane TH, Annelin RB, Frye RB, Frye CL. 1984. Photolytic oxydative demethylation of aqueous
dimethylsiloxanols. Environ Toxicol Chem 3:215-222.

Budde M, Cursiefen C, Holbach LM, Naumann GOH. 2001. Silicone oil-associated optic nerve degeneration. American J
Ophthalmology 131:392-394.

Burgess IF. 2009. The mode of action of dimeticone 4% lotion against head lice, Pediculus capitis. BMC Pharmacol
9:3.doi: 10.1186/1471-2210-9-3.

Burns CG. 1994. The epidemiology of systemic sclerosis: A population-based case-control study. PhD thesis. University of
Michigan, Ann Arbor, Michigan, USA.

Burns CJ, Laing TJ, Gillespie BW, Heeringa SG, Alcser KH, Mayes MD, Wasko MCM, Cooper BC, Garabrant DH,
Schottenfeld D. 1996. The epidemiology of scleroderma among women: Assessment of risk from exposure to silicone and
silica. J Rheumatol 23:1904-1911.

Campbell AH, Sewell WR. 1969. Effects of three silicones (Dow Corning 556 fluid, Dow Corning 360 medical fluid —
350 centistokes and Dow Corning MDX4-4122) on reproductive organs of male rats and rabbits. Unpublished report 1993-
10000-38790. Dow Corning, Midland, Michigan, USA.

Carpenter J. 1996. The degradation of polydimethylsiloxanes (PDMS) on sediment. Unpublished report. General Electric
Corporate R&D, Schenectady, NewYork, USA. Silicones Environmental Health and Safety Council, Washington, Virginia,
USA.

Carpenter JC, Cella JA, Dorn SB. 1995. Study of the degradation of polydimethylsiloxanes on soil. Environ Sci Technol
29:864-868.

Carpenter JC, Gerhards R. 1997. Methods for the extraction and detection of trace organosilicon materials in environmental
samples. In Chandra G, ed. Handbook of environmental chemistry: Organosilicon materials. Springer, Berlin, Germany, p
27-51.

CES. 2010. Trimethyl endblocked PDMS sales (CAS Nr. 63148-62-9). Personal communication [with revised calculation].
M. de Poortere. Centre Européen des Silicones, Brussels, Belgium.

Chasan PE. 2007. The history of injectable silicone fluids for soft-tissue augmentation. Plast Reconstr Surg 120:2034-2043.

CHPC. 2009. Consumer Health Protection Committee, Committee of Experts on Materials Coming into Contact with Food.
Policy statement concerning ion exchange and adsorbant resins in the processing of foodstuffs, version 3, 28.1.2009. Partial
Agreement in the Social and Public Health Field. Council of Europe, Brussels, Belgium.
www.coe.int/t/e/social_cohesion/soc-sp/public_health/food_contact

ECETOC JACC No. 55 103



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

CIR. 2003. Final report on the safety assessment of stearoxy dimethicone, dimethicone, methicone, amino bispropyl
dimethicone, aminopropyl dimethicone, amodimethicone, amodimethicone hydroxystearate, behenoxy dimethicone, C24-28
alkyl methicone, C30-45 alkyl methicone, C30-45 alkyl dimethicone, cetearyl methicone, cetyl dimethicone, dimethoxysilyl
ethylenediaminopropyl dimethicone, hexyl methicone, hydroxypropyldimethicone, stearamidopropyl dimethicone, stearyl
dimethicone, stearyl methicone, and vinyldimethicone. Nair B, EImore ER, Cosmetic Ingredient Review, Washington DC,
USA. IntJ Toxicol 22 Suppl 2:11-35 [Review; CoR 4b].

Clark CP, Peters GN, O’Brien KM. 1993. Cancer in the augmented breast: Diagnosis and prognosis. Cancer 72:2170-2174.

Clark CR, Marshall TC, Merickel BS, Sanchez A, Brownstein DG, Hobbs CH. 1979. Toxicological assessment of heat
transfer fluids proposed for use in solar energy applications. Toxicol Appl Pharmacol 51:529-535.

Codex Alimentarius Commission. 2010. Codex general standard for food additives, codex stan 192-1995, revision
11.www.codexalimentarius.net/web/standard_list.do?lang=en

Cohen S. 1996. Toxic legacy? SHAPE May 1996:50, 52-54.

Colas A, Curtis J. 2004. Silicone biomaterials: History and chemistry. In Ratner BD, Hoffman AS, Schoen FJ, Lemons JE,
eds. Biomaterials science, 2nd ed. Elsevier Academic Press, San Diego, California, USA, pp 80-86.

Coleman DG. 1998. Skin sensitization study of Dow Corning 200 fluid 350 ¢St using the guinea pig maximization test.
Unpublished report 10000-45566. Dow Corning, Midland, Michigan, USA.

Coleman DG. 1998. Skin sensitization study of Dow Corning, 200 fluid 10 ¢St using the guinea pig maximization test.
Unpublished report 10000-45565. Dow Corning, Midland, Michigan, USA.

Collins MK. 1998. Polydimethylsiloxane (PDMS) — Chronic toxicity to collembola (Folsomia candida) during a 28-day soil
exposure.  Unpublished report SLI 96-9-6655. Springborn Laboratories,Wareham, Massachusetts, USA. Silicones
Environmental Health and Safety Council, Reston, Virginia, USA.

Corbett M, Seifert MH, Hacking C, Webb S. 1970. Comparison between local injections of silicone oil and hydrocortisone
acetate in chronic arthritis. Br Med J 1:24-25.

Craig NCD, Caunter JE. 1990. The effects of polydimethylsiloxane (PDMS) in sediment on the polychaete worm Nereis
diversicolor. Chemosphere 21:751-7509.

Crompton TR. 1989. Analysis of organosilicon compounds, chapter 6. In Patai S, Rappoport Z, eds. The chemistry of
organic silicon compounds. John Wiley and Sons, New York, USA.

Cutler MG, Collings AJ, Kiss IS, Sharratt M. 1974. A lifespan study of a polydimethylsiloxane in the mouse. Fd Cosmet
Toxicol 12:443-450.

Deapen D. 2007. Breast implants and breast cancer: A review of incidence, detection, mortality, and survival. Plast
Reconstr Surg 120 Suppl 1:70S-80S.

Deapen DM, Bernstein L, Brody GS. 1997. Are breast implants anticarcinogenic? A 14-year follow-up of the Los Angeles
study. Plast Reconstr Surg 99:1346-1353.

Deapen DM, Brody GS. 1992. Augmentation mammaplasty and breast cancer: A 5-year update of the Los Angeles study.
Plast Reconstr Surg 89:660-665.

Deapen DM, Brody GS. 1995. Correspondence re: Induction of plasmacytomas with silicone gel in genetically susceptible
strains of mice. J Natl Cancer Inst 87:315.

Deapen DM, Hamilton A, Bernstein L, Brody GS. 2000. Breast cancer stage at diagnosis and survival among patients with
prior breast implants. Plast Reconstr Surg105:535-540.

Deapen DM, Hirsch EM, Brody GS. 2007. Cancer risk among Los Angeles women with cosmetic breast implants. Plast
Reconstr Surg 119:1987-1992.

Deapen DM, Pike MC, Casagrande JT, Brody GS. 1986. The relationship between breast cancer and augmentation
mammaplasty: An epidemiologic study. Plast Reconstr Surg 77:361-367.

Dimitrov SD, Dimitrova, NC, Walker, JD, Veith, GD, Mekenyan, OG. 2002. Predicting bioconcentration factors of highly
hydrophobic chemicals. Effects of molecular size. Pure Appl Chem74:1823-1830.

Dodat H, Takvorian P, Mure PY, Canterino I, Pouillaude JM. 1995. Analyse des échecs du traitement endoscopique du
reflux vésico-rénal chez I’enfant par injections de téflon ou de collagene et résultats préliminaires des injections de
Macroplastique. [Analysis of failures of endoscopic treatment of vesicorenal reflux in children by Teflon or collagen
injections and preliminary results of Macroplastic injections]. Progres en Urologie 5:58-68 [French; English summary].

Dorn SB, Skelly-Frame EM. 1994. Development of high-performance liquid chromatographic-inductively coupled plasma
method for speciation and quantification of silicones: From silanols to polysiloxanes. Analyst 119:1687-1694.

104 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Dosik JS. 2005. Repeated insult patch test of master material number 04033051 in human subjects. Unpublished report
10000-55233. Dow Corning, Midland, Michigan, USA.

Dow Corning. 2007. Dow Corning 200 fluid, 10,000 cSt: Product safety data sheet, according to EC directive 91/155/EEC
and subsequent amendments, version: 1.5. Dow Corning, Seneffe, Belgium.

Dow Corning. 2009. Dow Corning 200 fluid, 100,000 cSt: Product safety data sheet, according to article 31 and annex |1 of
the EU REACH Regulation, version 1.4. Dow Corning, Seneffe, Belgium.

Duffy MJ, Woods JE. 1994. Health risks of failed silicone gel breast implants: A 30-year clinical experience. Plast
Reconstr Surg 94:295-299.

Dugowson CE, Daling J, Koepsell TD, Voigt L, Nelson JL. 1992. Silicone breast implants and risk for rheumatoid arthritis.
Arthritis Rheum 35:S66.

Durham J, Kozerski GE, Sushynski, C Miller J. 2007. Soil-water distribution of decamethylcyclopentasiloxane (Ds) using a
batch equilibrium method. Unpublished report 10000-58258. Dow Corning, Health and Environmental Sciences, Auburn,
Michigan, USA. Centre Européen de Silicone (CES) Brussels, Belgium.

Durham J, Kozerski GE. 2010.  Soil-water distribution of **C-octamethyltrisiloxane (**C-L3) (107-51-7) and
3C-decamethyltetrasiloxane (*C-L4) (141-62-8) using a batch equilibrium method. Unpublished report 10000-62846. HES
study 10959-102. Dow Corning, Health and Environmental Sciences, Auburn, Michigan, USA. Silicones Environmental
Health Council, Herndon, Virginia, USA.

EAJ. 1981a. Chemicals in the environment. In Chemical assessment annual report, 1981 edition: 1980 investigation results.
EA Off Health Studies Report Series 7. Environmental Agency of Japan, Tokyo, Japan [Japanese; English summary].

EAJ. 1981b. Analysis of silicone in edible parts of goby and dace in Tokyo area. EA Off Health Studies Report Series No.
7. Environmental Agency of Japan, Tokyo, Japan [Cited by ECETOC, 1994].

Eales GJ, Taylor D. 1983. A study of the movement of a polydimethylsiloxane fluid (DC) in sediment columns, phase 2.
Unpublished report 19039-2. Dow Corning, Midland, Michigan, USA.

EC. 2003. Second edition of Technical Guidance Document in support of Commission Directive 93/67/EEC on risk
assessment for new notified substances, Commission Regulation (EC) no. 1488/94 on risk assessment for existing substances
and Directive 98/8/EC of the European Parliament and of the Council concerning the placing of biocidal products on the
market. Report EUR 201418 EN/2. Office for Official Publications of the European Communities, Luxembourg,
Luxembourg.

ECETOC. 1994. Linear polydimethylsiloxanes (CAS No. 63148-62-9). Joint Assessment of Commaodity Chemicals No. 26.
European Centre for Ecotoxicology and Toxicology of Chemicals, Brussels, Belgium.

ECETOC. 2009. Framework for the integration of human and animal data in chemical risk assessment. Technical Report No.
104. European Centre for Ecotoxicology and Toxicology of Chemicals, Brussels, Belgium.

ECHA 2008b. Characterisation of dose [concentration]-response for environment: Calculation of PNEC for freshwater
using assessment factors. In Guidance on information requirements and chemical safety assessment, Chapter R.10, Section
R.10.3.1.2. European Chemicals Agency, Helsinki, Finland, p 17-19.

ECHA. 2008a. PBT assessment. In Guidance on information requirements and chemical safety assessment, Chapter R.11.
European Chemicals Agency, Helsinki, Finland, p 27-28.

ECHA. 2008c. Risk characterisation. In Guidance on information requirements and chemical safety assessment, part E.
European Chemicals Agency, Helsinki, Finland.

ECHA. 2010. Connection to sewage treatment plants in Europe. In Guidance on information requirements and chemical
safety assessment, Chapter R.16. European Chemicals Agency, Helsinki, Finland, p 134.

Edgerton MT. 1977. Liquid silicone injections to improve scars: Is this a solution to the problem? Clin Plast Surg 4:311-
319.

Edworthy SM, Martin L, Barr SG, Birdsell DC, Brant RF, Fritzler MJ. 1998. A clinical study of the relationship between
silicone breast implants and connective tissue disease. J Rheumatol 25:254-260.

EIPPCB. 2007. Silicones. In IPPC (Integrated Pollution Prevention and Control). Reference document on best available
techniques for the production of speciality inorganic chemicals. European IPPC Bureau. European Commission, Joint
Research  Centre, Institute  for  Prospective  Technological  Studies, Seville, Spain p  201-234.
http://eippcb.jrc.es/reference/sic.html

Englert H, Morris D, March L. 1996. Scleroderma and silicone gel breast prostheses — The Sydney study revisited. Aust N Z
J Med 26:349-355.

Englert HJ, Brooks P. 1994. Scleroderma and augmentation mammoplasty — A causal relationship? Aust N Z J Med 24:74-
80.

ECETOC JACC No. 55 105



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

EU. 1995. European Parliament and Council Directive No 95/2/EC of 20 February 1995 on food additives other than
colours and sweeteners. Off J EC L2:18-30.

EU. 2007. Corrigendum to Regulation (EC) 1907/2006 of the European Parliament and of the Council of 18 December 2006
concerning the Registration, Evaluation Authorisation and Restriction of Chemicals (REACH), establishing a European
Chemicals Agency, amending Directive 1999/45/EC and repealing Council Regulation (EEC) No 793/93 and Commission
Regulation (EC) No 1488/94 as well as Council Directive 76/769/EEC and Commission Directives 91/155/EEC, 93/67/EEC,
93/105/EC and 2000/21/EC. Off J EU L136:3-280.
http://eur-lex.europa.eu/JOHtmI.do?uri=0J:L:2007:136:SOM:EN:HTML

Eurostat. 2010. Water statistics. Eurostat, Luxembourg, Luxembourg.
http://epp.eurostat.ec.europa.eu/statistics_explained/index.php/Water_statistics#Wastewater_treatment.

Fendinger NJ, Lehmann RG, Mihaich EM. 1997a. Polydimethylsiloxane. In Chandra G, ed. The handbook of environmental
chemistry: Organosilicon materials, vol 3 part H. Springer Press, Berlin, Germany, pp. 181-224.

Fendinger NJ, McAvoy DC, Eckhoff WS, Price BB. 1997b. Environmental occurrence of polydimethylsiloxane. Env Sci
Technol 31:1555-1563.

Fendinger NJ, Whittington DE. 1994. Procter & Gamble Internal Report, Study No. E92-026 [Cited by Fendinger et al,
1997a].

Ficarra G, Mosqueda-Taylor A, Carlos R. 2002. Silicone granuloma of the facial tissues: A report of seven cases. Oral Surg
Oral Med Oral Pathol Oral Radiol Endod 94:65-73.

Findlay J. 1998a. Acute oral toxicity study of Dow Corning 60,000 cSt, no co-solvent in rats (limit test). Unpublished report
10000-44385. Dow Corning, Midland, Michigan, USA.

Findlay J. 1998b. Acute dermal toxicity study of DC 60,000 cSt, no co-solvent in rabbits (limit test). Unpublished report
10000-44373. Dow Corning, Midland, Michigan, USA.

Findlay J. 1998c. Acute dermal irritation/corrosion study of DC 60,000 cSt, no co-solvent in rabbits. Unpublished report
10000-44338. Dow Corning, Midland, Michigan, USA.

Findlay J. 1998d. Acute primary eye irritation/corrosion study of Dow Corning 60,0000 cSt, no co-solvent in rabbits.
Unpublished report 10000-44339. Dow Corning, Midland, Michigan, USA.

Findlay J. 1998e. Acute primary eye irritation/corrosion study of Dow Corning 60,0000 cSt, no co-solvent in rabbits.
Amendment to report report no. 1998-10000-44339. Unpublished report 1000-44566. Dow Corning, Midland, Michigan,
USA.

Findlay J. 1998f. Skin sensitization study Dow Corning 60,0000 cSt, no co-solvent using guinea pig maximization test
(GPMT). Unpublished report 10000-44651. Dow Corning, Midland, Michigan, USA.

Fletcher RH, Fletcher SW, Wagner EH. 1982. Rare disease. In Clinical epidemiology: The essentials. Williams and
Wilkins, London, UK, p 168-175.

Forster J. 1997. A laboratory assessment of the effects of polydimethylsiloxane (PDMS)/dimethylsiloxanediol (DMSD) on
soil microflora respiration and nitrogen transformations according to BBA guidelines V1 1-1 (1990). Unpublished report
10000-44625, Dow Corning. Study ELL 1171/1172, Eurolaboratories/Chemex International, Sandy, Bedfordshire, UK.
Silicones Environmental Health and Safety Council, Reston, Virginia, USA.

Friis S, Holmich LR, McLaughlin JK, Kjgller K, Fryzek JP, Henriksen TF, Olsen JH. 2006. Cancer risk among Danish
women with cosmetic breast implants. Int J Cancer 118:998-1003.

Friis S, McLaughlin JK, Mellemkjer L, Kjgller KH, Blot WJ, Boice JD, Fraumeni JF, Olsen JH. 1997. Breast implants and
cancer risk in Denmark. Int J Cancer 71:956-958.

Friis S, Mellemkjar L, McLaughlin JK, Breiting V, Kjar SK, Blot W, Olsen JH. 1997. Connective tissue disease and other
rheumatic conditions following breast implants in Denmark. Ann Plast Surg 39:1-8.

Frondoza C, Jones L, Rose NR, Hatakeyama A, Phelps R, Bona C. 1996. Development of scleroderma-like syndrome in
Tsk/+ mice is not enhanced by silicone administration. In Potter M, RoseNR, ed. Immunology of Silicones. Curr Top
Microbiol Immunol 210:299-306.

Frye CL, Chu HK. 1988. The case against mercury (II) methylation by aquatic environmental methysiloxanes. Environ
Toxicol Chem 7:95-98.

Frye CL. 1987. A cautionary note concerning organosilicon analytical artifacts. Environ Toxicol Chem 6:329-330.

Frye CL. 1988. The environmental fate and ecological impact of organosilicon materials: A review. Sci Total Environ
73:17-22.

106 ECETOC JACC No. 55


http://epp.eurostat.ec.europa.eu/statistics_explained/index.php/Water_statistics#Wastewater_treatment

Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Fryzek JP, Hélmich L, McLaughlin JK, Lipworth L, Tarone RE, Henriksen T, Kjgller K, Friis S. 2007. A nationwide study
of connective tissue disease and other rheumatic conditions among Danish women with long-term cosmetic breast
implantation. Ann Epidemiol 17:374-379.

Fryzek JP, Signorello LB, Hakelius L, Feltelius N, RIngberg A, Blot WJ, McLaughlin JK, Nyren O. 2001. Self-reported
symptoms among women after cosmetic breast implant and breast reduction surgery. Plast Reconstr Surg 107:206-213.

Fryzek JP, Weiderpass E, Signorello LB, Hakeluis L, Lipworth L, Blot WJ, McLaughlin JK, Nyren O. 2000. Characteristics
of women with cosmetic breast augmentation surgery compared with breast reduction surgery patients and women in the
general population of Sweden. Ann Plast Surg 45:349-356.

Gabriel SE, O’Fallon WM, Kurland LT, Beard CM, Woods JE, Melton LJ. 1994. Risk of connective-tissue diseases and
other disorders after breast implantation. N Engl J Med 330:1697-1702.

Garry RF. 1999. Silicone breast implants: Disturbing facts and unanswered questions. Submitted as an informational
document to the European Parliament. Tulane Medical School, New Orleans, Louisiana, USA.

Garvey NA. 1997. Polydimethylsiloxane (PDMS) — Chronic toxicity to the earthworm (Eisenia foetida). Unpublished report
SLI 94-7-5377.Springborn Laboratories, Wareham, Massachusets, USA. Silicones Environmental Health and Safety
Council, Reston, Virginia, USA.

Garvey NA. 1998. Polydimethylsiloxane (PDMS) — Bioconcentration and elimination of residues by earthworms (Eisenia
foetida). Report 96-8-6639. Springborn Laboratories, Wareham, Massachusetts, USA. Unpublished report 10000-44763.
Dow Corning, Midland, Michigan, USA. Silicones Environmental Health and Safety Council, Reston, Virginia, USA.

Gerhards R. 1999. Monitoring of polydimethylsiloxanes in the European environment. Unpublished report GSC Project 29
(1996-1998). Th Goldschmidt, Essen, Germany. Centre Européen de Silicone (CES), Brussels, Belgium.

German Federal Institute for Medicine and Medical Products. 1998. Answer of the Federal Government to a request of the
SPD (German Socialist Party), April 14. Bundesinstitut fur Arzneimittel und Medizinprodukte - BfArM, Bonn, Germany.

Gettings RL, Lane TH. 1982. The use of microecosystems in determining the environmental fate of polydimethylsiloxanes
(PDMS). Unpublished report 10005-0957. Dow Corning, Midland, Michigan, USA.

Giltay EJ, Moens HJB, Riley AH, Tan RG. 1994. Silicone breast prostheses and rheumatic symptoms: A retrospective
follow up study. Ann Rheum Dis 53:194-196.

Glombitza B, Miiller-Goymann CC. 2001. Investigation of interactions between silicones and stratum corneum lipids. Int J
Cosmet Sci 23:25-34.

Gloxhuber C, Hecht G. 1955. Pharmakologische Untersuchungen an Siliconen. Arzneim-Forsch 5:10-12.
Gloxhuber C, Hecht G. 1956. Pharmakologische Untersuchungen an Siliconen. Therapeutische Berichte 28:44-47.

Goldberg Federico L, Vandoni MV. 1969. Contenuto in elementi minerali di complessi umico-silicei di terreni montani.
Agricoltura Italiana (Pisa) 69:251-268.

Goldman JA, Greenblatt J, Joines R, White L, Aylward B, Lamm SH. 1995. Breast implants, rheumatoid arthritis, and
connective tissue diseases in a clinical practice. J Clin Epidemiol 48:571-582.

Gonnet JF, Guillot JP. 1985. Huile 70 047 V 20: Tests de tolerance locale chez le lapin, irritation primaire cutanée, irritation
oculaire. Local tolerance tests in the rabbit - Cutaneous primary irritation, ocular irriration. Unpublished report 505425.
Hazleton Institut Francais de Toxicologie, St-Germain-sur-I'Arbresle, France. Rhdne Poulenc, Saint-Fons, France.

Gott DM, Tinkler JJB. 1994. Silicone implants and connective tissue disease: Evaluation of evidence for an association
between the implantation of silicones and connective tissue disease, data published from the end of 1991 to July 1994.
Medical Devices Agency, London, UK.

Green K, Cheeks L, Deitch M, Long B. 1994. Effect of silicone oil components on corneal endothelial passive permeability
and ion transport. J Toxicol Cutaneous Ocul Toxicol 13:279-287.

Green K, Kearse EC, Trask DK. 1998. Concentration-dependent effects of silicone oil components on corneal endothelial
permeability. J Toxicol Cutaneous Ocul Toxicol 17:141-155.

Guillemaut C, Aubert J, Augier H. 1987. Recherche sur la contamination et la toxicité des organo-silicones vis-a-vis de la
biomasse marine. Rev Int Océanogr Méd 85/86:88-93.

Guillot JP, Giauffret JY, Martini MC. 1979. Etude de tolérances oculaire et cutanée chez le lapin, de différentes matiéres
premiéres utilisées en cosmétologie, et provenant de fabrications diverses (2éme partie). IntJ Cosmet Sci 1:27-57.

Hahn FE, Keck M, Raymond KN. 1995. Catecholate complexes of silicon: Synthesis and molecular and crystal structures
of [Si(cat)2]*2THF and Li2[Si(cat)3]*3.5dme (cat = catecholate dianion). Inorganic Chem 34:1402-1407.

ECETOC JACC No. 55 107



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Haist I, Lutterbach A. 2000. Acute intraperitoneal toxicity, acute toxic class method with Wacker Silicone fluid AK 350.
Unpublished report 10654C, BSL Bioservice Scientific Laboratories, Planegg, Germany. Wacker-Chemie, Burghausen,
Germany.

Hall JE, Dalimier F. 1994. Waste management-sewage sludge. Part 1. Survey of sludge production, treatment, quality and
disposal in the European Union. Report EC B4-3040/014156/92. Water Research Centre, Medmenham, UK. Directorate
General Environment, European Commission, Brussels, Belgium.

Hamid R, Arya M, Khastgir J, Patel HRH, Shah PJR. 2003. The treatment of male stress urinary incontinence with
polydimethylsiloxane in compliant bladders following spinal cord injury. Spinal Cord 41:286-289.

Handel N, Silverstein MJ. 2006. Breast cancer diagnosis and prognosis in augmented women. Plast Reconstr Surg118:587-
593.

Harzdorf C. 1993. Analysis of PDMS in soil. Personal communication. Centre Européen de Silicone (CES) Brussels,
Belgium.

Health Canada. 1998. It’s your health, September 17. Health Canada Publications, Ottawa, Ontario, Canada.

Hennekens CH, Lee IM, Cook NR, Hebert PR, Karlson EW, LaMotte F, Manson JE, Buring JE. 1996. Self-reported breast
implants and connective-tissue diseases in female health professionals. A retrospective cohort study. JAMA 275:616-621.

Henrich RT, McMahon JM. 1990. USP Class V extractables study of Silastic Q7-2867. Unpublished report 10000-35514.
Dow Corning, Midland, Michigan, USA.

Henry KS, Wieland WH, Powell DE, Giesy JP. 2001. Laboratory analyses of the potential toxicity of sediment-associated
polydimethylsiloxane to benthic macroinvertebrates. Env Tox Chem 20:2611-2616.

HERA. 2007a. Risk assessment of polydimethylsiloxane used in detergent applications. Unpublished report, final draft
reviewed by Dow Corning. Centre Européen des Silicones (CES), Brussels, Belgium. [Review; Work in progress July
2008].

HERA. 2007b. Human health assessment. In HERA risk assessment, polydimethylsiloxane (PDMS), CAS 63148-62-9.
Unpublished report. Berthold K. Draft 30 January 2007 [Review].

Herdman RC, Fahey TJ. 2001. Silicone breast implants and cancer. Cancer Invest 19:821-832.

Heukelbach J, Pilger D, Oliveira FA, Khakban A, Ariza L, Feldmeier H. 2008. A highly efficacious pediculicide based on
dimeticone: Randomized observer blinded comparative trial. BMC Infectious Diseases 8, pp. 115.

Hill AB. 1965. The environment and disease: Association or causation? Proc Roy Soc Med 58:295-300.

Hill RW, Caunter JE, Eales GJ. 1984. Effect of an organosilicon formulation on embryos and larvae of sheepshead minnow
(Cyprinodon variegatus). Unpublished report BL/B/2392. Centre Européen des Silicones (CES), Brussels, Belgium. ICI
Brixham, UK.

Hill RW. 1980a. Determination of acute toxicity of DC 561 to the mussel (Mytilus edulis). Unpublished report 19039-6.
Dow Corning, Midland, Michigan, USA.

Hill RW. 1980b. Determination of acute toxicity of DC X2-3168 to the mussel (Mytilus edulis). Unpublished report 19039-
8. Dow Corning, Midland, Michigan, USA.

Hochberg MC, Perlmutter DL, Medsger TA, Nguyen K, Steen V, Weisman MH, White B, Wigley FM. 1996. Lack of
association between augmentation mammoplasty and systemic sclerosis (scleroderma). Arthritis Rheum 39:1125-1131.

Hochberg MC, Perlmutter DL. 1996. The association of augmentation mammoplasty with connective tissue disease,
including systematic sclerosis (scleroderma): A meta-analysis. In Potter M, RoseNR, ed. Immunology of silicones. Curr Top
Microbiol Immunol 210:411-417.

Hoffman RD, Siddiqui WH, Zimmer MA. 1989. A 90-day subchronic oral toxicity study with polydimethylsiloxane fluids
in the rat. Unpublished report 10005-2563. Dow Corning, Midland, Michigan, USA.

Hoélmich LR, Mellemkjeer L, Gunnarsddttir KA, Tange UB, Krag C, Mgller S, McLaughlin JK, Olsen JH. 2003h. Stage of
breast cancer at diagnosis among women with cosmetic breast implants. Br J Cancer 88:832-838.

Hoélmich OR, Kjgller K, Fryzek JP, Hoier-Madsen M, Vejborg I, Conrad C, Sletting S, McLaughlin JK, Breiting V, Friis S,
2003a. Self-reported diseases and symptoms by rupture status among unselected Danish women with cosmetic silicone
breast implants. Plast Reconstr Surg111:723-732.

Hurd DT. 1946. J Am Soc Chem 68:364 [Cited by Varaprath et al, 2006].
Hyde JF. 1953. Silanol derivatives of the dimethyl substituted organosilicon compounds. J Am Chem Soc 75:2166-2167.

IARC, 1999. Surgical implants and other foreign bodies. In IARC Monographs on the evaluation of carcinogenic risks to
humans. IARC Monogr Eval Carcinog Risks Hum 74:309.

108 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Isquith AJ, Whaley DP. 1978. Mutagenicity evaluation of Dow Corning 200 fluid in the Ames bacterial assay. Unpublished
report 10005-579. Dow Corning, Midland, Michigan, USA.

Isquith AJ, Whaley DP. 1979. Mutagenicity evaluation of Dow Corning 200 fluid in the Ames bacterial assay. Unpublished
report 10005-0694. Dow Corning, Midland, Michigan, USA.

Janowsky EC, Kupper LL, Hulka BS. 2000. Meta-analyses of the relation between silicone breast implants and the risk of
connective tissue disease. N Engl J Med 342:781-790.

Jensen B, Bliddal H, Kjgller K, Wittrup H, Friis S, Hgier-Madsen M, Rogind H, McLaughlin JK, Lipworth L, Danneskiold-
Samsge B, Olsen JH. 2001a. Rheumatic manifestations in Danish women with silicone breast implants. Clin Rheumatol
20:345-352.

Jensen B, Kjgller K, McLaughlin JK, Danneskiold-Samsge B, Bliddal H, Blot WJ, Olsen JH. 2001b. Muscular rheumatism
following breast surgery in Denmark. Clin Exp Rheumatol 19:229.

Jones D. 2005. HIV Facial lipoatrophy: Causes and treatment options. Dermatol Surg 31:1519-1529.

Jovanovic ML. 2000. Disposition of polydimethylsiloxane 10 cSt in Fischer 344 rats following a single exposure by oral
gavage. Dow Corning Health and Environmental Sciences, study 9287. Unpublished report 10000-49106. Dow Corning,
Midland, Michigan, USA.

Jovanovic ML. 2001. Disposition of polydimethylsiloxane 350 cSt in Fischer 344 rats following a single exposure by oral
gavage. Dow Corning Health and Environmental Sciences. Unpublished report 10000-50844. Dow Corning, Midland,
Michigan, USA.

Julou L, Pasquet V, de Mazuret M. 1973a. Rhodosil-Huile 70 047 V 100 (5 560 RP): Tolérance locale chez le lapin.
Unpublished report SUCRP-DSPh 17062. Rhéne Poulenc, Vitry, France.

Julou L, Pasquet V, de Mazuret M. 1973b. Rhodosil-Huile 70 047 V 350 (21 900 RP): Tolérance locale chez le lapin.
Unpublished report SUCRP-DSPh 17064. Rhéne Poulenc, Vitry, France.

Julou L, Pasquet V, de Mazuret M. 1973c. Rhodosil-Huile 70 047 V 5000 (27 946 RP): Tolérance locale chez le lapin.
Unpublished report SUCRP-DSPh 16710. Rhéne Poulenc, Vitry, France.

Julou L, Pasquet V, de Mazuret M. 1974a. Rhodosil-Huile 70 047 V 30 000 (25 933 RP): Tolérance locale chez le lapin.
Unpublished report SUCRP-DSPh 17400. Rhéne Poulenc, Vitry, France.

Julou L, Pasquet V, de Mazuret M. 1974b. Rhodosil-Huile 70 047 V 100 000 (16 945 RP): Tolérance locale chez le lapin.
Unpublished report SUCRP-DSPh 17494. Rhéne Poulenc, Vitry, France.

Karlson EW, Lee IM, Cook NR, Manson JE, Buring JE; Hennekens CH, 1999. Comparison of self-reported diagnosis of
connective tissue disease with medical records in female health professionals: the Women’s Health Cohort Study. Am J
Epidemiol 150:652-660.

Kawabe M, Ichihara T, Sano M, Hagiwara A, Tamano S, Ogawa K, Shirai T. 2005. Lack of carcinogenicity of silicone resin
(KS66) in F344 rats. Food Chem Toxicol 43:1065-1071.

Kelsey JL, Gammon MD. 1990. Epidemiology of breast cancer. Epidemiol Rev 12:228-240.

Kern KA, Flannery JT, Kuehn PG. 1997. Carcinogenic potential of silicone breast implants: A Connecticut statewide study.
Plast Reconstr Surg 100:737-747.

King WD, Siddiqui WH. 1989. A 90-day subchronic oral toxicity study with polydimethylsiloxane fluid in the mouse.
Unpublished report 10003-2553. Dow Corning, Midland, Michigan, USA.

Kjaller K, Friis S, Mellemkjaer L, McLaughlin JK, Winther JF, Lipworth L, Blot WJ, Fryzek J, Olsen JH. 2001. Connective
tissue disease and other rheumatic conditions following cosmetic breast implantation in Denmark. Arch Intern Med
161:973-979.

Kjgller K, Holmich LR, Fryzek JP, Jacobsen PH, Friis S, McLaughlin JK, Lipworth L, Henriksen TF, Jorgensen S, Bittmann
S, Olsen JH. 2003. Characteristics of women with cosmetic breast implants compared with women with other types of
cosmetic surgery and population-based controls. Ann Plast Surg 50:6-12.

Klimisch HJ, Andreae M, Tillmann U. 1997. A systematic approach for evaluating the quality of experimental toxicological
and ecotoxicological data. Regul Toxicol Pharmacol 25:1-5.

Klykken P, Colas A, Thomas X. 2008. Antisilicone antibodies are biologically unlikely. Clin Rheumatol 27: 1077-1078.

Klykken PA, Duwe RL, Galbraith TW, Isquith AJ. 1991a. Host resistance to Listeria monocytogenes: Absence of an
immuno-modulatory effect by 1000 cs polydimethylsiloxane fluid. Unpublished report 10000-36265. Dow Corning,
Midland, Michigan, USA.

ECETOC JACC No. 55 109



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Klykken PA, Duwe RL, Galbraith TW, Isquith AJ. 1991b. Absence of an immunological reaction to Dow Corning Q7-2870
fluid. Unpublished report 10000-36322. Dow Corning, Midland, Michigan, USA.

Klykken PC, Hoshaw SJ, Bowlin SJ. 2002. Antisilicone antibodies in patients with silicone implants for retinal detachment
surgery [Comment on Pastor et al, 2001]. Ophthalmic Res 34:104-105.

Klykken PC, White KL. 1996. The adjuvancy of silicones: Dependency on compartmentalization. Curr Rep Microbiol
Immunol 210:113-121.

Koren G, Ito S. 1998. Do silicone breast implants affect breastfeeding? Can Fam Physician 44:2641-2642.

Kozerski G, Mosey JL. 2009. Determination of the 1-octanol/water partition coefficient of decamethyltetrasiloxane (L)
(CAS number 141-62-8) by the slow-stirring method using gas chromatography and mass spectrometry. Study number
10888-102. Dow Corning, Health and Environmental Sciences, Auburn, Michigan, USA. Silicones Environmental Health
and Safety Council, Herndon, Virginia, USA.

Kukkonen J, Landrum PF. 1995. Effect of sediment-bound polydimethylsiloxane on the bioavailability and distribution of
benzo(a)pyrene in lake sediment to Lumbriculus variegatus. Env Tox Chem 14:523-531.

Kumar P, Vijayaraghavan R, Prakash S, Srivastava RK. 1985. Dermal and mucosal irritancy of indigenous silicone fluids.
Ind J Pharm Sci 47:104-107.

Lacarrubba F, Patania L, Perrotta R, Stracuzzi G, Nasca MR, Micali G. 2008. An open-label pilot study to evaluate the
efficacy and tolerability of a silicone gel in the treatment of hypertrophic scars using clinical and ultrasound assessments.
J Dermatological Treatment 19:50-53.

Lacey JV, Laing TJ, Gillespie BW, Schottenfeld D. 1997. The epidemiology of scleroderma among women: Assessment of
risk from exposure to silicone and silica [Comment on Burns et al, 1996]. J Rheumatol 24:1854-1855.

Lacey JV. 1998. The epidemiology of undifferentiated connective tissue disease in women: Assessment of risks of
reproductive history and exogenous estrogens, medical devices, and environmental chemicals,. PhD thesis. University of
Michigan, Ann Arbor, Michigan, USA.

Laing TJ, Gillespie BW, Lacey JV, Garabrant DH, Cooper BC, Heeringa SG, Alcser KH, Cho S, Mayes MD, Schottenfeld
D. 1996. The association between silicone exposure and undifferentiated connective tissue disease among women in
Michigan and Ohio. Arthritis Rheum 39:5150.

Laing TJ, Schottenfeld D, Lacey JV, Gillespie BW, Garabrant DH, Cooper BC, Heeringa SG, Alcser KH, Mayes MD. 2001.
Potential risk factors for undifferentiated connective tissue disease among women: implanted medical devices. Am J
Epidemiol 154:610-617.

Lamm SH. 1998. Silicone breast implants, breast cancer and specific connective tissue diseases: A systematic review of the
data in the epidemiological literature. Int J Toxicol 17:497-527.

Lane T, Curtis J. 2005. Reports of “dissolving” shells of silicone gel-filled breast implants. Plast Reconstr Surg 115:1442-
1445,

Lechner MG, Lade S, Liebertz DJ, Prince HM, Brody GS, Webster HR, Epstein AL. 2011. Breast implant-associated, ALK-
negative, T-cell, anaplastic, large-cell lymphoma: Establishment and characterization of a model cell line (TLBR-1) for this
newly emerging clinical entity. Cancer 117:1478-1489.

Lehmann RG, Frye CL, Tolle DA, ZwickTC. 1996. Fate of sludge-applied silicones inagricultural soil microcosms. Water
Air Soil Pollut 87: 231-243.

Lehmann RG, Miller J, Kozerski G. 2000. Degradation of silicone polymer in a field soil under natural conditions.
Chemosphere 41:743-749.

Lehmann RG, Miller J. 1996. Volatilization and sorption of dimethylsilanediol in soil. Environ Toxicol Chem 15:1455-
1460.

Lehmann RG, Miller JR, Collins HP. 1997. Microbial degradation of dimethylsilanediol in soil. Water Air Soil Pollut
106:111-122.

Lehmann RG, Miller JR, Kozerski GE. 2002. Fate of dimethylsilanediol in a grass and soil system. Applied Soil Ecology
19:103-111.

Lehmann RG, Varapath S, Frye CL. 1994a. Degradation of silicone polymers in soil. Environ Toxicol Chem 13:1061-1064.

Lehmann RG, Varaprath S, Annelin RB, Arndt JL. 1995. Degradation of silicone polymer in a variety of soils. Environ
Toxicol Chem 14:1299-1305.

Lehmann RG, Varaprath S, Frye CL.1994bh. Fate of silicone degradation products (silanols) in soil. Environ Toxicol Chem
13:1753-1759.

110 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Lemperle G, Morhenn V, Charrier U. 2003. Human histology and persistence of various injectable filler substances for soft
tissue augmentation. Aesth Plast Surg 27:354-366.

LeVier RR. 1988. Permethylated siloxane insect toxicants. In Corey ER, Corey JY, Gaspar PP, eds. Silicon chemistry,
Chapter 15. Ellis Howood Publishers, Chichester, West Sussex, UK, pp 153-160.

Lheritier M, Clement C, Raynard A. 1988. Test to evaluate the acute toxicity following a single cutaneous application (limit
test) in the rat, test article AK 350. Unpublished report 810349. Hazleton France, L’Arbresle, France. Wacker-Chemie,
Burghausen, Germany.

Lipworth L, Tarone RE, Friis S, Ye W, Olsen JH, Nyren O, McLaughlin JK. 2009. Cancer among Scandinavian women
with cosmetic breast implants: A pooled long-term follow-up study. IntJ Cancer 124:490-493.

Lipworth L, Tarone RE, McLaughlin JK. 2004a. Silicone breast implants and connective tissue disease: An updated review
of the epidemiologic evidence. Ann Plast Surg 52:598-601.

Lipworth L, Tarone RE, McLaughlin JK. 2004b. Breast implants and fibromyalgia: A review of the epidemiologic
evidence. Ann Plast Surg 52:284-287.

Loser E. 1981. Baysilon-Ol M100: Untersuchungen zur akuten oralen Toxizitat an ménnlichen und weiblichen Wistar-
Ratten. Unpublished report. Bayer (Momentive Performance Materials), Leverkusen, Germany.

Mackay D, Di Guardo A, Paterson S, Cowan CE. 1996. Evaluating the environmental fate of a variety of types of chemicals
using the EQC model. Environ Toxicol Chem 15:1627-1637. www.trentu.ca/cemc/models/EQC2.html

Mann H, Ollenschlager B, Reichenbach-Klinke HH. 1977.  Untersuchungen zur Wirkung von Silicondlen auf
Regenbogenforellen. Fisch Umwelt 3:19-22.

Manston SE, Siddiqui WH, Zimmer MA. 1989. 90-day sub-chronic oral toxicity study with polydimethylsiloxane fluids in
male rats. Unpublished report 10005-2564. Dow Corning, Midland, Michigan, USA.

Markgraf SJ, Wells JR. 1997. The hydroxyl radical reaction rate constants and atmospheric reactionproducts of three
siloxanes. IntJ Chem Kinet 29:445-451.

May DS, Stroup NE. 1991. The incidence of sarcomas of the breast among women in the United States, 1973-1986. Plast
Reconstr Surg 97:193-194.

McAvoy DC, Kerr KM, Fendinger NJ. 1996. Long term fate of polydimethylsiloxane (PDMS) in sludge-amended soils.
Presentation and abstract, SETAC 17th Annual Meeting, Washington, DC, USA. Procter and Gamble, Cincinnati, Ohio,
USA.

McLaughlin JK, Fraumeni JF, Nyrén O, Adami H-O. 1995a. Silicone breast implants and risk of cancer? JAMA 273:116.

McLaughlin JK, Fraumeni JF, Olsen J, Mellemkjeer L. 1994. Correspondence re: Breast implants, cancer, and systemic
sclerosis. J Natl Cancer Inst 86:1424.

McLaughlin JK, Lipworth L, Fryzek JP, Ye W, Tarone RE, Nyren O. 2006. Long-term cancer risk among Swedish women
with cosmetic breast implants: An update of a nationwide study. J Natl Cancer Inst 98:557-560.

McLaughlin JK, Lipworth L. 2004. Brain cancer and cosmetic breast implants: A review of the epidemiologic evidence.
Ann Plast Surg 52:115-7.

McLaughlin JK, Nyrén O, Blot WJ, Yin L, Josefsson S, Fraumeni JF, Adami HO. 1998. Cancer risk among women with
cosmetic breast implants: A population-based cohort study in Sweden. J Natl Cancer Inst 90:156-158.

McLaughlin JK, Olsen JH, Friis S, Mellemkjeer L. 1995b. Correspondence re: Breast implants, cancer, and systemic
sclerosis [Comment on McLaughlin et al, 1994]. J Natl Cancer Inst 87:1415-1416.

Mellemkjeer L, Kjgller K, Friis S, McLaughlin JK, Hogsted C, Winther JF, Breiting V, Krag C, Kjaer SK, Blot WJ, Olsen
JH. 2000. Cancer occurrence after cosmetic breast implantation in Denmark. Int J Cancer 88:301-306.

Mercier O, Guyot JY. 1989. Test to evaluate the acute cutaneous primary irritation and corrosivity in the rabbit test, to
evaluate the acute ocular irritation and reversibility in the rabbit test, to evaluate the sensitizing potential in the guinea pig
(Magnusson & Kligman), test article AK 350. Unpublished report 901345. Hazleton France, L’Arbresle, France. Wacker-
Chemie, Burghausen, Germany.

Mertens JJWM. 2003. A 24-month combined chronic toxicity and oncogenicity dietary study of polydimethyl-siloxane
(PDMS) 10 cSt fluid in Fischer 344 rats. Unpublished report, Dow Corning study 9031. WIL Research Laboratories,
Ashland, Ohio, USA. Unpublished report 10000-53254. Dow Corning, Midland, Michigan, USA.

Milieu, WRc, RPA. 2009. Environmental, economic and social impacts of the use of sewage sludge on land. Report, study
contract DG ENV.G.4/ETU/2008/0076r.Milieu, Brussels, Belgium. European Commission, DG Environment, Brussels,
Belgium, p 3. http://ec.europa.eu/environment/waste/sludge/pdf/part_i_report.pdf

ECETOC JACC No. 55 111


http://ec.europa.eu/environment/waste/sludge/pdf/part_i_report.pdf

Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Miller J, Kozerski G. 2007. Soil-water distribution of octamethylcyclotetrasiloxane (D,) using a batch equilibrium method.
Unpublished report 10000-58266. HES study 10439-108. Dow Corning, Health and Environmental Sciences, Auburn,
Michigan, USA. Centre Européen de Silicone (CES) Brussels, Belgium.

Miller JA, Kozerski G. 2008. Determination of the 1-octanol/water partition coefficient of octamethyltrisiloxane (Ls) by the
slow-stirring method using gas chromatography and mass spectrometry. Unpublished report, study number 10392-102. Dow
Corning, Health and Environmental Sciences, Auburn, Michigan, USA. Silicones Environmental Health and Safety
Council, Herndon, Virginia, USA.

Milojevic B. 1982. Complications after silicone injection therapy in aesthetic plastic surgery. Aesth Plast Surg 6:203-206.

Monnot G. 1982. Huile 47 V 10: Essais de toxicité aigué par voies orales et percutanées chez le rat. Unpublished report
209214. Institut Francais de Recherches et Essais Biologiques, St-Germain-sur-1'Arbresle, France. Rhdne Poulenc, Saint-
Fons, France.

Moore GE, Palmer WN. 1977. Money causes cancer: Ban it. JAMA 238:397.
Morgan RW, Elcock M. 1995. Artificial implants and soft tissue sarcomas. J Clin Epidemiol 48:545-549.

Mosey JL. 2009. Determination of the 1-octanol/water partition coefficient of dodecamethylpentasiloxane (Ls) (CAS
number 141-63-9) by the slow-stirring method using gas chromatography and mass spectrometry. Study number 10889-102.
Dow Corning, Health and Environmental Sciences, Auburn, Michigan, USA. Silicones Environmental Health and Safety
Council, Herndon, Virginia, USA.

Mutou Y. 1970. Augmentation mammaplasty with the Akiyama prosthesis. Br J Plast Surg 22:58-62.

Naim JO, Satoh M, Buehner NA, Ippolito KML, Yoshida H, Nusz D, Kurtelawicz L, Cramer SF, Reeves WH. 2000.
Induction of hypergammaglobulinemia and macrophage activation by silicone gels and oils in female A.SW mice. Clin
Diagn Lab Immunol 7:366-370.

National Science Panel. 1998. Silicone breast implants in relation to connective tissue diseases and immunologic
dysfunction. Federal Breast Implant Multi-District Litigation, Order 706. US Court, National Document Depository, Potter
Stuart Courthouse, Cincinnati, Ohio, USA. www.fjc.gov/BREIMLIT/SCIENCE/report.htm

NIAMS. 1997. Summary of the atypical rheumatic diseases and silicone breast implants workshop. National Institute of
Acrthritis and Musculoskeletal and Skin Disease, National Institutes of Health, Bethesda, Maryland, USA.

Nielsen WR, Heinlein JP, Haigh WG. 1975. Acaricidical and insecticidal activity of various silicone fluids. Unpublished
report 10030-4380. Dow Corning, Midland, Michigan, USA.

Nyrén O, Yin L, Josefsson S, McLaughlin JK, Blot WJ, Engqvist M, Hakelius L, Boice JD, Adami H-O. 1998. Risk of
connective tissue disease and related disorders among women with breast implants: A nation-wide retrospective cohort study
in Sweden. Br Med J 316:417-421.

Oasis. 2010. Oasis forecast model. Laboratory of Mathematical Chemistry, Bourgas, Bulgaria. http://oasis-Imc.org/

Oppenheimer BS, Oppenheimer ET, Stout AP. 1948. Sarcomas induced in rats by implanting cellophane. Proc Soc Exp
Biol Med 67:33-34.

Opperhuizen A, Damen HWJ, Asyee GM, van der Steen JMD, Hutzinger O. 1987. Uptake and elimination by fish of
polydimethylsiloxanes (silicones) after dietary and aqueous exposure. Toxicol Environ Chem 13:265-285.

Orentreich D, Orentreich N. 1987. Acne scar revision update. Dermatol Clin 5:359-368.

OSPAR. 2006. A sediment bioassay using an amphipod Corophium sp. In OSPAR protocols on methods for the testing of
chemicals used in the offshore industry. OSPAR Commission, London, UK, pp. 7-11.

Palmer DT. 1992. Fate and effects of PDMS: Determination of PDMS degradation potential. Unpublished report [1995-
10000-40734], study SC 900091. Battelle, Columbus, Ohio, USA. Dow Corning, Midland Michigan, USA.

Panov NP, Rybakova BA, Shabiryan EM. 1987. Characterization of the migration of silicon compounds in solonetz soils.
Izvestiya Timiryazevshoi Sel’skokhozyaistvennoi Akademii 4 74-80.

Papp A, Kiss EB, Timar O, Szab6 E, Berecki A, To6th J, Pali J. 2007. Long-term exposure of the rabbit eye to silicone oil
causes optic nerve atrophy. Brain Research Bulletin 74:130-133.

Park AJ, Black RJ, Sarhadi NS, Chetty U, Watson ACH. 1998a. Silicone gel-filled breast implants and connective tissue
diseases. Plast Reconstr Surg 101:261-268.

Park AJ, Chetty U, Watson ACH. 1998b. Silicone breast implants and breast cancer. Breast 7:22-26.

Parker RD, Tapscott DJ. 1993. Water solubilities of DC 200 350 ¢St and DC 200 1000 cSt fluids. Unpublished report
10000-38330. Dow Corning, Midland, Michigan, USA.

112 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Pasteris JD, Wopenka B, Freeman JJ, Young VL, Brandon HJ. 1999. Analysis of breast implant capsular tissue for
crystalline silica and other refractile phases. Plast Reconstr Surg 103:1273-1276.

Pastor JC, Puente B, Telleria J, Carrasco B, Sanchez H, Nocito M. 2001. Antisilicone antibodies in patients with silicone
implants for retinal detachment surgery. Ophthalmic Res 33:87-90.

Pastor JC, Puente B, Telleria J, Carrasco B, Sanchez H, Nocito M. 2002. Reply [to Klykken et al, 2002]. Ophthalmic Res
34:106.

Pauluhn J. 1985. Silikondl AK 100,000: Untersuchungen zur akuten Inhalationstoxizitat. Unpublished report 13213. Bayer
Institute fir Toxikologie, Wuppertal-Elberfeld, Germany. Wacker-Chemie, Burghausen, Germany.

Pauluhn J. 1990. Baysilone M 10000: Untersuchungen zur akuten Inhalationstoxizitdt an der Ratte nach OECD Richtlinie
No. 403. Unpublished report 18934. Bayer (Momentive Performance Materials), Wuppertal, Germany.

Pellenbarg R. 1979a. Silicones as tracers for anthropogenic additions to sediments. Mar Pollut Bull 10: 267-269.
Pellenbarg R. 1979b. Environmental poly(organosiloxanes) (silicones). Env Sci Technol 13:565-569.

Pellenbarg RE, DeCarlo EC, Boyle ME, Lamontagne RA. 1997. Sedimentary siloxanes: A geochronological study. Applied
Organometallic Chemistry 11:345-349.

Pellenbarg RE, Tevault DE. 1988. Silicone as a trace contaminant in laboratory solvents. Sci Total Environ 73:23-27.
Pellenbarg RE. 1979b. Environmental poly(organosiloxanes) (silicones). Env Sci Technol 13:565-569

Petit JY, Lé M, Mouriesse H, Rietjens M, Gill P, Contesso G, Lehmann A. 1994. Can breast reconstruction with gel-filled
silicone implants increase the risk of death and second primary cancer in patients treated by mastectomy for breast cancer?
Plast Reconstr Surg 94:115-119.

Petit JY, L& M, Rietjens M, Contesso G, Lehmann A, Mourlesse H. 1998. Does long-term exposure to gel-filled silicone
implants increase the risk of relapse after breast cancer? Tumorigenesis 84:525-528.

Plotzke KP, Andriot MD, Naas LA. 2000. Measuring in vitro percutaneous absorption of two silicone oils (350 and 10 cSt)
through human female abdominal and vaginal tissue. Unpublished report 10000-49416. Dow Corning, Midland, Michigan,
USA.

Plotzke KP, McMahon JM, Hubbell BG. 1994. Feasibility study: In vivo percutaneous absorption of *C-polydimethyl
siloxane fluid 350 cSt in the male rat. Unpublished report 10000-38932. Dow Corning, Midland, Michigan, USA.

Powell DE, Annelin RB, Gallavan RH. 1999. Silicone in the environment: A worst-case assessment of
poly(dimethylsiloxane) (PDMS) in sediments. Env Sci Technol 33:3706-3710.

Powell DE, Varaprath S, Miller JR. 2004. Identification of natural silicon materials extracted from lake sediment using
tetrahydrofuran (THF). Unpublished report, Dow Corning study number 9468.Dow Corning Corporation, Health and
Environmental Sciences, Auburn, Michigan, USA. Silicones Environmental Health and Safety Council (SEHSC), Reston,
Virginia, USA.

Powell DE. 1999. Historical deposition of polydimethylsiloxane (PDMS) in Lake Pepin, navigation pool 4 of the upper
Mississippi River. Unpublished report, SEHSC study number 162. Dow Corning Corporation, Health and Environmental
Sciences, Auburn, Michigan, USA. Silicones Environmental Health and Safety Council (SEHSC), Reston, Virginia, USA.

Prather CL, Jones DH. 2006. Liquid injectable silicone for soft tissue augmentation. Dermatologic Therapy 19:159-168.

Price EA, Schueler H, Perper JA. 2006. Massive systemic silicone embolism. A case report and review of literature.
American J Forensic Medicine and Pathology 27:97-102.

Pukkala E, Boice JD, Hovi SL, Hemminki E, Asko-Seljavaara S, Keskimaki I, McLaughlin JK, Pakkanen M, Teppo L.
2002. Incidence of breast and other cancers among Finnish women with cosmetic breast implants, 1970-1999. J Long Term
Eff Med Implants 12:271-279.

Pukkala E, Kulmala I, Hovi S-L, Hemminki E, Keskimaki I, Pakkanen M, Lipworth L, Boice JD, McLaughlin JK. 2003.
Causes of death among Finnish women with cosmetic breast implants, 1971-2001. Ann Plast Surg 51:339-342 [343-344
discussion, 449 erratum].

Putt AE, Mihaich EM. 1996. Effects of sediment-bound polydimethylsiloxane (PDMS) to aquatic invertebrates.
Presentation, abstract 25, SETAC 17" Annual Meeting, Washington DC, USA. Dow Corning, Midland, Michigan, USA

Putt AE. 1994a. Polydimethylsiloxane (PDMS) — The subchronic toxicity to midge larvae (Chironomus tentans) under
flow-through conditions. Unpublished report SLI 94-4-5235. Springborn Laboratories, Wareham, Massachusetts, USA.
Silicones Health Council, Washington DC, USA.

ECETOC JACC No. 55 113



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Putt AE. 1994b. Polydimethylsiloxane (PDMS) — The chronic toxicity of Daphnia magna under flow-through conditions.
Unpublished report SLI 94-8-5418.Springborn Laboratories, Wareham, Massachusetts, USA. Silicones Health Council,
Washington DC, USA.

Putt, AE, Mihaich EM. 1998. PDMS - Partial life-cycle toxicity to amphipods (Hyalella azteca) during 28-day sediment
exposure under flow-through conditions. Unpublished report SLI 96-6-6539. Springborn Laboratories, Wareham,
Massachusetts, USA. Silicones Environmental Health Council, Reston, Virginia, USA.

Raabe H. 1998. Cell culture testing Dow Corning 360 medical fluid, 350 cSt, for direct contact and toxic extractants.
Unpublished report 10000-45308. Dow Corning, Midland, Michigan, USA.

Rasmussen, C.R. and Siddiqui W.H. 1992. Eye irritation studies with linear and cyclic polydimethylsiloxane fluids in
rabbits. Toxicologist 12:106.

Rees TD, Ashley FL, Delgado JP. 1973. Silicone fluid injections for facial atrophy. A ten-year study. Plast Reconstr Surg
52:118-127.

Refojo MF, Rolden M, Leong F L, Henriquez AS. 1985. Effect of silicone oil on the cornea. JBiomed Mater Res
19:643-652.

Richling I, Bockeler W. 2008. Lethal effects of treatment with a special dimeticone formula on head lice and house crickets
(Orthoptera, Ensifera: Acheta domestica and Anoplura, Phthiraptera: Pediculus humanus). Arzneimittelforschung/DrugRes
58:248-254.

Rondot G. 1985a. Huile 70047 V 20: Essais de toxicité aigué par voies orales chez le rat. Unpublished report 507266.
Hazleton Institut Francais de Toxicologie, St-Germain-sur-I'Arbresle, France. Rhdne Poulenc, Saint-Fons, France.

Rondot G. 1985b. Huile 70047 V 50: Essais de toxicité aigué par voie percutanée chez le rat. Unpublished report
501251.Hazleton Institut Francais de Toxicologie, St-Germain-sur-1'Arbresle, France. Rhéne Poulenc, Saint-Fons, France.

Rondot G. 1985c. Huile 70047 V 500: Essais de toxicité aigué par voie percutanée chez le rat. Unpublished report 501247.
Hazleton Institut Francais de Toxicologie, St-Germain-sur-I'Arbresle, France. Rhéne Poulenc, Saint-Fons, France.

Rondot G. 1985d. Huile 70047 V 1000: Essais de toxicitgé aigué par voie orale chez le rat. Unpublished report 501246.
Hazleton Institut Francais de Toxicologie, St-Germain-sur-I'Arbresle, France. Rhdne Poulenc, Saint-Fons, France.

Rosa SC, de Magalhdes AV, de Macedo JLS. 2008. An experimental study of tissue reaction to polymethyl methacrylate
(PMMA) microspheres (Artecoll) and dimethylsiloxane (DMS) in the mouse. American J Dermatopathology 30:222-227.

Rossol D, Schmelz KG. 2005. Siloxane im Faulgas. Das Gas- und Wasserfach: Wasser-Abwasser 146:55-61.

Rottink BA, Johnson DR, Johnson FD, Kulhavy D, Stark R W. 1976. Some ecologic studies with a polydimethylsiloxane
emulsion. Unpublished report 1994-10000-39120. Dow Corning, Midland, Michigan, USA.

Sabourin CL, Carpenter JC, Leib TK, Spivack JL. 1996. Biodegradation of dimethylsilanediol in soils. Appl Environ
Microbiol 62:4352-4360.

Sabourin CL, Carpenter JC, Leib TK, Spivack JL. 1999. Mineralization of dimethylsilanediol by micro-organisms isolated
from soil. Environ Toxicol Chem 18:1913-1919.

Sanchez-Guerrero J, Colditz GA, Karlson EW, Hunter DJ, Speizer FE, Liang MH. 1995. Silicone breast implants and the
risk of connective-tissue diseases and symptoms. N Engl J Med 332:1666-1670.

Schmolesky JE. 1978. Topical application of chemicals against Tribolium castaneum.. Wisconsin Alumni Research
Foundation Laboratory, Madison, Wisconsin, USA. Unpublished report 10065-1056-06. Dow Corning, Midland, Michigan,
USA.

Schulthess CP, Huang CP. 1991. Humic and fulvic acid adsorption by silicon and aluminium oxide surface on clay
minerals. Soil Sci Soc Am J 55:34-42.

Schusterman MA, Kroll SS, Reece GP, Miller MJ, Ainslie N, Halabi S, Balch CM. 1993. Incidence of autoimmune disease
in patients after breast reconstruction with silicone gel implants versus autogenous tissue: A preliminary report. Ann Plast
Surg 31:1-6.

Shanklin DR, Smalley DL. 1996. Microscopic techniques and histologic findings in silicone mammary implant capsules and
regional paranodal tissues. In M. Potter and NR Rose, eds. Immunology of silicones. Springer, New York, USA.

Shanklin DR. 1997. Clinical summary for women in the silicone project clinic. Discoverer Review April 1997.

SIA. 1982. Organosilicon compounds in the environment, 1982 study on silicone in the invironment (summary). Silicone
Industry Association of Japan. Chemicals Inspection and Testing Institute of Japan, Tokyo, Japan.

114 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Siddiqui WH, Annelin RB, Stanton E, Kolesar GB, Devries CR. 1984. The absorption, distribution and elimination of (:*C)
Dow Corning 200 fluid, 100 cs following oral administration. Unpublished report 10005-1230. Dow Corning, Midland,
Michigan, USA.

Siddiqui WH, Schardein JL, Cassidy SL, Meeks RG. 1994a. Reproductive and development toxicity studies of silicone gel
Q7-2159A in rats and rabbits. Fund Appl Toxicol 23:370-376.

Siddiqui WH, Schardein JL, Cassidy SL, Meeks RG. 1994b. Reproductive and development toxicity studies of silicone
elastomer Q7-2423/Q7-2551 in rats and rabbits. Fund Appl Toxicol 23:377-381.

Siebert F. 1988. Verteilung von Siliconen in der Umwelt (Sedimente, Boden aund Kléarschlamme inter Bundesrepublik
Deutschland). PhD thesis. Ruprecht Karl University, Heidelberg, Germany.

Siegel J. 2000. Health Ministry lifts ban on liquid silicone. The Jerusalem Post, Internet Edition, Thursday, August 17.
Silver WE. 1992. Editorial. Injectable silicone: Previous use and current status. Facial Plast Surg 8:5 p.

Silverman BG, Brown SL, Bright RA, Kaczmarek RG, Arrowsmith-Lowe JB, Kessler DA. 1996. Reported complications of
silicone gel breast implants: An epidemiologic review. Ann Intern Med 124:744-756.

Smalley DL, Shanklin DR, Hall MF, Stevens MV, Hanissian A. 1995. Immunologic stimulation of T lymphocytes by silica
after use of silicone mammary implants. FASEB J 9:424.

Smith AL. 1991. The analytical chemistry of silicones. John Wiley & Sons, New York, USA.

Smith DP, Kaplan WE, Oyasu R. 1994. Evaluation of polydimethylsiloxane as an alternative in the endoscopic treatment of
vesicoureteral reflux. J Urology 152:1221-1224.

Soheilian M, Peyman GA, Moritera T, Wafapoor H. 1995. Experimental retinal tolerance to very low viscosity silicone oil
(100 cs) as a vitreous substitute compared to higher viscosity silicone oil (5000 cs). Int Ophthalmology 19:57-61.

Sommerlade R, Parlar H, Wrobel D, Kochs P. 1993. Product analysis and kinetics of the gas-phase reactions of selected
organosilicon compounds with OH radicals using a smog chamber-mass spectrometer system. Environ Sci Technol
27:2435-2440.

Spivack J, Dorn SB. 1994. Hydrolysis of oligodimethylsiloxane-a,-diols and theposition of hydrolytic equilibrium. Environ
Sci Technol 28:2345-2352.

Stanton E. 1984. Acute toxicological properties and industrial handling hazards of Dow Corning 200 fluid 50 cs.
Unpublished report 10005-1193. Dow Corning, Midland, Michigan, USA.

State of Israel. 2000. Injection of liquid silicone for cosmetic purposes. Medicine Administration, Circular No. 25/2000.
Ministry of Health, The Section for Health Affairs, Jerusalem, Israel.

Steinert RF, Giamporcaro JE, Tasso VA. 1997. Clinical assessment of long-term safety and efficacy of a widely implanted
silicone intraocular lens material. American J Ophthalmology 123:17-23.

Stenzel-Poore M. 1996. Silicone breast implant cases - Analysis of scientific reasoning and methodology regarding
immunological studies. Personal communication. Oregon Health Sciences University, Portland, Oregon, USA. In Hall LAD.
Hall v Baxter Healthcare Corp, case No 92-182-JO.United States District Court,Portland, Oregon, USA.

Strom BL, Reidenberg MM, Freundlich B, Schinnar R. 1994. Breast silicone implants and risk of systemic lupus
erythematosus. J Clin Epidemiol 47:1211-1214.

Submission of Rule 706 National Science Panel Report. 1998. Silicone breast implants in relation to connective tissue
diseases and immunologic dysfunction. Diamond BA, Hulka BS, Kerkvliet NL, Tugwell P, School of Public Health,
University of North Carolina at Chapel Hill, Chapel Hill, North Carolina, USA. In Silicone gel breast implant products
liability litigation (MDL 926), master file No. CV 92-P-10000-S. United States District Court, Northern Discrict of
Alabama, Southern Division, Birmingham, Alabama, USA. www.fjc.gov./BREIMLIT/SCIENCE/report.htm

Teel WB. 1997. A population-based case-control study of risk factors for connective tissue diseases. PhD thesis. University
of Washington, Seattle, Washington, USA.

Thébault JJ, Laquiéze S, Le Calvez N, Wormser N, Tsachiris M, Kochs P, Mercier O. 1989. Simple patch-test study of four
formulations of silicone oils, ref. VP 1661, L 03, AK 350, AR 20 in normal healthy volunteers. Unpublished report R.1.89
F.PH 84.01, Aster, Instut de Rechecches et d’Etudes Biomédicales, Hopital Cognacg-Jay, Paris, France. Wacker-Chemie,
Burghausen, Germany.

Theelen T, Tilanus MAD, Klevering BJ. 2004. Intraocular inflammation following endotamponade with high-density
silicone oil. Graefes Arch Clin Exp Ophthalmol 242:617-620.

Timberlake GA, Looney GR. 1986. Adenocarcinoma of the breast associated with silicone injections. J Surg Oncol 32:79-
81.

ECETOC JACC No. 55 115



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Tolle DA, Frye CL, Lehmann RG, Zwick TC. 1995. Ecological effects of PDMS-augmented sludge amended to agricultural
microcosms. Sci Total Env 162:193-207.

Tompkins EC. 1995a. A 28-day oral toxicity study of Dow Corning 200 fluid, 10 cSt in rats. Amendment to the final
report. WIL Research Laboratories, Ashland, Ohio, USA. Unpublished report 10000-40875. Dow Corning, Midland,
Michigan, USA.

Tompkins EC. 1995b. A 28-day oral toxicity study of Dow Corning 200 fluid, 350 cSt in rats. Amendment to the final
report. WIL Research Laboratories, Ashland, Ohio, USA. Unpublished report 10000-40874. Dow Corning, Midland,
Michigan, USA.

Tompkins EC. 1995¢c. A 13-week subchronic toxicity study of Dow Corning 200 fluid, 350 cSt in rats. Final report, Dow
Corning study 8291. WIL Research Laboratories, Ashland, Ohio, USA, project 51030. Unpublished report 10000-41094.
Dow Corning, Midland, Michigan, USA.

Tompkins EC. 1995d. A 13-week toxicity study of Dow Corning 200 fluid, 10 cSt in rats. Final report, Dow Corning study
8292. WIL Research Laboratories, Ashland, Ohio, USA. Unpublished report 10000-41095. Dow Corning, Midland,
Michigan, USA.

Traina SJ, Fendinger NJ, McAvoy DC, Kerr KM, Gupta S. 2002. Fate of polydimethylsilicone in biosolids-amended field
plots. J Env Quality 31: 247-255.

Tsuchitani Y, Harada K, Sato K, Muramatsu N, Uematsu K. 1978. Determination of organosilicone in sewage sludge by
atomic absorption spectrometry. Bunseki Kagaku 27:343-347 [English translation].

Tugwell P, Wells G, Peterson J, Welch V, Page J, Davison C, McGowan J, Ramroth D, Shea B. 2001. Do silicone breast
implants cause rheumatologic disorders? A systematic review for a court-appointed national science panel. ArthritisRheum
44:2477-2484.

UK Independent Review Group. 1998. Silicone gel breast implants. Report. Jill Rogers Associates, Cambridge, UK.
Medicines and Healthcare products Regulatory Agency, London, UK. www.silicone-review.gov.uk/

UK Medical Devices Agency. 1997. Silicone gel breast implants: Summary of the current situation. United Kingdom
Department of Health, London, UK.

US EPA. 1989. Environmental release of chemical in household products. Office of Toxic Substances, EPA Contract
Number 68-0204254, Task 204. US Environmental Protection Agency, Washington, DC, USA, p 72 [Cited by Powel et al,
1999].

US EPA. 1999. Category for persistent, bioaccumulative and toxic new chemical substances. US Environmental Protection
Agency, Office of Research and Development, Washington DC, USA. Fed Reg 64:60194-60204.

US EPA. 2002. How the biosolids risk assessment results were used in the part 503 rule. In A guide to the EPA part 503
biosolids rule, chapter 5. US Environmental Protection Agency, Office of Water, Washington DC, USA US Environmental
Protection Agency, Office of Water, Washington DC, USA, p 101.

http://water.epa.gov/scitech/wastetech/biosolids/503rule_index.cfm

US EPA. 2011. Estimation Program Interface (EPI) Suite Version 4.10.Exposure Assessment Branch, US Environmental
Protection Agency, Washington DC, USA. www.epa.gov/opptintr/exposure/pubs/episuite.htm

US FDA. 1996. Breast implants, an information update. Food and Drug Administration, Rockville, Maryland, USA.

US FDA. 2003. Skin protectant drug products for over-the counter use, final monograph, technical amendment. Title 21,
part 310, 347, 352. Food and Drug Administration, Silver Spring, Maryland, USA.Fed Regist 68:33362-33381, 68509-
68511.

US FDA. 2010a. Secondary direct food additives permitted in food for human consumption, defoaming agents. Title 21,
part 173, section 340. Food and Drug Administration, Silver Spring, Maryland, USA.Code Fed Regul. 3:146-148.
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm

US FDA. 2010b. Indirect food additives: Paper and paperboard components, defoaming agents used in the manufacture of
paper and paperboard. Title 21, part 176, section 210. Food and Drug Administration, Silver Spring, Maryland, USA.Code
Fed Regul 3:219-221. www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm

US FDA. 2011a. Antiflatulent products for over-the-counter human use, antiflatulent active ingredients. Title 21, part 332,
section 10. Food and Drug Administration, Silver Spring, Maryland, USA. Code Fed Regul5.
www.accessdata.fda.gov/scripts/cdrh/cfdocs/cfcfr/CFRSearch.cfm

US FDA. 2011b. Anaplastic large cell lymphoma (ALCL) in women with breast implants: Preliminary FDA findings and
analyses. Food and Drug Administration, Center for Devices and Radiologic Health, Silver Spring, Maryland, USA.
www.fda.gov/MedicalDevices/ProductsandMedicalProcedures/ImplantsandProsthetics/Breastimplants/ucm239996.htm

116 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

Van den Berg G, ed. 2010. Silicon nutrition. Beneficial nutrients news, Veenendaal, Netherlands. www.silicon-
nutrition.info

Van Schie CHM, Whalley A, Vileikyte L, Wignall T, Hollis S, Boulton AJM. 2000. Efficacy of injected liquid silicone in
the diabetic foot to reduce risk factors for ulceration: A randomized double-blind placebo-controlled trial. Diabetes Care
23:634-638

Varaprath S, Frye CL, Hamelink JL. 1996. Aqueous solubility of the oligomeric permethyl siloxanes. Environ Sci Technol
15:1263-1265.

Varaprath S, Stutts DH, Kozerski GE. 2006. A primer on the analytical aspects of silicones at trace levels-challenges and
artifacts - A review. Silicon Chemistry 3:79-102.

Versura P, Cellini M, Torreggiani A, Bernabini B, Rossi A, Moretti M, Caramazza R. 2001. The biocompatibility of
silicone, fluorosilicone and perfluorocarbon liquids as vitreous tamponades an ultrastructural and immunohistochemical
study. Ophthalmologica 215:276-283.

Wacker. 2002. Wacker silicone fluids AK. Wacker-Chemie, Minchen, Germany.
Wacker. 2009. Wacker AK 350 silicone fluid: Safety data sheet (1907/2006/EC). Wacker-Chemie, Miinchen, Germany.

Wagner VO. 1998. Genetic evaluation of DC 60,000 cSt, no co-solvent in a bacterial reverse mutation assay. Unpublished
report 10000-44378. Dow Corning, Midland, Michigan, USA.

Wallace WD, Balkin SW, Kaplan L, Nelson S. 2004. The histologic host response to liquid silicone injections for
prevention of pressure-related ulcers of the foot: A 38-year study. J Am Podiatr Med Assoc 94:550-557.

Watanabe N, Nagase H, Nakamura T, Watanabe E, Ose Y. 1986. Chemical methylation of mercury (Il) salts by
polydimethylsiloxanes in aqueous solution. Ecotoxicol Environ Saf 11:174-178.

Watanabe N, Nagase H, Ose Y. 1988. Distribution of silicones in water, sediment and fish in Japanese rivers. Sci Total
Environ 73:1-9.

Watanabe N, Nakamura T, Watanabe E, Sato E, Ose Y. 1984a. Bioconcentration potential of polydimethylsiloxane (PDMS)
fluids by fish. Sci Total Environ 38:167-172.

Watanabe N, Nakamura T, Watanabe E, Sato E, Ose Y. 1984h. Distribution of organosiloxanes (silicones) in water,
sediments and fish from the Nagara River Watershed, Japan. Sci Total Environ 35:91-97.

Watanabe N, Sato E, Ose Y. 1985a. Adsorption and desorption of polydimethylsiloxane, PCBs, cadmium nitrate, copper
sulfate, nickel sulfate and zinc sulfate by river surface sediments. Sci Total Environ 41:153-161.

Watts RJ, Kong S, Haling CS, Gearhart L, Frye CL, Vigon BW. 1995. Fate and effects of polydimethylsiloxane on pilot and
bench-top activated sludge reactors and anaerobic/aerobic digestors. Water Res 29:2405-2411.

Webster RC, Fuleihan NS, Gaunt JM, Hamidan US, Smith RC. 1984. Injectable silicone for small augmentations: Twenty
Year experience in humans. Am J Cosmet Surg 1:1-10.

Weigens D, Greene DS, Anslow JA. 1994, Study of the tolerance to a Dow-Corning food additive (increasing dose and
bolus phase). Unpublished report 10000-39156. Dow Corning, Midland, Michigan, USA.

Weill N, Mercier O, Augros I. 1988. Mutagenicity: Salmonella typhimurium mammalian microsome plate incorporation
assay. Unpublished report 810349. Hazleton France, L’Arbresle, France. Wacker-Chemie, Burghausen, Germany.

Weisman MH, Vecchione TR, Albert D, Moore LT, Mueller MR. 1988. Connective-tissue disease following breast
augmentation: A preliminary test of the human adjuvant disease hypothesis. Plast Reconstr Surg 82:626-630.

Weiss A, Herzog A. 1978. Isolation and characterization of a silicon-organic complex from plants. In Bendz G, Lindqvist I,
eds. Biochemistry of silicon and related problems. Plenum Press, New York, USA, pp 109-127.

Wells KE, Cruse CW, Baker JL, Daniels SM, Stern RA, Newman C, Seleznick MJ, Vasey FB, Brozena S, Albers SE,
Fenske N. 1994. The health status of women following cosmetic surgery. Plast Reconstr Surg 93:907-912.

Weschler CJ. 1981. Identification of selected organics in the arctic aerosol. Atmos Environ 15:1365-1369.

Weschler CJ. 1988. Polydimethylsiloxanes associated with indoor and outdoor airborne particles. Sci Tox Environ 73:53-
56.

West JK. 1997. Theoretical analysis of hydrolysis of polydemethyl soloxane (PDMS). J Biomed Mater Res 35:505-511.

Wigley FM, Miller R, Hochberg MC, Steen V. 1992. Augmentation mammoplasty in patients with systemic sclerosis: data
from the Baltimore scleroderma research center and Pittsburgh scleroderma data bank. Arthritis Rheum 35:S46.

Wilkie TF. 1977. Late development of granuloma after liquid silicone injections. Plast Reconstr Surg 60:179-188.

ECETOC JACC No. 55 117



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

WNBC. 1994. TV 6 pm news: Jenkins C, interview with Russano J. 1994. Personal communication. Audio Video
Reporting Services, New York, USA.

Wolfe F. 1995. Silicone breast implants and the risk of fibromyalgia and rheumatoid arthritis. Arthritis Rheum 38:5265.

Wolfe F. 1999. ‘Silicone related symptoms’ are common In patients with fibromyalgia: No evidence for a new disease.
J Rheumatology 26:1172-1175.

Wolfe SM. 1988. [Silicone gel in breast implants]. Personal communication [letter to Young, 1988]. Public Citizen Health
Research Group, Washington DC, USA.

Woodburn K, Weisbrod A, Versonnen B, Jeliazkova L. 2007. Beyond lipophilicity: The influence of other physico-
chemical parameters on water/gill uptake rates in fish. Poster, SETAC 28" Annual meeting, Milwaukee, Wisconsin, USA.

Wurl O, Obbard JP. 2004. A review of pollutants in the sea-surface microlayer (SML): A unique habitat for marine
organisms. Mar Pollut Bull 48 1016-1030.

Xu S, Kozerski G. 2010. Non-regulated study: An analysis of the relationship between the organic carbon normalized
sorption coefficient (K,.) and the octanol/water partition coefficient (K,,) for non-ionic organic compounds. Unpublished
report 10000-62566. Dow Corning, Health and Environmental Sciences, Auburn, Michigan, USA.

Xu S. 2007. Environmental fate of cyclic volatile methylsiloxanes estimated using a multimedia chemical fate model Globo-
POP. Unpublished report 10000-58391. HES study 10745-101 [10744-101 in running header]. Health and Environmental
Sciences, Dow Corning, Auburn, Michigan, USA. Silicones Environmental Health and Safety Council, Herndon, Virginia,
USA.

Xu S. 2011. [Concentration of PDMS on aerosol]. Personal communication. Dow Corning, Health and Environmental
Sciences, Auburn, Michigan, USA.

Young FE. 1988. [Silicone gel in breast implants]. Personal communication [letter to Wolfe, 1988]. Food and Drug
Administration, US Department of Health and Human Services, Rockville, Maryland, USA.

Young VL. 1996. Testing the test: An analysis of the reliability of the silicone sensitivity test (SILS) in detecting immune-
mediated responses to silicone breast implants [Comment on Smalley et al, 1995]. Plast Reconstr Surg 97:681-683.

11.2 References not quoted

The following references were consulted by the Task Force, but not quoted for the reasons given
[in square brackets].

The list includes reports of a number of earlier studies (by IBT that is) quoted by ECETOC
(1994) but subsequently found to be unreliable because of the documentation was insufficient for
assessment and the presence of significant methodological deficiencies (CoR 3a,b). Those
studies have been superseded by more recent work as explained in the text of the report.

*Accettola F, Guebitz GM, Schoeftner R. 2008. Siloxane removal from biogas by biofiltration: Biodegradation studies.
Clean Techn Environ Policy 10:211-218. doi:10.1007/s10098-007-0141-4.

*AISE. 2002. Concentration (% w/w) of PDMS in cleaners per product type. Association Internationale de la Savonnerie,
de la Détergence et des Produits d‘Entretien (AISE), Brussels, Belgium [Cited by HERA, 2007a,b].

*Alcock R, Sweetman EA, Jones DC. 1999. Assessment of organic fate in wastewater treatment plants I: Selected
compounds and physicochemical properties. Chemosphere 38:2247-2262.

*Allevato MA, Pastorale EP, Zamboni M, Kerdel F, Woscoff A. 1996. Complications following industrial liquid silicone
injection. Int J Dermatology 35:193-195 [Documentation insufficient; CoR 4e].

*Anliker R., Moser P, Poppinger D. 1988. Bioaccumulation of dyestuffs and organic pigments in fish. Relationships to
hydrophobicity and steric factors. Chemosphere 17:1631-1644.

*Annelin RB, Klein R, Varaprath S. 1994. Acute toxicity of the water accommodated and water soluble fractions of Dow
Corning 50 cs PDMS fluid with Daphnia magna under static exposures. Unpublished report 10000-44119. Dow Corning,
Midland, Michigan, USA [Superseded by Annelin et al, 1997].

118 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Annelin RB, Klein RA, Varaprath S. 1995. Acute toxicity test of emulsions of Dow Corning 60,000 cs PDMS fluid with
Daphnia magna under static exposures. Unpublished report 10000-40730. Dow Corning, Midland, Michigan, USA [Testing
of PDMS mixed with Tween 80, above the PDMS water solubility].

*Annelin RB. 1979. Bioaccumulation of DC 561 transfer fluid in bullheads. Unpublished report 10005-0669. Dow Corning,
Midland, Michigan, USA [Exposure to PDMS 50 cSt from food; replaced by newer studies. Cited by GESAMP, 1986,
ECETOC, 1994].

*Annelin RB. 1991. Analysis of organosoluble silicon in peat bog litter from northeastern Ontario (Canada). Unpublished
report 10000-36116. Dow Corning, Midland, Michigan, USA.

*Annelin RB. 1976a. Algal assay bottle test — Dimethylsilanediol. Dow Corning Internal Report.
*Annelin RB. 1976h. Acute toxicity test with Daphnia magna — Dimethylsilanediol. Dow Corning Internal Report.

*Annelin RB, Humble DA. 1978. Biochemical oxygen demand and acute static toxicity of DC 510, 50 ¢St fluid to daphnia,
bluegill, rainbow trout, and two species of algae. Dow Corning Internal Report.

*Anonymous. 1988. Siliconentschdumer. In Bartholomé E, Biekert E, Hellmann H, Ley H, Weigert W, Weise E, eds.
Ullmanns Encyklopédie der technischen Chemie, 4th ed, vol 21. Verlag Chemie, Weinheim, Germany, p 3859.

*Arkhipov VV, Makarov KN, Shkvorchenko DO. 2001. Cytotoxicity, macrophage reaction and cell adhesion of silicone
liquids in human and animal cell cultures. Perftororganicheskie Soedineniya v Biologii i Meditsine 2001:88-92 [Russian; not
translated; CoR 4d].

*Armitage A. 1998. Polydimethylsiloxane and dimethylsilanediol — determination of the side-effects on soil microflora
activity. Unpublished report SLI Report 95-4-5803. Springborn Laboratories, Wareham, Massachusetts. ~ Silicones
Environmental Health and Safety Council, Reston, Virginia, USA [Inconclusive study on effect of PDMS on soil
carbon/nitrogen mineralisation conducted in 1995. Covered by Forster, 1997 in Section 6.4.1].

*Ascon-Carbera M, Lebeault JM. 1993. Selection of xenobiotic degrading microorganisms in a biphasic aqueous-organic
system. Appl Environ Microbiol 59:1717-1724.

*Atkinson R. 1991. Kinetics of the gas-phase reactions of a series of organosilicon compounds with OH and NO; radicals at
297 £ 2 K. Environ Sci Technol 25:863-866.

*Aubert M, Aubert J, Augier H, Guillemaut C. 1985. Study of the toxicity of some silicone compounds in relation to marine
biological chains. Chemosphere 14:127-138 [Toxicity of PDMS to marine organisms caused by emulsifier; CoR 3b].

*Badinand MA. 1952. Etude toxicologique de quelques dérivés organiques du silicium (silicates, siloxanes, silicones). Bull
Soc Pharm Bordeaux 90:298-306.

*Badura R, Buczek A, Kotz J. 1968. Investigations into the intravenous application of silicone oils (in dogs). Medycyna
Weterynaryjna 24:151-154.

*Ballantyne DL, Rees TD, Seidman I. 1965. Silicone fluid: Response to massive subcutaneous injections of
dimethylpolysiloxane fluid in animals. Plast Reconstr Surg 36:330-338.

*Bambas B, Eckardt C, Vowinkel E, Kruse H. 1995.Toxische Stoffen im Silikondl nach intraokularer Injektion (Toxic
substances in silicone oil following intraocular injection). Ophthalmologe 92:663-667 [German; English abstract; CoR 3].

*Bates H, Filler R, Kimmel C. 1985. Developmental toxicity study of polydimethylsiloxane injection in the rat. Teratology
31:50A.

*Batich C, DePalma D, Marotta J, Latorre G. 1996. Silicone degradation reactions. In Potter M, RoseNR, ed. Immunology
of Silicones. Curr Top Microbiol Immunol 210:13-23.

*Batra A, Vemuganti GK, Das T, Singh S, Jalali S. 2001. Does silicone oil penetrate the lens capsule? Retina 21:275-277
[One case report; CoR 3a].

*Bélanger MC, Marois Y. 2001. Hemocompatibility, biocompatibility, inflammatory and in vivo studies of primary
reference materials low-density polyethylene and polydimethylsiloxane: A review. J Biomedical Materials Research 58:467-
477 [Review; CoR 4b].

*Belt GH, King JG, Haupt HF. 1977. Augmenting summer stream flow by use of silicone antitranspirant. Water Resour Res
13:267-272.

*Ben-Hur N, Ballantyne DL, Rees TD, Seidman I. 1967. Local and systemic effects of dimethylpolysiloxane fluid in mice.
Plast Reconstr Surg 39:423-426 [CoR 3].

*Ben-Hur N, Neuman Z. 1963. Malignant tumor formation following subcutaneous injection of silicone fluid in white mice.
Isr Med J. 22:15-20 [CoR 3].

ECETOC JACC No. 55 119



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Berkovich Y. 2000. Injection of liquid silicon for cosmetic purposes. Personal communication [circulated internally to
manager s of hospitals and health care clinics]. Ministry of Health, Tel Aviv, Israel [Hebrew; CoR 4d; covered by State of
Israel, 2000].

*Bien E, Buntrock P. 1974. Pharmakologish-toxicologische Untersuchungen von Silicon Produkten. Pharmazie 29:530-534
[Superseded by references in Chapter 7].

*Bischoff F, Stauffer RD, Bryson G. 1972. Lipid uptake by liquid silicone and local tumor induction. Abstract 3532. Fed
Proc 31:840.

*Blee MAB. 1998. Toxicity study of Dow Corning 200 fluid, 10 ¢St by dermal administration to rabbits for 7 days.
Unpublished report 10000-44416. Dow Corning, Midland, Michigan, USA [Not approved for release; CoR 4c].

*Blessing MH, Lenz W. 1973. Pathologisch-anatomische Veranderungen der Rattenlunge nach endotrachealer Injektion von
Methylsilikonél. Int Arch Arbeitsmed 31: 277-293 [Endotracheal injection caused bronchitis in rats. This is a non-
physiological exposure route; the unspecific effect is due to the oily properties of PDMS].

*Blevins RD, Taylor DE. 1982. Mutagenicity screening of twenty-five cosmetic ingredients with Salmonella/microsome
test. J Environ Sci Health A17:217.

*Bondurant S, Ernster V, Herdman R, eds. 1999. Safety of silicone breast implants. Institute of Medicine, Committee on the
Safety of Silicone Breast Implants, Division of Health Promotion and Disease Prevention, National academy press,
Washington DC USA [Review following workshop; CoR 4b]. http://books.nap.edu/openbook.php?isbn=0309065321

*Bonnington LS, Henderson W, Zabkiewicz JA. 2003. Fate of organosilicone surfactants. In Knepper TP, Barcelo D, de
Voogt P, eds. Analysis and fate of surfactants in the aquatic environment. Wilson and Wilson’s comprehensive analytical
chemistry series XL. Elsevier, Amsterdam, Netherlands, pp 627-653.

*Bopp SK, Bols NC, Schirmer K. 2006. Development of a solvent-free, solid-phase in vitro bioassay using vertebrate cells.
Environmental Toxicol and Chemistry 25:1390-1398.

*Bridges AJ. 1994. Autoantibodies in patients with silicone implants. Semin Arthritis Rheum 24 S1:54-60.

*Burgess IF, Brown CM, Lee PN. 2005. Treatment of head louse infestation with 4% dimeticone lotion: Randomised
controlled equivalence trial. BMJ 330:1423 [Efficacy trial]. doi:10.1136/bm;j.38497.506481.8F

*Cabridenc R. 1978. Polydimethylsiloxanes, IRNS [Cited by Vonk et al, 1984; CoR 4c].

*Calandra JC, Keplinger ML, Hobbs EJ, Tyler LJ. 1976. Health and environmental aspects of polydimethylsiloxane fluids.
Am Chem Soc Polymer Preprints 17:12-16 [Summaries of early studies by Industrial Bio-Test Laboratories, documentation
insufficient, significant methodological differences; CoR 3a,b, 4b].

*Calandra JC. 1968. Dermal toxicity of PDMS 350 cs with regard to the reproductive capability of the primate. Industrial
Bio-Test Laboratories. Unpublished report 10065-1059-12. Dow Corning, Midland, Michigan, USA [Documentation
insufficient, significant methodological deficiencies; CoR 3a,b].

*Calandra JC. 1976. Skin contact irritation test with 200 fluid 10 cs. Industrial Bio-Test Laboratories. Unpublished report
1976-10065-1056-07. Dow Corning, Midland, Michigan, USA [Documentation insufficient, significant methodological
differences; CoR 3a,b].

*Cameli N, Gaeta A, Berardesca E, Rigano L, Bartoletti CA. 2003. Aspetti dermatologici della cute sensibile. Trattamento
dermocosmetico. Cosmetic Technology 6:25-28 [Italian].

*Candussio A, Amann M, Goetze B. 2004. Silicones and biotechnology. In Oeye HA, Holaas A, Nygaard L, eds. Silicon for
the Chemical Industry VII, 7th Conference, Tromsoe-Bergen, Norway, September 21-24, 2004. Norwegian University of
Science and Technology, Trondheim, Norway, p 287-298.

*Carson S, Weinberg MS, Oser BL. 1966. Safety evaluation of Dow Corning 360 fluid and Antifoam A. The Toilet Goods
Association 45:9-19.

*Cassidy SL, Stanton E. 1997. In vitro eye irritation studies on organosilicon compounds. J Toxicol, Cutaneous and Ocular
Toxicol 16:45-60.

*Cassidy SL, Stanton ES. 1996. In vitro skin irritation and corrosivity studies on organosilicon compounds. J Toxicol,
Cutaneous and Ocular Toxicol 15:355-367 [PDMS not covered].

*Chandra G, DiSapio A, Frye C, Zellner D. 1994. Silicones for cosmetics and toiletries: An environmental update.
Cosmetics & Toiletries 109:63-66.

*Chandra G, ed. 1997. Organosilicon materials. In The handbook of environmental chemistry / anthropogenic compounds,
Part 3/ 3H, XVII. Springer Publishing, New York, USA, 324 p.

*Chandra G. 1995. A review of the environmental fate and effects of silicone materials in textile applications. Textile
Chemist and Colorist 27:21-24.

120 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Chenoweth ME, Holmes RE, Stark FO. 1956. The physiological assimilation of Dow Corning 200 fluid. Unpublished
report 10065-1 170-03. Dow Corning, Midland, Michigan, USA.

*Child GP, Paquin HO, Deichmann WB. 1951. Chronic toxicity of the methylpolysiloxane ‘DC Antifoam A’ in dogs. Arch
Ind Hyg 3:479-482.

*Clark LC, Gollan F. 1966. Survival of mammals breathing organic liquids equilibrated with oxygen at atmospheric
pressure. Science 152:1755-1756 [Insufficient documentation; CoR 3a].

*Colpan L, Sara¢ S, Demirant A, Cilli I, Aydinol B. 1996. The effect of silicone on liver and some enzyme levels in serum
of rats. Biyokimya Dergisi 21:1-7 [English; Turkish summary.]

*Corn M, Stern AC, Corn M. 1976. Aerosols and the primary air pollutants — Nonviable particles, their occurrence,
properties and effects. In Stern AC, ed. Air Pollution, vol 1, 3" ed. Academic Press, New York, USA [Background aerosol
levels of PDMS in USA,; consulted by Xu, 2011].

*Cotovio J, Grandidier MH, Portes P, Roguet R, Rubinstenn G. 2005. The in vitro acute skin irritation of chemicals:
Optimisation of the EPISKIN prediction model within the framework of the ECVAM validation process. ATLA 33:329-349.

*Cox TS, Ingebrigtson DN. 1976. Coping with spills of silicone. fluids. Environ Sci Tech 10:598-601.

*Cragg ST. 2001. Polyurethanes, miscellaneous organic polymers, and silicones. In Bingham E, Cohrssen B, Powell CH,
eds. Patty's toxicology, 5th ed, vol 7. John Wiley & Sons, New York, New York, USA, 619-679 [Review; CoR 4b].

*Curtis J, Colas A. 2004. Medical applications of silicones. In Ratner BD, Hoffman AS, Schoen FJ, Lemons JE, eds.
Biomaterials science, 2nd ed. Elsevier Academic Press, San Diego, California, USA, pp 697-707 [Review; CoR 4b].

*Cutting WC. 1952. Toxicity of silicones. Stanford Med Bull 10:23-26.

*Deichmann B. 1957. Report on five silicone materials. Dow Corning report 1006 5-1063-03. Dow Corning, Midland,
Michigan, USA.

*Dewan P. 2003. Re: Outcome of endoscopic treatment for vesicoureteral reflux in children using polydimethylsiloxane,
author reply. J Urology 169:2303 [Short letter; CoR 4].

*Dewil R, Appels L, Baeyens J, Buczynska A, Van Vaeck L. 2007. The analysis of volatile siloxanes in waste activated
sludge. Talanta 74:14-19. doi:10.1016/j.talanta.2007.05.041

*Dive D. 1981. Etude comparée de la toxicité du PDMS et d'un PCB sur des protozoaires [Cited by Vonk et al, 1984; CoR
4c].

*Donker DLT, Paridaens D, Mooy CM, van den Bosch WA. 2005. Blepharoptosis and upper eyelid swelling due to
lipogranulomatous inflammation caused by silicone oil. American J Ophthalmology 140:934-936 [Case report; CoR 4].

*EAJ. 2003. Surveyed chemical substances and their detected levels in the environment (A cumulative list for fiscal year
1974 - 2003). Japan Environment Agency, Tokyo, Japan, p 44 [Covered by EAJ, 1981a,b].

*ECETOC. 2003. Persistence of chemicals in the environment. Technical report 90. European Centre for Ecotoxicology and
Toxicology of Chemicals, Brussels, Belgium [Review].

*ECETOC. 2005. Risk assessment of PBT chemicals. Technical report 98. European Centre for Ecotoxicology and
Toxicology of Chemicals, Brussels, Belgium [Review].

*ECETOC. 2007. Synthetic amorphous silica (CAS No. 7631-86-9). Joint Assessment of Commaodity Chemicals No. 51.
European Centre for Ecotoxicology and Toxicology of Chemicals, Brussels, Belgium [Review].

*EU. 1998. Directive 98/72/EC of the European Parliament and of the Council of 15 October 1998 amending Directive
95/2/EC on food additives other than colours and sweeteners. Off J EC L295:18-30.

*EU. 2003. Directive 2003/114/EC of the European Parliament and of the Council of 22 December 2003 amending
Directive 95/2/EC on food additives other than colours and sweeteners. Off J EC L 24:58-64.

*FAO/WHO. 1974. Expert Committee on Food Additives, WHO Tech Report Series 557, 18th Report, FAO Nutrition
Meetings Report Series 54. World Health Organisation, Geneva, Switzerland.

*Feld H, Deimel M, Riedel JU. 2000. Kontamination von Oberflaichen (ber die Luft. Sekundarionen-
Flugzeitmassenspektrometrie: ein Verfahren zur exakten Charakterisierung geringster Verunreinigungen. Metalloberfléche
54:48-52.

*Fendinger NJ. 1996. Environmental occurrence of polydimethylsiloxanes (PDMS). Paper presented at 17" Annual SETAC
Conference, Washington USA. 17-21 Nov [Covered by Fendinger et al, 1997].

*Firmin R. 1984. Les composés organosiliciés et I'environnement aquatique. Mémoire, Sciences Environnement, Université
Libre de Bruxelles [Cited by Vonk et al, 1984; CoR 4c].

ECETOC JACC No. 55 121



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Fischer-Reinhard M. 2007. Mikrobieller Abbau von Siliconélen, Siloxanen und Silanolen? PhD thesis. Technische
Hochschule Darmstadt, Darmstadt, Germany, 154 pp.

*Fitzgerald JB, Mallette WG. 1960. The physiological effects of intravascular Antifoam A. School of Aviation Medicine.
USAF Aerospace Medical Centre (ATC), Brooks Air Force Base, Texas, USA.

*Frondoza C, Jones L, Rose NR, Hatakeyama A, Phelps R, Bona C. 1996. Silicone does not potentiate development of the
scleroderma-like syndrome in tight skin (TSK/+) mice. J Autoimmun 9:473-83.

*Garcia SS, Ake C, Clement B, Huebner HJ, Donnelly KC, Shalat SL. 2001. Initial results of environmental monitoring in
the Texas Rio Grande Valley. Environ Int 26:465-474. doi:10.1016/S0160-4120(01)00027-7

*Garrido L, Pfleiderer B, Papisov M, Ackerman JL. 1993. In vivo degradation of silicones. Magn Reson Med 29:839-843
[Significant metholological deficiencies; CoR 3b].

*Garvey N, Collins MK, Mihaich EM. 1996. Effects of polydimethylsiloxanes (PDMS) to soil-dwelling organisms.
Presented at SETAC 17th Annual Meeting, Washington, DC, USA [Abstract; superseded by Garvey, 1997, 1998; Collins,
1998].

*GESAMP. 1986. Review of potentially harmful substances: Organosilicon compounds (silanes and siloxanes).
IMO/FAO/UNESCO/WMO/WHO/IAEA/UN/UNEP joint group of experts on the scientific aspect of marine pollution.
Reports and Studies No.29. WHO, Geneva, Switzerland [Review].

*Gilliard Ch. 1980. Influence du DB 31 Dow Corning sur la respiration des boues activées dans I'épuration aérobie.
Université Libre de Bruxelles, Service Traitement des Eaux et Pollution [Cited by Vonk et al, 1984; CoR 4c].

*Goodwin RM, McBrydie HM. 2000. Effect of surfactants on honey bee survival. Proc New Zealand Soc Plant Prot 230-
334.

*Graiver D, Farminer KW, Narayanl R. 2003. A review of the fate and effects of silicones in the environment. J Polymers
and the Environment 11:129-136 [Review].

*Grasso P, Fairweather FA, Golberg L. 1965. A short-term study of epithelial and connective tissue reactions to
subcutaneous injection of silicone fluid. Food Cosmet Toxicol 3:263-269.

*Griesshach EFC, Lehmann RG. 1999. Degradation of polydimethylsiloxane fluids in the environment: A review.
Chemosphere 38:1461-1468 [Review].

*Grining B, Bungard A. 1999. Silicone surfactants: Emulsification. In Hill RM, ed. Surfactant Science Series 86. Dekker
M, New York, USA, p 214 [Surface tension ~20 mN/m; covered by Wacker, 2002 in Section 2.3].

*Habereder P. 1997a. Textilsilicone und Umwelt - fur den Praktiker in Zahlen. Melliand Textilberichte 78:352-354.
*Habereder P. 1997b. Textile silicones and the environment - figures for the practical man. Melliand Int 2:105-107.

*Hawthorne GA, Ballantyne DL, Rees TD, Seidman I. 1970. Hematological effects of dimethylpolysiloxane fluid in rats.
J Reticuloendothel Soc 7:587-593.

*Health Canada. 2005. Expert Advisory Panel on Breast Implants, record of proceedings (September 29-301, 2005).
Director General's Office, Bureau of Palicy, Science and International Programs Enquiries. Health Canada, Ottawa, Ontario,
Canada [covered by Health Canada, 1998]. www.hc-sc.gc.ca/dhp-mps/md-im/activit/sci-consult/implant-breast-
mammaire/index-eng.php

*Heck D, Rosenberg A, Schink-Ascani M, Garbus S, Kiewitt T. 1995. Use of antibiotic-impregnated cement during hip and
knee arthroplasty in the United States. J Arthroplasty 10:470-475.

*Hermansky SJ, Neptun DA, Weaver EV, Ballantyne B. 1995. Clinical pathology changes related to cutaneous irritation in
the Fischer 344 rat and New Zealand White rabbit. J Toxicol Cutaneous Ocular Toxicol 14:219-236 [“Organomodified
PDMS” was mildly irritant in rabbits; CoR 3a].

*Hidaka C, Murai Y, Fujimoto T. 1997. Analysis of dimethylpolysiloxane in tofu by FTIR. Shokuhin Eiseigaku Zasshi
38:319-322 [Japanese; English figures and tables].

*Hill RW, Caunter JE, Eales GJ. 1980. Determination of the effect of spillage of Dow Corning fluid on the plaice
(Pleuronectes platessa) in a static bioassay. Unpublished report BL/B/2061. ICI Brixham, UK [PDMS not toxic at
concentrations in excess of the water solubility; CoR 3b].

*Hobbs EJ, Fancher OE, Calandra JC. 1972. Effect of selected organopolysiloxanes on male rat and rabbit reproductive
organs. Toxicol Appl Pharmacol 21:45-54 [Insufficient documentation, methodological deficiencies; CoR 3a,b].

*Hobbs EJ, Keplinger ML, Calandra JC. 1975. Toxicity of polydimethylsiloxanes in certain environmental systems.
Environ Res 10:397-406 [IBT study; insufficient documentation, methological deficiencies; CoR 3a,b].

122 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Hoffman AD. 1992. A skin sensitisation study of a Dow Corning X7-0008 in guinea pigs. Unpublished report 10000-
37079. Dow Corning, Midland, Michigan, USA [Substance is “mucoadhesive ointment”, no PDMS; CoR 3c].

*Hoffman RD, Stanton E, Hobbs EB, Kolesar GB, King DW. 1987. Palatability studies of polydimethylsiloxanes in the rat
when mixed with rodent diet. Unpublished report 10005-1625. Dow Corning, Midland, Michigan, USA [Not available,
screening level assessment (palatability); CoR 4c].

*Hoélmich LR, Lipworth L, McLaughlin JK, Friis S. 2007. Breast implant rupture and connective tissue disease: A review of
the literature. Plast Reconstr Surg 120 Suppl 1:62S-69S.

*Houvenaghel GT. 1980. The study of the fate and impact of polydimethylsiloxane introduced into the aquatic environment.
Part one: Benthic organisms. Université Libre de Bruxelles, Belgium. Unpublished report 19039-0002. Dow Corning
Europe, Seneffe, Belgium.

*Howard PH, Durkin PR, Hanchett A. 1974. Environmental hazard assessment of liquid siloxanes. Unpublished report
EPA-560/2-75-004. Syracuse University Research, Syracuse, New York, USA. Environmental Protection Agency, Office of
Toxic Substances, Washighton, DC, USA, p 30.

*Hu T, Wang W, Chen Q, Zhong C, Dai W, Li C, Zhao P. 1996. No long-term effect of intraocular silicone oil injection on
the structure of rabbits retina. Shanghai Yike Daxue Xuebao 23:296-298 [Chinese, English abstract; CoR 4a,d].

*Hu WJ, Eaton JW, Tang L. 2001. Molecular basis of biomaterial-mediated foreign body reactions. Blood 98:1231-1238.

*Hunter C. 1987. Anal leakage study of PDMS 35 cs in the diets of rats. Unpublished report 10030-6131. Dow Corning,
Midland, Michigan, USA.

*Industrial Biotest Lab. 1963a. Report to Dow Corning: 90-day subacute aerosol inhalation toxicity of PDMS formulation
1. Unpublished report 10065-1056-01. Dow Corning, Midland, Michigan, USA [Documentation insufficient, significant
methodological differences; CoR 3a,b].

*Industrial Biotest Lab. 1963b. Report to Dow Corning: 90-day subacute aerosol inhalation toxicity of PDMS formulation
2. Unpublished report 1963-10065-1062-02. Dow Corning, Midland, Michigan, USA [Documentation insufficient,
significant methodological differences; CoR 3a,b].

*Industrial Biotest Lab. 1964. Report to Dow Corning: Skin Irritation Studies on two materials, PDMS 350 c¢s and DC X
fluid. Unpublished report 10065-1069-02. Dow Corning, Midland, Michigan, USA [Documentation insufficient, significant
methodological differences; CoR 3a,b].

*Industrial Biotest Lab. 1967. Report to Dow Corning: Range finding eye irriation test on DC 200 350 c¢s. Unpublished
report 10065-1059-06. Dow Corning, Midland, Michigan, USA [Documentation insufficient, significant methodological
differences; CoR 3a,b].

*Industrial Biotest Lab. 1968. Report to Dow Corning. Study of the absorption of Dow Corning 200 100 cs lot 6872
following dermal application to humans. Unpublished report 10065-1057-04. Dow Corning, Midland, Michigan, USA
[Documentation insufficient, significant methodological differences; CoR 3a,b].

*Iribarren P, Correa SG, Sodero N, Riera CM. 2002. Activation of macrophages by silicones: Phenotype and production of
oxidant metabolites. BMC Immunology 3 (online computer file) [Unsuitable test system; CoR 3c].

*Ishidate M, Harmois MC, Sofuni T. 1988. A comparative analysis of data on the clastogenicity of 951 chemical substances
tested in mammalian cell cultures. Mutat Res 195:151 [Review paper with no discussion of methods used to evaluate the
materials discussed. There are many materials in the paper other than PDMS].

*1SO. 2006. Water quality - Marine algal growth inhibition test with Skeletonema costatum and Phaeodactylum tricornutum.
ISO 10253. International Organization for Standardization, Geneva, Switzerland [Covered by OSPAR, 2006 (*Aunaas and
Brakstad, 1996)].

*Isquith AJ, Miller BJ. 1984. Tissue cell biocompatibility of Dow Corning 200 fluids: 10 cs: Unpublished reports 10005-
1201; 20 cs: 10005-1202; 50 cs: 10005-1203; 100 cs: 10065-1199; 350 cs: 10005-1197; 500 cs:10065-1198; 1000 cs: 10065-
1061-1204. Dow Corning, Midland, Michigan, USA [Early cytotoxicity assay that is no longer in use, non GLP; 1,000 cs
study not available].

*Jackson GL. 1966. Rabbit teratogenic study DC 225 fluid (10 cs PDMS).s. Unpublished report 10065-1056-02. Industrial
Biotest Laboratories. Dow Corning, Midland, Michigan, USA [Documentation insufficient, significant methodological
differences; CoR 3a,b].

*Jackson SJ. 1979. Silicone EP 6500. Acute oral toxicity, skin and eye irritation and skin sensitisation studies. ICl Report
CTLTT11282.

*Jovanovic ML, McNett DA, Gallavan RH, Regan JM, Plotzke KP. 2002. Disposition of polydimethylsiloxane, 10 and
350 cs, in F344 rats following a single exposure by oral gavage. Presented at Society of Toxicology 2002 Annual Meeting.
Toxicologist 66(1-S):137[Abstract, covered by Jovanovic et al, 2000, 2001].

ECETOC JACC No. 55 123



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Kala SV, Lykissa ED, Lebovitz RM. 1997. Detection and characterization of poly(dimethylsiloxane)s in biological tissues
by GC/AED and GC/MS. Anal Chem 69:1267-1272 [Insufficient documentation, unsuitable test system; CoR 3b,c].

*Kellner TP, Hanes MA, Fruin JT. 1982. Primary ocular irritation of two CHF, formulations components: Dow Corning 200
and isopropanol. Letterman Army Institute of Research. Technical Note 82-31 TN [Not available; CoR 4c].

*Kenmotsu K, Takano H, Fujiwara H, Yoshioka T, Urayama T, Sugiyama H. 2006. Determination of low molecular weight
silicones in sludge and environmental samples by GC/MS. Okayama-ken Kankyo Hoken Senta Nenpo 30:39-46 [Japanese].

*Kennedy GL, Keplinger ML, Calandra JC, Hobbs EJ. 1976. Reproductive, teratologic and mutagenic studies with some
polydimethylsiloxanes. J ToxicolEnviron Health 1:909-920 [Documentation insufficient, significant methodological
differences; CoR 3a,b].

*Kirk-Othmer. 1982. Encyclopedia of chemical technology, 3rd ed, vol 20, John Wiley & Sons, New York, USA.

*Klein R, Annelin R, Varaprath S. 1994. Acute toxicity of emulsions of Dow Corning 50 cs PDMS fluid with Daphnia
magna. Unpublished report 10000. Dow Corning, Midland, Michigan, USA [PDMS mixed with Tween 80, above the
PDMS water solubility].

*Kreshkov AP, ed. 1962. Practical handbook of analysis of monomers and polymers of organosilicon compounds. State
Publishing House of Chemical Literature, Moscow, Russia [Early handbook].

*Lane TH, Annelin RB. 1983. A model for estimating environmental distribution. Unpublished report. Dow Corning,
Midland, Michigan, USA.

*Lehmann RG, Smith DM, Narayan, R., Kozerski GE, Miller JR. 1999. Life cycle of silicone polymer, from pilot-scale
composting to soil amendment. Compost Science and Utilization Summer 7:72-82.

*Lehmann RG. 1993. Extraction of silicones from soil. Environ Toxicol Chem 12:1851-1853.

*Lehmann, R. G., Miller J.R. and H.P. Collins (1998) Microbial degradation of dimethylsilanediol in soil. Water, Air and
Soil Pollution 106: 111-122.

*Lei YD, Wania F, Mathers D. 2010. Temperature-dependent vapor pressure of selected cyclic and linear
polydimethylsiloxane oligomers. J Chem Eng Data 55:5868-5873 [Measured vapour pressure for short chain (Ls to L;3)
linear PDMS].

*Lienert J, Gudel K, Escher BIl. 2007. Screening method for ecotoxicological hazard assessment of 42 pharmaceuticals
considering human metabolism and excretory routes. Environ Sci Technol 41:4471-4478.

*Lipowitz J, Ziemelis MJ. 1976. Flammability of polydimethysiloxanes Il: Flammability and fire hazard properties. J Fire
Flammability 7:504-529.

*Lipworth L, Tarone RE, McLaughlin JK. 2009. Breast implants and lymphoma risk: A review of the epidemiologic
evidence through 2008. Plast Reconstr Surg 123:790-793 [Review].

*Lukasiak J, Dorosz A, Prokopowicz M, Raczynska K, Falkiewicz B. 2001. Proces tworzenia emulsji i inne zmiany
fizykochemicznej charakterystyki polidimetylosiloksandw (PDMS) pod wplywem kontaktu z ukladami modelowymi:
tkankami galki ocznej, surowica krwi ludzkiej i kolagenem [Emulsification and other physicochemical changes in
polydimethylsiloxanes (PDMS) exposed to model systems representing eyeball tissue, human blood serum and collagen}.
Polimery 46:428-432 [Polish not translated; English summary; CoR 4a,d].

*Lukasiak J, Dorosz A, Prokopowicz M, Rosciszewski P, Falkiewicz B. 2003. Biodegradation of silicones
(organosiloxanes). In Matsumura S, Steinbiichel A, eds. Biopolymers, miscellaneous biopolymers and biodegradation of
synthetic polymers vol 9. Wiley-VCH, Weinheim, Germany, p 539-568 [Review; CoR 4b].

*Lukasiak J, Falkiewicz B, Dabrowska E, Stolyhwo M. 1996. E-900 polydemetylsiloksany jako problem toksykologcizny
[E-900 polydimethylsiloxanes as a toxicological problem]. Bromatologia i Chemia Toksykologiczna 29:199-204 [Polish, not
translated; CoR 4d].

*Lukasiak J, Falkiewicz B. 1996. Problemy degradacji silikonéw w srodowisku [Environmental and chemical aspects of
silicone degradation]. In Bokotko R, ed. Analysis and utilisation of oily wastes, AUZO '96, International Conference,
Gdansk, September 8-12, 1996. Vol 2. Faculty of Chemistry, Technical University of Gdansk, Gdansk, Poland, p 305-309
[Polish, not translated; CoR 4d].

*Lukasiak J, Jamrogiewicz Z, Jachowska D, Czarnowski W, Hrabowska M, Prokopowicz M, Falkiewicz B. 2001.
Absorption and distribution of orally administered siloxanes in rat organs. Polimery 46:546-548 [Documentation
insufficient, significant methodological differences; CoR 3a,b].

*Lukasiak J, Jamrogiewicz Z, Jachowska D, Morys J, Prokopowicz M, Czarnobaj K, Falkiewicz B. 2002. Penetration of
polydimethylsiloxanes (PDMS) to nervous tissue of rats. Polimery 47:567-568 [Documentation insufficient, significant
methodological differences; CoR 3a,b].

124 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Lukasiak J, Prokopowicz M, Jamrégiewicz Z, Honory M, Jaskiewicz J, Dorosz A, Jachowska D, Falkiewicz B. 2002.
Molekularne i kliniczne konsekwencje biodegradacji silikondw in vivo. Molecular and clinical consequences of in vivo
silicones biodegradation.  Polimery w Medycynie 32:40-47 [Polish; English; Documentation insufficient, significant
methodological differences; CoR 3a,b].

*Lukasiak J., Jamrogiewicz Z, Czarnowski W, Krechniak J, Falkiewicz B. 1999.Badinie wchlaniania polidimetylsiloksanéw
i cyclopolidimetylsiloksanéwz przewodu pokarmowego szcuréw z oznacieniem we krwi metoda *H-NMR [Assessment of
polydimethylsiloxanes and cyclopolydimethylsiloxanes intestinal absorption in rats with the analysis of their blood
concentrations using *H-NMR]. Bromat Chem Toksykol22:99-101 [Polish; CoR 4d].

*MacDonald WE, Lanier GE, Deichman WB. 1960. The subacute oral toxicity to the rat of certain polydimethylsiloxanes.
AMA Arch Ind Health 21:514-518.

*Maggi P, Alzieu C. 1977. Etude de la nocivité d'huiles polydimethylsiloxane a I'égard d'organismes marins. Science et
Péche, Bull Inst Péches Marit 269:1-3 [PDMS not toxic to marine organisms at concentrations in excess of the water
solubility; CoR 3b].

*Marmo L. 2001. Towards a revision of the Sewage Sludge Directive 86/278/EEC. Presented at Researching the Sludge
Directive, conference on sewage sludge 30-31 October 2001, Brussels, Belgium. European Commission, DG Environment
and UK Water Industry Research. EC DG Environment, Brussels, Belgium [Superseded by Milieuet al, 2009].
http://ec.europa.eu/environment/waste/sludge/conference_programme.htm

*Marshall TC, Clark CR, Brewster DW, Henderson TR. 1981. Toxicological assessment of heat transfer fluids proposed for
use in solar energy applications, Il. Toxicol Appl Pharmacol 58:31-38 [Not PDMS, but mixture].

*Marshall TC, Clark CR, Brewster DW, Merickel BS. 1979. Toxicological assessment of 7 solar heat transfer fluids. Ann
Rep Inhalation Toxicol Res Inst 563-566 [Not PDMS, but mixture].

*Mastruserio DN, Pesqueira M J, Cobb MW. 1996. Severe granulomatous reaction and facial ulceration occurring after
subcutaneous silicone injection. J American Academy of Dermatology 34:849-852 [CoR 3; case report: Patient with severe
inflammatory disease].

*Matsui S, Murakami T, Sasaki T, Hirose Y, Iguna Y. 1975. Activated sludge degradability of organic substances in the
waste water of the Kashima petroleum and petrochemical industrial complex in Japan. Prog Water Technol 7:645-659.

*McLaughlin JK, Lipworth L, Murphy DK, Walker PS. 2007. The safety of silicone gel-filled breast implants: A review of
the epidemiologic evidence. Ann Plast Surg 59:569-580 [Review].

*Mojsiewicz-Pienkowska K, Jamrogiewicz Z, Lukasiak J. 2003. Zastosowanie ASA, IR oraz 'H-NMR do oznaczania
polidimetylosiloksanéw w prébkach zywnosci [AAS, IR and *H-NMR used to determine polydimethylsiloxanes in food
samples]. Bromatologia i Chemia Toksykologiczna 36:43-50 [Polish; English abstract].

*Mojsiewicz-Pienkowska K, Lukasiak J. 2003. Polydemetylosiloksany w srodowisku czlowieka [Polydimethylsiloxanes in
human environment]. Polimery 48:403-409 [Polish; English summary].

*Moretto HH, Schulze M, Wagner G. 1993. Silicones. In Ullmann’s encyklopedia of industrial chemistry, vol A24. VCH,
Weiheim, Germany, p 57-93.

*Munson AE, White KL, McCay JA, Stern ML. 1992. Immunotoxicity of silicone in female B6C3F1 mice — 180 day
exposure, report to National Toxicology Program. Immunotoxicology Program, Medical College, Commonwealth
University, Richmond, Virginia, USA. National Institute of Environmental Health Sciences, Research Triangle Park, North
Carolina, USA.

*Munson AE, White KL, McCay JA. 1992. Immunotoxicity of silicone in female B6C3F; mice — 10 day exposure, report to
National Toxicology Program. Immunotoxicology Program, Medical College, Commonwealth University, Richmond,
Virginia, USA. National Institute of Environmental Health Sciences, Research Triangle Park, North Carolina, USA.

*Nagase H, Ose Y, Sato T. 1988. Possible methylation of inorganic mercury by silicones in the environment. Sci Tot
Environ 73:29-98.

*Neely WB, Branson DR, Blau GE. 1974. Partition coefficient to measure bioconcentration potential of organic chemicals
in fish. Environ Sci Technol 8:1113-1115.

*Neely WB, Mackay D. 1982. Evaluative model for estimating environmental risk. In Dickson KL, Maki AW, Cairns J,
eds. Modeling the fate of chemicals in the aquatic environment. Ann Arbor Science, Ann Arbor, Michigan, USA, p 127-143.

*Newman PJ, Bowden AV, Bruce AM. 1989. Production, treatment and handling of sewage sludge. In Dirkswager AH,
L'Hermite P, eds. Sewage sludge treatment and use: New developments, technology aspects and environmental effects.
Elsevier Science, London, UK.

*Nicholson JJ, Hill SL, Frondoaz CG, Rose NR. 1996. Silicone gel and octamethylcyclotetrasiloxane (D4) enhances
antibody prodn. to bovine serum albumin in mice. J Biomedical Materials Research 31:345-353.

ECETOC JACC No. 55 125



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Noll W, Glenz O, Hecht G, Kniege W, Krauss W, Rothert H, Zorn B. 1968. Polymere Siloxane. In Chemie und
Technologie der Silicone, 2nd ed. Verlag Chemie, Weinheim, Germany, 9 449 [Early handbook].

*QOlson KJ, Sadek SE. 1962. Toxicity by subcutaneous injection of Dow Corning 200 fluids. Unpublished report 10065-
1063-05. Dow Corning, Midland, Michigan, USA.

*Olson KJ. 1957. Comparison of PDMS 100 cs fluid treated and untreated in so far as eye contact irritation is concerned.
Unpublished report 10065-1057-2. Dow Corning, Midland, Michigan, USA [Not approved for release; CoR 4c. Early study].

*Opperhuizen A, van der Velde EW, Gobas FAPC, Liem DAK, van der Steen JMD, Hutzinger O. 1985. Relationship
between bioconcentration in fish and steric factors of hydrophobic chemicals. Chemosphere 14:1871-1896.

*QOrentreich DS, Orentreich N. 1991. Injectable fluid silicone for soft-tissue augmentation. In Glasgold Al, Silver FH, eds.
Applications of biomaterials in facial plastic surgery, chapter 14. CRC Press, Boca Raton, Florida, USA [Review].

*Oshita K, Kogita H, Takaoka M, Takeda N, Matsumoto T, Kitayama A. 2007. Behavior of siloxanes in a municipal
sewage-treatment plant. Gesuido Kyokaishi 44:125-138.

*OSPAR. 2006. Protocol for a fish acute toxicity test. In OSPAR protocols on methods for the testing of chemicals used in
the offshore industry. OSPAR Commission, London, UK, pp. 18-25.

*Padros J, Pelletier E, Siron R, Delille D. 1999. Fate of a new silicone-based oil treating agent and its effects on marine
microbial communities. Environ Toxicol Chem Mar 18:819-827.

*Palazzolo RJ. 1964. Skin irritation study on Dow Corning 200 fluid 350 c¢s. Lot AA 5472. Industrial Bio Test
Laboratories. Unpublished report 10065-1059-01. Dow Corning, Midland, Michigan, USA [Documentation insufficient,
significant methodological differences; CoR 3a,b].

*PARCOM. 1992. Draft PARCOM decision on the phasing out of PCBs and hazardous PCB substitutes. Ministerial
Meeting of the Oslo and Paris Commissions. Paris, France, 21-22 September 1992.

*PARCOM. 1995. A sediment bioassay using an amphipod Corophium sp. In Protocols on Methods for the Testing of
Chemicals Used in the Offshore Industry. Oslo and Paris Commissions (OSPAR), London, UK, pp. 7-11.

*Pellenbarg RE, Cahart HW. 1990. Bioturbation recorded by a sedimentary siloxane horizon. Appl Organomet Chem
4:177-180.

*Pellenbarg RE, Tevault DE. 1986. Evidence of sedimentary siloxane horizon. Env Sci Technol 20:743-744.
*Pellenbarg RE. 1982. Silicones in Chesapeake Bay sediments. Mar Pollut Bull 13:427-429.

*Peters W, Keystone E, Snow K, Rubin L, Smith D. 1994. Is there a relationship between autoantibodies and silicone-gel
implants? Ann Plast Surg 32:1-7.

*Pfleiderer B, Moore A, Tokareva E, Ackerman JL, Garrido L. 1999. Biodegradation of polysiloxanes in lymph nodes of
rats measured with 29Si NMR. Biomaterials 20:561-571 [Significant metholological deficiencies; CoR 3b].

*Pollack SV, 1990. Silicone, fibrel, and collagen implantation for facial lines and wrinkles. J Dermatol Surg16:957-961
[Plastic surgery, covered by other references that describe the same use].

*Poschl U. 2005. Atmospheric aerosols: Composition, transformation, climate and health effects. Angew Chem Int Ed
44:7520-7540 [PM, 5 concentrations in the European Alps; consulted by Xu, 2011].

*Potter M, Rose NR, eds. 1996. Immunology of silicones. Proceedings of a workshop on the immunology of silicones held
at the Natcher Conference Center, National Institutes of Health, Bethesda, Maryland, USA, March 13 and 14, 1995.
Springer, Berlin, Germany, 430 pp.Curr Top Microbiol Immunol210) [Review; covered by Batich et al,Frondozaet al,
Hochberg et al, Tan et al].

*Powell, D. E., Annelin, R. B. and Bryan, M.D. (1996) Abstract No PO579, SETAC 17™ Annual Meeting, Washington, DC,
USA.

*Press RI, Peebles CL, Kumagai Y, Ochs RL, Tan EM. 1992. Antinuclear autoantibodies in women with silicone breast
implants. Lancet 340:1304-1307.

*Rasmussen CR, Siddiqui WH. 1992. Eye irritation studies with linear and cyclic polydimethylsoloxane fluids in
rabbits. Toxicologist 12:106 [Abstract].

*Rast HG. 1993. Private communication. ZF-Chemische Forschung. Bayer, Leverkusen, Germany [Not available 15-Dec-
08; CoR 4c].

*Reed WA, Kittle CF. 1959. Observations on toxicity and use of Antifoam A. AMA Arch Surg 78:220-225.
*Reuse J. 1979. PDMS and glucose absorption. Unpublished report 19039-14. Dow Corning, Midland, Michigan, USA.

*Rosciszewski P, Lukasiak J, Dorosz A, Galinski J, Szponar M. 1998. Biodegradation of polyorganosiloxanes, Macromol
Symp 337-346.

126 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Rowe V, Spencer HC, Bass SL. 1948. Toxicological studies on certain commercial silicones and hydrolyzable silane
intermediates. J Ind Hyg Toxicol 30:332-352s [Early study of PDMS, replaced by newer studies].

*Rowe V, Spencer HC, Bass SL. 1950. Toxicologic studies on certain commercial silicones Il. Two year dietary feeding of
‘DC Antifoam A’ to rats. Arch Ind Hyg Occup Med 1:539-544 [Early study of PDMS, replaced by newer studies].

*Ryan JW. 1988. The effetcs of polydimethylsiloxane fluid on the operation of septic tanks. Unpublished report 10030-
6305. Dow Corning, Midland, Michigan, USA.

*Sarwer DB. 2003. Invited discussion: Causes of death among Finnish women with cosmetic breast implants, 1971-2001.
Ann Plast Surg 51: 343-344 [On Pukkala et al, 2003].

*Sato S, Watanabe T, Honda Y, Kuwahara M. 2001. Degradability of natural and synthetic polymers by the white rot
fungus, Ceriporiopsis subvermispora. Wood Res 88:48-49.

*Sauers, L. J. et al. (1948) The mutagenic potential of: (E)-1,2,3,4-tetrahydro-6-methyl-1(2-methyl-1oxo-2butenyl)quinoline,
1,2,3,4-tetrahydro-6-methyl-1(3-methyl-1oxo-2butenyl)quinoline, 50% DEET, 25% Dow Corning 200 fluid, in isopropanol.
Letterman Army Institute of Research, Report: 109 S. Francisco USA 1981.

*Schaefer CJ, Lawrence WD, Wooley PH. 1999. Influence of long term silicone implantation on type Il collagen induced
arthritis in mice. Ann Rheum Dis 58:503-509.

*Schlabach M, Strand Andersen M, Green N, Schgyen M, Lennart K. 2007. Siloxanes in the environment of the inner
Oslofjord. Rapport NILU OR 27/2007. Norsk Institutt for Luftforskning (NILU), Kjeller, Norway [Low molecular weight
cyclic and linear PDMS (up to MD3;M)].

*Schoenig G, Fancher OE, Calandra JC. 1967. Range finding eye irritation test on Dow Corning 200 fluid 10 cs.
Unpublished report 10065-1056-3. Industrial Biotest Laboratories. Dow Corning, Midland, Michigan, USA [IBT study, not
approved for release; CoR 4c].

*Schweigkofler M, Niessner R. 1999. Determination of siloxanes and VOC in landfill gas and sewage gas by canister
sampling and GC-MS/AES analysis. Environ Sci Technol 33:3680-3685.

*SEHSC. 2001. Guidance for aerosol applications. Silicones Environmental, Health and Safety Council of North America,
Reston, Virginia, USA.

*Semchyschyn DJ, Macdonald PM. 2000. Limits of detection of polydimethylsiloxane in 2°Si NMR spectroscopy. Magn
Reson Med 43:607-610.

*Sharp RF, Eggins HOW. 1970. A biodeterioration appraisal of silicones. Int Biodetn Bull 6:19-26.

*SHC. 1993. Octamethylcyclotetrasiloxane. In Silicones, a briefing book prepared for USEPA, section D, fact sheets.
Silicones Health Council, Herndon, Virginia, USA, p 7.

*SIA. 1982. Silicone analysis in environment [summary of earlier studies]. Personal communication. Silicone Industry
Association of Japan. Centre Européen de Silicone, Brussels, Belgium.

*SIA. 1991. Plan for assessment of silicone in environment [in 1992]. Personal communication. Silicone Industry
Association of Japan. Chemicals Inspection & Testing Institute of Japan, Tokyo, Japan [English translation].

*Siddiqui WH, Blee MB, Tompkins EC, Meeks RG. 2002. 13-Week dietary and developmental toxicity studies of
polydimethylsiloxanes (PDMS) in rats and rabbits. Toxicologist 66(1-S), 232 [Abstract].

*Smith AL. 1980. Correspondence [on *Van der Post, 1978]. Wat Pollut Control 79:146-147 [Dismisses ‘hydrolysis’ of
PDMS as cause of reduced algal growth].

*Spacie A. 1972. Acute toxicity of SAG 10 and SAG 350 silicone antifoam to aquatic organisms. Unpublished report.
Union Carbide Chemicals, Danbury, USA [Not available; CoR 4c].

*Springborn. 1991. Octamethylcyclotetrasiloxane — The subchronic toxicity to midge larvae under flow-through conditions.
Unpublished report SLI 91-3-3698. Springborn Laboratories, Wareham, MA, USA. Silicones Health Council, Herndon,
Virginia, USA [Koc for this cyclic PDMS measured 4.5; covered by Miller and Kozerski (2007) in Section 2.3.3].

*Stanton E. 1983. Intraperitoneal administration of PDMS fluids in rabbits. Unpublished report 10065-2061-06. Dow
Corning, Midland, Michigan, USA [Not approved for release, CoR 4c. Assessment of lung injury based on gross observation
of lungs; no longer considered a valid approach.

*Stevens C, Powell DE, Méakeld P, Karman C. 2001. Fate and effects of polydimethylsiloxane (PDMS) in marine
environments. Mar Pollut Bull 42:536-543 [Review; CoR 4b].

*Stevens C. 2007. Silicones and their impact on the environment. In De Jaeger R, Gleria M, eds. Inorganic polymers:
Silicones in industrial applications. Nova Science, Hauppauge, New York, USA [Review; CoR 4b].

ECETOC JACC No. 55 127



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Street JR. 1980. Assessment of the biochemical oxygen demand of Dow Corning polydimethylsiloxane DC fluid and Dow
Corning formulation [PDMS 50 cSt]. Unpublished report BL/B/2078. ICI Brixham Laboratory, Brixham, UK. Dow
Corning, Midland, Michigan, USA.

*Suberg H. 1984a. Baysilicone M1000. Prifung auf primar reizende / atzende Wirkung an der Kaninchenhaut.
Unpublished report. Bayer, Leverkusen, Germany.

*Suberg H. 1984b. Baysilicone M1000. Prifung auf primdr reizende / tzende Wirkung am Kaninchenauge. Unpublished
report. Bayer, Leverkusen, Germany.

*Sun JS, Policello GA, Paccione MA. 2003. Determination of organosilicone surfactant phytotoxicity for selected vegetable
species. Pesticide formulation and application. In Volgas GC, Downer RA, Lopez HB, eds. Pesticide formulations and
application systems vol 23. ASTM Special Technical Publication 1449. ASTM, West Conshohocken, Pennsylvania, USA,
pp77-84.

*Suskind RR. 1954. Industrial and laboratory evaluation of a silicone protective cream. Arch Ind Hyg Occup Med 9:101-
112.

*Tan E. M Ochs R. L Kumagai Y Cuellar M. L Espinoza L. R. 1996. Re-evaluation of autoantibodies and clinical overview
of silicone-related disorders. In Potter M, RoseNR, ed. Immunology of Silicones.Curr Top Microbiol Immunol 210:291-298
[CoR 3; qualitative comparison of two case series of selected patients. One group had breast implants and a constellation of
symptoms. A second group with similar symptoms had no implants). There was no random selection and findings cannot be
extrapolated to a larger population].

*Tenenbaum SA, Rice JC, Espinoza LR, Cuéllar ML, Plymale DR, Sander DM, Williamson LL, Haislip AM, Gluck OS,
Tesser JRP, Nogy L, Stribrny KM, Bevan JA, Garry RF. 1997. Use of antipolymer assay in recipients of silicone breast
implants. Lancet 349:449-454.

*Teuber SS, Rowley MJ, Yoshida SH, Ansari AA, Gershwin ME. 1993. Anti-collagen autoantibodies are found in women
with silicone breast implants. J Autoimmun 6:367-377.

*Thyssen J. 1980. Baysilon-Ol M100: Untersuchungen zur Haut- und Schleimhautvertraglichkeit. Unpublished report.
Bayer (Momentive Performance Materials), Leverkusen, Germany.

*Tolle DA. 1992. Fate and effects of PDMS: Soil amendment sludge disposal. Unpublished report, study SC 900090.
Battelle, Columbus, Ohio, USA. Dow Corning, Midland Michigan, USA [Covered by Lehman et al, 1996].

*Tsuchiya T, Hata H, Nakamura A. 1995. Studies on the tumor-promoting activity of biomaterials: Inhibition of metabolic
cooperation by polyetherurethane and silicone. J Biomedical Materials Research 29:113-119.

*Tuazon EC, Aschmann SM, Atkinson R. 2000. Atmospheric degradation of volatile methyl-silicon compounds. Env Sci
Technol 34:1970-1976.

*UK Medical Devices Agency. 2002. Breast implants: Device update. United Kingdom Department of Health, London,
UK.

*Union Carbide. 1953. Range finding tests on dimethylsilicone oil L-45. Unpublished report 16-64. Carnegie-Mellon
Institute of Research, University of Pittsburgh, Pittsburgh, Pennsylvania, USA. Union Carbide Chemicals, Danbury, USA
[Cited by ECETOC, 1994; CoR 4b,c; PDMS 350 cSt, LDx in rat > 48,600 mg/kgbw

*Union Carbide. 1978. Toxicity and irritation assay results of some food, drug or cosmetic product chemicals, silicone L-45
fluid. Unpublished report 41-138. Carnegie-Mellon Institute of Research, University of Pittsburgh, Pittsburgh, Pennsylvania,
USA. Union Carbide Chemicals, Danbury, USA [Cited by ECETOC, 1994; CoR 4b,c; PDMS 350 cSt, LDs in rat > 48,600
mg/kgbw].

*US EPA. 1994. Methods for measuring the toxicity and bioaccumulation of sediment-associated contaminants with
freshwater invertebrates. Report EPA/600/R-94/024. Office of Research and Development. US Environmental Protection
Agency, Duluth, Minnesota, USA.

*US-EPA. 1996. Health and safety data reporting [chemical substances under the category siloxanes]. United States
Environmental Protection Agency, Washington, DC, USA. Federal Register 61:32702-32703 [Not asssignable; CoR 4].

*Uva MG, Ott JP, Panta G, Randazzo DA, Reibaldi A. 1994. Bestimmung der Lichtunterschiedsempfindlichket bei
Patienten mit Silikonolfillung (Functional study on the toxicity of silicone oil). Ophthalmologe 91:373-376 [German;
English summary; CoR 4].

*Van der Post DC. 1978. Aspects of silicone oil as a water pollutant. Wat Pollut Control 1978:520-524 [Reduction of algal
growth due to ‘hydrolysis’ of PDMS, dimissed by Smith, 1980].

*Van der Post DC. 1979. Some effects of silicone oil pollution on the aquatic environment. Wat Pollut Control 1979:389-
394 [Reduction of algal growth due to ‘hydrolysis’ of PDMS, dimissed by Smith, 1980].

128 ECETOC JACC No. 55



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

*Veith GD, Defoe, DL, Bergstedt BV. 1979. Measuring and estimating the bioconcentration factor of chemicals in fish.
J Fish Res Board Can 36:1040-1048.

*Vick RD, Junk GA, Avery MJ, Richard JJ, Svec HJ. 1978. Organic emissions from combustion of combination coal/refuse
to produce electricity. Chemosphere 11:893-902.

*Vonk JW, Meerbeek TG, Meinema HA. 1984. Evaluation of the impact of organo silicone compounds on the aquatic
environment. Final report to EEC U/83/208(605). TNO, Zeist, The Netherlands [Review; CoR 4b

*Wacker. 1994. Wacker silicone fluidAK 350: Safety data sheet (91/155/EEC). Wacker-Chemie, Minchen, Germany
[Superseded by Wacker, 2009].

*Wasserbauer R, Zadak Z. 1990. Growth of Pseudomonas putida and P. fluorescens on silicone oils. Folia Microbiol
35:384-393.

*Watanabe N, Nagase H, Ose Y, Sato E. 1985b. Identification of silicones in field samples, anti-foaming agent, car polish,
and cosmetics by gel filtration - inductively coupled plasma emission spectrometry (ICP). Esei Kagaku 31:391-396
[Japanese; English abstract and figures].

*Watanabe N, Yasuda Y, Kato K, Nakamura T, Funasaka R, Shimokawa K, Sato E, Ose Y. 1984c. Determination of trace
amounts of siloxanes in water, sediments and fish tissues by inductively coupled plasma emission spectroscopy. Sci Total
Environ 34:169-176.

*Watts RJ, Haling CS, Gearhart L. 1993. Fate and effects of polydimethysiloxanes on wastewater treatment processes.
Unpublished report. Washington State University, Pullmann, Washington. Dow Corning, Midland, Michigan, USA. Battelle,
Columbus, Ohio, USA [Covered by Watts et al, 1995].

*Wehb, S., Stevens, C. and D. Powell (2002) Polydimethylsiloxane concentrations in sewage influent and effluent in the UK.
Poster presented at SETAC Europe 12th Annual Meeting in Vienna

*West KF. 1992. Polydimethylsiloxanes (PDMS): Environmental fate, effects, and occurrence. GE Silicones [Review; CoR
4b].

*Whitlock PW, DeAnglis AP, Ackley KL, Clarson SJ, Retzinger GS. 2002. Distribution of silicon/e in tissues of mice of
different fibrinogen genotypes following intraperitoneal administration of emulsified poly(dimethysiloxane). Experimental
and Molecular Pathology 72:161-171.

*Whitlock PW. 2005. Silicon-based materials in biological environments. PhD thesis. University of Cincinnati, Cincinnati,
Ohio, USA.

*Wick M, Kreis G, Kreuzer FH. 1982. Silicium-Verbindungen, organische. In Bartholomé E, Biekert E, Hellmann H, Ley
H, Weigert W, Weise E, eds. Ullmanns Encyklopédie der technischen Chemie, 4th ed, vol 21. Verlag Chemie, Weinheim,
Germany, pp 485-508.

*Wilson RB, Gluck OS, Tesser JRP, Rice JC, Meyer A, Bridges AJ. 1999. Antipolymer antibody reactivity in a subset of
patients with fibromyalgia correlates with severity. J Rheumatol 26:402-407.

*Wilson SD, Munson AE. 1996. Silicone-induced modulation of natural killer cell activity. Current Topics in Microbiology
and Immunology (Immunology of Silicones) 210:199-208.

*Wilson SD. 1997. Modulation of immune and neuroendocrine function by siloxanes. PhD thesis. Virginia Commonwealth
University, Medical College of Virginia, Richmond, Virginia.

*Wollast. 1979. Effect of PDMS emulsions (used as antifoaming agent in WWTPSs) on respiration of activated sludge.
Laboratory of Environmental Sciences, Brussels University. Unpublished report 19039-1-1979.

*Xu S, Lehmann RG, Miller JR, Chandra G. 1998. Degradation of polydimethylsiloxanes (silicones) as influenced by clay
minerals. Environ Sci Technol 32:1199-1206 [Cited by ECETOC, 2005: TR98].

*Yanagihara M, Fujii T, Wakamatu N, Ishizaki H, Takehara T, Nawate K. 2000. Silicone granuloma on the entry points of
acupuncture, venepuncture and surgical needles. J Cutaneous Pathology 27:301-305.

*Yang CS, Chen KH, Hsu WM, Li YS. 2008. Cytotoxicity of silicone oil on cultivated human corneal endothelium. Eye
22:282-288.

*Yoshida SH, Chang CC, Teuber SS, Gershwin ME. 1993. Silicon and silicone: Theoretical and clinical implications of
breast implants. Regul Toxicol Pharmacol 17:3-18 [Review].

*Yoshida SH, Teuber SS, German JB, Gershwin ME. 1994. Immunotoxicity of silicone: Implications of oxidant balance
towards adjuvant activity. Fd Chem Toxic 32:1089-1100.

*Zitko V, Hutzinger O. 1976. Uptake of chloro- and bromobiphenyls, hexachloro- and hexabromobenzene by fish. Bull
Environ Contam Toxicol 16:665-673.

ECETOC JACC No. 55 129



Linear Polydimethylsiloxanes CAS No. 63148-62-9 (Second Edition)

11.3 Databases consulted

The bibliography of the previous ECETOC review on linear PDMS was used as a starting point
(ECETOC, 1994).

A search of the literature was made at the Royal Belgian Library (Brussels, Belgium), yielding a
list of titles and abstracts of publications from 1994 to 2008. Databases used included Chemical
Abstracts, Medline and Toxcenter, all provided on line by STN (Science and Technology
Network International, Eggenstein-Leopoldshafen, Germany).

Additional information was obtained from CES (European Silicone Industry Association,

Brussels, Belgium), SEHSC (Silicones Environmental Health and Safety Council, Herndon,
Virginia, USA) and SIAJ (Silicone Industry Association of Japan, Tokyo, Japan).
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APPENDIX A: SYMBOLS, UNITS AND ABBREVIATIONS

X IV

l

TE VA

"OH
'H
AAS
AES
BBA
bw
CAS
CES
CoR
cSt
CTD

Ds
DMSD
D-unit
EC50
EQC
FDA
FIB
FID

GC-MS
GPC

ha
hPa
HPLC

i.p.
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Approximately

More than or equal to
Multiplied by, fold
Estimated

Less than

More than

Micro- (107°)
multiplied by

Hydroxyl radical
Proton

Atomic absorption spectroscopy / spectrometer
Atomic emission spectroscopy / spectrometer

Biologische Bundesanstalt fur Land und Forstwirtschaft (Braunschweig, Germany)

Body weight

Chemical Abstracts Service
Centre Européen des Silicones
Code of reliability

Centistoke

Connective tissue disease

Day
Octamethylcyclotetrasiloxane
Decamethylcyclopentasiloxane
Dimethylsilanediol
Dimethylsiloxy unit

Median effect concentration
Equilibrium criteria

Food and Drug Administration
Fibromyalgia

Flame ionisation detection
Gramme

Gas chromatography-mass spectrometry
Gel permeation chromatography
Hour

Hectare

Hectopascal

High performance liquid chromatography
Intraperitoneal
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ICP
IgE
IUPAC
JACC

KOC
KOW

LCso
LC-MS
LDso

LOEC
LOEL

log
LTso

min
mol
MS

NIH
NMR
No.
NOAEL
NOEC
PDMS
PNEC
I:)OW
ppb
ppm
ppt

S.C.

S9

SBI
SEHSC
SIR
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Inductively coupled plasma

Serum immunoglobulin

International Union of Pure and Applied Chemistry
Joint Assessment of Commodity Chemicals
Kilo- (10%)

Solid-water distribution coefficient
Partition coefficient (organic carbon-water)
Partition coefficient (octanol-water)

Litre

Median lethal concentration

Liquid chromatography-mass spectrometry
Median lethal dose

Natural logarithm

Lowest-observed effect concentration
Lowest-observed effect level

Common logarithm

Median survival time

Metre, milli- (107)

Trimethylsilyl end group

Minute

Mole

Mass spectrometry

Number, nano- (107)

National Institutes of Health

Nuclear magnetic resonance

Number

No observed adverse effect level

No observed effect concentration
Polydimethylsiloxane

Predicted no effect concentration

Kow

Parts per billion (10°), by volume

Parts per million (10°), by volume

Parts per trillion (10'), by volume

Second

Subcutaneous

Supernatant of centrifuged 9,000 x g liver homogenate
Silicone breast implants

Silicone Environmental, Health and Safety Council
Standardised incidence ratio
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sp.

TDA
wk
WWTP
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Species

Tonne, time

Toluene diamine

Week

Wastewater treatment plant
Year
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APPENDIX B: CRITERIA FOR RELIABILITY CATEGORIES

Adapted from Klimisch et al, 1997

Code of Category of reliability

Reliability

(CoR)

1 Reliable without restriction

la ‘Good laboratory practice’ guideline study (OECD, EC, EPA, FDA, etc.)

1b Comparable to guideline study

1c Test procedure in accordance with national standard methods (AFNOR, DIN,
etc.)

1d Test procedure in accordance with generally accepted scientific standards and
described in sufficient detail

2 Reliable with restrictions

2a Guideline study without detailed documentation

2b Guideline study with acceptable restrictions

2C Comparable to guideline study with acceptable restrictions

2d Test procedure in accordance with national standard methods with acceptable
restrictions

2e Study well documented, meets generally accepted scientific principles,
acceptable for assessment

2f Accepted calculation method

29 Data from handbook or collection of data

3 Not reliable

3a Documentation insufficient for assessment

3b Significant methodological deficiencies

3c Unsuitable test system

4 Not assignable

4a Abstract

4b Secondary literature

4c Original reference not yet available

4d Original reference not translated

4e Documentation insufficient for assessment
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