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dat e:

1. General Information Subst ance 1D

21- APR- 2006
143-29-3

1.0.1 Applicant and Company | nformation

Type: cooperating conpany

Name: Rohm and Haas Conpany

Contact Person: Dr. Jim Mlaughlin Dat e:
Street: 727 Norristown Road

Town Spring House, PA 19477-0904
country: United States

Phone: 215-641- 7459

Tel ef ax: 215-619- 1618

Email: jmclaughlin@rohmhaas.com
10-SEP-2004

102 Location of Production Ste Importer or Formulator

10.3 Identity of Recipients

1.0.4 Details on Category/Template

110 Subgance Identification

| UPAC Name: Hexaoxatricosane (TP-90B Rubber Chem cal)

Smil es Code: 0 (CCOCCOCCCC) COCCOCCOCCCC

Mol . Formula: Cl7-H36-06

Mol . Wi ght: 336. 47

Sour ce: Rohm and Haas Conpany, Spring House, PA  USA
22- SEP- 2004

111 Geneal Subgtance Information

Purity type: typi cal for marketed  substance

Subst ance type: organic

Physi cal status: liquid

Purity: 95 = 99 % ww

Col our: Amber

Qlour Mi | d

Source Rohm and Haas Conpany, Spring House, Pa, Usa
22- SEP- 2004

11.2 Spectra
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date: 21- APR-2006

1. General |Information Subst ance | D 143-29-3

1.2 Svnonvms and Tradenames

bis (2-(2-butoxyethoxy) ethoxy)methane

Source : Rohm and Haas Conpany, Spring House, PA,
22- SEP- 2004

TP-90B(TM) Rubber Chem cal

21- SEP- 2004

10-8SEP-2004

1.3 Imwrities

Purity type: typi cal for marketed  substance

CAS-No 50- 00- O

ECNo : 200-001-8

EINECS-Name : formal dehyde

Mol . Fornul a: G H2-0

Contents: <.1 % ww

Sour ce Rohm and Haas Conpany, Spring House, PA
22- SEP- 2004

Purity type: typi cal for marketed  substance

CAS-~No: 7664-93-9

EGN 231-639-5

El NECS- Nane: sul phuric acid

Mol . Fornul a: H2-51-04

Contents < .0035 % ww

12- AUG 2004

Purity type: typi cal for marketed  substance
CAS- No: 112-34-5

EC- No: 203-961-6

El NECS- Nanre: 2-(2-butoxyethoxy)ethanol

Mol . Fornul a: C8-H18-03

Contents 1 =-5%ww

22- SEP- 2004

14 Additives

Remar k Not applicable

Source Rohm and Haas Conpany, Spring House, PA
22- SEP- 2004
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date: 21-APR-2006
1. General Information Subst ance ID 143-29-3
1.5 Total Quantity
Quantity: > 800 tonnes produced
Remark Product is «classified as a Hgh Production Volume (HPV)
chem cal .
Source Rohm and Haas Conpany, Spring House, PA  USA
22-SEP-2004
1.6.1 Labelling
Label I'i ng: as in Directive 67/548/EEC
Synbol s: (Xn) harnful
R- Phrases: (22) Harnful if swallowed
S- Phr ases: (60) This naterial and/or its container nust be disposed of
as hazardous waste
Source Rohm and Haas Conpany, Spring House, PA  USA
21-SEP-2004
1.6.2 Classification
Cl assified: as in Drective 67/548/EEC
Class of danger: harnful
R- Phr ases: (22) Harnmful if swallowed
Source: Rohm and Haas Conpany, Spring House, PA  USA
21-SEP-2004
1.6.3 Packaging
Memo : Packaged in either pails, drums, totes, or tank trucks.
Source Rohm and Haas Conpany, Spring House, PA  USA
21-SEP-2004
1.7 Use Pattern
Type: i ndustri al
Cat egory: other: rubber industry
Source Rohm and Haas Conpany, Spring House, PA  USA
21-SEP-2004

1.7.1 Detailed Use Pattern
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date: 21-APR-2006

1. General Information Subst ance I D 143-29-3

1.7.2 Methods of Manufacture

Type: Production

Remar k: TP-90B is mnufactured in batch operations in kettles. It
is then transferred to pails, drums, totes, or tank trucks.

Sour ce Rohm and Haas Conpany, Spring House, PA  USA

21- SEP- 2004

18 Regulatorv Measures

181 Occupational Exposure Limit Values

Type of limt: other: Rohm and Haas Conpany

Limt value: .5 other: ppm

Short term exposure

Limt value: 1.5 other: ppm

Source: Rohm and Haas Conpany, Spring House, PA  USA

22- SEP- 2004

182 Acceptable Resdues Levels

183 Water Pollution

184 Maior Accdent Hazards

Remark : Evacuate personnel to safe areas. \Ventilate the area.
Floor nmay be slippery; use care to avoid falling. Soak up
the spill with inert absorbent nmaterial (e.g., sand, silica
gel, acid binder, universal binder, sawdust). Sweep or
vacuum up the spillage and «collect in a suitable container
for disposal.  Avoid breathing  vapor.

Source: Rohm and Haas Conpany, Spring House, PA  USA

22- SEP- 2004
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date: 21-APR-2006
1. General Information Subst ance 1D 143-29-3

1.85 Air Poallution

Remark : Estimated partitioning of TP-90B Rubber Chenmical into the
atnmosphere  will be negligible. Esti mated degradation rates
in atnmosphere are rapid (i.e., 1.5 'hours). Volatilization

from water bodies is expected to be negligible. Fugacity
modeling indicates that partitioning into the atnosphere
would be negligible.

Sour ce: Rohm and Haas Conpany, Spring House, PA  USA

22- SEP- 2004

18.6 Listings e.g. Chemical Inventories

Type: El NECS
Additional Info: Al conponents of this product are in conpliance wth the
inventory listing requirements of the chemical control laws in
the fol | owi ng countri es:
USA (TSCA)
Canada (DSL)
EU  (EINECS)
Japan (ENCS)
Australia (AICS)
Korea (ECL)
Chi na (IECS)

Source Rohm and Haas Conpany, Spring House, PA, USA
21-SEP-2004

1.9.1 Degradation/Transformation Products

Renmar k: This material is considered safe under specified conditions
of  storage, shipnent and/or use. There are no known
hazardous deconposition products for this material. Product
will not under go pol i meri zati on.

Source Rohm and Haas Conpany, Spring House, PA, USA

22- SEP- 2004

1.9.2 Components
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1. General Information

date: 21-APR-2006

D 143-29-3

1.10 Source of Exposure

Source of exposure: Hunan: exposure
Exposure to the: Subst ance

Remar k: Eyes: Material can
Skin: Mterial can

I ngestion: Mterial
Mat eri al can cause

di arrhea, central nervous
convul sions, and difficulty
I nhal ation: Inhalation of vapor
nose, throat and |ungs, nausea,
breat hi ng.

Source Rohm and Haas Conpany, Spring

16-AUG-2004

111 Additiona Remarks

112 Last Literature Search

113 Reviews

by production

cause  slight
cause  slight

is possibly

abdoni nal
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date: 21-APR-2006
2. Physico-chenical Data Substance |D: 143-29-3
2.1 Melting Point
Val ue: = -44 degree C
Met hod: other: unknown
Year : 1979
GLP: no
Test substance: as prescribed by 1.1 - 1.4
Renar k Hexaoxatricosane is a liquid at O degrees C Internal Rohm
and Haas data indicate that TP-90B has a freezing point/pour
point of -44 degrees C.
Sour ce Rohm and Haas Company, Spring House, PA, USA
Reliability: (2) wvalid with restrictions
Fl ag: Critical study for SIDS endpoint
21- APR- 2006 (26)
2.2 Boiling Point
Val ue: = 285.2 degree C at 1000 hPa
Deconposi tion: ambi guous
Met hod: OECD Cuide-line 103 "Boiling Point/boiling Range"
Year: 2003
GLP: yes
Test substance: as prescribed by 1.1 - 1.4
Met hod: TP-90B Rubber Chenmical was added to three boiling point
tubes to a height of 15-18 nm Boiling capillaries were
inserted into the boiling point tubes until the capillaries
rested on the base of each tube. The tubes were analyzed
individually by inserting the tube into the center slot of
the instrument. These sanples were analyzed starting at 280
degrees C, and increasing at +0.2 degrees C per minute until
the boiling point was reached. The boiling points recorded
were calculated by the instrument using the actual boiling
temperatures and barometric pressure (100 kpa) neasurenents.
Sour ce: Rohm and Haas Conpany, Spring House, PA, USA
Concl usi on: The boiling point of TP-90B Rubber Chemical was determ ned
to be 285.2 +/- 1.1 degrees C (558.4K). There were no known
circunstances that nmay have adversely affected the quality
or integrity of the data.
Reliability: (1) valid wthout restriction
Fl ag: Critical study for SIDS endpoint
13-AUG-2004 (17)
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(17)

date: 21-APR-2006
2. Physico-chem cal Data Subst ance D 143- 29-3
2.3 Density
Type: density
Val ue = .967 g/cm® at 20 degree C
Met hod: CECD Q@ide-line 109 "Density of Liquids and Solids"
Year 2003
GLP: yes
Test substance: as prescribed by 1.1 = 1.4
Met hod: The calibrated 25-mi  glass pycnometer was filled with test
substance and immersed inside the water bath, and the
contents of the pycnometer were equilibrated to just below
the test tenperature of 20 degrees C  The pycnoneter,
assenbled with the pycnonmeter thernoneter, was then removed
from the water bath, dried, and weighed on the analytical
bal ance. The procedure was repeated until three  successive
weighings were within 5 ng. The three successive  weighings
were then avergaed to attain the weight of the pycnometer
filled wth test substance. The specific gravity and
density values were calculated based on these measurenents.
Source Rohm and Haas Conpany, Spring House, PA  USA
Concl usi on: The density of TP-90B Rubber Chenical was determined to be
0.967 +/- 0.000 g/m at an average tenperature of 20.0 +/-
0.0 degrees C There were no known circunstances that may
have adversely affected the quality or integrity of the
dat a.
Reliability: (1) wvalid without restriction
Flag: Critical study for SIDS endpoint
13-AUG-2004
2.3.1 Granulometrv
2.4 Vapour Pressure
Val ue: < .000000978 hPa at 25 degree C
Deconposi tion: no
Met hod: CECD uide-line 104 "Vapour Pressure Curve"
Year : 2003
GLP: yes
Test substance: as prescribed by 1.1 - 1.4
Met hod: TP-90B  Rubber Chemi cal -dosed sand was distributed evenly
into three wvapor saturator colums labeled Test 1, 2, and 3.
A control  vapor saturator colum was previously filled with
a simlar amount of sand that was not coated wth test
substance. The saturator colums containing the dosed sand
and the saturator colum containing the control sand were
placed inside glass water jackets, and attached to a
flow-controlled glass manifold. Ntrogen gas was passed
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2. Physico-cheni cal

date: 21-APR-2006
Dat a Substance |D: 143-29-3

Sour ce
Concl usi on:

Reliability:
Fl ag:
13-APR-2006

through each saturator colum overnight.

On the following day, a primary (A) and secondary (B) vapor
trap (Sep Pak Plus C8 cartidges pre-rinsed wth
approximately 10 m each of nethanol and ethyl acetate) were
attached end-to-end to the systems on the effluent port of
each of the saturator colums with the primry vapor trap
before the secondary vapor trap. No test substance was
added to these traps. Three spiked traps (6.0 wug) were
prepared by applying 50 ul (Hamilton syringe) of a 120 wug/ml
test substance solution to each trap. One spiked trap was
connected to the end of each dosed saturator colum after
the secondary cartridge. A single vapor trap, containing no
test substance, was connected to the effluent port of the
control saturator colum. All connections used for the test
system were of Teflon or parafilm

The nitrogen flow rate of all systenms was adjusted to 10
ml/min and neasured with a digital flow neter. Flow rates
were confirmed and adjusted several tines throughout the
study. The tenperature of the environnental chanmber was
measured at the same time the flow rates were measured.

The test systens were terminated after 31 days.
Rohm and Haas Conpany, Spring House, PA, USA
The vapor pressure of TP-90B was observed to be < 9.78 x
10-5 Pa (< 7.34 x 10-7 torr). These data indicate that
TP-90B would not be expected to significantly volatilize
under environnentally simlar conditions.
(1) wvalid without restriction
Critical study for SIDS endpoint
(10)

25 Partition Coefficient

Partition Coeff . :

| og Pow:
Method:

Year
GLP:

Met hod:

oct anol - wat er
= 6.2

OECD G@uide-line 117 "Partition Coefficient (n-octanol/water),
HPLC Met hod"

2003

yes

The test substance was analyzed in duplicate by HPLC using
the equipment and conditions listed below.  The calibration
standard was injected both before and after the test
substance injections were nade. Mbile.phase blanks were
injected in duplicate between each standard and/or test
substance injection.

Equi prment :
Controller: Agilent G1323B
Det ector: Agilent G1314A
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date: 21-aAPR-2006
2. Physico-chem cal Data Subst ance ([ 143-29-3
Punp: Agilent G1311A
Data Acquisition: VG Miltichrom
Aut osanpl er: Agilent G1313A
Degasser : Agilent G1322A
Colum Heater: Agilent G1316a
Col um: Phenomenex  Primesphere 5 d8 HC
250 x 4.6 mm 5 mm
Isocratic Mbile Phase: See  Section 2.1.6
Operating Conditions:
Flow Rate: 1.5 mL/min
Colum  Tenperat ure: 20°C
Injection Vol une: 10 uL (for retention tinme identification)
50 mL (for definitive test)
Detector type: uw (1 = 210 nm)
The reference standards used were
Subst ance CAS No. Purity (%)
Aniline 62-53-3 99.9
Benzene 71-43-2 99.8
p,p'-DDT 50-29-3 98.8
2, 6- Di phenyl pyri di ne
3558- 69-8 99.9
Napht hal ene 91-20-3 99.9
Phenant hr ene 85-01-8 99.5
Thi ocarbam de 62-56-6 99.1
Tol uene 108-88-3 99.9
Triphenylam ne 603-34-¢g 97.9
Result: The retention times and associated Kow values for the
reference standards (from Table 1, CECD 117) were as follows:
Reference | og Pow Avg Retention log k
Subst ance Time {(min)
Thi ocar bam de N A 1. 47 N A
Ani line 0.9 2.10 -0.37
Benzene 2.1 3.33 0.102
Tol uene 2.7 4.19 0.27
Napht hal ene 3.6 4.93 0. 37
Phenant hrene 4.5 8.18 0.66
2, 6-Di phenyl pyridine
4.9 9.57 0.74
Triphenyl am ne 5.7 13.70 0.92
p,p'-DDT 6.2 17.55 1.04
The retention tine and associated Kow value for the TP-90B was
as follows
Test | og Pow Avg Retention log k
Subst ance Ti me (min)
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2. Physico-chem cal

date: 21-APR-2006
Dat a Subst ance | D 143-29-3

Sour ce
Concl usi on:

Reliability:
Flag :
13-AUG-2004

TP-90B 6.2 18. 98 1.08
Rohm and Haas Conpany, Spring House, PA USA
The log  octanol /water partition  coefficient was  deternmned
by conparing the retention tine of the test substance on an
HPLC colum to that of conpounds with known |og
n-octanol /water partition coefficient values. The log
n-oct anol / wat er partition coefficient of  TP-90B was
deternmined to be 6.2
(1) valid without restriction
Critical  study for SIDS endpoint

(16)

26.1 Solubilitv in different media

Solubility in:
Val ue:

Method :
Year :
GLP:
Test substance:

Met hod:

other: wultrapure water
< .0001 mg/1 at 20 degree C

CECD  CGuide-line 105

2003

yes

as prescribed by 1.1 - 1.4

A nonminal dosing of 0.5% (ww was obtained by coating

60.026 g of sand wth a test substance solution in acetone
containing 0.3211 g of TP-90B. The sand and test substance
solution were thoroughly nixed together in a glass jar. The
solvent was evaporated from the test substance and sand
mxture under a gentle stream of nitrogen.

The amount of test substance initially coated on the sand

was verified by renoving three 0.5 g aliquots of sand. Each
aliquot was extracted twice with 10 mL and once wth 5 mI, of
met hanol . After each addition of solvent, the sanples were
sonicated for approximately fifteen minutes, and the

extracts were transferred by Pasteur pipettes into 25 mL
graduated cylinders. The final volume of each extract was

adjusted to 25 mL with nmethanol. The sanples were diluted
by transferring 5 mL to 10-mL flasks and bringing the flasks
to wvolume wth nethanol. The sanples were then analyzed by
GC.

The treated sand was added to the colum, and a plug of

glass wool was placed between the sand and end-fittings.

The colum was surrounded by a water jacket nmaintained at 20
t 0.5°C by a water circulating bath. The open ends of the
generator columm were connected by Teflon tubing to a
reservoir containing reagent water on one end and a fraction
collector on the other. Reagent water was then punped
through the colum in a wupward direction at a flow rate of
0.4 mL/min. The system was equilibrated overnight at a flow
rate of 0.4 mL/min. During the equilibration period all
colum el uent was  discarded.

- 11/83 =~



date: 21-APR-2006
2. Physico-chenical Data Substance |D: 143-29-3

Over the next two days, fifty 50-minute eluent fractions
were collected in 11-dram glass vials (0.4 mL/min X 50
mnutes = 20 mL per fraction). The tare weight of each vial
and the weight of each vial containing eluent were recorded.
The flow rate of the water through the colum was then
lowered to 0.2 mL/min, After equilibrating for -7 hours,
forty-two 100 minute eluent fractions were collected in the
same manner as described for the 0.4 mL/min samples (0.2
mL/min X 100 minutes = 20 mp per fraction). Note: Fifty
eluent fractions were to be collected, but an instrunent
error prevented the collection of the last eight sanples.

Before and after the collection of the eluent fractions at
each flow rate, tw 10 mnute eluent fractions were
collected in 7-mL scintillation vials and were reserved for
pH neasurenents, examination for wundissolved particles, and
confirmation of eluent flow rate. The flow rates were
measured by dividing the weight of the collected water by
the collection tinme. The density of the water was confirned
to be 1.00 g/miL,. The pH of the water before exposure to the
test substance was al so neasured.

The eluent fractions from each flow rate were conbined such
that five vials were conbined to form one sanple (i.e.,
fractions and 1E were conmbined to form
sanple 1).

The recovery of Tp-90B from reagent water was verified
during the definitive test in concert with the definitive
test samples to ensure the accuracy of the analytical

met hod. For each flow rate test, four 96 ng/mL quality
control (QC) spikes were prepared, two prior to sanple
collection and two after sanple collection, for analysis.
The spike recovery sanples were processed and analyzed in
the sanme manner as the definitive test sanples. The
recoveries were expressed as a percent of noni nal
concentration spiked into the test matrix.

For each flow rate test, a control sanple was prepared prior
to sanple collection and after sanple collection was
conpleted. The control sanples were prepared by bringing
100-mL flasks to volume with reagent water. They were then
processed and analyzed in the same nmanner as the definitive
test sanples.

Source Rohm and Haas Conpany, Spring House, PA, USA

Concl usi on: The solubility of TpP-90B in ultrapure water was determined to
be less than the |lowest validated level of 96 ng/ml at 20 +/-
0.5 degrees C.

Rel iability: (1) valid wthout restriction
Fl ag: Critical study for SIDS endpoint
20- APR- 2006 (15)
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date: 21-APR-2006
2. Physico-chenical Data Substance |D: 143-29-3

2.6.2 Surface Tenson

2.7 Flash Point

2.8 Auto Flammability

2.9 Flammabilitv

210 Explosve Properties

211 Oxidizing Properties

212 Disociation  Congtant

213 Viscosity

214 Additional Remarks
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3. Environnental

date: 21-APR-2006

Fate and Pathways Substance ID: 143-29-3

3.1.1 Photodegradation

Type:

Renmar k:

Sour ce:
Fl ag:
18- AUG 2004

air

Phot odegradation information is not available. However,
with regard to atnospheric oxidation the AOPWN estimted a
half-l1ife of 1.5 hours. The model was unable to estimte
atnospheric ozone reaction rates.

Rohm and Haas Conpany, Spring House, PA, USA

Critical study for SIDS endpoint

312 Sabilitv in Water

Type:

Renar k

Sour ce:
Fl ag:
20- APR- 2006

abiotic

Experimental measurenment of the hydrolysis rate of TP-90B
Rubber Chenmical at pH 5, 7, or 9 was not possible. Because
of the insolubility of TP-90B Rubber Chemical in water,
experimental parameters could not be accurately measured.
Subsequent efforts to accurately predict the hydrolysis rate
by neans of structural activity relationships were not
productive. EPI Suite wv3.11 was not able to predict a
hydrolysis rate for this class of conpound.

Literature searches yielded no alternative structural activity
relationship nmodel for this class of conmpound. The rate of
hydrolysis of TP-90B Rubber Chemical could not be accurately
measured, nor estimated using quantitative structure activity
relationship nodeling.

Al cohols and ethers are generally resistant to hydrolysis.

Therefore, TP-90B Rubber Chenmical my undergo linited
hydrolysis in aquatic environments, and may be stable at pH
values of 5, 7, or 9.

Rohm and Haas Company, Spring House, PA, USA

Critical study for SIDS endpoint

313 Stabilitv in Sail

3.2.1 Monitoring Data (Environmentl

322 Fidd Sudies
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date: 21-APR-2006
3. Environmental Fate and Pathways Substance ID: 143-29-3

3.3.1 Transport between Environmental Compartments

Type: fugacity nodel level 111

Renar k: To determine the partitioning properties of Tp-90B Rubber
Chemical in an evaluative environment, a quantitative
structure activity relationship nodel was used. The nodel

empl oyed was the Level IIll fugacity model resident wthin
the EPI Suite wv3.11. The Level 11l fugacity nodel results
are listed in the table bel ow
Concentration Compartnent Half-Life
(percent of total) (hr)
Air 0.323 3.05
Vat er 11 360
Soi | 38.5 360
Sedi ment 50. 2 1440
Source Rohm and =Haas Conpany, Spring House, PA, USA
Fl ag: Critical study for SIDS endpoint

18-AUG-2004

3.3.2 Digtribution

34 Mode of Degradation in Actual Use

35 Biodegradation

Type: aerobic
Inoculum: activated sludge
Concentrati on: 20 mg/1 related to Test substance
Contact tine: 28 day(s)
Degr adati on: = 51.3 - 55.5 % after 28 day(s)
Resul t: other: not readily biodegradable
Kinetic : 6 day(s) =1 -1.2%
10 day(s) =2 =25%
15 day(s) = 18.8 = 24.2 %
20 day(s) = 33.1 -37.1 %
24 day({s) = 43.8 - 44.9 %
Control Subst.: Benzoic acid, sodium salt
Kinetic : 6 day(s) = 72.8 %
29 day(s) = 87.4 %
Met hod: CECD Guide-line 301 B "Ready Biodegradability: Mdified Sturm
Test (CO2 evolution)’
Year 2003
GLP : yes

Test substance: as prescribed by 1.1 - 1.4
Resul t: FACTORS AFFECTI NG TEST:
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date: 21-APR-2006

3. Environnental Fate and Pathways Substance ID 143-29-3
- Stability: stable below tenperatures of 107°C
- Vapor pressure: < 9.78 x 10-5 Pa (7.34 x 10-7 torr)
- Water solubility: < 96 ng/mL
- Adsorption potential (log Pow : 6.2
Sour ce: Rohm and Haas Conpany, Spring House, PA  USA
Test condition: INOCULUM/TEST ORGANI SM

- Type of sludge: Activated sludge

- Species/strain: Mxed |liquor

= Source: Columbia  \Wastewat er Tr eat ment Pl ant, Col unbi a, MO
- Sanpling site: Aeration basin #1

Feeding: Aqueous mineral salts nmedium pH = 7.47

- Mthod of cultivation: Each test system consisted of a 5-L
glass flask containing a 3-L test solution volume conprised
of m ner al medi um mcrobial i nocul um reagent wat er, and
the appropriate test or reference substance additions. To
renove (02, the inconming air was passed through a colum
containing Ascarite followed by a pre-trap containing 500 mL
of -5 N KOH The air was then passed through 500 mL of
reagent water to re-hunmidify the air, as well as to prevent
contamnation of the flasks from the KOH pre-trap. The
CO2-free and humdified air was then passed through the
reaction flasks.

- Preparation of inoculum The activated sludge was
honogenized in a blender at a nedium speed for two ninutes.
The hormogenized sludge was allowed to settle for 30 to 60

m nutes, filtered through glass wool, and then aerated until
use. Thirty nmilliliters of the prepared activated sludge
was used as the inoculum for each reaction flask.

The  suspended solids concentration in the prepared activated
sludge was determined by filtering three 10-mL aliquots of
sludge  through  pre-weighed  glass-fiber filter pads, fol | oved
by drying on a Mettler HR73P halogen noisture analyzer. The
increase in weight of the filter pads was wused to determne
the suspended solids level. The suspended solids
concentration was 200 mg/L in the prepared mxed |iquor
suspended solids. Therefore, the total concentration of
suspended solids in each reaction flask (30 mL of inoculum
to 3,000 mL of test nediun) was 2 mg/L.

= Pretreatment: Seven test systems were assenbled. The
seven reaction flasks were randomly designated for each test
system utilizing a random nunber table. Each 5-L flask
received 2,400 mL of mineral salts nmedium and 30 mL of the
prepared activated sludge. Stirring and aeration wth
CO2-free air at 50-100 ni/minute were started for each
flask. The flasks were allowed to aerate to purge the
systens of O® before initiation of the test (dosing on day
0). The remaining nineral salts nedium was also aerated
with CO2-free air for this amunt of time to prevent
absorption of atnospheric carbon by the solution prior to
dosing.

- Initial cell ~concentration: 9.5 x 1076 CFU/mL

TEST SYSTEM

~ Culturing apparatus: Each test system consisted of a 5-L
glass flask containing a 3-L test solution volume conprised
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date: 21-APR-2006
3. Environnental Fate and Pathways Substance 1D 143-29-3

of  mneral medi um  m crobial i nocul um reagent wat er, and
the appropriate test or reference  substance additions.

-~  NMNunber of culture flasks per concentration:

Control = 2

Test Substance = 2

Abiotic Sterile Control -1

Reference  Substance - 1

Toxicity Control = 1

= Aeration device: To renove @2, the inconming air was
passed through a colum containing Ascarite followed by a
pre-trap containing 500 mL of -5 N KCH The air was then
passed through 500 mL of reagent water to re-hunidify the
air, as well as to prevent contamination of the flasks from
the KOH pre-trap, The C02-free and hunmidified air was then
passed through the reaction flasks.

- Measuring equipment: Air was introduced into each flask by
positive pressure, and the flow rates (50-100 ni/minute)
were neasured and adjusted wusing flow neters. The outlet
from each flask was connected to three CX® absorber
gas-washing traps in series, each filled with 100 mr of 0.2
N KOH solution. These traps captured the CX® evolved from
the reaction flasks. A magnetic stir bar was placed in each
flask. 'The flasks were placed on insulated nagnetic stir
plates and stirred throughout the duration of the study.
The test systens were kept in the dark (except for sanpling
and maintenance) in a tenperature-controlled environmental
chanber nmaintained at 22 % 2°C, Tenperature of the chanber
was continuously nmeasured using a bhi-netallic

(al uni num const ant an) thermocouple  probe and MultiScan 1200
temperature monitoring system

- Cosed vessels wused: Yes

I NI TI AL TEST SUBSTANCE CONCENTRATION: 21.8 ng C/L (replicate
1) and 21.9 ng CL (replicate 2). These were the values
derived after anal ysi s.

METHOD OF PREPARATION OF TEST SCOLUTION  Duplicate test
substance systems were prepared by adding 570 mL of reagent
water and a glass coverslip containing approximately 101.9
mg of TP-90B to 5-L carboys. The neasured weights of test
substance were 101.5 and 101.6 ng for replicates 1 and 2,
respectively. The noninal concentration of carbon from the
test, substance in the final volume of 3,000 mL of solution
was 19.9 ng CL for each replicate.

DURATION OF THE TEST: 29 days

ANALYTI CAL PARAMETER: Dissolved organic carbon, inorganic
carbon (10

SAMPLING The CX®2 produced in the test systems was trapped
in the 0.2 N KOH solutions; which were then analyzed for

i norgani c carbon content. Sanples of the KOH solutions were
collected for O® analysis on days 3, 6,-8, 10, 15 20, 24,
28, and 29. For each sanple day except day 29, triplicate
aliquots of the KOH solution from the gas-washing bottle
near est each flask were placed into appropriately-Iabeled
gl ass aut osanpl er vials. The vials were filled leaving no
headspace, capped wusing Teflon septa, and stored at room
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date: 21-APR-2006
Fate and Pathways Subst ance | D 143-29-3

Concl usi on:

temperature wuntil analysis. The first replicate of each set
of triplicate sanples was analyzed for |IC content; and the
other two were wused as reserve sanples. The remaining KOH
solution in this gas-washing bottle was discarded and
replaced with 100 mL of a fresh 0.2 N KOH solution. The
refilled gas-washing bottle was then rotated to the position
farthest from the flask, and the other tw gas-washing
bottles were noved forward (nearer to the flask) one
position.

TEST CONDI TI ONS
- Conposition of  medium
Ingredients of the Mneral Salts Medium
Sol ution Conmpound Stock Solution
Concentration (g/L)
In Reagent \éter

Al,3 KH2P0O4 8.50
K2HPO4 21.74
Na2HPO4x7H20 52.19
NH4C1 0.50

B2 CaCl2x2H20 36. 40

c2 MgS04x7H20 22.50

D2 FeCl3x6H20 0.25

Concentrated HCl 1 drop

1 - Each liter of mneral salts nedium contained 10 mL of
this solution.

2 = Each liter of mneral salts nedium contained 1 mL of
this solution.

3 - pH of solution A was 7.44.

- Test tenperature: 21.9 % (,l°C
= pH value:
Test  Solution pH Measurenents

Treat ment Replicate Initiation Term nation
(Day 0) (Day 28)
Cont r ol 1 7. 46 7.51
2 7.46 7.51
Test Substance 1 7.47 7.44
2 7.46 7.46
Abiotic Sterile Control 1 7.30 7.37
Reference Substance 1 7.45 7.66
Toxicity Control 1 7.46 7.65

- Concentration of suspended solids: 2 mg/L

CONTROLS: Negative controls, reference substance system
toxicity control system (test substance + reference
substance), abiotic sterile control system (test substance +
mercuric chloride)

REFERENCE SUBSTANCE: sodium benzoate

The percent theoretical O (% ThCO2) produced by TP-90B was
51.3% and 55.5% by day 29 of the study. Therefore, TP-90B
cannot be classified as readily biodegradable. The abiotic
sterile control system indicated that CX® production in the
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date: 21-APR-2006

Fate and Pathways Substance |D: 143-29-3

Reliability:
Flag:
22- SEP- 2004

theoretical CO2 produced from the toxicity

test substance systens may be attributed to biodegradation
since abiotic degradation was 6.0% ThC02 by day 29. The
percent theoretical CO2 produced by the reference substance,
sodi um benzoate, was 72.8% Thco2 by day 6 and 87.4% ThC02 by
day 29, proving that the inoculum was viable. The percent
control system
was 88.2% by day 29, indicating that TP-90B was not

inhibitory to the mcrobial inoculum at the testing
concentration.

(1) valid wthout restriction
Critical study for SIDS endpoint

(1)

3.6 BODS, COD or BODS/COD Ratio

3.7 Bioaccumulation

3.8 Additional Remarks
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21-APR-2006
143-29-3

dat e:
Subst ance I D

AOUATIC ORGANISMS

41 AcutelProlonged Toxicity to Fish

Type:

Speci es
Exposure
Unit:
NOEC:
LC50:
Limt

peri od:

Test :

Met hod:

Year

GLP:
Test substance:

Resul t:

static

Oncorhynchus mykiss (Fish, fresh water)

96 hour(s)

mg/1 Anal ytical nonitoring: vyes
= 43 - neasured/ nom nal

= 491 - neasured/ noninal

no

CECD Quide-line 203  "Fish, Acute Toxicity  Test"
2003

yes

as prescribed by 1.1 - 1.4

RESULTS: EXPOSED

- Nom nal /measured concentrations:

Nom nal : 0, 25, 50, 100, 200, 400, 800 ng a.i./L

Measured: 0, 19.3, 43.0, 82.4, 168, 344, 701 ng a.i./L

These neasured TP-90B concentrations are higher than the
conpound's  water solubility (see section 2.6.1). Because this
test was run in biologically-conditioned water, it is believed
that these high concentrations are the result of

m cro-col | oi dal suspensions or ultrafine emulsions.

= FEfect data (Mrtality):

24 hr LC50 = 491 mg/L; NCEC = 43.0 mg/L

48 hr LC50 = 491 mg/L; NOEC = 43.0 mg/L

72 hr LC50 = 491 mg/L; NOEC = 82.4 mg/L

96 hr Lc50 = 491 mg/L; NOEC = 43.0 mg/L

- Concentration / response curve: The slope of the 96 hour
concentration response line = 15

= FEffect concentration vs. test substance  solubility: The
control and 19.3 ng a.i./L treatnents were clear and

colorless wth no visible precipitate or surface film

t hr oughout the  study. The 43.0, 82.4, and 168 ngy a.i./L
treatments had a visible surface film throughout the study.

The 344 and 701 nmy a.i./L treatnents were cloudy wth a
surface film and test initiation and the surface film
remained throughout the course of the study.

=~ QOher effects: After 96 hours, nortality was 0, 0, 0, 0
0, 0, and 100% in the O (control), 19.3, 43.0, 82.4, 168,
344, and 701 ng a.i./L, respectively. Two fish were
observed on the bottom of the test chanber and three fish

were observed breaking the surface of the test solution in
the 82.4 ng a.i./L treatnent. Four fish were observed on
the bottom of the test chanber, one fish was discolored, one

discolored and
fish

fish was
chamber, and six

laying on the bottom of the test
were discolored and breaking the

surface of the test solution in the 168 nmy a.i./L treatment.
Al of the fish in the 344 ng a.i./L treatnent were

observed laying on the bottom of the test chanber,
discolored, and with irregular respiration.
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date: 21-APR-2006
Substance |D: 143-29-3

Sour ce
Test

condi tion:

RESULTS:  CONTROL

-~ Nunber/percentage of aninmals showing adverse effects: None
- Nature of adverse effects: None

Rohm and Haas Conpany, Spring House, PA USA

TEST ORGAN SMS

-~ Strain: Rainbow Trout (Oncorhynchus mykiss)

- Supplier: Trout Lodge, Summer, WA

- WIld caught: No

= Agel/size/weight/loading: The control fish were neasured at
test termnation and ranged from 32 to 39 mm in standard
length (nmean = 36 + 2.0 nm and from 0.321 to 0.630 g in
blotted wet weight (mean = 0.474 + 0.0892 gq).

- Feeding: Followi ng hatch and swimup, fish were fed salnon
starter and/or brine shrinp nauplii daily.

- Pretreatnment: No diseases were observed or treated during
the 14-day period prior to use in the test. Two days prior
to test initiation a sub-lot of individuals was renmoved and
transferred to a separate tank for acclimtion to the test
tenperature. Food was withheld and no nortality was
observed.

- Feeding during test: No

STOCK AND TEST SOLUTION AND THEIR PREPARATI ON

- The test solution used biologically-conditioned water,
passed through a sediment filter and W irradiated prior to
use.

STABILITY OF THE TEST CHEM CAL SOLUTIONS: Not described
REFERENCE SUBSTANCE: TB-90B

DI LUTI ON  WATER

- Source: The dilution water was a noderately hard
freshwater prepared by blending naturally hard well water
with well water that was denmineralized by reverse osnpsis
{(ROY. Prior to use, the dilution water was passed through a
sediment filter and UV sterilizer.

- Aeration: Not described

- Alkalinity: 146 mg/L as CaC03

- Hardness: 144 mg/L as CaC03

- TCC: < 2.0 mg/L

- TSS: Not described

- pH: Not described

= Oxygen content: 9.6-10.3 mg/L

- Conductance: 308 us

- Holding water: Not described

TEST SYSTEM

- Test type: Static

- Concentrations:.O, 25, 50, 100, 200, 400, 800 my a.i./L
nomi nal

« Exposure vessel type: Duplicate 20-L glass jars each
containing approximately 15 L of test solution.

= Nunmber of replicates, fish per replicate: Two replicates,
10 fish per replicate.

- Test tenperature: 12.2-12,6°C

- Dissolved oxygen: 5.1-10.1 mg/L

- pH: 7.7-8.2

- Adjustment of pH: No
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4. Ecotoxicity Substance ID 143-29-3

- Intensity of irradiation: 880 |ux

- Photoperiod: 16 hr light:8 hr dark

DURATI ON OF THE TEST: 96 hrs

TEST  PARAMETER (oservati ons of mortality, mori bundity, and

behavior were recorded and reported for all test
concentrations. Cbservations were made at 24, 48, 72 and 96
hours. Upon termnation of the study, all fish were

eut hani zed according to appropriate procedures.

SAVPLI NG One  hundred-mlliliter sanples were collected from
each treatment replicate at test initiation and again at 96
hours. Each replicate in each treatment was sanpled. All

sanples were collected wth a 100-mL volumetric pipet and
placed into 250-mL separatory funnels.

MONITORING OF TEST  SUBSTANCE CONCENTRATION Based on the
results  of the range-finding test, nomi nal concentrations
selected for the definitive exposure were 0 (control), 25
50, 100, 200, 400, and 800 nmg a.i./L. Anal yti cal

confirmation  of TP-90B  exposure concentrations was  performed
at 0 and 96 hours.

Concl usi on: The calculated 96-hour LC50 for rainbow trout exposed to
TP-90B was estimted to be 491 ng a.i./L (95% confidence
limts could not be estimted). The 96- hour
no-observed-effect  concentration (NOEC) was 43.0 ng a.i./L,
based on the lack of nortality and sublethal effects at this

and all lower  concentrations. The slope of the 96-hour
concentration-response line is 15.

Reliability: (1) valid without restriction

Fl ag: Critical study for SIDS endpoint

20- APR- 2006 (13)

4.2 Acute Toxicity to Aquatic Invertebrates

Type: static
Species : Daphni a magna (Crustacea)
Exposure period: 48 hour(s)
Unit: mg/1l Anal ytical monitoring: yes
NCEC : < 24 < neasured/ nonnal
EC50: = 87 =~ neasured/ nom nal
Linmt Test: no
Met hod: CECD Quide-line 202

Year : 2003

GLP: yes
Test substance: as prescribed by 1.1 -~ 1.4
Resul t: RESULTS: EXPOSED

- Nom nal /measured concentrations:
Nominal: 0, 25, 50, 100, 200, 400, 800 mg a.i./L
Measured at O hrs: <MQL, 25.4, 86.7, 99.2, 196, 353, 729 mg

a.i./L
Measured at 48 hrs: <MQL, 22.6, 44.5, 85.4, 184, 389, 675 mg
a.i./L
Mean Measured: <MQL, 24.0, 65.6, 92.3, 190, 371, 702 mg
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a.i.lL

These neasured Tp-90BR concentrations are higher than the
compound's water solubility (see section 2.6.1). Because this
test was run in biologically-conditioned water, it is believed
that these high concentrations are the result of

m cro-col loi dal suspensions or ultrafine enulsions,

- Effect data (Immobilisation): After 48 hours, inmmbility
(nortality) in the control, 24.0, 657, 92.3, 190, 371, and
702 g a.i./L treatnments was 0, 20, 25, 0, 70, 100, and
100%  One daphnid was quiescent in the 24.0 and 92.3 ng
a.i./L treatments along with the six surviving daphnids in
the 190 ng a.i./L treatnent. The calculated 48-hour EC50
for Daphnia magna exposed to Tp-90B is 87 ng a.i./L (95%
confidence linmts of 72 and 106 nmy a.i./L). The 48-hour

no- observed-effect concentration (NOEC) was <24.0 ng a.i./L.
- Concentration / response curve: The slope of the 48-hour
concentration-response line is estimted to be 2.7.

- Cunul ative immobilisation:

Control = 0/20

24 mg/L = 4/20

65.6 mg/L - 5/20

92.3 mg/L - 0/20

190 mg/L = 14/20

371 mg/L = 20/20

702 mg/L = 20/20

- Effect concentration vs. test substance solubility: Al
test solutions = 92.3 ng a.i./L appeared clear and colorless
with no visible precipitate or surface film throughout the
test. The 190 ng a.i./L test solution appeared cloudy
throughout the test. The 371 ng a.i./L test solution
appeared cloudy throughout the test with a surface film
present at 24- and 48-hours. The 702 ng a.i./L test
solution appeared cloudy with a surface film throughout the

test.
RESULTS CONTROL: No immobilization
Source : Rohm and Haas Conpany, Spring House, PA USA

Test condition: TEST ORGANI SMS
- Strain: Daphnia magna
Source/supplier: 1In-house culture
Breeding method: Not described
- Age: < 24 hours old
- Feeding: A suspension of Selenastrum capricornutum and
Anki strodesnus falcatus at |east once a day, supplemented by
an artificial diet prepared according to ABC SOP's
- Pretreatment: None
- Feeding during test: No
- Control group: 0 ng a.i./L
STOCK AND TEST SOLUTION AND THEI R PREPARATI ON
= The test solution used biologically-conditioned water,
passed through a sediment filter and W irradiated prior to
use.
STABILITY OF THE TEST CHEM CAL SOLUTIONS: Not described
REFERENCE SUBSTANCE: TP-90B
DI LUTI ON  WATER
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- Source: The dilution water was a noderately hard
freshwater prepared by blending naturally hard well water
with well water that was demineralized by reverse osnosis.
- Aeration: No

- Akalinity: 150 mg/L, as CaC03

~  Hardness: 156 mg/L, as CaC03

- TOC. < 2.0 mg/L

=~ TSS: Not reported

- pH: 8.2-8.3

= (xygen content: 8.0-8.5 mg/L

= Conductance: 344 S

TEST SYSTEM

- Test type: static

Concentrati ons: 0 (control), 25, 50, 100, 200, 400, 800 ngy
a.i./L nom nal

w Renewal of test solution: Not described

- Exposure vessel type: Test chambers  consisted of duplicate
250-mI. glass beakers each containing approximately 200 mL of
test sol ution.

- Nunber of replicates, individuals per replicate: 2
replicates per test concentration, wth 10 fleas per
replicate

- Test tenperature: 19.5 £ (.1°C

« Dissolved oxygen: 8.0-8.6 mg/L

- pH: 8.2-8.5

- Adjustment of pH: Not described

- Intensity of irradiation: 527 |ux

- Photoperiod: 16:8 (light:dark)

DURATION OF THE TEST: 48 hours

TEST  PARAMETER bi ol ogi cal observations were made at test
initiation and at each 24 hour interval

SAVPLI NG ne hundred-mlliliter sanples were collected from
each treatment with a 100-mL volumetric pipet at test
initiation and again at 48 hours. At t est initiation,

sanples were collected from the parent solutions. At 48
hours, sanples were collected from both replicates in each
treat ment. Al replicate sanples were cornposited into
separatory funnels.

MONITORING OF TEST  SUBSTANCE  CONCENTRATION:  Based on the
results  of the range-finding test, nomi nal concentrations
selected for the definitive exposure were 00 (control), 25,
50, 100, 200, 400, 800 ngy a.i./L. Anal yti cal confirmation
of TP-90B exposure concentrations was performed at 0 and 48

hours.
Concl usi on: The calculated 48-hour ECS0 for Daphnia magna exposed to
TP-90B is 87 ny a.i./L (95% confidence linmts of 72 and 106
ny a.1./L). The 48-hour NCEC was <24.0 ng a.i./L. The
slope of the 48-hour concentration-response line is
estimated to be 2.7
Reliability: (1) valid without restriction
Fl ag: Qritical study for SIDS endpoint
20-APR-2006 (12)
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4.3 Toxicity 10 Aquatic Plants eg. Algae
Speci es Sel enastrum capricornutum (Al gae)
Endpoi nt : growth rate
Exposure peri od: 96 hour(s)
Uni t: mg/l Anal ytical nmonitoring: vyes
NEC = 11.4 - measured/nom nal
LCEC: = 22.9 - neasured/ nom na
EC10: measur ed/ nom nal
EC50: = 53 =
Limt Test: no
Met hod: CECD Qide-line 201 "Algae, Gowh I nhi bition Test"
Year: 2003
GLP: ves
Test substance: as prescribed by 1.1 - 1.4
Resul t: RESULTS: EXPOSED
- Nom nal /measured concentrations
Nom nal : 0, 1.6, 3.1, 6.3, 13, '25 50, and 100 ng a.i./L
Measured O-hour: <MQL, 1.52, 3.18, 5.45, 12.9, 22.4, 48.1
90.8 ng a.i./L
Measured 72 hours: <MQL, 1.26, 3.02, 5.73, 10.9, 23.7, 48.0,
93.7 ng a.i./L
Measured 96 hours: <mMQL, 1.27, 2.68, 5.37, 10.4, 22.7, 46.5,
105 ng a.i./L
Mean: <MQL, 1.35, 2.96, 5.52, 11.4, 22.9, 47.5, 96.5 ng
a.i./L
These neasured TP-90B concentrations are higher than the
conpound's  water solubility (see section 2.6.1). Because
freshwater algal nmedium was wused in this test, it is believed
that these high concentrations are the result of
m cro-col | oi dal suspensions or ultrafine enulsions
- Efect dat a/ El ement val ues
Hour ECType EC Value 95% Confidence Linits NOEC
(mg a.i./L) (mg a.i./L)
24 EC50 59 36 - 83 22.9
EbC50 13 6.0 - 19 11. 4
ErC50 15 5.52
48 EC50 27 24 - 31 22.9
EbC50 20 15 - 24 5.52
Erc50 >22.9(a) T 22.9
72 EC50 22 19 =» 24 5.52
EbC50 21 19 - 23 5.52
ErC50 48 46 - 50 11.4
96 EC50 26 25 - 28 11. 4
EbC50 24 22 - 26 11.4
ErC50 53 50 - 55 11. 4
a) Mdel does not fit. Estimate based on visual check of
the data
"—--% Indicates an estimate could not bhe made.
= Cell density data:
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source
Test

condi tion:

Mean Measured Rep Cell Density $ Difference(a)
Concentration (x 104 cells/mL)
(mg a.i./L) 24-H 48-H 72-H 96-Hr
Control A 1.8 8.8 45 110 NA
B 3.6 7.7 42 125
C 2.3 11 51 161
Mean 2.6 9.2 46 132
1.35 A 3.2 14 48 156 +6.1
B 2.4 8.2 41 144
C 2.4 7.2 43 121
Mean 2.7 9.8 44 140
2.96 A 2.1 9.9 58 175 +17
B 2.6 4.1 45 139
C 2.7 6.9 56 149
Mean 2.5 7.0 53 154
5.52 A 2.8 6.8 47 135 +0.76
B 2.7 7.3 48 139
C 2.6 8.9 46 125
Mean 2.7 7.7 47 133
11. 4 A 2.0 7.0 42 134 -14
B 1.7 6.0 29 85
C 1.6 6.9 30 119
Mean 1.8 6.6 34* 113
22.9 A 1.8 5.9 22 80 -39
B 2.0 6.2 21 86
C 1.2 4.7 23 73
Mean 1.7 5.6 22* 80*
47.5 A 1.3 3.1 11 27 -85
B 1.9 2.8 8.7 21
C 0.89 2.3 6.0 12
Mean 1.4 2.7 8.6* 20*
96. 5 A 0.89 0.89 1.7 2.1 -98
B 1.4 0.67 1.4 2.4
C 1.0 1.1 1.2 2.4
Mean 1.1 0. 89 1.4* 2.3*

Initial inoculation at Ohour was 1.0 x 1074 cells/mL.

a) Percent inhibition (-) .or stimllation (+) as conpared to
the control at 96 hours.

*Statistically  significant reduction (P=0.0000 to 0.0270)
when conpared to the control at 72 and 96 hours.

Rohm and Haas Conpany, Spring House, PA USA

TEST ORGANI SMS

- Strain: Selenastrum capricornutum UTEX 1648

= Source/supplier: Departnent of Bot any, CQul ture Col I ection
of Agae, University of Texas at Austin

- Laboratory culture: Received January 22, 2003.
Periodically, new Selenastrum cultures were cloned from an
existing culture derived from the parent stock. The algal
culture wused for this test was three days old at test
initiation.

- Mthod of cultivation: The parent stock was identified as
Sel enastrum capricornutum The prepared cultures were
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Concl usi on:

maintained in a temperature-controlled environmental chanmber
under cont i nuous I'ight.
- Pretreatment: Al cultures were mintained under the same
conditions as those used for testing.
- Controls: 0 ny a.i./L nominal
-~ Initial cel | concentration: 10,000 cells/mL
STOCK AND TEST SOLUTI ON AND THEI R PREPARATI ON
- Dispersion: For the definitive test, a 0.10 mg/mL primry
standard was prepared by adding 0.2063 g of TP-90B to 2,000
mL of freshwater algal nutrient nedia (FWAM). Test
substance treatnents were prepared by a 50% serial dilution
of the primry standard with algal media. One hundred
mlliliter aliquots of the resulting solutions were
transferred to the exposure flasks.
- Vehicle, solvent: None
STABI LI TY OF THE TEST CHEM CAL SOLUTI ONS: Not descri bed
REFERENCE SUBSTANCE: TP-90B
DI LUTI ON WATER
- Source: ABC reagent water

Aeration: Not  descri bed
GROWIH/ TEST MEDI UM CHEM STRY
Al kalinity: Not described
Hardness: Not described
Salinity: Not described
- TOC  Not described
- EDTA:  Not described
= TSS: Not described
- pH: 7.5 + ]
- Dissolved oxygen: Not  described
TEST SYSTEM
- Test type: static
« Concentrations: 0 (control), 1.6, 3.1, 6.3, 13, 25, 50,
and 100 ng a.i./L, nominal
- Renewal of test solution: none

Exposure vessel type: 250-mL  Erlenmeyer  flask
- Nunber of replicates: 3 replicates per test concentration
Test tenperature: 23.5 % 0.2°C
pH: 7.4-9.0
Intensity of irradiation: 4456 * 80 lux
- Photoperiod: continuous
TEST  PARAMETER 50% al gal growh inhibition (EC50})
MONI TORI NG OF TEST SUBSTANCE CONCENTRATION: Anal ytical
confirmation of TP-90B exposure concentrations was  perforned
at 0, 72, and 96 hours.
The 24-, 48-, and 72-hour EC50's, based on cell density,
were estimated to be 59 ng a.i./L (95% CL = 36 -~ 83 ny
a.i./L), 27 ng a.i./L (95% CL = 24 -~ 31 ng a.i./L), and 22
n a.i./L (19 - 24 ng a.i./L), respectively. The 96-hour
EC50, based on cell density, was estimated to be 26 ngy
a.i./L (95% CL = 25 - 28 ng a.i./L). The 24-, 48-, and
72-hour EC50's, based on area wunder the growh curve
(EbC50), were estimated to be 13 ng ai./L (95% CL = 6.0 =
19 ng a.i./L), 20 ng a.i./L (95% CL = 15 - 24 ng a.i./L),
and 21 ng a.i./L (19 - 23 nmg a.i./L). The 96-hour ECS50,
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based on area under the growth curve, was estimated to be 24
ng a.i./L (95% CL = 22 - 26 my a.i./L). The 24-, 48-, and
72-hour ECS50's, based on growh rate (Erc50), were estinated
to be 15 myg a.i./L (95% CL = could not be calculated), >22.9
m a.i./L (95% CL = could not be calculated), and 48 ng
a.i./L (46 - 50 ng a.i./L). The 48-hour ErC50 did not fit
the nodel. The estimate is based on a visual check of the
data. The 96-hour Erxc50, based on growth rate, was
estimated to be 53 mg a.i./L (95% CL = 50 - 55 ng a.i./L).
The 96-hour no-observed-effect concentration (NOEC) for cell
density, area under the growth curve, and growth rate was
11.4 ng a.i./L.

Reliability: (1) wvalid wthout restriction
Flag : Critical study for SIDS endpoint
21-APR-2006 (14)

44 Toxictv to Microorganisns eg. Bacteria

45 Chronic Toxicitv _to Aauatic Oroanisms

451 Chronic Toxicitv to Fish

452 Chronic Toxicitv to Aauatic Invertebrates

TERRESTRIAL ORGANISMS

461 Toxicitv to Sediment Dwdline Oreanisms

46.2 Toxicitv to Teresrial Plants

463 Toxicitv to Soil Dwdline Organisms

464 Toxicitv _to other Non-Mamm. Terredrial Species

4.7 Biological Effects Monitoring
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48 Biotrandormation and Kinetics

49 Additional Remarks
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5. Toxicity Substance ID: 143-29-3

50 Toxicokinetics, Metabolism and Disribution

51 Acute Toxicity

511 Acute Oral Toxicity

Type: LD50
Species : rat
Strain: Sprague- Daw ey
Sex: femal e
No. of Aninals: 6
Vehi cl e: other: none
Doses 550, 2000 mg/kg
Val ue: > 2000 mg/kg bw
Met hod: OECD Guide-line 425
Year . 2003
G.P: yes
Test substance: as prescribed by 1.1 « 1.4
Resul t: MORTALI TY:

- Time of death: The second rat dosed at 2000 mg/kg died

wi thin approximtely one hour of dosing. The next rat was
then dosed at 550 mg/kg. As this rat did not die, three
other rats were dosed at 2000 ng/kg, none of which died.

- Number of deaths at each dose: 1 death at 2000 mg/kg
CLINICAL SIGNS: At 2000 ng/kg: Animal 1 exhibited

convul sions approximately 5 minutes following dosing. A
degree of recovery soon occurred although the aninal was
lethargic 30 mnutes after dosing and remained so throughout
the first day. In addition, lachrymation was noted
approximately 4 hours after administration of the test item
Recovery had occurred within 24 hours.

Animal 2 exhibited convulsions, lachrymation, and salivation
approxi mately 30 nminutes after dosing. Death had occurred
within approximately one hour. Aninmal 3 exhibited Iethargy
on Day 1. Reduced activity and hunched posture were then
noted on days 2 and 3. Recovery occurred by day 4. Aninal
4 was unconscious within approximtely 30 mnutes of dosing.
Some recovery was apparent within 24 hours of dosing, when
pil oerection was noted. Full recovery had occurred within
48 hours. Animal 5 appeared noribund within approximtely
30 nminutes of dosing, remmining so for the remainder of the

day. It was cold to the touch and exhibited a hunched
posture on days 2 and 3. Recovery had occurred within 72
hours.

At 550 nmg/kg: Convulsions were apparent within approxinately
6 minutes of dosing. A degree of recovery soon occurred
with the animal remaining lethargic from approximtely 11
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5. Toxicity Subst ance I D 143-29-3
mnutes after dosing and continuing for the remainder of the
day. Recovery had occurred wthin 24 hours.

NECROPSY  FI NDI NGS: No abnornmalities were observed in any
animal at the necropsy examnation performed at the end of
the observation period or in the early decedent aninal.

Source: Rohm and Haas Conpany, Spring House, PA USA

Test condition:

Concl usi on:

Reliability:
Flag:
21-SEP-2004

TEST ORGANISMS:  Hsd: Sprague Dawey SD rats

- Source: Harlan Italy S.r.l., 33049 San Pietro al Natisone
(D), Italy

- Age: 6-8 weeks

- Wight at study initiation: 176-200 grams

- Controls: None

ADM NI STRATI ON:

- Doses: 550, 2000 mg/kg (A single animal was erroneously
dosed at 550

mg/kg. This was a deviation from protocol which indicated
to sequentially dose 5 animals at 2000 ng/kg.)

= Doses per time period: 1

- Volume adnministered or concentration: 10 mL/kg

=  Post dose  observation  period: Imediately fol l owi ng
dosing, 30 ninutes, 2 hours, 4  hours, and daily thereafter
for a total of 14 days.

EXAM NATIONS:  dinical signs and body weight, as well as the
followi ng: all surviving animals were killed on day 15 by
car bon di oxi de narcosis. Al animals were subjected to a
gross necropsy examnation for both external and internal
abnormalities. The cranial, thoracic and  abdoninal cavities
were opened to allow examnation of their contents. Larger
organs  were  sectioned. Both the stomach and representative
sections of the gastro-intestinal tract were opened for
examnation of the nucosal surfaces.

These results indicate that the test item TP-90B Rubber
Chemical, has some toxic effect in the rat followng oral
admnistration of a single dose at a level of 2000 mg/kg.
The nortality pattern indicates the nedian lethal dose
(LDS50) to be in excess of 2000 mg/kg body weight.

(1) valid without restriction

Critical study for SIDS endpoint
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5. Toxicity Substance ID: 143-29-3
Type: LD50
Speci es rat
Strain: other: Sherman W star
Sex: no data
No. of Animals: 100
Vehi cl e: other: none
Doses 1.0, 2.0, 3.0, 4.0, 5.0, 6.0, 7.0, 8.0, 9.0, 10.0 nl/kg bw
Val ue: = 3.41 m/kg bw
Met hod: other: not specified
Year 1958
GLP: no
Teat substance: other TS
Resul t: MORTALI TY: 1.0 m/kg - 1/10
2.0 m/kg - 2/10
3.0 mM/kg = 3/10
4.0 mM/kg = 6/10
5.0 nl/kg -~ 7/10
6.0 mM/kg - 9/10
7.0 m/kg - 10/10
8.0 m/kg - 10/10
9.0 mM/kg = 10/10
10.0 m/kg - 10/10
- Time of death:1.0 m/kg - day 4
2.0 mM/kg - days 3 and 4
3.0 mM/kg - days 2 and 3
4.0 M/kg = days 1 and 2
5.0 mM/kg - days 1 and 2
6.0 mM/kg - days 1 and 4
7.0 m/kg - days 1 and 4
8.0 mM/kg - days 1 and 2
9.0 mM/kg = day 1
10.0 mM/kg - day 1
CLINICAL SICGNS: not specified
NECROPSY FINDINGS: not specified
POTENTI AL TARGET ORGANS: not specified
SEX- SPECI FI C DI FFERENCES: not specified
Sour ce Rohm and Haas Conpany, Spring House, PA USA
Test condition: TEST ORGANISMS: Rats - Sherman Wstar
- Source: not described
- Age: not described
- Weight at study initiation: not described
- Controls: none
ADM NI STRATI ON:  syringe and stomach tube

= Doses:
m / kg
- Doses per

wei ght
- Post
EXAM NATI ONS

time period:
- Volume admnistered or

No

1.0, 2.0, 3.0, 4.0, 5.0,

one

dose observation period

observations
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5. Toxicity Substance ID 143-29-3

Test substance: Thiokol ~ Chemical Corporation - Platicizer Type TP90B

Concl usi on: The results obtained were evaluated according to the
Thompson  Moving  Average  Method, as described by Carrol S
i | in his publication entitled "Tables for Convenient

Calculation of Median-Effective Dose (LD50 or ED50) and
Instructions in their Use", which appeared in Bionetrics,
Vol . 8, No. 3, p. 249-263, Sept enber 1952.

LD50 and 95% confidence limts: 3.41 (2.36-4.92) ni/kg

Reliability: (2) wvalid with restrictions
Flag: Critical study for SIDS endpoint
20-AUG-2004 (28)

512 Acute Inhalation Toxicity

Type: ot her: Acute  Inhalation  Screening  Study
Species : rat
Strain: W st ar
Sex: mal e/ f emal e
No. of Animals: 10
Vehi cl e: other: undiluted
Doses 65 granms
Exposure time: 1 hour(s)
Met hod: other: not 'given

Year : 1977

G.P: no
Test substance: other TS
Remark Effects and death may have been enhanced or precipitated by

the degree of tenperature and  hunidity during exposure. The
tenperature inside the chanber wvaried from 72 to 96 degrees
F during the exposure. The hunidity varied from 47% to 68%
during the exposure.
Resul t: MORTALI TY:
- Time of death:
animals wthin 24 hours of exposure
animals 24-48 hours after exposure
animal  48-72 hours after exposure
animal  72-96 hours after exposure
Nunber of deaths at each dose: 10
CLINFCAL SIGNS:  During exposure the animals pawed at their
ocul o-nasal areas. Labored breathing was evident. Swel ling
of the eyelids and irritation surrounding the nasal area was
not ed. The animals which were alive after 24 hours of
observation exhibited nasal henor r hage, lethargy and ruffled
yellow coats. Food and water intake was practically nil.
NECROPSY  FI NDI NGS: Revealed white areas around the perimeter
of the [lungs. No hi stopat hol ogy ~ was per f or ned.
SEX- SPECI FI C DI FFERENCES: Equally toxic to nmales and

F PPN O

femal es.
Source Rohm and Haas Conpany, Spring House, PA  USA
Test subst ance: TP-90B deconposition volatiles. Sixty-five grams of the
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5. Toxicity Substance ID 143-29-3
test material was placed into the  distillation flask, and
heated in a heating mantle to obtain vapors.
Test condition: TEST ORGANI SMS:
-~ Source: Not descri bed
- Age: Adult
- \Wight at study initiation: Between 212 and 270 g
-~ Number of animals: 10
= Controls: Not described
ADM NI STRATI ON:
- Type of exposure: Vapor
- Concentrations: 65 ¢
EXAM NATI ONS: The animals were examined until deat h. Gross
necropsies were performed on all
animals that died.
Reliability: (3) invalid
20-AUG-2004 (9}
Type: ot her: Acute Inhalation  Screening  Study
Speci es rat
Strain: W st ar
Sex: mal e/ f emal e
No. of Animals: 10
Vehi cl e: no data
Doses 200 mg/1
Exposure tinme: 1 hour(s)
Met hod: other:  Federal Hazardous  Substances  Labeling  Act
Year: 1977
GLP: no
Test substance: as prescribed by 1.1 - 1.4
Met hod: A group of ten young adult mle and female rats, equally
divided as to sex were exposed to an aerosol of TP-90B/6213
in an inhalation chanber for a period of 1 hour. The  spray
was directed away from the nasal and ocular areas and
circulated throughout the chanber for the duration of the
exposure. Maxi mum aerosolization of 200 mg/l was achieved
prior to the test period. At the conclusion of the
observation period, the survivors were sacrificed and gross
necropsies were performed.
Resul t: MORTALI TY:
- Time of death: No deaths observed.
- Nunber of deaths at each dose: None
CLINNCAL SIGNS:  During exposure the animals pawed at their
nasal ar eas. After 35-40 ninutes they becane |anguid.
Normal cy prevailed upon renmoval from chanber. Eating
habits and behavior patterns remained normal throughout  the
observation period.
NECROPSY FINDINGS: Since there were no abnormalities,
histologic sections were not per f or med.
POTENTI AL TARGET  ORGANS: Not descri bed
SEX- SPECI FIC DI FFERENCES: Equally non-toxic to mles and
femal es
Sour ce Rohm and Haas Conpany,'Spring House, PA ~ USA
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5. Toxicity Substance 1D 143-29-3
Concl usi on: There were no deaths when ten rats were exposed to an

Test condition:

Reliability:
Flag :
13- AUG 2004

Type:

Speci es:

Strain:

Sex

No. of Animals:
Vehi cl e:

Doses

Exposure tinme:

Met hod:
Year
GP:

Test substance:

Remar k

Resul t:

atnmosphere of 200 ppm for a period of one hour. It was
concluded that TP-90B/6213 would not require labeling under
the  Federal Hazardous  Substances  Labeling  Act.

TEST ORGANI SMS:
- Source: Not  descri bed
- Age: Young Adult

- Wight at study initiation:
Mal es:  Between 259 and 274 ¢
Femal es: Between 237 and 253 ¢
- Nunber of aninmals: 10 (S/sex)
- Controls: Not described

ADM NI STRATI ON:

- Type of exposure: 1 H Aerosol
- Concentrations: 200 mg/l

EXAM NATI ONS: The aninmals were observed for a fourteen day
period following the exposure. At the conclusions of the
observation period the animals were sacrificed and gross
necropsies were performed. Since there were no abnormalties
observed, histologic sections were not per f or ned.

(2) wvalid with restrictions

Critical study for SIDS endpoint

other: Acute Inhalation Screening Study
mouse

Swi ss Webster

mal e/ femal e

10

ot her: none

65 g

1 hour(s)

other: Not described
1977

no

other TS

Effects and death my have been enhanced or precipitated by

the degree of tenperature and  hunmidity during exposure. The
tenperature inside the chanber wvaried from 72 to 96 degrees
F during the exposure. The hunmidity varied from 47% to 68%
during the  exposure.

MORTALI TY:

- Time of death:

7 deaths within 24 hours of exposure

1 death within 24-48 hours of exposure

2 deaths within 48-72 hours after exposure

= MNunber of deaths at each dose: 10

CLINFCAL SIGNS:  During exposure the animals pawed at their
ocul o-nasal areas. Lethargy and | abor ed br eat hi ng i ncreased
in severity as the exposure progressed. Fol l owing removal
from the ~chanber the animals remained |lethargic. Several
animals |lapsed into comas. Food and water intake was
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5. Toxicity Substance |D: 143-29-3

practically nil.
NECROPSY FINDINGS: Revealed white areas around the perinmeter
of the lungs. No histopathology was perforned.
POTENTI AL TARGET ORGANS: Not descri bed.
SEX- SPECI FI C DI FFERENCES: Equally toxic to males and fenales
Source: Rohm and Haas Conpany, Spring House, PA, USA
Test substance: TP-90B deconposition volatiles. Sixty-five grams of the
test material was placed into the distillation flask, and
heated in a heating nantle to obtain vapors.
Test condition: TEST ORGANI SMS:
- Source: Not described
- Age: Adult
- Weight at study initiation: Between 21.5 and 26.5 g
= Number of animals: 10
- Controls: Not described
ADM NI STRATI ON:
- Type of exposure: Vapor
- Concentrations: 65 ¢
EXAM NATIONS: The animals were examned until death. G oss
necropsies were performed on all animals that died.

Reliability: (3) invalid
20-AUG-2004 (8)
Type: other: Acute Inhalation Screening Study
Species muse
Strain: Swiss Webster
Sex: mal e/ femal e
NO of Animals: 10
Vehi cl e: no data
Doses 200 mg/1
Exposure tinme: 1 hour (s)
Met hod: other: Federal Hazardous Substances Labeling Act
Year 1977
GLP: no
Test substance: as prescribed by 1.1 - 1.4
Met hod: A group of ten young adult nmale and fenmale mce, equally
divided as to sex were exposed to an aerosol of TP-90B/6213
in an inhalation chanber for a period of 1 hour. The spray

was directed away from the nasal and ocular areas and
circulated throughout the chanmber for the duration of the
exposure. Maxi mum aerosolization of 200 mg/l was achieved
prior to the test period.

Resul t: MORTALI TY:
- Time of death: No deaths observed.
- Nunber of deaths at each dose: None
CLINICAL SIGNS: During exposure the animals pawed at their
nasal areas. After 35-40 minutes they became |anguid.
Normal cy prevailed upon renoval from chanber. Eating
habits and behavior patterns remained normal throughout the
observation period.
NECROPSY FINDINGS: Since there were no abnornalities,
hi stol ogic sections were not perforned.
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5. Toxicity Substance |ID: 143-29-3
POTENTI AL TARCET ORGANS: Not descri bed
SEX- SPECI FI C DI FFERENCES: Equally non-toxic to males and
femal es.

Sour ce Rohm and Haas Conpany, Spring House, PA, USA

Concl usi on: There were no deaths when ten mice were exposed to an

Test condition:

Reliability:
Flag:
13- AUG 2004

Type:
Speci es:
Strain:
Sex:

No. of Animals:

Vehi cl e:
Roses
Exposure tine:

Met hod:
Year :
GLP:

Test substance:

Remar k:

Resul t:

at mosphere of 200 ppm for a period of one hour. It was
concluded that TP-90B/6213 would not require |abeling under
the Federal Hazardous Substances Labeling Act.

TEST ORGAN SME:

- Source: Not described

- Age: Young Adult

- \Weight at study initiation:

Mal es: Between 24 and 26 ¢

Fenal es: Between 21 and 24 ¢

- Nunmber of aninals: 10 (5/sex)

- Controls: Not described

ADM N STRATI O\

~ Type of exposure: 1 Hr Aerosol

- Concentrations: 200 mg/1

EXAM NATIONS: The aninals were observed for a fourteen day
period following the exposure. At the conclusions of the
observation period the animals were sacrificed and gross
necropsies were performed. Since there were no
abnormalities observed, histologic sections were not

per f or ned.

(2) wvalid with restrictions

Critical study for SIDS endpoint

(6)

other: Acute Inhalation Screening Study
guinea pig

other: Ace Hartley

mal e/ f emal e

10

ot her: None

65 g

1 hour(s)

other: Not described
1977

no

other TS

Effects and death may have been enhanced or precipitated by
the degree of tenperature and humdity during exposure. The
tenmperature inside the chamber varied from 72 to 96 degrees
F during the exposure. The humidity varied from 47% to 68%
during the exposure.

MORTALI TY:

- Time of death:

1 animal within 24 hours of exposure

- Nunber of deaths at each dose: 1

CLINICAL SIGNS: During exposure the animals pawed at their
ocul o-nasal regions. Lethargy increased in severity as the
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exposure  progressed. Shortness  of breath was evident.
Following removal from the chanber the animals remained
lethargic through the day. Eating habits, water intake and
behavior patterns returned to normalcy wthin 72  hours in
the survivors and renmined constant throughout the
observation period.
NECROPSY  FI NDI NGS: Revealed white areas around the perineter
of the lungs. No hi stopathol ogy  was per f or ned.
POTENTIAL  TARGET  ORGANS: Not descri bed
SEX- SPECI FIC DI FFERENCES: Equally toxic to nmles and females
Sour ce: Rohm and Haas Conpany, Spring House, PA  USA
Test substance: TP-90B deconposition volatiles. Sixty-five grams of the
test material was placed into the distillation flask, and
heated in a heating mantle to obtain vapors.
Test condition: TEST ORGANI SMS:
- Source: Not described
- Age: Adult
= \Wight at study initiation: Between 318 and 401 ¢
- MNunber of animals: 10
- Controls: Not described
ADM NI STRATI ON:
- Type of exposure: Vapor
- Concentrations: 65 g
EXAM NATI ONS: The animals were exanined for a 14 day
observation period. Goss necropsies were performed on all
animals that died. A the conclusion of the observation
period, the survivors were sacrificed and gross autopsies

performed.

Reliability: (3) invalid
20- AUG 2004 (4)
Type: other: Acute Inhalation Screening Study
Speci es: guinea pig
Strain: other: Ace Hartley
Sex mal e/ f emal e
No. of Animals: 10
Vehi cl e: no data
Doses 200 mg/1
Exposure tinme: 1 hour(s)
Met hod: other: Federal Hazardous Substances Labeling Act

Year 1977

GLP: no
Test substance: as prescribed by 1.1 - 1.4
Met hod: A group of ten young adult male and female guinea pigs,

equally divided as to sex were exposed to an aerosol of
TP-90B/6213 in an inhalation chanber for a period of 1 hour.
The spray was directed away from the nasal and ocular areas
and circulated throughout the chamber for the duration of
the  exposure.  Maxinum aerosolization of 200 mg/l1 was
achieved prior to the test period.

Resul t: MORTALI TY:
- Time of death: No deaths observed.
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5. Toxicity Substance |D: 143-29-3
- Nunmber of deaths at each dose: None
CLINICAL SIGNS: During exposure the animals huddled together
in the chanber, pawing at their nasal areas. Nor mal cy
prevail ed upon removal from chanber. Eating habits and
behavi or patterns remained normal throughout the observation
eriod.
RIECRGDSY FINDINGS: Since there were no abnormalities,
histologic sections were not performed.
POTENTI AL TARGET ORGANS: Not described
SEX- SPECI FI C DI FFERENCES: Equally non-toxic to mmles and
femal es.

Source Rohm and Haas Conpany, Spring House, PA, USA

Concl usi on: There were no deaths when ten guinea pigs were exposed to an

Test condition:

Reliability:
Flag :
13-AUG-2004

at mosphere of 200 ppm for a period of one hour. It was
concluded that TP-90B/6213 would not require |abeling under
the Federal Hazardous Substances Labeling Act.

TEST ORGANI SMS:

- Source: Not described

= Age: Young Adult

- Weight at study initiation:

Mal es: Between 315 and 342 ¢

Femal es: Between 308 and 323 g

- Nunber of animals: 10 (5/sex)

= Controls: Not described

ADM NI STRATI ON:

- Type of exposure: 1 Hr Aerosol

- Concentrations: 200 mg/l

EXAM NATI ONS: The aninmals were observed for a fourteen day
period following the exposure. At the conclusions of the
observation period the animals were sacrificed and gross
necropsies were performed. Since there were no
abnormalities observed, histologic sections were not

per f or med.

(2) wvalid with restrictions

Critical study for SIDS endpoint

(5)

51.3 Acute Dermal Toxicity

Type:
Species :
Strain:
Sex:

NO. of Animals:

Vehi cl e:
Doses .
Val ue:

Met hod:
Year .
GLP:

Test substance:

. CECD Guide-line 402

LD50

r at

Sprague- Dawl ey
mal e/ fenal e

10

other: undiluted
2000 mg/kg

> 2000 mg/kg bw

"Acute dermal Toxicity"
2004

yes :
as prescribed by 1.1 - 1.4
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Resul t: MRTALITY:  No nortality occurred following dosing in mle or
femal e animals.
CLINICAL SIGNS: No signs of toxicity were observed. Changes
in body weight observed during the period of the study were
within the range expected for this strain and age of aninal
in the males. The only exception was a single nale, which
showed a body weight loss during the first week of the
observation period. A reduced body weight gain was also
observed in the females at the end of the study.
NECROPSY FINDINGS: No abnornalities were found on necropsy
of animals on termnation of the study.
SEX- SPECI FI C DI FFERENCES: None.

Source Rohm and Haas Conmpany, Spring House, PA USA

Test condition: TEST ORGANI SMS: Sprague Daw ey rats
- Source: Harlan Italy S.r.l., 33049 San Pietro al Natisone
(uD), Italy

- Age: 6-8 weeks

- Weight at study initiation: 201-257 g

- Controls: historical data

ADM NI STRATI ON:

- Area covered: 10% of the total body surface of each animal

- Occlusion: A strip of alumnum foil was placed over the

treated site, and the whole assenbly held in place by

encircling the trunk of the aninmal with a length of elastic

bandage.

- Vehicle: none

- Concentration in vehicle: undiluted

Total volume applied: not described

« Doses: 2000 mg/kg

Renoval of test substance: After a period of 24 hours, the
adhesive bandage and gauze dressings were renoved. The
treated skin was washed gently with warm water to renove
residual test item
EXAM NATIONS: Aninals were checked twice daily for nortality
and norbidity. Clinical signs were observed imediately
upon dosing, approximately 1, 2 and 4 hours after dosing and
daily thereafter for a total of 14 days. Body weights were
measured on Day -1, imediately prior to dosing (Day 1), and
at weekly intervals thereafter (Days 8 and 15). Al aninals
were killed on Day 15 by carbon dioxide narcosis. They were
subjected to a gross necropsy exam nation for both external
and internal abnormalities. The cranial, thoracic and
abdominal cavities were opened to allow exam nation of their
contents. Larger organs were sectioned. Particul ar
attention was paid to the treated site.

Concl usi on: These results indicate that the test item Tp-90B Rubber
Chemical has no systemic toxic effect in the rat followng
dermal exposure over a 24-hour period at a level of 2000

mg/kg.
Reliability: (1) valid without restriction
Fl ag: Critical study for SIDS endpoint
13- AUG- 2004 (24)
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5. Toxicity Substance ID 143-29-3

Type: ot her: Acute  Dernal Toxicity  Study

Speci es rabbit

Strain: no data

Sex: mal e/ femal e

No. of Aninals: 6

Vehi cl e: other: None

Doses: 2 g/kg of body weight

Met hod: other:  Federal Hazardous  Substances  Labeling  Act

Year 1977

CGLP: no

Test substance: as prescribed by 1.1 - 1.4

Met hod: Prior to exposure, the animals were prepared by clipping the
skin of the trunk, which is approxinmately 10% of the body
surface, free of hair. (One-half of the group of 6 rabbits
was further prepared by making epidermal abrasions every two
or three centineters longitudinally over the areas of future
exposure. The abrasions were sufficiently deep to penetrate
the stratum corneum but not to disturb the derma and cause
bl eedi ng.
The trunks of the animals were then enclosed in a clear
pol yethylene sleeve wth the ends tucked wunder and taped in
order to elininate leakage of the TP-S0B/6213.
The TP-90B/6213 was then applied to the assigned animals at
the indicated dosage level by means of a syringe and needl e;
the needle being used to penetrate the sleeve and deposit
the mterial on the animals skin.
Following dosing the rabbits were imobilized in stocks for
24 hours after which the sleeve and excess TP-90B/6213 was
removed and the skin was cleaned and examned for a tw week
period.

Resul t: MORTALI TY:
- Time of death: No deaths
= Nunber of deaths at each dose: No deaths
CLINFCAL SIGNS: COher than slight erythemm at the test site
area, no synptons of toxicity were noted.
NECROPSY FI NDI NGS: Not described
POTENTI AL TARGET  ORGANS: Not descri bed
SEX- SPECI FI C DI FFERENCES: No specific differences reported.

Sour ce Rohm and Haas Conpany, Spring House, PA  USA

Test condition:

TEST ORGANI SMs:

- Source: Not described

- Age: Not described

- \Wight at study initiation: 'Between 2.39 and 2.67 kg

- Controls: Not described

ADM NI STRATI ON:

- Area covered: The trunk of animls

« Occlusion: Enclosed in a «clear polyethylene sleeve with
the ends tucked wunder and taped in order to elinmnate

| eakage  of the experinental material.
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- Vehicle: none
= Concentration in vehicle: undi | ut ed
- Total wvolume applied: sufficient to nmake dose per aninal
equal
- Doses: 2 g/kg
- Renoval of test substance: After 24 hours and the skin was
cl eaned
EXAM NATI ONS: The animals were exanined for a 2 week
period.
Concl usi on: There were no deaths from TP-90B/6213 when dermally applied
to the backs of six albino rabbits at a level of 2.0 g/kg.
It would not require labeling under the Federal Hazardous
Subst ances Label i ng Act .
Reliability: (2) wvalid with restrictions
Flag: Critical study for SIDS endpoint
13-AUG-2004 (3)

514 Acute Toxicity, other Routes

52 Corrodveness and Irritation
52.1 SKin Irritation

Speci es rabbit
Concentration: undi | ut ed
Exposure Occl usive
Exposure Ti me: 4 hour(s)

NO of Animals: 6

Vehi cl e: ot her: none

PDI | : 0

Resul t: not irritating

EC classificat.:

not irritating

Met hod: ot her: EPA/ OECD
Year 1991
GLP: yes
Test substance: as prescribed by 1.1 1.4

Resul t: AVERAGE SCORE
= Erythema: At 4.5 24, 48 and 72 hours was O
- Edema: At 4.5, 24, 48 and 72 hours was O
REVERSI BI LI TY: No alterations in the skin were observed at
the application site of any aninal.
OTHER  EFFECTS: None were observed.
Sour ce Rohm and Haas Conpany, Spring House, PA  USA
Test condition: TEST AN VALS:
- Strain. New Zealand Abino
- Sex: Mile
- Source: Qak Hill Rabbi try, Hol | and, M chi gan
- Age: 8-10 weeks
Wight at study initiation:
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Between 2.10 and 2.50 kg
- MNurmber of animals: 6
- Controls: untreated site
ADM NI STRATI ON/ EXPOSURE
- Preparation of test substance: none
- Area of exposure: shaved 8 x 8 cm area on left flank
- Ccclusion:  Yes
- \Vehicle: No
-~ Concentration in vehicle: Undiluted nmaterial
-~ Total wvolunme applied: 0.5 mn
= Postexposure period: 4 days
- Removal of test substance: The covering material was
removed after a four hour contact period, and excess test
material was wped from the site.

EXAM NATI ONS

- Scoring system Draize

- Examination time points: Dermal irritation readings were
performed approximately 30 nminutes after patches were
removed (4.5 hours) as well as 24, 48 and 72 hours after
treatment.

Concl usi on: Based on the results of this study, the test material TP-90B
Plasticizer, Lot #1142-10M would be considered to be
non-irritating to the skin of rabbits.

Reliability: (2) wvalid with restrictions

13-AUG-2004 (20}

Speci es: rabbi t

Concentration: undi | ut ed

Exposure : Semi occl usive

Exposure Ti ne: 72 hour(s)

No. of Animals: 3

Vehi cl e: other: none

PDI | : 0

Resul t: not irritating

EC classificat.: not irritating

Met hod: CECD Quide-line 404 "Acute Dermal Irritation/Corrosion"

Year 2003
GLP: yes

Test substance: as prescribed by 1.1 = 1.4

Resul t: AVERAGE SCORE
- FErythema: 0.0
« FEdema: 0.0
OTHER EFFECTS: None

Sour ce Rohm and Haas Conmpany, Spring House, PA USA

Test condition: TEST AN MALS: Rabbi t s
- Strain: New Zealand Wite
- Sex: female
« Source: Francucci Enzo, Reti, Italy
- Age: 9-11 weeks
- Wight at study initiation. 2.8-3.3 kg
- Nunber of animals: 3
- Controls: Untreated areas of test animal
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ADM NI STRATI ON/ EXPOSURE
- Preparation of test substance: The test substance was
spread evenly over a gauze square
- Area of exposure: 2.5 x 2.5 cm
-~ Ccclusion: A strip of aluminum foil was placed over the
treated site and the whole assenbly held in place by
encircling the trunk of the animal with a length of elastic
adhesive bandage, this forming a sem-occlusive barrier
- Vehicle: None
= Concentration in vehicle: Undiluted
- Total volune applied: 0.5 mlL
- Postexposure period: 72 hours
-~ Rermoval of test substance: 4 hours
EXAM NATI ONS
- Scoring system Draize
Erythema and eschar formation
No erythena 0
Very slight erythema (barely perceptible) 1
Vell defined erythema 2
Moderate to severe erythenm 3
Severe erythema (beet redness) to eschar fornmation
preventing grading of erythema 4
OCedema formation
No oedema 0
Very slight oedema (barely perceptible) 1
Slight oedema (edges of area well defined by definite
raising) 2
Moderate oedenm (raised approximately 1 nm 3
Severe oedema (raised nore than 1 nm and extending beyond
area of exposure) 4
- Examination time points: 1, 24, 48, and 72 hours

Concl usi on: These results indicate that TP-90B Rubber Chenical has no
irritant effect on the skin of the rabbit.

Reliability: (1) wvalid wthout restriction

13-AUG-2004

522 Eve lIrritation

Speci es
Concentration
Dose:

Exposure Time:
Comment:

No. of Animals:

Vehicl e
Resul t:

Met hod:

Year .
GLP

Test substance:

(21)

r abbi t
undi | ut ed

.1m

72 hour(s)

not rinsed

6.

none

not irritating
other: EPA/ OECD

1991

yes

as prescribed by 1.1 - 1.4
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Resul t: AVERAGE SCORE
- Cornea: 0.83
- lris: 0.0
- Conjuntivae  (Redness): 3.0
- Conjuntivae (Chemosis): 0.0
Overal | irritation score: 5.0
OTHER EFFECTS: None
Source Rohm and Haas Conpany, Spring House, PA  USA
Test condition: TEST AN MALS:
Strain: New Zealand Al bino
- Sex: Mile
- Source: Gk Hll Rabbitry, Hol | and, M chi gan
= Age: Not described.
- Wight at study initiation: Between 2.03 and 2.60 kg
~ MNurmber of animals: 6
- Controls: The contralateral eye served as the wuntreated
control for each rabbit
ADM NI STRATI ON/ EXPOSURE
- Preparation of test subst ance: Adm nistered undiluted

Concl usi on:
Reliability:
21- SEP- 2004

- Amunt of substance instilled: 0.1 ni
- Vehicle: None
= Postexposure period: 72 hours
EXAM NATI ONS

- Ophtal moscopic exam nation: Yes

- Scoring system Drai ze

= (bservation period: 1, 24, 48 and 72 hours after treatnent
- Tool wused to assess score: A solution of 2% sodium
fluorescein and ultraviolet light were enployed to reveal
possible corneal injury.

TP-90B Plasticizer, Lot #1142-10M (undiluted) was instilled
into the conjunctival sac of the right eye of six rabbits at

a dose of 0.1 nm. The eyes were observed and scored at 1,
24, 48 and 72 hours after treatment.

The maximum group nean score was 5.00 at the 24 hour
observation. This mean score decreased to O at the 72 hour
observation. Therefore, TP-90B Plasticizer, Lot $#1142-10M
(undiluted) would be classified as not irritating to

the eye of the rabbit.

(2) wvalid with restrictions

(19)
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Speci es: rabbit
Concentration: undi | ut ed
Dose. .1 mi
Exposure Tine : 72 hour(s)
Comment . not rinsed
No. of Aninals: 3
Vehi cl e: none
Resul t: slightly irritating
EC classificat.: not irritating
Met hod: CECD Quide-line 405 "Acute Eye Irritation/Corrosion"
Year : 2003
GLP: yes
Test substance: asprescribed by 1.1 - 1.4
Resul t: AVERAGE SCORE (average of scores at 24, 48 and 72 hours)
- Cornea: 0.0
= lris: 0.0
- Conjuntivae  (Redness): 0.0
- Conjuntivae (Chenosis) : 0.0
-  Overall irritation score: 0.0

REVERSIBILITY: The test substance had a slight irritant
effect in the eye at 1 hour post-dose only, this being
quickly reversible.

OTHER  EFFECTS: None
Sour ce: Rohm and Haas Conpany, Spring House, PA USA
Test condition: TEST ANI MALS: Rabbits

- Strain: New Zealand Wite

- Sex: female

- Source: Francucci Enzo, Reti, Italy

= Age: 9-11 weeks

- \Wight at study initiation: 2.9-3.5 kg

- Nunber of animals: 3

- Controls: Untreated eye

ADM NI STRATI ON/ EXPOSURE

=~ Preparation of test substance: None

- Amunt of substance instilled: 0.1 mL
- Vehicle: Undiluted

= Postexposure period: 72 hours

EXAM NATI ONS

- Ophthal moscopic exam nation: "under standard conditions"
- Scoring system Draize et al., 1944

- (bservation period: 1, 24, 48, and 72 hours

« Tool used to assess score: No details

Concl usi on: The results of this study indicated that the test item
TP-90B Rubber Chenical, has no significant irritant effects
in the eye.
Reliability: (1) wvalid without restriction
16-AUG-2004 (22)
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Speci es rabbit
Concentration: undi | uted
Dose 1 n
Exposure Time: 72 hour(s)
Comment : not rinsed
No. of Animals: 6
Vehi cl e: none
Resul t: not irritating
EC classificat.: not irritating
Met hod: other: not specified
Year 1966
GLP: no
Test substance: as prescribed by 1.1 - 1.4
Resul t: AVERAGE SCORE
- Cornea: no effects
= Iris: no effects
-~ Conjuntivae (Redness): no effects
- Conjuntivae (Chenosis): no effects
-  Overall irritation score: not specified
Sour ce Rohm and Haas Conpany, Spring House, PA  USA
Test condition: TEST  ANIMALS: Rabbi t
- Strain: not specified
- Sex: not specified
- Source: not specified
= Age: not specified
- \Wight at study initiation: not specified
- MNurmber of animals: 6
- Controls: Left, untreated eye
ADM NI STRATI ON/ EXPOSURE
= Preparation of test substance: undi | ut ed
- Amount of substance instilled: 0.1 mL
-~ Vehicle: none
- Postexposure period: 72 hours
EXAM NATI ONS
-~ Ophtal moscopic exam nation: not specified
Scoring system Draize scoring system
- (bservation period: 3 days, at 24 hour intervals
~ Tool wused to assess score: not specified
Concl usi on: Thikol Chenical Corporation - Sanple No. TP-90B, Lot No.
4153, as tested, is not an ocular irritant.
Reliability: (2) wvalid with restrictions
16- AUG- 2004
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53 Sengtization
Type: Buehl er Test
Speci es guinea pig
Concentration 1st: Induction 100 % occlusive epicutaneous
2nd:  Chal | enge 75 % occlusive epicutaneous
No. of Aninals: 20
Vehi cl e: wat er
Resul t: not sensitizing

Cl assification:

Met hod:
Year
GLP:
Test substance:

Resul t:

Sour ce
Test condition:

not sensitizing

OECD CGuide-line 406 "Skin Sensitization"
2004

yes

as prescribed by 1.1 - 1.4

The results of the study were negative. TP-90B did not
elicit a sensitization response in the guinea pig. The test
woul d have been considered positive if 15% or nore animls
in the test group exhibited erythema or dermal swelling
following challenge with a non-irritant concentration of the
test item

Main study « Induction:

No response was seen to either the test item or the vehicle
alone in animals of the test and control groups following 6
hours topical exposure.

Main study ~ Challenge:

No response was observed to the test itemin either test or
control group animals 24 and 48 hours following 6 hours
topical exposure. No reaction was observed to the vehicle
al one.

No changes in body weight occurred throughout the course of
the study.
Rohm and Haas Conpany, Spring House, PA USA
- Species: Guinea Pig
- Strain: Dunkin-Hartley
- Sex: female
-~ Number of aninals per sex per dose:
Prelimnary screen: 5 fenales, each dosed with 4
concentrations of test item for a total of 10
concentrations (100, 75, 50, 20, 10, 5 2, 1, 0.5 0.1% in
dupl i cate.
Main study: Test group of 20 femmles, and a control group of
10 fenal es.

Route of administration
Main study - Induction: On the day of dosing (days 1, 8,
15), the hair was clipped from the left flank of each
animal. Animals of the test group were treated with the
undi luted test item A gauze patch measuring 20 x 20 mm was
covered with 0.4 mL of the test item and was placed onto the
selected skin site. This was secured in position by
encircling the trunk of the aninmal with a length of adhesive
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strapping. Al animals of the test group were treated wth
the testitemin this manner and aninmals of the control
group were sinilarly treated wth the selected vehicle
(sterile water).

Main study - Challenge: On day 29, 0.4 mL aliquot of the
test item at 75% concentration in sterile water was spread
evenly over an absorbent patch neasuring approximately 20 x
20 nm  This was placed onto the skin of the posterior

region of the prepared site on the right flank. A simlar
patch, this containing 0.4 mL of the vehicle selected for
the challenge (sterile water) was placed onto the anterior
region of the prepared site. The patches were secured in
position by encircling the trunk of the animal wth a Ilength
of adhesi ve  strapping. Al animals of both the test and
control groups were treated wth both the test item and
vehicle in this mnner.

After an exposure period of 6 ‘hours (induction and
challenge) the dressings were renoved, and the treated sites
cleaned of remaining test item by washing wth warm water.
- Induction concentration: 0.4 mL undiluted TP-90B

= Induction vehicle: None

- Challenge concentration. 0.4 mL of TP-SOB at 75%
concentration

- Challenge vehicle: sterile water

- Gading system wused: Approximately 24 and 48 hours after
removal of the patches, the treated sites were exanined for
signs of reaction to treatment. Each site was assessed and
scored using the following scale:

No reaction - O

Slight, patchy erythema  (barely perceptible or questi onabl e)
+/ -

Slight, but confluent or noderate but patchy erythema 1
Moderate erythema - 2

Severe erythema with or wthout edema - 3

- Age of animal at study initiation: 4-5 weeks

= Positive controls: a-hexylcinnamal dehyde

- Results of range-finding or screening studies: A slight,
patchy erythema was observed in 1 aninal at the site treated
with the undiluted test item No reaction was apparent in
the remaining animals at any of the 10 concentrations
investigated, suggesting that the test item at a
concentration  of 100% was reasonably tolerated. This
concentration was selected for use during the induction
phases of the main study. A concentration of 75% in sterile
water was selected for use at challenge, being judged
non-irritant.

- Justification for vehicles: not detailed

- Length of rest period between induction and challenge: 2
weeks

- Pr ot ocol deviations: During the challenge phase, the
clipping procedure to be undertaken approximately 3 hours
prior to evaluation of skin reaction was not performed due
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to oversight.

Concl usi on: The results of this study indicate that the test item
TP-90B Rubber Chenical, does not elicit a sensitization
response in the guinea pig, there being no evidence of
response at challenge following a period of induction
exposure to the test item

Reliability: (1) wvalid wthout restriction

16- AUG 2004 {25)

Type: other: Modified Buehler Test

Speci es guinea pig

Concentration 1st: I nduction 100 % active substance occlusive epicutaneous

2nd:  Chal l enge 100 ¢ active substance occlusive epicutaneous

No. of Animals: 18

Vehi cl e: other: none

Resul t: not sensitizing

Classification: not sensitizing

Met hod: other:  EPA/ CECD

Year 1991
GLP: yes

Test substance: as prescribed by 1.1 - 1.4

Resul t: RESULTS OF PILOT STUDY: The initial dose of TP-90RB
Pl asticizer, Lot #1142-10M, or 1-chloro 2,4-dinitrobenzene
produced no positive irritation scores in any of the guinea
pi gs.

RESULTS OF TEST

- Sensitization reaction: Average scores for the challenge
dose were O for TP-90B Plasticizer, Lot #1142-10M and the
chal l enged negative controls. The average challenge dose
score of 1-chloro 2,4-dinitrobenzene was O0.54.

- Cinical signs: Al guinea pigs survived the study in
apparent good health and gained weight during the course of
the study.

- Rechallenge: The challenge dose of Tp-90B Plasticizer, Lot
#1142-10M did not elicit a positive response in any of the
ten guinea pigs. Two negative control animals challenged
with TP-90B Plasticizer, Lot #1142-10M also did not elicit a
positive response. The challenge dose of 1-chloro
2,4-dinitrobenzene resulted in a positive response in 6/6
guinea pigs, characterized by a grade 1 for erythema and/or
edema.

Sour ce: Rohm and Haas Conpany, Spring House, PA, USA

Test condition: TEST ANl MALS:

- Strain: Hartley albino guinea pigs
- Sex: Mile

- Source: Harlan Sprague Daw ey

= Age: Young adult

- Weight at study initiation: Between 182 and 247 g
- Number of animals: 18

- Controls:

2 negative controls

6 positive controls
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ADM NI STRATI ON/ EXPOSURE
- Study type: Non- adj uvant

= Preparation of test substance for induction: Undi | ut ed
mat eri al

- Induction schedule: The animals were unwapped after a 24
hour  exposure period (initial dose). N ne succeeding
induction doses were unwapped after a 6 hour exposure
period. This procedure was repeated three tines weekly

(with at least one day intervening between treatnents) for a
total of ten applications.
- Concentrations used for i nducti on: Undi | ut ed
- Challenge schedule: Two weeks after the final application
the animals received a topical challenge dose (24-hour
contact) at a naive site located on the right flank.
- Concentrations used for chal | enge: Undi | ut ed
-« Rechallenge: No
- Positive control: 6 guinea pigs received a 0.1% solution
of 1-chloro 2,4 dinitrobenzene in (5% DWVSO in H20)
EXAM NATI ONS
- QGading system Buehl er  Met hod
- Pilot study: Yes

Concl usi on: Based on conparisons of the initial test dose response to
the challenge test dose and to the reactions elicited by the
positive and negative controls, Tp-9QB Plasticizer would not
be considered a dermal sensitizing agent.

Reliability: (2) wvalid with restrictions

16- AUG 2004 (18)

5.4 Repeated Dose Toxicity

Type: Sub-chronic
Species : rat Sex: male/female
Strain: Sprague- Dawl ey
Route of  administration: gavage
Exposure  peri od: 9 weeks
Frequency  of treatment:  once per day, 7 days per week
Doses 10, 100, 800 mg/kg/day
Control G oup: ves, concurrent vehicle
NOAEL: = 100 mg/kg bw
Met hod: CECD conbined study T&A22

Year : 2004

GLP: yes
Test substance: as prescribed by 1.1 - 1.4
Result NOAEL: 100 mg/kg/day

TOXIC  RESPONSE/ EFFECTS BY DOSE  LEVEL:

- Mrtality and time to death: One nid-dose female was
sacrificed, on day O post-partum for humane reasons, since
signs of difficult delivery were noted. No other animals
died prior to study termnation.

-« Cinical signs: Weekly physical exam nations including
detailed clinical signs  with neurotoxicity  assessnent did
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not show any signs which could be correlated to the
treatment with the test itemin males or fenales in any
group during the treatment period.

- Body weight gain: Body weight and body weight gain were
unaffected by treatnment in the nales throughout the study
and in fermales before pairing. Slight decreases, not
statistically significant, in body weight and body weight
gain were observed in the high dose females during the
gestation period when conpared to controls. No differences
were noted in females of any treatment group during the
post-partum period when conpared to controls.

- Food/water consunption: Food consunption remained
conparabl e between control and treated groups in both sexes
before pairing. A statistically significant reduction in
food consunmption was noted in high dose females on day 7
post-coitum A simlar reduction (not statistically
significant) was noted on day 14 post-coitum in the sane
group.

- Clinical chemstry: No toxicologically significant change
in any clinical chemistry parameter occurred at any dose
level.

A statistically significant decrease in alkaline
phosphatase |evel was observed in the high dose nale group.
Since this change was nmininmal, was decreased conpared to the
control group and occurred in only one sex, it is not
considered toxicologically significant. A statistically
significant decrease in alanine am notransferase |evel was
noted in the |ow dose male group when conpared to controls.
This decrease is considered incidental to treatment since no
dose response was evident.

Statistically significant decreases in urea were seen in the
low and high dose males conpared to controls. These changes
are not considered treatnent-related since the changes are
decreased relative to controls and there is no evident dose
response. Statistically significant changes in creatinine
and inorganic phosphorus levels were observed in the high
dose male group. These changes are not considered
treatment-related since the values are decreased conpared to
controls, the nagnitude of the change is small and they
occurred only in one sex.

Uea level was also statistically significantly decreased
in the low dose male group. This change is not considered
treatnment-related since the effect was decreased, there was
no obvious graded dose response at the nmid- and high dose

groups and the effect occurred in only one sex.

No differences in clinical chemistry paraneters were noted
between control and treated fenales.

- Hematology: No toxicologically significant changes in
hemat ol ogy occurred in this study. Statistically
significant decreases in prothronbin time were observed in
the high dose nale group. This change is considered
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incidental and not treatment-related since it was seen in
only one sex, and the nmagnitude of the effect was |[ow

Statistically significant decreases in neutrophil percentage
were observed in the high dose females. This change s

considered incidental and not treatment-related since it was
seen in one sex only and no other changes were seen in the

white blood cell differential counts.

= Ogan weights: Treatment-related organ weight changes
occurred in the liver of high dose nales and fenales.
Statistically  significant i ncreases in absolute and relative
liver weights were observed in the high dose nales when
conpared to controls. Increases in absolute (not
statistically significant) and relative (statistically
significant) liver weights were also noted in only the high

dose fenal es.

Statistically  significant i ncreases in absolute and relative
kidney weights were noted in the nid-dose nale group only.
Since the absolute and relative kidney weights of the high
dose nmales were not affected (i.e., no apparent dose
response), there was no corresponding increase in fenales,
and no corresponding mcroscopic change in this tissue, the
kidney weight changes were considered not related to

treatment with the test item Slight, but statistically

si gni ficant increases in absolute and relative adrenal

weights were observed in the high dose fenale group. This
change is considered incidental and  not treatment-rel ated
since there was no corresponding  mcroscopic hi st opat hol ogi ¢
change in this tissue and sinmlar effects were not seen in
the high dose male group.

~ (Goss pathology: No nmacroscopic change was reported at
necropsy in the exanined organs/tissues of the animals

killed at termination that could be considered related to

the administration of the test substance. The recorded
changes were considered to be incidental or spontaneous in
origin.

-~ H stopat hol ogy: No mcroscopic changes clearly related to
test substance adninistration were observed in nmale or

female rats given 10 or 100 mg/kg/day of the test article.

Di ffuse hepatocellular hypertrophy (enlarged hepatocytes in
all areas of the |lobules) occurred in mle and female rats
of the high dosage group and was considered to be
treatment-rel ated.

Focal germ cel | depletion and degeneration occurred in one
testis (unilateral) of each of four different nmale rats of
the high dosage group. Exfoliated spermatogenic cells were
observed in the epididymis in three of these high dose rats
and in one additional high dose rat without testicular
changes. The significance of this finding is uncertain.
Systemic toxicity usually does not affect only one of a
paired organ.
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Al other mcroscopic changes were considered to have
occurred spontaneously and to be unrelated to test substance
adm nistration. These changes generally occurred at single,
low, or simlar frequencies anong the groups and their type,
incidence or severity was not influenced by conmpound
admi ni stration.

- Oher:

= Pre- and post-dose observations: Treatment-related signs
of intoxication were observed in high dose nmales and females
at the post-dose observations. At axi a, sem -closed eyes
and hunched posture were the principal signs observed at 2
hours post-dose in some high dose males on day 7 of the
study. Thereafter, the above signs were noted occasionally
until day 10 of the study. Starting from day 30 wuntil day
35 of the study, ataxia, reduced activity and salivation
were also noted wthin 15 ninutes of dosing in the same nale
group.

Starting from the first day of treatnent, post-dose
observations in high-dose females included  pronation,

ataxia, sem-closed eyes, reduced activity, hunched posture
and lethargy 2 and 3 hours after treatnent. In addition,
twitches, piloerection and salivation were also noted 15
mnutes (starting from day 15 of the study) and 1 hour after
dosing in a few high dose fenmales throughout the study.

- Mtor activity and sensory reaction to stimuli: No
treatment-related effects on nmotor activity and sensory
reaction to stimuli were seen in either sex at any dose.

An i ncreased incidence, with statistical significance, in
motor activity measurements of males was noted in the |ow
and md-dose  groups. No increase was observed in the high
dose group and there was no increased nagnitude of the
response of the md-dose conpared to the |ow dose rats.
The increased activity in the low and nid-dose groups s
considered incidental to treatment with the test item No
differences were noted in treated females when conpared to
controls.

Sour ce Rohm and Haas Conpany, Spring House, PA  USA

Test condition: TEST ORGANISMS:  Hsd Sprague Dawley SD Rats

- Age: ~ 12 weeks
= i ght at  study initiation: Mal e: 361.23-362.49  Feml e:
262. 20- 262. 98

Nunber of animals: 10 nale and 10 fermale per group
ADM NI STRATI ON / EXPOSURE
~ Duration of t est/ exposur e: For mal es, treat ment comenced
when the nales were approximately 12 weeks old and continued

for two weeks prior to pairing, during pairing until mat i ng
was confirmed, and up to and including the day before
sacrifice. For  females, treatment commenced when they were

approximately 12 weeks old and continued for two weeks prior
to pairing through the mating and gestation periods, wup to
day 3 of lactation. Dans and offspring were sacrificed on
Day 4 post-partum
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- Type of exposure: oral gavage

- Post exposure period: none

= Vehicle: 0.5% aqueous carboxymethylcellulose

= Concentration in vehicle: appropriate to keep dosing

vol ume constant

- Total volume applied: 10 m/kg

- Doses: 0, 10, 100, 800 myg/kg/day

CLI NI CAL OBSERVATI ONS AND FREQUENCY:

- dinical signs: Once before the commencenent of treat nent,
and at least once per week thereafter, each animal was given
a detailed clinical examnation. Each animal was renoved
from the home cage and observed in an open arena. The tests
included observation of changes in gait and posture,
reactivity to handling, ©presence of clonic or tonic
movements, stereotypies or bizarre behavior and effects on
the autonomic nervous system (e.g., | achrynati on,

pi l oerection, pupil size, wunusual respiratory pattern).
During the gestation periods, the observations were carried
out on Days 1, 7, 14, and 20.

- Mortality: twice per day

- Body weight: Mles were weighed weekly from allocation to
term nation. Ferales were weighed weekly from allocation to
pairing, and on gestation days 0, 7, 14, and 20. Dams  were
also weighed on days 1 and 4 post-partum wth the exception
of one md-dose female, which was weighed on days 2 and 5
post-partum

- Food consunption: The weight of food consumed by each cage
of mles and females was recorded weekly during the
pre-mating period starting from allocation. I ndividual food
consunption for the females was neasured on gestation days
0, 7, 14 and 20, and on days 1 and 4 post-partum wth the
exception of one nid-dose female where food consunption was
measured on days 2 and 5 post-partum

- \Mter consunption: not reported

= Hematol ogy:  Measurenents performed on blood sanples are as
follows: hematocrit; hemoglobin; red blood cell (RBC) count;
mean RBC volume; mean corpuscular hemoglobin; mean

cor puscul ar henogl obi n concentration; white bl ood cell
count; differential |eukocyte count (neutrophils,
| ymphocytes, eosinopils, basophils, nmonocytes, large

unstained cells): abnormalities of the blood film

platelets; prothrombin time;, partial thromboplastine time

- Biochem stry: Clinical chemstry parameters investigated
included: alkaline phosphatase; alanine am notransferase;
aspartate amnotransferase; urea; creatinine; gamma glutanyl
transferase; globulin and A/G ratio: fasting glucose; total
bil'irubin; total chol esterol ; total protein; al bumi n;

sodi um phospor us; pot assi um cal cium chl ori de; total

gl ycerides.

ORGANS EXAMNED AT  NECROPSY (MACRCSCCPIC  AND M CROSCOPI ) :

- Macroscopic: The following organs from all adult animals
in all groups were dissected free of fat and weighed:

adrenal s, brain, epi di dym des, heart, ki dneys, l'iver,

spl een, t hynus, testes.
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- Mcroscopic: The tissues listed, as follows, were exam ned
in all adult animals: corpora lutea, abnornmalities (gross

| esions), adrenals (paired), bone marrow (from the sternum,
brain, caecum coagulating glands (paired), colon, duodenum
epi di dym des (paired), esophagus, heart, ileum jejunum

ki dneys (paired), liver, lynmph nodes (cervical), |ynph nodes
(mesenteric), lungs, ovaries wth oviduct (paired),
prostate, pituitary, rectum sciatic nerve, semnal
vescicles, spinal colum with spinal cord, spleen, stomch,
thynus, thyroid, trachea, testes (paired), wurinary bladder,
uterus with cervix, vagina.

OTHER EXAM NATI ONS:

- Pre- and post-dose observations: Exam nation of individual
animals for signs of reaction to treatment was carried out
daily. Starting on day 1 until day 14 of dosing, all
animals were observed prior to dosing, inmediately after
dosing, and at 1, 2 and 3 hours after dosing. From day 15
until study termination, observations were made prior to
dosing, imediately after dosing, and 15 mnutes and 1 hour
after dosing.

Sensory reactivity and grip strength: Once during the
study, in week 5 of treatnment, 5 nales were randomy
selected from each group for evaluation of sensory
reactivity to stimuli of different nodalities (e.g.,
auditory, visual and propioceptive stinuli), and an
assessnent of grip strength was also perforned. Once during
the study, on day 20 post-coitum 5 females were selected
for the same tests.
= Motor activity: Once during the study, on week 4 of
treatment, 5 males were randomy selected from each group
and the notor activity was neasured by an automated activity
recording device. Measurenents were perfornmed using a
conputer-generate random order. On day 20 post-coitum 5
femal es were selected for the same activity.

STATI STICAL METHODS: For continuous variables, the
significance of the difference ampbngst group means was
assessed by analysis of variance. Differences between the
treated group and the control group were assessed by
Dunnett's test using a pooled error of variance. The
homogeneity of the data was assessed by Bartlett's Test
before Dunnett's Test was perforned. If the data were found
to be inhonpgeneous, a nodified t-test (Cochran and Cox) was
appl i ed. Statistical analysis of histopathological findings
was not carried out by means of the non-parametric

Kol mogorov-Smirnov test.

The mean values, standard deviations and statistical
analysis were calculated from actual values in the conputer
wi thout rounding off.

The non-paranetric Kruskal-Wallis analysis of variance was
used for all other parameters. Intergroup differences
between the control and the treated group were assessed by
the non-paranetric version of the WIllians' test.
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Concl usi on: CGavage treatnment of rats with TP-90B RUBBER CHEM CAL for at
| east 43 consecutive days in males and females at doses of
0 (control), 10, 100, or 800 mg/kg/day resulted in a
No- Qbserved- Adverse-Effect Level (NOAEL) of 100 mg/kg/day.
At the high dose (800 mg/kg/day) the following
treatnent-related effects were seen:
Cl Post-dose clinical signs indicating effects on the
central nervous system in males
and females
0 Decreased body weight and body weight gain in females
during gestation
C Reduced food consumption in fenales on days 7 and 14
post-coitum
0 Increased liver weights
O Mcroscopic changes in the |liver
Reliability: (1) wvalid wthout restriction
Fl ag: Critical study for SIDS endpoint
21- SEP- 2004

(29)

55 Gendtic Toxicity ‘in Vitro

Type:
System of testing:

Concentration:

Ames test

Sal nonella typhinurium strains TA1535, TA1537, TA98 and
TA100, and Escherichia coli strain WP2 uvrA

See test condition section

Cytotoxic Concentration: See test condition section

Metabolic activation: with and w thout
Resul t: negative
Met hod: OECD Guide-line 471
Year 2003
GP: ves

Test substance:

Resul t:

as prescribed by 1.1 - 1.4

GENOTOXI C  EFFECTS:

- Wth netabolic activation: Not nutagenic

- Wthout netabolic activation: Not nutagenic

FREQUENCY OF EFFECTS: The test article did not induce an
increase in revertants when conpared to solvent controls.
PRECI PI TATI ON CONCENTRATI ON:  Not descri bed.

CYTOTOXI C  CONCENTRATI ON:

- Wth netabolic activation: In Main Assay Il, toxicity was
observed at all dose levels for all strains except TA1535.
- Wthout metabolic activation: In Min Assay |, slight
toxicity was observed in TA1537 at "higher dose levels". In
Main Assay Il, toxicity was observed at all dose levels for
all strains except TA1535.

TEST- SPECI FI C  CONFOUNDI NG FACTORS: Excessive toxicity was
initially observed during the independent repeat assay.
However, this was corrected by using lower dose levels in a
separate repeat assay.

STATI STICAL RESULTS: Statistical nethods beyond the
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calculation of the nean and standard deviation are not
considered necessary for the interpretation of this study.
Source Rohm and Haas Conpany, Spring House, PA USA
Test condition: SYSTEM OF TESTI NG
~  Species/cell type: Salmonella typhimurium TA98, TA100,
TA1535, TA1537; E
- Metabolic activation system liver 89 fraction from rats

pre-treated with
ADM NI STRATI ON:
- Dosing: In Min Assay |,
met hod, the test item was
5000 upg/plate and at four
two-fold dilutions: 2500,

phenobarbitone and betanaphthoflavone

using the plate incorporation

assayed at a maximum dose-level of
| ower dose-levels, seprated by

1250, 625 and 313 ug/plate.

observed, all
included a pre-incubation step
enployed in Min Assay |I. This
toxic wth all tester strains,
§9 netabolism wth the
moderate m crobial

plates relative to the
absence of 89 netabolism

As no increases in revertant nunbers were
treatments of Main Assay Il
and wused the same dose-range
dose range proved to be too
in the absence and presence of
exception  of TA1535. Mor eover,
contanmination was observed on the

treatment with TA98 in the

Therefore, in order to assay the
| ess-toxic concentrations, a Min
using the following  dose-levels:

test item at adequate
Assay Il was perforned

Tester Strain s9
TA1537 +/-
TA98 +
TA98

Dose
400, 200,
400, 200,
400, 200,
3.13
800, 400,

Level s
100,
100,

100,

(ug/plate)
50.0, 25.0
50.0, 25.0
50.0, 25.0, 12.5,

6.25,
TAL100 & WP2uvrA +/- 200, 100, 50.0
-  Nunber of
test poi nt
= Application: The

pl ate-incorporation

replicates: 3 replicate plates were wused at each
first experinment was performed wusing a
met hod. The conponents of the assay
(the tester strain bacteria, the test item and 89 nix or
phosphate buffer) were added to nolten overlay agar and
vortexed. The nixture was then poured onto the surface of a
m ni mal medium agar plate, and allowed to solidify prior to
i ncubati on.
The overlay nixture was conmposed as follows:
(i) Overlay agar
(ii) Test or
(11i)S9 m x or
(iv) Bacteri al

(hel d at
control item
phosphat e buffer
suspensi on

45°¢C)
sol ution

(pH 7.4, 0.1M)

BERE

The second and
pre-incubation
an enpty test

third experinment were
met hod. The conponents
t ube:

performed using a
were added in turn to
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Concl usi on:

Reliability:
Flag
16-AUG-2004

(i) Bacterial suspension 0.1 mL
(ii) Test or control item solution 0.05 mL
(i1i)89 mi x or phosphate buffer (pH 7.4, 0.1M) 0.5 mL

The incubate was vortexed and placed at 37°c for 30 minutes.

Two mL of overlay agar was then added and the nixture
vortexed again and poured onto the surface of a minimal
medi um agar plate and allowed to solidify.

- Positive and negative control groups and treatnment
(parenthesis denotes pre-incubation nethod):

Tester Strain Absence of g9 Presence of g9
TA1535 sodi um asi de 2- am noant hr acene
1 fig/plate 1 fig/plate

TAL100 sodi um asi de 2- am noant hr acene
1 ug/plate 1 ug/plate (2 ug/plate)

TA1537 9-amino-acridine 2-aminocanthracene
50 pg/plate 1 ug/plate

TA98 2-nitrofluorene 2-aminoanthracene
2 pg/plate 1 ug/plate (2 pug/plate)

WP2uvra met hyl net hanesul phonat e 2-aminoanthracene
500 pg/plate 10 pg/plate (20 ug/plate)

- Pre-incubation time: 30 minutes at 37°C

DESCRI PTION OF FOLLOW UP REPEAT STUDY: Results were
confirmed in an independent pre-incubation assay.

CRITERIA FOR EVALUATING RESULTS: For the test item to be
considered mutagenic, two-fold (or nore) increases in nmean
revertant nunmbers nust be observed at two consecutive dose
levels or at the highest practicable dose level only. In
addition, there nust be evidence of a dose-response
relationship showi ng increasing nunbers of nutant colonies
with increasing dose |evels.

It is concluded that the test item TP-90B rubber chemical,
does not induce reverse mutation in Salnonella typhinurium
and Escherichia coli under the reported experimental
condi ti ons.

(1) wvalid wthout restriction

Critical study for SIDS endpoint
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56 Genetic Toxicity_‘in Vivo

Type:

Speci es

Strain:.

Rout e of admin.
Exposure peri od:
Doses |

Resul t:

Met hod:

Year

aLP:

Test

subst ance:

Resul t:

Sour ce
Test

condi tion:

M cronucl eus assay

nouse Sex: male/female
other: Hsd:ICR (CD-1)

gavage

1 exposure; sacrificed at 24 and 48 hours

0, 375, 750, 1500 mg/kg

negative

CECD Cuide-line 474 "Cenetic Toxicology: Mcronucleus Test"
2003
ves

as prescribed by 1.1 - 1.4

MORTALITY: One female at the |ow dose was found dead 24
hours after treatnent.

CLINICAL SICGNS: Animals from the high treatnment group showed
ataxia, hunched posture, ungroomed appearance, reduced
activity and three fenale aninmals were found noribund
approximately 20 minutes after treatment. Aninals from the
intermediate group showed reduced activity and hunched
posture, and one nale aninmal was found noribund

approxi mtely 25 nminutes after treatnment. A full recovery
was observed for all animals, the day after treatment. A
female animal was found dead at the |low dose |evel 24 hours
after treatment. Reduced activity and hunched posture were
also observed in a female aninmal from the vehicle control
group, 24 hours and 48 hours after treatnent

EFFECT ON M TOTIC INDEX OR PCE/NCE RATIO No increases in
the nunbers of micronucleated PCE's were observed in any
TP-90B treatment group at any sanpling tine.

STATI STICAL RESULTS: Following treatment with TP-90B, no
statistically significant increase in the incidence of

m cronucl eated PCE' s over the control value was observed at
any sampling time for nale and fenale aninmals conbined, or
consi dered separately at each sanpling tine. Statistically
significant increases in the incidence of micronucleated
PCE's over the control values were seen in the positive
control group, indicating the correct functioning of the
test system

Rohm and Haas Conmpany, Spring House, PA USA

TEST ORGANISMS: CD-1 Mouse

- Age: 5 weeks

- Weight at study initiation: 21-23 g (F); 23-24 g (M

= No. of aninmals per dose: 5 fenales, 5 nales

ADM NI STRATI ON:

- Vehicle: corn oil

= Duration of test: 48 hours

- Frequency of treatnent: Once

- Sanpling times and nunber of sanples: 24 hours (5 nales
and 5 females, each from positive control, vehicle, [ow,
md, and high dose); 48 hours (5 males and 5 females, each
from positive control, and high dose)
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- Control groups and treatnent: corn oil and Mtomcin C (3
mg/kg)
EXAM NATI ONS:
~ Cinical observations: ca. 0.5, 5 24 and 48 hours after
treat ment
= Ogans exanined at necropsy: bone narrow from fenurs
(mature  and i mat ure eryt hrocyt es)
~ Oiteria for evaluating results: The test item is
considered to induce mcronuclei if a statistically
significant increase in the mcronucleus incidence in
pol ychromatic erythrocytes (PCE) (at P<(Q.05) is observed in
any treatnent group, in the pooled data for both sexes, or
for ei t her consi der ed separately. Wwere increases in the
incidence of mcronucleated PCE's are observed which are
statistically significant, but fall wthin the range of
negative control values within this laboratory, t hen
concurrent and historical control data are used to
denonstrate that these increases do not have biological
significance.
- Criteria for selection of MT.D: prelimnary toxicity
test

concl usi on: It is concluded that, under the reported  experinental
conditions, TP-90B admnistered by oral gavage at the
selected dose levels to male and female mce, does not
induce  mcronuclei in the polychromatic erythrocytes.

Reliability: (1) wvalid without restriction

Fl ag: Critical study for SIDS endpoint

16-AUG-2004 (1)

5.7 _Carcinorrenicitv

5.8.1 Toexicity to Fertilitv

Type: other: Conbined Repeated Gavage Dose Toxicity  Study

Speci es rat

Sex: mal e/ f emal e

Strain: Sprague- Dawl ey

Route of administration: gavage

Exposure Period: 9 weeks

Frequency of treatment: once per day, 7 days per week

Premating Exposure Period

mal e: 2 weeks

fenal e: 2 weeks

Duration of test: 9 weeks

Doses 10, 100, 800 mg/kg/day

Control group: yes, concurrent vehicle

NOAEL Parental :
NOAEL F1 O fspring:

Met hod:
Year

CECD Quide-line

100 mg/kg bw
100 mg/kg bw

422
2004
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GLP:

Test substance:

Resul t:

ves

as prescribed by 1.1 - 1.4

NOAEL: 100 mg/kg/day
TOXI C RESPONSE/ EFFECTS BY DOSE LEVEL:
- Parental data:
- Body weight: Body weight and body weight gain were
unaffected by treatment in the males throughout the study
and in females before pairing. Slight decreases, not
statistically significant, in body weight and body weight
gain were observed in the high dose females during the
gestation period when conpared to controls. No differences
were noted in females of any treatment group during the
post-partum period when conpared to controls.
- Food/water consunption: Food consunption remained
comparabl e between control and treated groups in both sexes
before pairing. A statistically significant reduction in
food consunmption was noted in high dose fenales on day 7
post-coitum A simlar reduction (not statistically
significant) was noted on day 14 post-coitum in the sane
group.
- Description, severity, time of onset and duration of
clinical signs: Wekly physical examnations including
detailed clinical signs with neurotoxicity assessnment did
not show any signs which could be correlated to the
treatment with the test item in males or females in any
group during the treatnent period.
- Fertility index: Fertility index in the high-dose group
was decreased conpared to controls. A treatnent-related
effect on fertility is apparent in the high dose group. A
total of fifteen females proved not to be pregnant at
necropsy; three in the control group and in the md-dose
group, two in the lowdose group and seven in the high-dose
group.

Pre-coital interval: Pre-coital interval in tested rats
was conparable to controls.
- Duration of gestation: Gestation periods in tested rats
were conparable to controls.
- Gestation index: An increased incidence, not statistically
significant, in the nunber and percentage of pre-birth |oss
was noted in high dose fenales when conpared to controls.
- Changes in lactation: not characterized
- Changes in estrus cycles: The estrus cycles of tested
aninals were conparable to controls.
- Effects on sperm not characterized
- Hematol ogical findings incidence and severity: No
toxicol ogically significant changes in henmatology occurred
in this study. Statistically significant decreases in
prothrombin tine were observed in the high dose nale group
This change is considered incidental and not
treatnent-related since it was seen in only one sex, and the
magni tude of the effect was |ow.

Statistically significant decreases in neutrophil percentage
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were observed in the high dose fenales. This change is
considered incidental and not treatnent-related since it was
seen in one sex only and no other changes were seen in the

white blood cell differential counts.
= (inical biochem stry findings incidence and severity: No
toxicologically  significant change in any clinical chem stry

parameter occurred at any dose |level.

A statistically significant decrease in alkaline
phosphatase level was observed in the high dose male group.

Since this change was mnimal, was decreased conpared to
the control group and occurred in only one sex, it is not
consi dered toxicologically significant. A statistically
significant decrease in alanine aninotransferase |evel was
noted in the low dose nale group when conpared to controls.
This decrease is considered incidental to treatnent since no
dose response was evident.

Statistically significant decreases in wurea were seen in the
low and high dose males conpared to controls. These changes
are not considered treatment-related since the changes are
decreased relative to controls and there is no evident dose
response. Statistically significant changes in creatinine
and inorganic phosphorus levels were observed in the high
dose mle group. These changes are not considered
treatment-related since the values are decreased conpared to
controls, the magnitude of the change is small and they
occurred only in one sex.

Uea level was also statistically significantly decreased
in the low dose nmale group. This change is not considered
treatment-related since the effect was decreased, there was
no obvious graded dose response at the md- and high dose
groups and the effect occurred in only one sex.

No differences in clinical chemstry paraneters were noted
between  control and treated females.

- Mortality: e nid-dose female was sacrificed, on day O
post - partum for humane reasons, since signs of difficult
delivery were noted. No other animals died prior to study
term nation.

-~ @Goss pathology incidence and severity: No  macroscopic
change was reported at necropsy in the exanined
organs/tissues of the animals killed at termination that
could be considered related to the admnistration of the
test item The recorded changes were considered to be

i nci dent al or  spontaneous in origin.

- Nunber of inplantations: There were no effects on the nean
nunber of inplantation sites at any dose |evel.

= Number of corpora lutea: not reported

- Ogan weight changes: Treatment-related organ weight
changes occurred in the liver of high dose nales and

femal es. Statistically significant increases in absolute
and relative liver weights were observed in the high dose
males when conpared to controls. Increases in absolute (not
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statistically significant) and relative (statistically
significant) liver weights were also noted in only the high
dose females.

Statistically significant increases in absolute and relative
ki dney weights were noted in the mid-dose male group only.
Since the absolute and relative kidney weights of the high
dose nales were not affected (i.e., no apparent dose
response), there was no corresponding increase in females,
and no corresponding mcroscopic change in this tissue, the
ki dney wei ght changes were considered not related to
treatment with the test item  Slight, but statistically
significant increases in absolute and relative adrenal

wei ghts were observed in the high dose female group. This
change is considered incidental and not treatnment-related
since there was no corresponding mcroscopic histopathologic
change in this tissue and simlar effects were not seen in
the high dose nale group.

~ Histopathology incidence and severity: No nmicroscopic
changes clearly related to test substance adm nistration
were observed in male or female rats given 10 or 100
mg/kg/day of the test article.

Diffuse hepatocellular hypertrophy (enlarged hepatocytes in
all areas of the lobules) occurred in nale and female rats
of the high dosage group and was considered to be
treatnent-rel ated.

Focal germcell depletion and degeneration occurred in one
testis (unilateral) of each of four different male rats of
the high dosage group. Exfoliated spermatogenic cells were
observed in the epididymis in three of these high dose rats
and in one additional high dose rat wthout testicular
changes. The significance of this finding is uncertain.
Systemic toxicity usually does not affect only one of a
paired organ.

Al other mcroscopic changes were considered to have
occurred spontaneously and to be unrelated to test article
admi ni stration. These changes generally occurred at single,
low, or similar frequencies anong the groups and their type,
incidence or severity was not influenced by conpound

admi ni stration.

« Litter size and weights: A decrease in the average nunber
of pups per litter was observed at birth, and on day 4
post-partum in the high-dose group. Decreased litter weight
and nean pup weight in the high-dose group (not
statistically significant) were noted at birth and on day 4
post - partum

- Sex and sex ratios: Sex ratios at birth and on day 4
post-partum did not show any differences between control and
treated groups when calculated as the percentage of nales.

- Viability index: Pup survival to day 4 was decreased in
the high-dose-group. The nunber of females with live pups
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on day 4 post-partum was 6, 8, 6, and 3 in the control,
low, md- and high-dose groups, respectively. A
statistically significant increase in pup nortality (females
and total) fromday 0 to day 4 was noted in the high dose
group. Simlar results were also seen in male pups but the
difference was not statistically significant.

Sour ce Rohm and Haas Conpany, Spring House, PA, USA

Test condition: TEST ORGANI SMS: Hsd Sprague Dawley SD Rats

ADM NI STRATION /7 EXPOSURE

- Type of exposure: oral gavage

- Duration of test/exposure: For nales, treatnment commenced
when the nmales were approximately 12 weeks old and continued
for two weeks prior to pairing, during pairing until mating
was confirmed, and up to and including the day before
sacrifice. For females, treatnent commenced when they were
approximately 12 weeks old and continued for two weeks prior
to pairing through the mating and gestation periods, up to
day 3 of lactation. Dans and offspring were sacrificed on
Day 4 post-partum

- Treatnent: Tp-90B was adnministered to rats daily

- Control group and treatment: Vehicle alone at same dose
vol ume

- Vehicle: 0.5% aqueous carboxynethylcellul ose

« Concentration in vehicle: appropriate to keep dosing

vol ume const ant

- Total volume applied: 10 m/kg

- Doses: 0, 10, 10.0, 800 mg/kg/day

MATI NG PROCEDURES: Pairings were npnogamous. Vaginal snmears
were taken during pairing up to the day of positive
identification of mating. Each cage was checked each
morning for the presence of copulation plugs. The pairing
conbinations of animls which had not had positive
identification of mating after 14 days of pairing were
changed within each treatment group. Animals that did not
have signs of mating during the initial pairing were placed
with a second male that previously had positive signs of

mat i ng. The subsequent pairing was nonitored for nmating as
described above for the first pairing. No nmore than 28 days
was allowed for pairing.

PARAMETERS ASSESSED DURI NG STUDY P AND Fi1:

- Clinical signs: Once before the commencenent of treatnent,
and at |east once per week thereafter, each animl was given
a detailed clinical examnnation. Each aninmal was renoved
from the home cage and observed in an open arena. The tests
i ncluded observation of changes in gait and posture,
reactivity to handling, presence of clonic or tonic
novements, stereotypies or bizarre behavior and effects on

the autonomc nervous system (e.g., lachrynmation,

piloerection, pupil size, unusual respiratory pattern).
During the gestation periods, the observations were carried
out on Days 1, 7, 14, and 20.

- Mrtality: twce per day

- Body weight: Males were weighed weekly from allocation to
term nation. Femal es were weighed weekly from allocation to
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pairing, and on gestation days 0, 7, 14, and 20. Dams were
also weighed on days 1 and 4 post-partum with the exception
of one md-dose female, which was weighed on days 2 and 5
post - partum

- Food consunption: The weight of food consuned by each cage
of males and females was recorded weekly during the
pre-mating period starting from allocation. I ndi vi dual food
consunption for the females was nmeasured on gestation days
0, 7, 14 and 20, and on days 1 and 4 post-partum wth the
exception of one md-dose female where food consunption was
measured on days 2 and 5 post-partum

- Water consunption: not reported

- Hematol ogy: Measurenents performed on blood sanmples are as
follows: hematocrit; henpglobin; red blood cell (RBC) count;
mean RBC vol ume; nean corpuscular henoglobin; mean

corpuscul ar hemogl obin concentration; white blood cell
count; differential |eukocyte count (neutrophils,

| ynphocytes, eosinopils, basophils, monocytes, large
unstained cells); abnormalities of the blood film

platelets; prothronbin time; partial thronmboplastine tine

- Biochemstry: dinical chenistry parameters investigated
included: alkaline phosphatase; alanine aminotransferase;
aspartate aminotransferase; wurea: creatinine; gamma glutanyl
transferase; globulin and A/G ratio; fasting glucose; total
bilirubin; total cholesterol; total protein; albumn;

sodium phosporus; potassium calcium chloride; total

gl yceri des.

» Estrous cycle: Vaginal smears were taken daily in the
norning, starting two weeks before pairing (first day of
dosing) until a positive identification of mating was made.
The vaginal snear data were exanmined to determne anomalies
of the estrous cycle, and the pre-coital interval (i.e., the
nunber of nights paired prior to the detection of mating.

- Sperm examination: Each cage was checked each norning for
the presence of copulation plugs.

OFFSPRING The total litter size was (live and dead) was
counted as soon as possible after parturition. Li ve pups
were identified individually within the litter by toe
amputation, sexed and examned for external abnormalities.
Live and dead pups were counted and weighed on days 1 and 4
post-partum W th the exception of one md-dose femle,
where pups were weighed on days 2 and 5 post-partum All
litters were observed daily. Al pups found dead were given
a post-partum exam nation.

ORGANS EXAM NED AT NECROPSY (MACROSCOPIC AND M CROSCOPI Q) :

« Organ weights P and rF1: The following organs from all
adult animals in all groups were dissected free of fat and
wei ghed: adrenals, brain, epididymdes, heart, Kkidneys,
liver, spleen, thynus, testes.

- Histopathology P and Fl: The tissues listed, as follows,
were examned in all adult animals: corpora lutea,
abnormalities (gross lesions), adrenals (paired), bone

marow (from the sternum), brain, caecum coagulating glands
(paired), colon, duodenum epididym des (paired), esophagus,
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heart, ileum  jejunum ki dneys  (paired), l'iver, lynph  nodes
(cervical), |lynph nodes (mesenteric), I ungs, ovaries wth
oviduct (paired), prostate, pituitary, rectum sciatic
nerve, semnal vescicles, spinal colum wth spinal cord,
spl een, stonach, t hymus, t hyroi d, trachea, testes (paired),
urinary bladder, uterus wth cervix, vagina
OTHER EXAM NATI ONS:
= Pre- and post-dose observations: Exam nation  of i ndi vi dual
animals for signs of reaction to treatment was carried out
daily. Starting on day 1 wuntil day 14 of dosing, all
animals were observed prior to dosing, imediately after
dosing, and at 1, 2 and 3 hours after dosing. From day 15
until study ternination, observations were nade prior to
dosing, immediately after dosing, and 15 mnutes and 1 hour
after dosing.

- Sensory reactivity and grip strength: Once during the
study, in week 5 of treatnent, 5 males were randomy
selected from each group for evaluation of sensory
reactivity to stimli of different nodalities (e.g.,
auditory, visual and propioceptive stimuli), and an
assessment  of grip strength was also perfornmed. Once during
the study, on day 20 post-coitum 5 females were selected
for the same tests. ‘

= Mtor activity: Once during the study, on week 4 of
treatment, 5 nmles were randomy selected from each group
and the mtor activity was nmeasured by an automated activity
recording device. Measurenents were performed wusing a
computer-generate random order. Oh day 20 post-coitum 5
females were selected for the same activity.

STATI STICAL  METHCDS: For continuous  variables, the
significance of the difference anongst group nmeans was
assessed by analysis of variance. Differences between the
treated group and the control group were assessed by
Dunnett's test wusing a pooled error of variance. The
honogeneity of the data was assessed by Bartlett's Test
before Dunnett's Test was  perforned. If the data were found
to be inhonogeneous, a nodified t-test (Cochran and Cox) was
applied. Statistical analysis of histopathological findings
was not carried out by nmeans of the non-parametric

Kol mogorov-Sm rnov test.

The nmean values, standard deviations and statistical

analysis were calculated from actual values in the conputer
wi t hout rounding  off.

The non-parametric Kruskal-Wallis analysis of variance was
used for all other parameters. Intergroup differences
between the ~control and the treated group were assessed by
the non-paranetric version of the WIlians' test.

Concl usi on: Gavage treatment of rats with TP-90B RUBBER CHEMCAL for at

least 43 consecutive days in nmales and fenmales at doses of
0 (control), 10, 100, or 800 mg/kg/day resulted in a
No- Observed- Adverse- Ef fect Level (NOAEL) of 100 mg/kg/day.
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At the high dose (800 mg/kg/day) the follow ng
treatnent-related effects were seen:

O Post-dose clinical signs indicating effects on the
central nervous system in males

and femal es

O Decreased body weight and body weight gain in females
during gestation

0 Reduced food consunption in fenales on days 7 and 14
post - coi tum

O Decreased fertility indices and increased pre-birth pup
| osses

0 Enbryo-foetal toxicity

O Increased liver weights

d Mcroscopic changes in the liver

Reliability: (1) valid without restriction
Flag : Critical study for SIDS endpoint
21-SEP-2004 (29)

5.8.2 Developmental Toxicity/Teratogenicity

Species : other: Conbined Repeated Gavage Sex: male/femle
Dose Toxicity Study
Strain: Sprague- Dawl ey
Route of admnistration: gavage
Exposure peri od: 9 weeks
Frequency of treatnment: once per day, 7 days per week
Duration of test: 9 weeks
Doses: 10, 100, 800 mg/kg/day
Control G oup: yes, concurrent vehicle
NOAEL Maternal Toxity: = 100 mg/kg bw
NOAEL Teratogenicity: = 100 mg/kg bw
Met hod: other: OECD Cuideline 422
Year 2004
GLP: yes

Test substance: as prescribed by 1.1 - 1.4

Resul t: NOAEL: 100 mg/kg/day
MATERNAL TOXI C EFFECTS BY DOSE LEVEL:
- Mrtality and day of death: One mid-dose fenale was
sacrificed, on day 0 post-partum for humane reasons, since
signs of difficult delivery were noted. No other animls
died prior to study termnation.
- Number pregnant per dose level: A treatment-related effect
on fertility is apparent in the high dose group. A total of
fifteen females proved not to be pregnant at necropsy; three
in the control group and in the md-dose group, two in the
| ow-dose group and seven in the high-dose group.
= Nunber aborting: A decrease in the average number of pups
per litter was observed at birth in the high-dose group.
- Nunber of resorptions: An increased incidence, not
statistically significant, in the number and percentage of
pre-birth loss was noted in high dose females when conpared
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to controls.

= Nunber of inplantations: There were no effects on the nean
nunber of inplantation sites at any dose |evel.

- Number of corpora lutea: not reported

- Duration of Pregnancy: Gestation periods were simlar
between controls and tested groups.

= Body weight: Body weight and body weight gain were
unaffected by treatment in the nmales throughout the study
and in females before pairing. Sli ght decr eases, not
statistically significant, in body weight and body weight
gain were observed in the high dose females during the
gestation period when conmpared to controls. No differences
were noted in females of any treatment group during the
post-partum period when conpared to controls.

- Food/water consunmption: Food consumption remained
conparable between control and treated groups in both sexes
before pairing. A statistically significant reduction in
food consunption was noted in high dose females on day 7
post-coitum A  simlar reduction  (not statistically
significant) was noted on day 14 post-coitum in the sane
group.

- Description, severity, time of onset and duration of
clinical signs: Weekly physical examnations including
detailed clinical signs  with neurotoxicity  assessnent did
not show any signs which could be correlated to the
treatment with the test item in mles or females in any
group during the treatment period.

- Hematol ogi cal findings incidence and severity: No
toxicologically significant changes in hematology occurred
in this study. Statistically significant decreases in
prothrombin time were observed in the high dose male group.
This change is considered incidental and not
treatnent-related since it was seen in only one sex, and the
magnitude of the effect was |ow

Statistically significant decreases in neutrophil percentage
were observed in the high dose females. This change is
considered incidental and not treatment-related since it was
seen in one sex only and no other changes were seen in the

white blood cell differential counts.
~ dinical biochenistry findings incidence and severity: No
toxicologically  significant change in any clinical chem stry

parameter occurred at any dose |level.

A statistically significant decrease in alkaline
phosphatase level was observed in the high dose mle group.
Since this change was ninimal, was decreased conpared to
the control group and occurred in only one sex, it is not
considered toxicologically significant. A statistically
signi ficant decrease in alanine aninotransferase |evel was
noted in the Ilow dose male group when conpared to controls.
This decrease is considered incidental to treatnent since no
dose response was evident.
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Statistically significant decreases in urea were seen in the
low and high dose males conpared to controls. These changes
are not considered treatment-related since the changes are
decreased relative to controls and there is no evident dose
response. Statistically significant changes in creatinine
and inorganic phosphorus levels were observed in the high
dose mle group. These changes are not considered
treatment-related since the values are decreased conpared to
controls, the mgnitude of the change is small and they
occurred only in one sex.

Uea level was also statistically significantly decreased
in the low dose male group. This change is not considered
treatment-related since the effect was  decreased, there was
no obvious graded dose response at the md- and high dose
groups and the effect occurred in only one sex.

No differences in clinical chem stry parameters were noted
between  control and treated females.

- @Goss pathology incidence and severity: No  macroscopic
change was reported at necropsy in the exanined
organs/tissues of the animals killed at ternmination that
could be considered related to the administration of the
test item The recorded changes were considered to be

i nci dent al or  spontaneous in origin.

- Ogan weight changes: Treatment-related organ weight
changes occurred in the [liver of high dose males and

femal es. Statistically significant increases in absolute
and relative liver weights were observed in the high dose
males when conpared to controls. Increases in absolute (not
statistically significant) and relative (statistically
significant) liver weights were also noted in only the high
dose females.

Statistically  significant i ncreases in absolute and relative
kidney weights were noted in the nid-dose nale group only.
Since the absolute and relative kidney weights of the high
dose males were not affected (i.e., no apparent dose
response), there was no corresponding increase in fenales,
and no corresponding nicroscopic change in this tissue, the
kidney weight changes were considered not related to
treatment with the test item Slight, but statistically
significant increases in absolute and relative adrenal
weights were observed in the high dose female group. Thi's
change is considered incidental and  not treatment-rel ated
since there was no corresponding  mcroscopic hi st opat hol ogi ¢
change in this tissue and sinilar effects were not seen in
the high dose male group.

- Hstopathology incidence and severity: No  nmicroscopic
changes clearly related to test substance  adnministration
were observed in nale or fermale rats given 10 or 100
mg/kg/day of the test article.

Di ffuse hepatocellular hypertrophy (enlarged hepatocytes in
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all areas of the lobules) occurred in male and female rats
of the high dosage group and was considered to be
treatment-rel at ed.

Focal germcell depletion and degeneration occurred in one
testis (unilateral) of each of four different nmale rats of
the high dosage group. Exfoliated spermatogenic cells were
observed in the epididymis in three of these high dose rats
and in one additional high dose rat wthout testicular
changes. The significance of this finding is uncertain.
Systemic toxicity usually does not affect only one of a
pai red organ.

Al other microscopic changes were considered to have
occurred spontaneously and to be unrelated to test substance
admi ni stration. These changes generally occurred at single,
low, or simlar frequencies anong the groups and their type,
incidence or severity was not influenced by conpound

admi ni stration.

FETAL DATA:

- Litter size and weights: : A decrease in the average
nunber of pups per litter was observed at birth, and on day
4 post-partum in the high-dose group. Decreased litter

wei ght and nmean pup weight in the high-dose group (not
statistically significant) were noted at birth and on day 4
post - partum

- Nunber viable: Pup survival to day 4 was decreased in the
hi gh-dose group. The nunber of females with live pups on
day 4 post-partum was 6, 8, 6, and 3 in the control, |ow,
m d- and high-dose groups, respectively. A statistically
significant increase in pup nortality (females and total)
fromday O to day 4 was noted in the high dose group.
Simlar results were also seen in male pups but the
difference was not statistically significant.

- Sex ratio: Sex ratios at birth and on day 4 post-partum
did not show any differences between control and treated
groups when calculated as the percentage of males.

- Abnormalities: Six pups in one litter of the high-dose
group showed fores/hindlimb digits missing or not defined
during pre-weaning observations and/or necropsy. Necropsy
exam nation of four of these pups confirmed the diagnoses of
agenesis and/or mcrodactily. The other two pups were not
available for necropsy. One pup from a different litter had
flexure of the hindlinmbs. These findings are considered
treatment-related since they are rare findings in this

speci es.

Alterations of bent tail and malrotated |inmbs are not
considered to be treatment-related findings. Bent tail was
noted at necropsy in three pups (1 litter) in the control
group, in three pups (1 litter) of md-dose, and 1 pup (1
litter) of the high dose groups on Day 4 post-partum

Mal rotated hindlinbs were noted in 1 pup each in the
control, low and mid-dose groups only. These alterations
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were observed in both the control and treated groups and
there was no obvious dose response.

source Rohm and Haas Conpany, Spring House, PA  USA

Test condition: TEST ORGANISMS:  Hsd Sprague Dawey SD Rats

ADM NI STRATI ON / EXPOSURE

- Type of exposure: oral gavage

- Duration of test/exposure: For  males, treat ment comrenced
when the males were approximately 12 weeks old and continued

for two weeks prior to pairing, during pairing until mating
was confirmed, and up to and including the day before
sacrifice. For females, treatment commenced when they were

approximately 12 weeks old and continued for two weeks prior
to pairing through the nmating and gestation periods, wup to
day 3 of [lactation. Dams and offspring were sacrificed on
Day 4 post-partum

- Treatment: TP-90B was admnistered to rats daily

- Control group and treatnent: Vehicle alone at same dose
vol ume .

= \Vehicle: 0.5% aqueous carboxymethylcellulose

= Concentration in vehicle: appropriate to keep dosing
volume constant

-~ Total volume applied: 10 m/kg

- Doses: 0, 10, 100, 800 mg/kg/day

MATI NG PROCEDURES: Pairings wer e monoganous.  Vagi nal smears
were taken during pairing up to the day of positive
identification of mat i ng. Each cage was checked each
morning for the presence of copulation plugs. The pairing
conbinations of animals which had not had positive
identification of mting after 14 days of pairing were
changed within each treatment group. Animals that did not
have signs of mting during the initial pairing were placed
with a second male that previously had positive signs of
mating. The subsequent pairing was nonitored for mating as
described above for the first pairing. No nore than 28 days
was allowed for pairing.

PARAMETERS ~ ASSESSED DURING  STUDY:

« Body weight gain: Miles were weighed weekly from
allocation to termnation. Females were weighed weekly from
al l ocation to pairing, and on gestation days 0, 7, 14, and
20. Dans were also weighed on days 1 and 4 post-partum
with the exception of one md-dose fenale, which was weighed
on days 2 and 5 post-partum

=~ Food consunption: The weight of food consumed by each cage
of mles and females was recorded weekly during the
pre-mating peri od starting from allocation. I ndividual food
consunption for the fermales was neasured on gestation days
0, 7, 14 and 20, and on days 1 and 4 post-partum wth-the
exception of one nmid-dose female where food consunption was
measured on days 2 and 5 post-partum

- Clinical observations: Oice before the commencement  of
treatment, and at least once per week thereafter, each
animal was given a detailed clinical exam nat i on. Each
animal was renoved from the home cage and observed in an
open arena. The tests included observation of changes in
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gait and posture, reactivity to handling, presence of clonic
or tonic noverments, stereotypies or bizarre behavior and
effects on the autononic nervous system (e.g., lachrynmation,
pi l oerection, pupil size, wunusual respiratory pattern).
During the gestation periods, the observations were carried
out on Days 1, 7, 14, and 20.

- Examnation of fetuses: The total litter size was (live
and dead) was counted as soon as possible after parturition.
Live pups were identified individually within the litter by
toe amputation, sexed and examned for external
abnormalities. Live and dead pups were counted and weighed
on days 1 and 4 post-partum wth the exception of one

m d-dose female, where pups were weighed on days 2 and 5
post-partum Al l[itters were observed daily. Al pups
found dead were given a post-partum exam nation.

ORGANS EXAMNED AT NECROPSY  (MACROSCOPIC  AND M CRGSCOPI Q) :
- Ogan weights P and Fl: The following organs from all

adult animals in all groups were dissected free of fat and

wei ghed: adrenals, brai n, epi di dym des, heart, " ki dneys,

liver, spleen, t hynus, testes.

- Hstopathology P and F1l: The tissues listed, as follows,
were exanmined in all adult animals: corpora lutea,
abnormalities (gross lesions), adrenals (paired), bone

marrow (from the sternunj, brai n, caecum coagul ating gl ands
(paired), col on, duodenum epi di dym des (paired), esophagus, ,
heart, ileum  jejunum ki dneys  (paired), l'iver, [ynph  nodes
(cervical), lynph nodes (mesenteric), | ungs, ovaries with

oviduct (paired), prostate, pituitary, rectum sciatic
nerve, sem nal vescicles, spinal colum with spinal cord,
spl een, stomach, t hynus, thyroid, trachea, testes (paired),
urinary bladder, uterus wth cervix, vagina.

OTHER EXAM NATI ONS:

- Hematol ogy: Measurements performed on blood sanples are as
follows: hematocrit; hemoglobin; red blood cell (RBC) count;
mean RBC volune; mean corpuscul ar hemoglobin; mean

cor puscul ar henogl obi n concentration; white bl ood cel |
count; differential |eukocyte count (neutrophils,

| ymphocytes, eosinopils, basophils, monocytes, Ilarge
unstained cells); abnormalities of the blood film

platelets; prothrombin time; partial thromboplastine time

- Biochemstry: Clinical chemstry parameters investigated
included: alkaline phosphatase; alanine am notransferase;
aspartate am notransferase; urea; creatinine; gamma gl utamyl
transferase; globulin and AG ratio; fasting gl ucose; tot al

bilirubin; total chol esterol ; total protein; al bumi n;
sodi um phospor us; pot assi um cal ci um chl ori de; total
glycerides.

= [Estrous cycle: Vaginal smears were taken daily in the
morning, starting two weeks before pairing (first day of

dosing) until a positive identification of nmating was nade.
The vaginal smear data were examined to deternmine anonalies
of the estrous «cycle, and the pre-coital interval (i.e., the

nunber of nights paired prior to the detection of nmating.
- Sperm examnation: Each cage was checked each norning for
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Conclusion:

the presence of copulation plugs.

- Pre- and post-dose observations: Exami nation of  individual
animals for signs of reaction to treatment was carried out
daily. Starting on day 1 wuntil day 14 of dosing, all

animals were observed prior to dosing, imedi ately after
dosing, and at 1, 2 and 3 hours after dosing. From day 15
until study term nation, observations were mde prior to
dosing, immediately after dosing, and 15 mninutes and 1 hour

after dosing.

- Sensory reactivity and grip strength: Once during the
study, in week 5 of treatnent, 5 nmales were randomy
selected from each group for evaluation of sensory
reactivity to stimuli of different nodalities (e.g.,
auditory, visual and  propioceptive stimuli), and an
assessnment of grip strength was also perforned. Once during
the study, on day 20 post-coitum 5 fenales were selected
for the same tests.

= Mtor activity: Once during the study, on week 4 of
treatment, 5 mles were randomy selected from each group
and the notor activity was neasured by an automated activity
recording device. Measurenents were performed using a
comput er-generate random order. Oh day 20 post-coitum 5
femles were selected for the same activity.

STATI STI CAL METHODS:  For continuous  variabl es, the
significance of the difference anongst group neans was
assessed by analysis of variance. Differences between the
treated group and the control group were assessed by
Dunnett's test wusing a pooled error of variance. The
homogeneity of the data was assessed by Bartlett's Test

before Dunnett's Test was  perforned. If the data were found
to be inhonogeneous, a nodified t-test (Cochran and Cox) was
applied. Statistical analysis of histopathological findings

was not carried out by neans of the non-paranetric
Kol mogorov-Sm rnov test.

The nmean values, standard deviations and statistical
analysis were calculated from actual values in the conputer
wi t hout rounding  off.

The non-paranetric Kruskal-Wallis analysis of variance was
used for all other paraneters. Intergroup differences
between the control and the treated group were assessed by
the non-paranetric version of the WIlians' test.

Gavage treatnent of rats, wth TP-90B RUBBER CHEMCAL for at
|east 43 consecutive days in nales and fenmales at doses of
0 (control), 10, 100, or 800 mg/kg/day resulted in a

No- Observed- Adverse- Ef fect Level (NOAEL) of 100 mg/kg/day.

At the high dose (800 mg/kg/day) the following
treatment-related effects were seen:

Cl  Post-dose «clinical signs indicating effects on the
central nervous system in mles

and females

0 Decreased body weight and body weight gain in femles
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during gestation
0 Reduced food consunption in females on days 7 and 14
post-coitus
0O Decreased fertility indices and increased pre-birth pup
| osses
0 Enbryo-foetal toxicity
O Devel opnental effects of mcrodactily
agenesis of digits and flexure of
hi ndl i nbs
0 Increased liver weights
O Mcroscopic changes in the
Reliability: (1) wvalid wthout restriction
Flag: Critical study for SIDS endpoint
21-SEP-2004

58.3 Toxicity to Reproduction. Other Sudies

5.9 Specific |nvesigations

5.10 Exposure Experience
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