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Substance: 53306-54-0 _master_bis(2-propylheptyl)
phthalate (IUC4 DSN 4)

uuID IUC4-f40e8b0f-7260-3e05-ad06-e97e663f427f

Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany

Date 2009-12-28 17:39:23 CET

Remarks Created endpoint study record 7.1 Toxicokinetics, metabolism and distribution

0 Related Information

0.1 Templates

0.2 Categories

0.3 Mixtures

1 General Information

1.1 Identification

Substance identification

Chemical name 53306-54-0_master_bis(2-propylheptyl) phthalate (IUC4 DSN 4)
EU: REACH

Legal entity BASF SE / Ludwigshafen am Rhein / Germany

EU: REACH

Role in the supply chain

EU: REACH

Role: () Manufacturer () Importer () Only representative () Downstream user
Reference substance

Reference bis(2-propylheptyl) phthalate / bis(2-propylheptyl) phthalate / 1,2-
substance Benzenedicarboxylic acid, bis(2-propylheptyl) ester / 53306-54-0

EC number EC name
258-469-4 bis(2-propylheptyl) phthalate
CAS number CAS name
53306-54-0 1,2-Benzenedicarboxylic acid, bis(2-propylheptyl) ester
IUPAC name
bis(2-propylheptyl) phthalate

Type of substance

Composition other: Existing Chemical

Origin organic

Trade names

EU: REACH

Name bis(2-propylheptyl)phthalate

Name Bis(2-propylheptyl)phthalat

Name Di-2-propylheptyl phthalate

Name Di-2-propylheptylphthalat
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Name DPHP

Name Palatinol 10-P

Name Phthalic acid, bis(2-propylheptyl) ester
Contact person

Person flags EU: REACH

1.2 Composition

2 Classification and Labelling

2.1 GHS
Classification and Labelling according to GHS

EU: REACH
General information

Name bis(2-propylheptyl)phtalate
(X) Not classified

Implementation EU

Classification

Physical hazards

Hazard Reason for no
statement classification

Explosives
Flammable gases
Flammable aerosols
Oxidizing gases
Gases under pressure
Flammable liquids
Flammable solids

Self-reactive substances and
mixtures

Pyrophoric liquids

Pyrophoric solids

Self heating substances and mixtures
Substances and mixtures which in

contact with water emits flammable
gases

Oxidising liquids
Oxidising solids

Organic peroxides
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Substance and mixtures corrosive to
metals

Health hazards

Hazard Reason for no classification
statement

Acute toxicity - oral conclusive but not sufficient
for classification

Acute toxicity - dermal conclusive but not sufficient
for classification

Acute toxicity -

inhalation

Skin corrosionf/irritation conclusive but not sufficient
for classification

Serious damage/ eye conclusive but not sufficient

irritation for classification

Respiratory
sensitization

Skin sensitization conclusive but not sufficient
for classification

Aspiration hazard

Germ cell mutagenicity

Hazard statement Reason for no classification

Carcinogenicity

Hazard statement Reason for no classification

Hazard Reason for no classification
statement
Reproductive conclusive but not sufficient
toxicity for classification
Specific effect
Route of exposure
Effects on or via conclusive but not sufficient
lactation for classification

Specific target organ toxicity - single

Hazard statement Reason for no classification

Specific target organ toxicity - repeated
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Hazard statement Reason for no classification

Environmental hazards

Hazard Reason for no classification
statement

Hazardous to the conclusive but not

aquatic environment sufficient for classification

Additional hazard classes

Specific concentration limits

Notes
2.2 DSD - DPD
Classification and Labelling according 67/548/EEC (DSD)
EU: REACH
General information
Name bis(2-propylheptyl(phtalate)
(X) Not classified
Status 67/548/EEC self classification
Remarks
Notes

7 Toxicological information
7.1 Toxicokinetics, metabolism and distribution
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Endpoint summary: Toxicokinetics, metabolism and
distribution

uuib IUC5-03336232-1f57-4fd1-8b21-24a3659e95c7

Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-12-28 17:57:47 CET

Remarks

Administrative Data
EU: REACH
Discussion

Following oral application of DPHP, 34 % of the oral dose was eliminated
via urine as secondary metabolites. Less than 1 % was excreted as the
monoester MPHP. Dermal absorption is also very low and was estimated to
be less than 0,5 %. Due to its extremely low vapor pressure, only aersols
may lead to inhalative uptake which is assumed to be low

Due to its extremely low vapour pressure, DPHP vapour phase
concentrations may not attain high

levels, even at the high temperatures used in some industrial conditions
(e.g. processing, mixing,

calendering).

At 20°C DPHP has a vapour pressure of 0.000000037 hPa, even at 211 °C
the vapor pressure is

only 0.99 hPa. Occupational exposure to vapour will actually be far below
these values.
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7.1.1 Basic toxicokinetics
Endpoint study record: Analogy 26761-40-0.Basic
toxicokinetics

uuID IUC5-f57708c4-2eef-4436-81db-7041d5714e2a
Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-12-28 17:15:13 CET

Remarks

Administrative Data
other:Risk Assessment, EU: REACH

Purpose flag supporting study () robust study summary (X) used for classification (X)
used for MSDS

Study resulttype  read-across from supporting substance (structural analogue or

surrogate)
Reliability 2 (reliable with restrictions)
R?ti%nléltle for Secondary literature within accepted EU Risk Assessment Report.
reliapiity
Data source
Reference

Reference  secondary source

type
Author EU Year 2003
Title EU Risk Assessment Report, DIDP (CAS Nos.: 685151-49-1; 26761-40-0);

Bibliographic Volume 36
source

Testing Report

laboratory no.

Owner

company

Company Report
study date

no.
Data access

data published

Materials and methods
Objective of study

toxicokinetics
Test material equivalent to submission substance identity

no
Test material identity
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Identifier CAS number
Identity 685151-49-1
Identifier CAS number
Identity  26761-40-0
Test materials
Details on test material

Structurally related C10 Phthalate ester, but not identical to test substance
Administration / exposure
Doses / concentrations

0.1, 11.2 and 1000 mg/kg
Results and discussions

Metabolite characterisation studies
Remarks on results including tables and figures

Via GIT, absorption of DIDP decreases as dose increases (56% at the low
dose of 0.1 mg/kg, 46% at the mid dose of 11.2 mg/kg and 17% at the high
dose of 1,000 mg/kg) and seems to be of saturable mechanism, with
increasing dose an increasing amount of unabsorbed compound is
eliminated (faecal radioactivity associated with parent compound was
increased by a factor two between 0.1 and 1,000 mg/kg).

Via dermal route, absorption is very low (most of the unabsorbed dose
remained at the skin area at day 7). DIDP showed a very slow excretion,
reflecting a slow dermal uptake process: a possible cutaneous tank may be
hypothesised, leading to a progressive systemic release, as indicated by the
increased amount of radioactivity eliminated in faeces from day 1 to day 7
(Elsisi et al., 1989). The maximum percentage of absorption may be
estimated 4% of applied dose in 7 days by analogy with DINP (Midwest
Research Institute, 1983).

In humans, skin absorption is still lower than in rat as indicated by in vitro
comparative studies, when SSARSs (steady state absorption rate) were
compared (Mint and Hotchkiss, 1993). Inhaled DIDP aerosol seems readily
absorbed. It can be assumed that a part of insoluble particles are cleared
from the nasopharyngeal region and swallowed. In the same way, in the
tracheobronchial tree the mucociliary transport system leads deposited
particles upward to the oropharynx where they are swallowed and pass
through the Gl tract. Thus, for the risk characterisation, a 100% absorption
may be overestimated and a 75% bioavailability seems realistic.

In tissues, DIDP is mainly recovered in GIT, liver, kidneys, by oral or
inhalation route, whereas following dermal exposure, muscle and adipose
tissue contain most of the dose remaining in the body. Following inhalation,
DIDP content in fat tissue is very low, but remains constant from the end of
exposure to the end of the observation period (72 hours). No parent DIDP or
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monoisodecyl phthalate (MIDP) but only metabolites (the oxidative
monoester derivative and phthalic acid) are excreted in urine. In bile, DIDP
was not detected in extracts 24 and 72 hours following dosing. The data on
end products suggest a cleavage to the monoester and an alcohol moiety,
indicating a metabolic scheme comparable to the one reported for DEHP. In
feces the monoester oxidative derivative, MIDP as well as DIDP were
detected. It is noticeable that metabolic pathway leading to phthalic acid is
saturable, and that consequently monoester elimination is increased. DIDP
is rapidly eliminated and not accumulated in tissues, less than 1% of the
radioactivity was recovered in tissues after 72 hours. By oral and inhalation
routes, excretion is shared between urine and faeces. By dermal exposure,
only faecal elimination was indicated, but considering the low rate of
recovery and by analogy with the two other routes and with the DINP
behaviour, the same scheme may be anticipated. In addition, results from
the two-generation study suggest a possible transfer of DIDP through the
milk when dams are exposed by oral route.

Overall remarks, attachments
Overall remarks

Analogy to DIDP (CAS Nos.: 685151 -49 -1; 26761 -40 -0) within the EU Risk
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Endpoint study record: key: Basic toxicokinetics.
Wittassek 2007

uuibD IUC5-48f030a6-05e8-423a-b215-87d17781195d

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 11:27:40 CET

Remarks

Administrative Data
EU: REACH

Purpose flag key study () robust study summary () used for classification () used for
MSDS

Study result type experimental result

Reliability 2 (reliable with restrictions)
R?_tick))nlale for Acceptable publication which meets basic scientific principles
reliaol |ty

Data source
Reference

Reference  publication

type
Author Wittassek M and Angerer J Year 2007
Title Phthalates: metabolism and exposure
Bibliographic Int J Androl. 2008 Apr;31(2):131-8
source
Testing Report
laboratory no.
Owner
company
Company Report
study date

no.
Data access

data published

Materials and methods
Type of method

in vivo
Objective of study

excretion
Test guideline

Qualifier  no guideline available

Guideline
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Deviations

Principles of method if other than guideline

Study with human
GLP compliance

no data
Test material equivalent to submission substance identity

yes

Test material identity
Identifier CAS number
Identity  53306-54-0
Identifier EC number
Identity 258-469-4
Identifier [UPAC name

Identity  bis(2-propylheptyl) phthalate
Radiolabelling

no data
Test materials
Details on test material

- Name of test material (as cited in study report): DPHP
Test animals
Species

human
Strain

other: not applicable
Sex

male
Details on test animals and environmental conditions

a healthy male human volunteer, aged 63
Administration / exposure
Route of administration

other: a single oral dose
Vehicle

no data
Duration and frequency of treatment / exposure

single oral dose
Doses / concentrations

data not given
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No. of animals per sex per dose

data not given
Control animals

no data
Any other information on materials and methods incl. tables

Results and discussions

Pharmacokinetic studies
Excretion

34% of the applied dose is excreted in urine as hydroxy, oxo and carboxy metabolites. Less
than 1 % was excreted in urine as the simple monoester.

Metabolite characterisation studies
Metabolites identified

yes
Details on metabolites

Monopropylheptyl phthalate (MHPH), hydroxy-Monopropylheptylphthalate (OH-MPHP),
oxo-Monopropylheptylphthalte (oxo-MPHP) and carboxy-Monopropylhexylphthalate.

Remarks on results including tables and figures

After a single oral application DPHP was hydrolysed to the respective
monoester, which underwent further metabolic changes. 34 % of the applied
dose was excreted in the urine, most of them as secondary metabolites. As
expected, only a minute amount of the applied dose was excreted in the
form of the monoester (less than 1 %). According to the authors (personal
communication) most of the metabolites were excreted within the first 24
hours after the dosing.
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7.1.2 Dermal absorption
Endpoint summary: Dermal absorption

uuib IUC5-5e50cfd4-f398-4d99-b823-8a3bd9e43153
Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-12-28 17:44:21 CET

Remarks

Administrative Data
EU: REACH
Short description of key information

Based on cross-reading to structurally related C8/C9 or C10 Phthalate esters, dermal
absorption is very low

Key parameter (optional)

Absorption 5
rate
(%)

Discussion

Skin absorption of chemicals can be described using a simple model which depends only
upon

the size of the permeant and its octanol/water partition coefficient (Potts and Guy, 1992,
Predicting skin permeability. Pharmaceut. Res. 9(5), 663-669.). The

maximum penetrant flux decreases very rapidly for log P values greater than 2 (Guy and
Hadgraft, 1988). The molecular weight is generally considered as presenting less influence
(although there was very limited experience with high molecular weight substances), the
diffusion coefficient being theoretically inversely proportional to the cube root of molecular
weight (ECETOC, 1993). With its very marked lipophilicity and high molecular weight,
DPHP

may be inferred to have a very low skin penetration. A comprehensive set of experimental
data

about dermal absorption properties of phthalates confirms that skin penetration of the
structurally related DIDP (another C10 phthalate) is very low.

Results specific to [14C]-DIDP (NIEHS, 1988; Elsisi et al., 1989, Dermal absorption of
phthalate diesters in rats. Fund. Appl. Toxicol. 12,

70-77.) involved dermal absorption of

phthalate diesters (DMP to DIDP) in F 344 rats,in vivo. The dose applied to the skin was
around

5-8 mg/cm2. The ring-labeled phthalates were applied dissolved in absolute ethanol, within
situ

evaporation. The dosed back skin was covered by a circular plastic cap perforated with
needle holes. Total excretion was measured at different times.

This study shows that DIDP is markedly less absorbed (ca. 10 times, when comparing
faecal +

urinary excretions at day 7) by this route than DEHP.

For DEHP, recovery at 7 days was 86% at the site of application, for a total recovery of
105%.

After 5 days, cumulative excretion data indicate that 5% of the dose was recovered.
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For the structurally related DIDP, recovery was 75% at the site of application, for a total
recovery of 82% after 7 days.
Cumulative excretion data after 7 days indicate that 0.5% of the dose was recovered in

feces. No

radioactivity was recovered in urine. It is noticeable that only faecal elimination was found.
The

author implies a preference for biliary excretion when the length of the side chain increases
but

this is not consistent with the scheme of elimination observed with DINP and the two other
routes where radioactivity was shared between urine and feces. High differences in total
recovery hinder a quantitative comparison of data. Muscle, adipose tissue and skin
contained

most of the dose remaining in the body. The total absorbed dose after 7 days can be
estimated to

be 1%, however this value is possibly underestimated because of the low recovery.

The skin application site was apparently not washed before evaluating DIDP residue. In all
cases, dermal uptake decreased when the side chain length increased beyond four
carbons. Skin

absorption appeared to decrease with branched alkyl side chains.

In conclusion, adermal absorption rate of 0,5 % is used for risk assessment on the
dermal route.
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7.2 Acute Toxicity
Endpoint summary: Acute Toxicity

uuib IUC5-b2eeal3d6-b31d-4516-86fc-53a62ee686b4

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 11:31:03 CET

Remarks

Administrative Data
EU: REACH
Short description of key information

Acute toxicity:

- oral: LD50 >5000 mg/kg bw

- dermal: Ld50 >2000 mg/kg bw

- inhalative: LC50 >20.5 mg/l air (1 h exposure)

Key parameter (optional)
Acute toxicity: oral

Effect D50 in 5000

level mg/kg
bw

Acute toxicity: dermal

Effect LD50 in 2000
level mg/kg

bw

Acute toxicity: inhalation

Effect D50 in 20.5

level mg/m3
air

Discussion

Acute oral toxicity was tested in a study, where five male and five female
albino Sherman-Wistar rats were received an oral application of 5000 mg/kg
bw of a mixture of 91.3% di-(2-propylheptyl) phthalate and 8.7% 2-
propylheptyl/4-methyl-2-propylhexyl/di-(4-methyl-2-propylhexyl)phthalate
(Biosearch Inc., 1982). Prior to dosing, the rats were fasted for 24 hours and
body weights were measured. After dosing, food and water were
availablead libitumand daily observations were recorded for 14

days. Because no deaths and no unusual behavioral signs were observed,
the LD50 for acute oral toxicity was estimated as > 5000 mg/kg bw.

To analyze acute dermal toxicity, 2000 mg/kg of a mixture of 91.3% di-(2-

propylheptyl) phthalate and 8.7% 2-propylheptyl/4-methyl-2-propylhexyl/di-
(4-methyl-2-propylhexyl)phthalate was applied to the backs of three male
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and three female albino rabbits (Biosearch Inc., 1982). The skin sites were
previously clipped free of hair and then covered with gauze after application.
24 hours later, the dressings and excess materials were removed and for a
period of 14 days, observations and mortalities were noted. Since no
mortality and no unusual behavior signs were noted, the LD50 for acute
dermal toxicity was determined to be > 2000 mg/kg.

The acute inhalation toxicity of DINP was investigated in a group of 5 male
and 5 female albino rats, which were exposed via whole-body inhalation to
20.5 mg/l di-(2-propylheptyl) phthalate aerosol (3-5 microns) of 91.3% purity
[8.7% 2-propylheptyl/4-methyl-2-propylhexyl/di-(4-methyl-2-propylexyl)
phthalate] for a period of one hour (Biosearch Inc., 1982). Thereby, the
exposure was conducted in a 70 L all glass exposure chamber with an air
flow rate of 10.0 I/min and a temperature of approximately 21 °C. During the
14 days observation period, no animals died and all gained body weight,
although some clinical signs including wet and ruffled fur, agitation, and
raspy sounds were noted. However, after 24 hours, the rats appeared
normal. Since no mortality occurred and no abnormalities was found after
pathological examinations, the LC50 was determined to be >20.5 mg/I after
1 h exposure. Following Haber’s Law, the value for the LC50 after 4 h
exposure could be calculated as >5 mg/l air.

Justification for classification or non-classification

Due to the effect levels obtained in the acute toxicity studies, no
classification according to EU and GHS criteria is required.
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7.2.1 Acute toxicity: oral
Endpoint study record: Key. TSCATS79-1676A.Acute

toxicity: oral

uuib IUC5-48283eel-1fd3-4a8c-a914-facc73021249

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 11:32:17 CET

Remarks

Administrative Data

EU: REACH

Purpose flag key study () robust study summary (X) used for classification (X) used for
MSDS

Study result type  experimental result Study period  From 23 May 1979 to 6 Jun 1979

Reliability 2 (reliable with restrictions)

Rationale for Comparable to current guideline requirements and scientifically valid with

reliability acceptable restrictions.

Data source

Reference

Reference study report

type
Author Biosearch Inc., Nuodex Inc. Year 1982
Title Mixed C-10 alkyl phthalates (acute oral toxicity - rats)

Bibliographic TSCATS, OTS 206260, Doc I.D. 878210227

source

Testing Biosearch Inc. Report  79-1676A
laboratory no.

Owner Tenneco Chemicals, inc.

company

Company Report 1982-11-15
study date

no.
Data access

other: Clarification required

Materials and methods
Test type

standard acute method
Limit test

yes
Test guideline

Qualifier  equivalent or similar to
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Guideline  OECD Guideline 401 (Acute Oral Toxicity)

Deviations yes weight variation is higher than 20% of mean
GLP compliance

no data
Test materials
Test material equivalent to submission substance identity

yes
Details on test material

- Name of test material (as cited in study report): Di-(2-propylheptyl)-phthalate

- Source: Tenneco Chemicals

- Lot/batch No.: R-1034

- Composition of test material, percentage of components: 91.3% Di-(2-propylheptyl)-
phthalate; 8.7% mixed 2-propylheptyl/4-methyl-2-propylhexyl-phtalate and 4-di-(4-methyl-2-
propy lhexyl) phthalate

Test animals
Species

rat
Strain

other: Sherman Wistar
Sex

male/female
Details on test animals and environmental conditions

TEST ANIMALS

- Weight at study initiation: 200 - 300 g
- Fasting period before study: 24 h

- Diet (e.g. ad libitum): ad libitum

- Water (e.g. ad libitum): ad libitum

Administration / exposure
Route of administration

oral: gavage
Vehicle

unchanged (no vehicle)
Details on oral exposure

MAXIMUM DOSE VOLUME APPLIED: 5 g/kg bw
Doses

5000 mg/kg bw
No. of animals per sex per dose

5
Control animals

no data
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Details on study design

- Duration of observation period following administration: 14 days

- Frequency of observations and weighing: weighing prior to and at the end of study
- Necropsy of survivors performed: yes

- Other examinations performed: clinical signs, body weight

Any other information on materials and methods incl. tables

Results and discussions
Effect levels

Sex male/female
Endpoint | D50
Effect > 5000 mg/kg bw

level

95%
CL

Remarks

Mortality

No mortality
Clinical signs

No unusual behavioral signs were noted.
Body weight

Prior to study: mean 220 g (males), 215 g (females)
End of study: mean 255 g (males), 235 g (females)

Gross pathology

Gross pathological examination revealed nothing remarkable.
Remarks on results including tables and figures

Overall remarks, attachments
Overall remarks
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7.2.2 Acute toxicity: inhalation
Endpoint study record: Key. TSCATS79-1676A.Acute
toxicity: inhalation

uuib IUC5-69768536-8f99-43ae-a8ea-cef7e8462574

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 11:39:09 CET

Remarks

Administrative Data
other:Risk Assessment; Critical study for SIDS endpoint, EU: REACH

Purpose flag key study () robust study summary (X) used for classification
(X) used for MSDS

Study result type experimental result
Reliability 2 (reliable with restrictions)
Rationale for reliability Comparable to current guideline requirements and

scientifically valid with acceptable restrictions.

Data source
Reference

Reference  study report

type
Author Biosearch Inc., Nuodex Inc. Year 1982
Title Acute inhalation toxicity - rats

Bibliographic TSCATS, OTS 206260, Doc I.D. 878211987, Nuodex Inc., Biosearch Inc.

source

Testing Biosearch Inc. Report 79-1676A
laboratory no.

Owner Tenneco Chemicals, Inc.

company

Company Report 1982-11-15
study date

no.
Data access

other: Clarification required

Materials and methods
Test type

standard acute method
Limit test

yes
Test guideline

Qualifier  equivalent or similar to
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Guideline  OECD Guideline 403 (Acute Inhalation Toxicity)

Deviations yes exposure time was only 1 hour
GLP compliance

no data
Test materials
Test material equivalent to submission substance identity

yes
Details on test material

- Name of test material (as cited in study report): Di-(2-propylheptyl)-phthalate

- Source: Tenneco Chemicals

- Lot/batch No.: R-1034

- Composition of test material, percentage of components: 91.3% Di-(2-propylheptyl)-
phthalate; 8.7% mixed 2-propylheptyl/4-methyl-2-propylhexyl-phtalate and 4-di-(4-methyl-2-
propylhexyl) phthalate

Test animals
Species

rat
Strain

other: albino rats
Sex

male/female
Administration / exposure
Route of administration

inhalation: aerosol
Type of inhalation exposure

whole body
Vehicle

other: air
Details on inhalation exposure

GENERATION OF TEST ATMOSPHERE / CHAMBER DESCRIPTION

- Exposure apparatus: all glass exposure chamber

- Exposure chamber volume: 70 L

- System of generating particulates/aerosols: The air was passed through a desiccant prior
to being passed through the test material.

- Rate of air: 10.0 L/min

- Temperature in air chamber: 70°F

TEST ATMOSPHERE (if not tabulated)
- Particle size distribution: 3 - 5 pm

Analytical verification of test atmosphere concentrations

no concentration was calculated by differential weighing
Duration of exposure
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1 h Remarks

Concentrations

20.5 mg/l (nominal)
No. of animals per sex per dose

5
Control animals

no
Details on study design

- Duration of observation period following administration: 14 days

- Frequency of observations and weighing: weighing prior to and at the end of study
- Necropsy of survivors performed: yes

- Other examinations performed: clinical signs, body weight

Any other information on materials and methods incl. tables

Results and discussions
Effect levels

Sex male/female
Endpoint LC50

Effect > 20.5 mg/L air
level

95%
CL

Exp. 1h
duration

Remarks agerosol
Sex male/female
Endpoint | C50

Effect > 5 mg/L air
level

95%
CL

Exp.  4h

duration
Remarks calculated according to GHS
Mortality

No mortality
Clinical signs

Immediately after exposure the animals were wet, ruffled, agitated and raspy sounding.
After 24 hours they appeared normal.

Body weight

Prior to study: mean 205 g (males), 200 g (females)
End of study: mean 250 g (males), 235 g (females)

Gross pathology
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Gross pathologic examination revealed nothing remarkable.
Remarks on results including tables and figures

According to GHS the value for dust (aerosol) has to be divided by 4 in

order to compare 1 hour exposure to a 4 h exposure as recommended in
the guideline. Thus, the value would be above 5 mgl/l.

Overall remarks, attachments
Overall remarks
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7.2.3 Acute toxicity: dermal
Endpoint study record: Key. TSCATS79-1676A.Acute
toxicity: dermal

uuib IUC5-f1e839cd-94b4-4745-a31f-b48bbf0528f1

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 11:41:01 CET

Remarks

Administrative Data
other:Risk Assessment; Critical study for SIDS endpoint, EU: REACH

Purpose flag key study () robust study summary (X) used for classification
(X) used for MSDS

Study result type experimental result
Reliability 2 (reliable with restrictions)
Rationale for reliability Comparable to current guideline requirements and

scientifically valid

Data source
Reference

Reference  study report

type
Author Biosearch Inc., Nuodex Inc. Year 1982
Title Acute dermal toxicity - rabbits

Bibliographic TSCATS, OTS 206260, Doc I.D. 878211988

source

Testing Biosearch Inc. Report 79-1676A
laboratory no.

Owner Tenneco Chemicals, Inc.

company

Company Report 1982-11-15
study date

no.
Data access

other: Clarification required

Materials and methods
Test type

standard acute method
Limit test

yes
Test guideline

Qualifier  equivalent or similar to
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Guideline  OECD Guideline 402 (Acute Dermal Toxicity)

Deviations yes weight variation is higher than 20% of mean
GLP compliance

no data
Test materials
Test material equivalent to submission substance identity

yes
Details on test material

- Name of test material (as cited in study report): Di-(2-propylheptyl)-phthalate

- Source: Tenneco Chemicals

- Lot/batch No.: R-1034

- Composition of test material, percentage of components: 91.3% Di-(2-propylheptyl)-
phthalate; 8.7% mixed 2-propylheptyl/4-methyl-2-propylhexyl-phtalate and 4-di-(4-methyl-2-
propylhexyl) phthalate

Test animals

Species

rabbit
Strain

other: albino
Sex

male/female
Details on test animals and environmental conditions

TEST ANIMALS
- Weight at study initiation: between 2.0 and 3.0 kg

Administration / exposure
Type of coverage

occlusive
Vehicle

unchanged (no vehicle)
Details on dermal exposure

TEST SITE

- Area of exposure: back of animal

- Preparation: All animals had their backs clipped free 24 h prior to testing. All of the
animals had their backs abraded prior to dosing.

- Type of wrap if used: large gauze patches and an impervious wrap around the trunk

REMOVAL OF TEST SUBSTANCE
- Washing (if done): no data
- Time after start of exposure: 24 h

TEST MATERIAL
- Amount(s) applied (volume or weight with unit): 2000 mg/kg bw
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- Concentration (if solution): 100%
- Constant volume or concentration used: no, corrected for body weight

Duration of exposure

24 h
Doses

2000 mg/kg bw
No. of animals per sex per dose

3
Control animals

no
Details on study design

- Duration of observation period following administration: 14 days

- Frequency of observations and weighing: prior to and at the end of study

- Necropsy of survivors performed: yes
- Other examinations performed: clinical signs, body weight

Any other information on materials and methods incl. tables

Results and discussions
Effect levels

Sex male/female
Endpoint | D50
Effect > 2000 mg/kg bw

level

95%
CL

Remarks

Mortality

No mortality
Clinical signs

There were no unusual behavioral signs noted.
Body weight

Prior to study: mean 2.44 kg (males), 2.23 kg (females)
End of study: mean 2.75 kg (males), 2.45 kg (females)

Gross pathology

Gross pathologic examination revealed nothing remarkable.
Remarks on results including tables and figures

Overall remarks, attachments
Overall remarks
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7.3 Irritation / corrosion
Endpoint summary: Irritation / corrosion

uuID IUC5-2f26a39e-23e2-4426-ab67-8155638f1d2c
Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-06 19:02:13 CET

Remarks

Administrative Data
EU: REACH
Short description of key information

[rritation:
- skin: not irritant (OECD 404)
- eyes: not irritant (OECD 405)

Key parameter (optional)
Skin irritation / corrosion

not irritating
Eye irritation

not irritating
Discussion

Irritation to skin was evaluated in a study performed under GLP according to
guidelines OECD 404, EU Method B.4 and EPA OPPTS 870.2500 (BASF,
2002). Thereby, test patches containing 0.5 mL of di-(2-propylheptyl)
phthalate (purity: 99,2 % (sum of isomers)) were applied to the flanks of one
male and two female White New Zealand rabbits for 4 hours. The skin sites
were evaluated for erythema/eschar and edema formation 1, 24, 48 and 72
hours following removal of the patches. At one hour following patch removal,
slight erythema was observed in all animals and persisted in one animal up
to 24 hours, but within 48 hours after patch removal, these skin reactions
were reversed. The resulting mean irritation scores for 24-72 hours were 0.1
for erythema/eschar and 0.0 for edema, respectively. Thus, di-(2-
propylheptyl) phthalate was found to be not irritating to the skin.

In another study, the test sites on the backs of six albino rabbits were
clipped free of hair and one side was abraded to allow the substance to
penetrate the stratum corneum (Biosearch, Inc., 1982). Then, 0.5 g mixture
of 91.3% di-(2-propylheptyl) phthalate and 8.7% 2-propylheptyl/4-methyl-2-
propylhexyl and di-(4-methyl-2-propylhexyl)phthalate was applied and
covered with gauze, which was removed 24 hours later. The treated areas
were examined for erythema, eschar and edema formation using the Draize
scale where zero corresponded to no irritation. A second examination was
conducted 72 hours following the removal. As result, the scores for
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erythema and edema, as well as the primary skin irritation score were found
to be 0. Thus, no irritation to skin was found.

Irritation to eyes was tested in a study, which was performed under GLP
according to guidelines OECD 405, EU Method B.5 and EPA OPPTS
870.2400 (BASF, 2002). A single ocular application of 0.1 mL of di-(2-
propylheptyl) phthalate (purity: 99,2% sum of isomers) was given to one
male and two female White New Zealand rabbits and washed out 24 hours
later by rinsing with water. The resulting ocular reactions were scored 1, 24,
48 and 72 hours after application. Slight to moderate conjunctival redness
and slight discharge were observed up to 24 hours following instillation, but
these reactions were reversible in all animals within 48 hours. The average
irritation score was 0.0 for corneal opacity, iris effects and chemosis. The
conjunctival redness score was 0.3. Thus, di-(2-propylheptyl) phthalate was
found to be not irritant to eyes.

In another study, 0.1 g of 91.3% di-(2-propylheptyl) phthalate and 8.7% 2-
propylheptyl/4-methyl-2-propylhexyl/di-(4-methyl-2-propylhexyl)phthalate
was instilled into the right eyes of six young adult albino rabbits (Biosearch
Inc., 1982). While no removal by rinsing was reported, ocular reactions
including irritation of the cornea, iris and conjunctivae were examined 1, 24,
48, 72, 120, and 168 hours following the administration. As result, a primary
irritation score of 0.0 for all effects was reported. Thus, the tested phthalate
mixture was not irritant to eyes.

Justification for classification or non-classification

Due to negative results in guideline study regarding irritation to skin and irritation
to eyes, no classification according to EU and GHS criteria is required
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7.3.1 Skin irritation / corrosion
Endpoint study record:
Key.BASFAG18H0183/022042.Skin irritation / corrosion

uuID IUC5-c4fc73c3-f8fc-4b69-97b1-bee25527266d

Dossier UUID Q

Author otterr / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-06 19:03:33 CET

Remarks

Administrative Data
other:Risk Assessment; Critical study for SIDS endpoint, EU: REACH

Purpose flag key study (X) robust study summary (X) used for classification
(X) used for MSDS

Study result type experimental result

Reliability 1 (reliable without restriction)
Rationale for reliability Guideline study (OECD)
Data source

Reference

Reference study report

type
Author BASF AG Year 2002
Title Acute dermal irritation / corrosion in rabbits

Bibliographic Unpublished report
source

Testing Experimental Toxicology and Ecology, BASF AG Report 18H0183/022042
laboratory no.

Owner BASF SE

company
Company RpoFt 2002-09-11

study ate
no.

Reference study report

type
Author BASF AG Year 2002
Title Acute dermal irritation / corrosion in rabbits

Bibliographic Unpublished report
source

Testing Experimental Toxicology and Ecology, Report 18H0183/022042 (amendment
laboratory BASF AG no. No. l)

Owner BASF SE

company

Company Report 2003-04-02

study date

no.
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Data access

data submitter is data owner

Materials and methods

Type of method

in vivo

Test guideline

Qualifier  according to

Guideline  QECD Guideline 404 (Acute Dermal Irritation / Corrosion)
Deviations no

Qualifier  according to

Guideline  EU Method B.4 (Acute Toxicity: Dermal Irritation / Corrosion)

Deviations no

Qualifier  according to
Guideline  EPA OPPTS 870.2500 (Acute Dermal Irritation)
Deviations no

GLP compliance

yes (incl. certificate) Experimental Toxicology and Ecology, BASF AG
Test material equivalent to submission substance identity

yes
Test materials
Details on test material

- Name of test material (as cited in study report): Palatinol 10-P

- Test substance No.: 02/0183-1

- Lot/batch No.: 66A/02

- Date of manufacturing: 29.04.2002

- Physical state / appearance: Liquid / colorless

- Analytical purity: 99,2 area -% (sum of isomers)

- Homogeneity: The test substance was homogeneous by visual inspection.

... Seite 30 von 156

- Stability: stable over the study period acc. to analytical report 031-00063, dated March 31,

2003 of the Central Analytical Department of BASF AG
- Storage conditions: Room temperature

Test animals
Species

rabbit
Strain

New Zealand White
Details on test animals and environmental conditions

TEST ANIMALS

- Strain / quality: New Zealand White Al1077 IN RA (SPF)
- Source: Centre Lago S.A., 01540 Vonnas, France

- Identification: Ear tattoo

- Age at study initiation: about 6 - 7 months
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- Weight at study initiation: 3.52 kg - 3.89 kg

- Housing: single housing in stainless steel wire mesh cages with grating, floor area: 3000
cm2

- Diet (e.g. ad libitum): Kliba-Labordiat, Provimni Kliba SA, Kaiseraugst, Switzerland (about
130 g/animal per day); ad libitum

- Water (e.g. ad libitum): tap water; ad libitum

- Acclimation period: at least 5 days before the beginning of the study.

ENVIRONMENTAL CONDITIONS

- Temperature (°C): 20 - 24

- Humidity (%): 30 - 70

- Photoperiod (hrs dark / hrs light): 12 /12
Test system

Type of coverage

semiocclusive
Preparation of test site

other: clipping of fur
Vehicle

unchanged (no vehicle)
Amount/concentration applied

TEST MATERIAL
- Amount(s) applied (volume or weight with unit): 0.5 ml
- Concentration (if solution): 100%

Duration of treatment / exposure

4 hour(s)
Observation period

72 h
Number of animals

3 (2 females, 1 male)
Control animals

other: untreated skin sites of the same animal
Details on study design

TEST SITE
- Area of exposure: Flank of animal

- Site preparation: At least 24 hours before the beginning of the study clipping of the
dorsolateral part of the trunk of the animal(s).

- Type of wrap if used: test patch (2.5 cm x 2.5 cm) was moistened with a dose of 0.5 ml of
the unchanged liquid test substance.

REMOVAL OF TEST SUBSTANCE
- Washing (if done): yes, with Lutrole and Lutrole : water (1 : 1)
- Time after start of exposure: 4 h
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SCORING SYSTEM:
The evaluation of skin reactions is performed according to the guidelines:

Erythema and eschar formation

0 = No erythema

1 = Very slight erythema (barely perceptible)

2 = Well defined erythema

3 = Moderate to severe erythema

4 = Severe erythema (beet redness) to eschar formation preventing grading of erythema

Edema formation

0 = No edema

1 = Very slight edema (barely perceptible)

2 = Slight edema (edges of area well defined by definite raising)

3 = Moderate edema (raised approx. 1 mm)

4 = Severe edema (raised more than 1 mm and extending beyond area of exposure)

Description of any dermal findings not covered by this scale were recorded.
Any other information on materials and methods incl. tables

Results and discussions
Irritation / corrosion results

Irritation erythema score

parameter

Basis mean
Time 24-72 h
point

Score 0.1
Max.

score
Reversibility fully reversible within: 48 h

Remarks

Irritation edema score

parameter
Basis mean
Time 24-72 h
point
Score 0
Max.

score
Reversibility other: no effects

Remarks

Irritant/corrosive response data

Slight erythema (ER) was observed in all animals during the course of the study. The
cutaneous reactions were reversible in all animals within 48 hours after removal of the
patch. The average score (24 to 72 hours) for irritation was calculated to be 0.1 for
erythema and 0.0 for edema.

Remarks on results including tables and figures

Results:
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Readings Animal Erythema Edema Afxi(?]%iitri%r;al
1 1 0
1h 2 1 0
3 1 0
1 0 0
24 h 2 0 0
3 1 0
1 0 0
48 h 2 0 0
3 0 0
1 0 0
72 h 2 0 0
3 0 0
1 0.0 0.0
Tn 2 0.0 00
3 0.3 0.0
mean 1 0.1 0.0

Overall remarks, attachments
Overall remarks

Applicant's summary and conclusion
Interpretation of results

not irritating
Criteria used for interpretation of results

EU
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Endpoint study record: TSCATS79-1676A.Skin irritation /
corrosion

uuIb IUC5-2¢7f57e0-37f1-41ff-9a97-b1b6befblecf

Dossier UUID Q

Author henscho / BASF SE / Ludwigshafen am Rhein / Germany
Date 2009-11-04 09:27:01 CET

Remarks

Administrative Data

Purpose flag () robust study summary () used for classification () used for MSDS
Study result type experimental result
Reliability 2 (reliable with restrictions)

Rationale for reliability Comparable to current guideline requirements and scientifically valid

Data source
Reference

Reference study report

type
Author Biosearch Inc., Nuodex Inc. Year 1982
Title Primary skin irritation study - rabbits

Bibliographic TSCATS, OTS 206260, Doc I.D. 878211990

source

Testing Biosearch Inc. Report 79-1676A
laboratory no.

Owner Tenneco Chemicals, Inc.

company

Company Report 1982-11-15
study date

no.
Data access
other: Clarification required

Materials and methods
Type of method

in vivo
Test guideline

Qualifier  according to

Guideline other guideline: section 1500.41 - Hazardous Substances and Articles,
Administration and Enforcement Regulations, Fed. Reg. Vol. 38, No. 187,
p.27019, 27 September 1973

Deviations

GLP compliance

no data
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Test material equivalent to submission substance identity

yes
Test materials
Details on test material

- Name of test material (as cited in study report): Di-(2-propylheptyl)-phthalate

- Source: Tenneco Chemicals

- Lot/batch No.: R-1034

- Composition of test material, percentage of components: 91.3% Di-(2-propylheptyl)-
phthalate; 8.7% mixed 2-propylheptyl/4-methyl-2-propylhexyl-phtalate and 4-di-(4-methyl-2-
propylhexyl) phthalate

Test animals
Species

rabbit
Strain

other: albino
Test system
Type of coverage

occlusive
Preparation of test site

other: skin of the rabbits was clipped over a wide area, one side of the back was abraded
the other side remained intact

Vehicle

unchanged (no vehicle)
Amount/concentration applied

TEST MATERIAL
- Amount(s) applied (volume or weight with unit): 0.5 g
- Concentration (if solution): 100%

Duration of treatment / exposure

24 hour(s)
Observation period

72 h
Number of animals

6
Control animals

no
Details on study design

TEST SITE
- Area of exposure: back of animal
- Type of wrap if used: Gauze patch covered with an impervious warp
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REMOVAL OF TEST SUBSTANCE
- Washing (if done): no data
- Time after start of exposure: 24 h

SCORING SYSTEM:
acc. to Draize

Any other information on materials and methods incl. tables

Results and discussions
Irritation / corrosion results

Irritation  erythema score

parameter
Basis mean
Time 24,72 h
point
Score 0
Max.

score
Reversibility other: no effects

Remarks

Irritation edema score

parameter
Basis mean
Time 24,72 h
point
Score 0
Max.

score
Reversibility other: no effects

Remarks

Irritation primary dermal irritation index (PDII)

parameter
Basis mean
Time 24,72h
point
Score 0
Max.

score
Reversibility other: no effects

Remarks

Irritant/corrosive response data

Neither on the abraded nor the intact skin any effects according to the scoring for edema,
erythema and eschar formations were observed for the observation period (24 h, 72 h).

Remarks on results including tables and figures

Results:
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Readings Animal Erythema Edema

1 0 0

2 0 0

3 0