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D-44149 Dortmund, Germany

Year of evaluation in CoRAP: 2019

Member State concluded the evaluation without any further need to ask more information from
the registrants under Article 46(1) decision. However, as a result of the substance evaluation,
ECHA was requested to ask for standard information on the substances under Article 41(3)
decisions.

Further information on registered substances here:

http://echa.europa.eu/web/guest/information-on-chemicals/reqgistered-substances
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DISCLAIMER

This document has been prepared by the evaluating Member State as a part of the
substance evaluation process under the REACH Regulation (EC) No 1907/2006. The
information and views set out in this document are those of the author and do not
necessarily reflect the position or opinion of the European Chemicals Agency or other
Member States. The Agency does not guarantee the accuracy of the information included
in the document. Neither the Agency nor the evaluating Member State nor any person
acting on either of their behalves may be held liable for the use which may be made of the
information contained therein. Statements made orinformation contained in the document
are without prejudice to any further regulatory work that the Agency or Member States
may initiate at a later stage.
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Foreword

Substance evaluation is an evaluation process under REACH Regulation (EC) No.
1907/2006. Under this process the Member States perform the evaluation and ECHA
secretariat coordinates the work. The Community rolling action plan (CoRAP) of substances
subject to evaluation, is updated and published annually on the ECHA web sitel.

Substance evaluation is a concern driven process, which aims to clarify whether a
substance constitutes a risk to human health orthe environment. Member States evaluate
assigned substances in the CoRAP with the objective to clarify the potential concern and,
if necessary, to request further information from the registrant(s) concerning the
substance. If the evaluating Member State concludes that no further information needs to
be requested, the substance evaluation is completed. If additional information is required,
this is sought by the evaluating Member State. The evaluating Member State then draws
conclusions on how to use the existing and obtained information for the safe use of the
substance.

This Conclusion document, as required by Article 48 of the REACH Regulation, provides the
final outcome of the Substance Evaluation carried out by the evaluating Member State.
The document consists of two partsi.e. A) the conclusion and B) the evaluation report. In
the conclusion part A, the evaluating Member State considers how the information on the
substance can be used for the purposes of regulatory risk management such as
identification of substances of very high concern (SVHC), restriction and/or classification
and labelling. In the evaluation report part B the document provides explanation how the
evaluating Member State assessed and drew the conclusions from the information
available.

With this Conclusion document the substance evaluation process is finished and the
Commission, the Registrant(s) of the substance and the Competent Authorities of the other
Member States are informed of the considerations of the evaluating Member State. In case
the evaluating Member State proposes further regulatory risk management measures, this
document shall not be considered initiating those other measures or processes. Further
analyses may need to be performed which may change the proposed regulatory measures
in this document. Since this document only reflects the views of the evaluating Member
State, it does not preclude other Member States or the European Commission from
initiating regulatory risk management measures which they deem appropriate.

! http://echa.europa.eu/requlations/reach/evaluation/substance -evaluation/community-rolling-action-plan
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Part A. Conclusion

1. CONCERN(S) SUBJECT TO EVALUATION

The group of three azo pigments 1-(4-methyl-2-nitrophenylazo)-2-naphthol (EC 219-372-
2, “Pigment Red 3”, PR3), 1-[(2-chloro-4-nitrophenyl)azo]-2-naphthol (EC 220-562-2,
“Pigment Red 4", PR4) and 1-[(2,4-dinitrophenyl)azo]-2-naphthol (EC 222-429-4,
“Pigment Orange 5”, PO5) was originally selected for substance evaluation in order to
clarify concerns on:

- suspected CMR properties

- suspected PBT/vPvB properties
- wide dispersive use

- exposure of environment

During the evaluation, repeated dose toxicity was identified as an additional concern. For
PO5 only, occupational exposure and risk assessment for workers were also included in the
evaluation.

2. OVERVIEW OF OTHER PROCESSES / EU LEGISLATION

For all three azo pigments, dossier evaluation processes have been conducted by ECHA
resulting in additional requests to generate information to fulfil standard information
requirements. For PR3, a decision has been issued by ECHA on 21 December 2017.2 For
PR4, a decision has been issued by ECHA on 29 March 2019.3 For PO5, a decision has been
issued by ECHA on 21 December 2017.4

In previous Dossier Evaluations, ECHA rejected the read-across hypothesis for the group
of the three azo pigments (CCH-D-2114381690-46-01/F for PO5 and CCH-D-2114461479-
37-01/F for PR4). The evaluating Member State Competent Authority (eMSCA) supports
this decision. Study data to sufficiently support a group hypothesis is not available,
therefore read-across between the three substances cannot be accepted to fill data gaps
for specific toxicological endpoints and the three azo pigments are evaluated individually.

A further compliance check procedure has been opened by ECHA upon request of the

eMSCA. The eMSCA considers standard information necessary to clarify the identified
concerns.

3. CONCLUSION OF SUBSTANCE EVALUATION

The evaluation of the available information on the substance has led the eMSCA to the
following conclusions, as summarised in the table below.

2 ECHA dossier evaluation overview on PR3: https://echa.europa.eu/de/information-on-
chemicals/dossier-evaluation-status/-/dislist/substance/100.017.612

3 ECHA dossier evaluation overview on PR4: https://echa.europa.eu/de/information-on-
chemicals/dossier-evaluation-status/-/dislist/substance/100.018.693

4 ECHA dossier evaluation overview on PR5: https://echa.europa.eu/de/information-on-
chemicals/dossier-evaluation-status/-/dislist/details/0b0236e1813ea44c
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Table 1

Conclusion of substance evaluation

Need for follow-up regulatory action at EU level

Harmonised Classification and Labelling

Identification as SVHC (authorisation)

Restrictions

Other EU-wide measures

No need for regulatory risk management follow-up action at EU level; a
compliance check needed instead to clarify identified concerns.

Further information is necessary to inform on the concerns identified by the eMSCA.
However, compliance check has been identified as the more expedient process in this case
to require this information and therefore, the respective process has been triggered.
Therefore, at this point in time, no conclusion on the concerns is possible as the information
will be generated initially in a dossier evaluation step, potentially followed by another
substance evaluation processin case non-standard information is necessary to clarify the
concerns further.

4. FOLLOW-UP AT EU LEVEL

4.1. Need for follow-up regulatory action at EU level
The eventual need for regulatory follow-up action, e.g. harmonised classification and

labelling or SVHC identification, e.g. based on the fulfiiment of PBT/vPvB criteria, will be
re-examined after the arrival of the standard information requested via compliance check.

4.1.1. Harmonised Classification and Labelling
N/A (see above).

4.1.2. Identification as a substance of very high concern, SVHC (first step
towards authorisation)

N/A (see above).

4.1.3. Restriction

N/A (see above).

4.1.4. Other EU-wide regulatory risk management measures

N/A (see above).
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5. CURRENTLY NO FOLLOW-UP FORESEEN AT EU LEVEL
5.1. No need for regulatory follow-up at EU level

N/A (see above).

5.2. Other actions

A compliance check for all three substances has been opened by ECHA to request additional
standard information.

6. TENTATIVE PLAN FOR FOLLOW-UP ACTIONS (IF
NECESSARY)

Indication of a tentative planis not a formal commitment by the evaluating Member State.
A commitment to prepare a REACH Annex XV dossier (SVHC, restrictions) and/or CLP
Annex VI dossier should be made via the Registry of Intentions.

Table 2
FOLLOW-UP
Follow-up action Date for intention Actor
Compliance Check 2020 ECHA
Subsequent Substance Evaluation tbd DE

The need for a re-opening of the Substance Evaluation process will be determined based
on the outcome of the new information generated via the Compliance Check procedure.
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Part B. Substance evaluation

7. EVALUATION REPORT

7.1. Overview of the substance evaluation performed

A group of three azo pigments 1-(4- methyl-2-nitrophenylazo)-2-naphthol (EC 219-372-2,
“Pigment Red 3”, PR3), 1-[(2-chloro-4-nitrophenyl)azo]-2-naphthol (EC 220-562-2,
“Pigment Red 4”, PR4) and 1-[(2,4-dinitrophenyl)azo]-2-naphthol (EC 222-429-4,
“Pigment Orange 5”, PO5) was originally selected for substance evaluation in order to
clarify concerns about:

suspected CMR properties

suspected PBT/vPvB properties

wide dispersive use

exposure of environment
During the evaluation, repeated dose toxicity was identified as an additional concern.

Table 3

Evaluated endpoints for Substance PR3

Endpoint evaluated Outcome/conclusion

Carcinogenicity Limited evidence on carcinogenicity in animals; not sufficient for
classification.

Mutagenicity Concern based on incomplete standard information. Hand over to
compliance check to request further studies.

Reproductive Toxicity Conclusive, concern not substantiated.

Skin Sens. Conclusive, no concern identified.

Repeated Dose toxicity Conclusive, no concern identified.

P (Persistency) Screening P/vP.

B (Bioaccumulation) Missing information for screening B/vB. Available in vivo study on

bioaccumulation considered not reliable by eMSCA. Hand over to
compliance check to request further studies.

T ((Eco)Toxicity) Potentially T.

Wide dispersive use Identified uses for consumers were evaluated.
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Table 4

Evaluated endpoints for Substance PR4

Endpoint evaluated

Outcome/conclusion

Carcinogenicity

Limited evidence on carcinogenicity in animals; not sufficient
for classification.

Mutagenicity

Concern based on incomplete standard information. Awaiting
further studies requested under compliance check.

Skin Sens.

Conclusive, no concern identified.

Reproductive Toxicity

Awaiting studies requested under compliance check.

Repeated Dose toxicity

Concern based on incomplete standard information. Awaiting
further studies requested under compliance check.

P (Persistency)

Missing information for screening P/vP. Hand over to
compliance check to request further studies as read-across
proposed by registrants is rejected by eMSCA.

B (Bioaccumulation)

Missing information for screening B/vB. Hand over to
compliance check to request further studies as read-across
proposed by registrants is rejected by eMSCA.

T ((Eco)Toxicity)

Potentially T.

Table 5

Evaluated endpoints for Substance PO5

Endpoint evaluated

Outcome/conclusion

Carcinogenicity

Limited evidence on carcinogenicity in animals; not sufficient for
classification.

Mutagenicity

Concern based on incomplete standard information. Hand over to
compliance check to request further studies.

Reproductive Toxicity

Insufficient data. Hand over to compliance check to request further
studies.

Skin Sens.

Concern confirmed (when minor constituent with skin sens.
potential present), self-classification sufficient.

Repeated Dose toxicity

Concern based on incomplete standard information. Hand over to
compliance check to request further studies.

P (Persistency)

Missing information for screening P/vP.

B (Bioaccumulation)

Missing information for screening B/vB.

T ((Eco)Toxicity)

Potentially T.

Wide dispersive use

An exposure assessmentin the CSR is not required by REACH when
the substance is not classified. However, based on first tier
assessment the eMSCA identified a number of exposure situations
where the risk characterisation ratios for POS5 are significantly
above 1 (by using the DNEL based on repeated dose toxicity, i.e.
potential haemolytic anaemia, derived by the eMSCA). The DNEL
might be subject of change, when studies requested under
compliance check become available.

Evaluating MS DE
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7.2. Procedure

The substance PO5 was initially included in the Community Rolling Action Plan for
substance evaluation (CoRAP) 2016-2018.5 The planned evaluation of PO5 was postponed
and aligned with the evaluation of structurally related substances PR3 and PR4, which were
included in the subsequent CoRAP update 2019-2021 as new entries.® As documented in
section 7.1, the set of initial concerns for the three substances was identical. Evaluation
was started on 19 March 2019 following publication of the respective CoRAP update.

A PBT/vPvB assessment was conducted based on the available data from the registration

dossiers of PO5, PR3 and PR4. QSAR calculations conducted by the eMSCA were used as
supporting information.

7.3. Identity of the substance

Table 6

SUBSTANCE IDENTITY OF PR3

Public name: Pigment Red 3
EC number: 219-372-2
CAS number: 2425-85-6

Index number in Annex VI of the
CLP Regulation:

Molecular formula: C17H13N303
Molecular weight range: 307.30 g/mol
Synonyms: 1-(4-methyl-2-nitrophenylazo)-2-naphthol

2-Naphthalenol, 1-[2-(4-methyl-2-nitrophenyl)diazenyl]-
C.I. Pigment Red 3
C.I. 12120

Type of substance: Mono-constituent

5 CoRAP update for 2016-2018:
https://echa.europa.eu/documents/10162/13628/corap_list_2016-2018_en.pdf

6 CoRAP update for 2019-2021:
https://echa.europa.eu/documents/10162/13628/corap_update_2019-2021_en.pdf
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Table 7

SUBSTANCE IDENTITY OF PR4

Public name:

Pigment Red 4

EC number:

220-562-2

CAS number:

2814-77-9

Index number in Annex VI of the
CLP Regulation:

Molecular formula:

C16H10CIN303

Molecular weight range:

327.72 g/mol

Synonyms:

1-[(2-chloro-4-nitrophenyl)azo]-2-naphthol
1-[(E)-(2-Chloro-4-nitrophenyl)diazenyl]-2-naphthol
2-Naphthalenol, 1-[2-(2-chloro-4-nitrophenyl)diazenyl]-
C.I. Pigment Red 4

C.I. 12085

Type of substance:

Table 8

Mono-constituent

SUBSTANCE IDENTITY OF PO5

Public name:

Pigment Orange 5

EC number: 222-429-4

CAS number: 3468-63-1

Index number in Annex VI of the

CLP Regulation:

Molecular formula: C16H10N40s

Molecular weight range:

338.274 g/mol

Synonyms:

1-[(E)-(2,4-Dinitrophenyl)diazenyl]-2-naphthol
1-[(2,4-Dinitrophenyl)azo]-2-naphthol
1-[2-(2,4-Dinitrophenyl)diazenyl]-2-naphthalenol
Dinitroaniline Orange

Permanent Orange

C.I. Pigment Orange 5

C.I. 12075

Type of substance:

Evaluating MS DE
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Structural formulas:

Pigment Red 3: Pigment Red 4: Pigment Orange 5:
CH, NO, NO,
O,N Cl O,N
N\ N\ N\
~N ~N N
HO HO HO

7.4. Physico-chemical properties

Table 9

OVERVIEW OF PHYSICOCHEMICAL PROPERTIES OF PR3

Property Value

Physical state at 20°C and 101.3 kPa solid (red powder)

Vapour pressure estimated by calculation (QSAR estimation):
Modified Grain method (MPBPVP v1.43), EPI
Suite, US EPA with a melting point of 279.5°C as
an input parameter;

result: 0 Pa at 25 °C

Water solubility 3.3 pyg/L at 23-24°C (ca. pH 7) [insoluble (< 0.1

mg/L)]

Partition coefficient n-octanol/water (Log Log Pow 3.7 at 23°C (ca. pH 7) (calculated from
Kow) solubility in water and octanol)

volumetric distribution:

D10 = 0.75 - 0.84 uym

D50 = 2.69 - 8.75 um

D90 = 23.36 - 40.21 pym

TEM images indicate, that the test substance
mainly consists of aggregates and/or
agglomerates while the measured BET surface
areais 18.9 m2/g (27.2 m%/cm?3) (DIN 66132).

Granulometry

Evaluating MS DE 14 14 September 2020
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Table 10

OVERVIEW OF PHYSICOCHEMICAL PROPERTIES OF PR4

Property

Physical state at 20°C and 101.3 kPa

Value

solid (red powder)

Vapour pressure

estimated by calculation (QSAR estimation):
Modified Grain method (MPBPVP v1.43), EPI
Suite, US EPA with a melting point of 285°C as
an input parameter;

result: 0 Pa at 25 °C

Water solubility

3.3 ug/L at 23°C (pH not specified) [insoluble (<
0.1 mg/L)]

Partition coefficient n-octanol/water (Log
Kow)

Log Pow 3.45 at 23°C (pH not specified)
(calculated from solubility in water and octanol)

Granulometry

volumetric distribution:

D10 = 0.503 pm

D50 = 2.272 ym

D90 = 11.227 ym

TEM images indicate, that the test substance
mainly consists of aggregates and/or
agglomerates while the measured BET surface
areais 12.2 m?/g (19.5 m%/cm3) (DIN 66132).

Table 11

OVERVIEW OF PHYSICOCHEMICAL PROPERTIES OF PO5

Property

Value

Physical state at 20°C and 101.3 kPa

solid (orange powder)

Vapour pressure

Not relevant: Substance is a solid which melts
above 300°C.

Water solubility

6.3 ug/L at 26°C (ca. pH 7) [insoluble (< 0.1
mg/L)]

Partition coefficient n-octanol/water (Log
Kow)

Log Pow 2.45 at 26°C (ca. pH 7) (calculated from
solubility in water and octanol)

Granulometry

D50 = 1.1 ym (volumetric distribution);

TEM images indicate, that the test substance
mainly consists of aggregates and/or
agglomerates while the measured BET surface
areais 11.7 m?/g (18.4 m2/cm?3) (DIN 66132).

Evaluating MS DE
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7.5. Manufacture and uses
7.5.1. Quantities

Table 12

AGGREGATED TONNAGE (per year) for PR3

O01-10t X 10 - 100 t 0 100 - 1000 t 0 1000- 10,000 t | O 10,000-50,000
t

0 50,000 - 0 100,000 - O 500,000 - O > 1000,000 t O Confidential

100,000 t 500,000 t 1000,000 t

Table 13

AGGREGATED TONNAGE (per year) for PR4

O1-10t 010 - 100t 100 - 1000 t O 1000- 10,000 t | O 10,000-50,000
t

O 50,000 - O 100,000 - O 500,000 - O > 1000,000 t O Confidential

100,000 t 500,000 t 1000,000 t

Table 14

AGGREGATED TONNAGE (per year) for PO5

O01-10t 010 - 100 t X 100 - 1000 t O 1000- 10,000 t | O 10,000-50,000
t

O 50,000 - O 100,000 - O 500,000 - O > 1000,000 t O Confidential

100,000 t 500,000 t 1000,000 t

7.5.2. Overview of uses

Table 15

Manufacture Industrial manufacture of pigments or pigment additives

Formulation Formulation of pigment product

Formulation of solid preparations containing pigment (including
plastics) and non-solid preparations (including inks and paints)
Coating, ink, plastic applications: manufacture of powder products

Uses at industrial sites Formulation of solid preparations containing pigment (including
plastics) and non-solid preparations (including inks and paints)
Coating, ink, plastic applications: manufacture of powder products

Uses by professional Indoor and outdoor use of pigmented articles with low release
workers Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix

Removal of matrix, indoor and outdoor (e.g. abrasion)
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Coating, ink, plastics applications: professional

Consumer Uses Indoor and outdoor use of pigmented articles with low release
Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix

Removal of matrix, indoor and outdoor (e.g. abrasion)
Coating, ink, plastic applications: consumer

Cosmetics

PC 9a: Coatings and paints, thinners, paint removes

PC 18: Ink and toners

PC 32: Polymer preparations and compounds

Article servicelife Removal of matrix (e.g. abrasion), indoor and outdoor
Indoor and outdoor use of coloured articles

AC 1: Vehicles

AC 7: Metal articles

AC 8: Paper articles

AC 11: Wood articles

AC 13: Plastic articles

AC 01: Other (non intended to be released): Painted articles

Table 16
USES OF PR4
Manufacture Industrial manufacture of pigments or pigment additives
Formulation Formulation of solid preparations containing pigment (including
plastics) and non-solid preparations (including inks and paints)
Uses at industrial sites Manufacture of substance
Manufacture of pigments or pigment additives
Uses by professional Indoor and outdoor use of pigmented articles with low release
workers Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix
Removal of matrix, indoor and outdoor (e.g. abrasion)
Consumer Uses Indoor and outdoor use of pigmented articles with low release
Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix
Removal of matrix, indoor and outdoor (e.g. abrasion)
Cosmetics
Article service life Removal of matrix (e.g. abrasion), indoor and outdoor
Indoor and outdoor use of coloured articles
Table 17
Manufacture Industrial manufacture of pigments or pigment additives
Formulation Industrial formulation of non-solid preparations containing

pigment (including inks and paint) and solid preparations
containing pigment (including plastics)

Formulation of paints and inks

Use in textile/leather/fishing

Industrial manufacture of coatings and inks

Use in plastic masterbatches
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Uses at industrial sites Manufacture of substance

Manufacture of pigments or pigment additives
Industrial application of coatings and inks

Use in paints

Uses by professional Indoor and outdoor use of pigmented articles with low release
workers Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix

Removal of matrix, indoor and outdoor (e.g. abrasion)
Professional application of coatings and inks

Consumer Uses Indoor and outdoor use of pigmented articles with low release
Widespread dispersive indoor and outdoor use resulting in
inclusion into a matrix

Removal of matrix, indoor and outdoor (e.g. abrasion)
Consumer application of coatings

Auxilliary activities in professional application of coating
Consumer use in paints and inks

Cleaning and maintenance products

PC 1: Adhesives, sealants

PC 9a: Coatings and paints, thinners, paint removes
PC 9b: Fillers, putties, plasters, modelling clay

PC 9c: Finger paints

PC 12: Fertilisers

PC 14: Metal surface treatment products

PC 15: Non-metal-surface treatment products

PC 18: Ink and toners

PC 23: Leather treatment products

PC 24: Lubricants, greases, release products

PC 25: Metal working fluids

PC 26: Paper and board treatment products

PC 27: Plant protection products

PC 31: Polishes and wax blends

PC 32: Polymer preparations and compounds

PC 34: Textile dyes, and impregnating products

Article service life Removal of matrix (e.g. abrasion), indoor and outdoor
Indoor and outdoor use of coloured articles

AC 1: Vehicles

AC 2: Machinery, mechanical appliances, electrical/electronic
articles

AC 3: Electrical batteries and accumulators

AC 4: Stone, plaster, cement, glass and ceramic articles

AC 5: Fabrics, textiles and apparel

AC 7: Metal articles

AC 8: Paper articles

AC 10: Rubber articles

AC 11: Wood articles

AC 13: Plastic articles

AC 01: Other (non intended to be released): Painted articles

Uses of these pigments in Canada have also been compiled by the Canadian Agencies
(Health Canada, 2016)(Canada 2009 a, b, c). Uses outside the EU might be relevant if
imported goods are considered. In addition to the uses listed in Table 15, Table 16 and
Table 17, in the Canadian Assessments use in textiles has been reported for all three
pigments, use in low volumes in cosmetics has been reported for PR4, and adhesive
manufacture has been reported for PO5. It is stated, that PR3 has also uses in cosmetics
in othercountries and is allowed in Europe in cosmetic products with only short intended
skin contact (Health Canada, 2016) (Canada 2009 a, b, c).

Pigment Orange 5 is mainly used in the consumer sector as a colouring agent for mixtures
like inks, coatings and paints. Furthermore, it can be found in complex articles made of
metal (e.g. cutlery, pots, toys, jewellery), wood (e.g. floors, furniture, toys), paper (e.g.
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tissues, feminine hygiene products, nappies, books, magazines, wallpaper) and plastic
(e.g. food packaging and storage, toys, mobile phones) providing the same technical
function (CSR information, ECHA Dissemination Site).

In addition, several product registers were evaluated by the eMSCA to identify additional
relevant uses of POS5. Particular attention was given to potential availability of PO5
containing mixtures and articles to the general public or other products not covered by the
current registration.

According to the SPIN database (Substances in Preparations in Nordic Countries) and
taking into account theyears 2015-2017, PO5 was notified only for the already mentioned
uses above.

According to the German product database GIFAS (Giftinformations- und
Archivierungssystem) 308 mixtures containing PO5 were reported by German companies.
It is, however, unclearif those products are still available on the market. Of those products
17 are not forindustrial or professional use. The highest reported PO5 content here is 1.5%
for paints and coatings and 1% for cleaning and maintenance products (shoe and leather
maintenance) which is an additional use currently not reported in the CSR but also
mentioned on the ECHA dissemination site.

As for PO5, in addition to the information on the ECHA dissemination site, product registers
were evaluated for additional information on uses of PR3. According to the German GIFAS
database 28 mixtures available for consumers (non-professional/industrial and non-
biocide) were notified (it should be noted that usually only classified mixtures will be
notified). The highest reported concentration was 10 % in paints or coatings (e.g. universal
coatings, acrylic coatings). Furthermore additional products were notified that may be
categorized as a type of lamp oil or similar product. According to the SPIN database, a
number of preparations in the use categories “Paints, lacquers and varnishes” and
“Colouring agents” are available in the Nordic countries (Data up to 2017 available).

PR3 (C.I. 12120) is allowed to be used as a colourant in rinse-off cosmetics (Cosnetics
Regulation (EC) No 1223/2009, Annex 1V, entry 10).

PR4 (C.I. 12085) is used as a colouring agent in cosmetics. Its use as a hair dye is
prohibited (Cosmetics Regulation (EC) No 1223/2009, Annex II, entry 1345) PR4 can be
used as a colorant in cosmetics up to a concentration of 3 % (Cosmetics Regulation (EC)
No 1223/2009, Annex IV, entry 9).

The usage of PO5 (C.I. 12075) is prohibited in cosmetics.

7.6. Classification and Labelling
7.6.1. Harmonised Classification (Annex VI of CLP)
For neither of the three azo pigments a harmonised classification entry in Annex VI of

Regulation (EC) 1272/2008 (CLP Regulation) is available. No proposals for harmonised
classification and labelling have been submitted.
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7.6.2. Self-classification

PR3

Evaluating MS DE

In the registration(s):
Not classified

The following hazard classes are in addition notified among the aggregated
self-classifications in the C&L Inventory:

Aquatic Chronic 4 H413 Aquatic Acute 1 H400
Aquatic Chronic 1 H410 STOT SE 3 H335
Eye Dam. 1 H318

In the registration(s):
Not classified
The following hazard classes are in addition notified among the aggregated

self-classifications in the C&L Inventory:

Eye Irrit. 2 H319 AcuteTox. 4 H302
Aquatic Chronic 4 H413 Skin Irrit. 2 H315

In the registration(s):
Not classified

An additional notified classification exists which is affected by
impurities/additives:

Skin Sens. 1 H317

The following hazard classes are in addition notified among the aggregated
self-classifications in the C&L Inventory:

Eye Irrit. 2 H319 Flam. Sol. 2 H228
Muta. 2 H341 Expl. 1.1 H201
Carc. 2 H351
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7.7. Environmental fate properties

7.7.1. Degradation

7.7.1.1. Abiotic degradation

No data are available on abiotic degradation. Hydrolysis is not expected.
7.7.1.2. Estimated data

BIOWIN” estimations were conducted for the three substances.

PR3 is predicted not readily biodegradable by BIOWIN 1, BIOWIN 2, BIOWIN 5 and BIOWIN
6. BIOWIN 3 predicts an ultimate biodegradation timeframe of months (value < 2.25) and
BIOWIN 4 predicts a primary biodegradation timeframe of weeks. PR3 is in the molecular
weight range of the models and its structural fragments are represented in the training
data set.

PR4 is predicted not readily biodegradable by BIOWIN 1, BIOWIN 2, BIOWIN 5 and BIOWIN
6. BIOWIN 3 predicts an ultimate biodegradation timeframe of months (value < 2.25) and
BIOWIN 4 predicts a primary biodegradation timeframe of weeks. PR4 is in the molecular
weight range of the models and its structural fragments are represented in the training
data set.

POS5 is predicted not readily biodegradable by BIOWIN 1, BIOWIN 2, BIOWIN 5 and BIOWIN
6. BIOWIN 3 predicts an ultimate biodegradation timeframe of months (value < 2.25) and
BIOWIN 4 predicts a primary biodegradation timeframe of weeks. PO5 is in the molecular
weight range of the models and its structural fragments are represented in the training
data set.

In summary, all three substances fulfii the BIOWIN based screening criterion for
persistence.?

7.7.1.3. Screening tests

No biodegradation was observed in a screening test on ready biodegradability according to
OECD Guideline 301C for PR3. For PR4 and PO5, no results from screening tests on ready
biodegradability are available. The registrants use read-across and conclude that all three
substances are not readily biodegradable (and very persistent).

The eMSCA acknowledges some structural similarities between the substances, but the
read-across is not considered as robust enough to replace experimental data. For PR4 and
PO5 therefore, testing for ready biodegradability has been requested following compliance
check. ?

72010 U.S. Environmental Protection Agency. BIOWIN v4.10.

8 ECHA 2017. Guidance on Information Requirements and Chemical Safety Assessment. Chapter
R.11: PBT/vPvB assessment. Version 3.0, p. 49.
https://echa.europa.eu/documents/10162/13632/information_requirements_r11_en.pdf/a8cce23f-
a65a-46d2-ac68-92fee1f9e54f (accessed 26 September 2019)

9 The read-across approach was already rejected by ECHA in recent compliance check decisions:
“"ECHA considers that this grouping and read-across approach does not provide a reliable basis
whereby the human health effects and environmental effects of the registered substance may be
predicted from data for reference substance(s) within the group.”

ECHA 2019, Decision CCH-D-2114461479-37-01/F, p. 6.

Evaluating MS DE 21 14 September 2020



Substance Evaluation Conclusion documentEC No 219-372-2/ 220-562-2 / 222-429-4

Table 18

Summary of screening test results for PR3

Test method Results Reliability Reference
OECD Guideline | After 28 days: 2 (NITE - National Institute
301C BOD: 0% of Technology and

HPLC: 1% elimination Evaluation, 1998)10

elimination = primary degradation
or adsorption

7.7.1.4. Simulation tests (water and sediments)
Not available.
7.7.1.5. Summary and discussion of biodegradation in water and sediment

PR3 is considered to fulfil the screening criterion for persistence based on both an OECD
Guideline 301C study and QSAR results.

PR4 and PO5 lack biodegradation data. However, the substances fulfil the screening
criterion for persistence based on QSAR results.

7.7.1.6. Biodegradation in soil
No relevant information available.
7.7.1.7. Summary and discussion on degradation

In summary, the three substances are considered as potentially persistent based on the
available screening data (QSAR predictions for all substances and experimental ready
biodegradability data for PR3 only).

Further information on degradation is necessary. The choice of an adequate test system
must consider the low water solubility and possible adsorption of the substances as this
would affect substance accessibility and the data that has to give clear evidence of
degradation processes.

The necessary information should be generated as standard information requirement.
Therefore, degradation will not be addressed under this process but under compliance
check instead.

https://echa.europa.eu/de/information-on-chemicals/dossier-evaluation-status/-
/dislist/substance/100.018.693 (10.10.2019)

“"ECHA considers that this grouping and read-across approach does not provide a robust basis
whereby the environmental effects and environmental fate may be predicted from data for reference
substance within the group by interpolation to other substances in the group (read-across
approach).”

ECHA 2017, Decision CCH-D-2114381690-46-01/F, p.5-6. https://echa.europa.eu/de/information-
on-chemicals/dossier-evaluation-status/-/dislist/details/0b0236e1813ea44c (10.10.2019)

10 https://www.nite.go.jp/chem/jcheck/template.action?ano=6628&mno=5-3209&cno=2425-85-
6&request locale=en,

https://www.nite.go.jp/chem/jcheck/detail.action?request locale=ja&cno=2425-85-6&mno=>5-
3209 (23.09.2019)
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7.7.2. Environmental distribution
7.7.2.1. Adsorption/desorption

A study according to OECD 121 is available for PR3, yielding a log Koc > 5.6. No data are
available for PR4 and POS5. Further studies on this endpoint are requested via compliance
check.

7.7.2.2. Volatilisation

No information on volatilisation is available for the three substances.
7.7.3. Bioaccumulation

7.7.3.1. Aquatic bioaccumulation

7.7.3.1.1. Screening information

Log Kow values of 2.45 (PO 5), 3.45 (PR4) and 3.7 (PR3) are available. However, the
available log Kow values were not determined directly according to HPLC or Shake Flask
Method, but were calculated fromthe respective solubilities in water and in n-octanol. Due
to the poor solubility in both n-octanol and water the adequacy of the accuracy of the
values is questionable. As consequence, the low accuracy of the solubilities-based log Kow
values renders the values unreliable.

In addition to the log Kow values provided in the registration dossier, QSAR calculations
applying KOWWIN!?, chemicalize'2and COSMOtherm!3 were conducted by the eMSCA. The
respective results are shown in table 10. There is reasonable agreement among the
different QSAR methods, but the log Kow values estimated from solubilities in n-octanol
and water are distinctly lower than the QSAR results.

The applicability domain for chemicalize and COSMOtherm results was not checked as
training data were not available. A check was conducted for KOWWIN results:

All three substances are within the molecular weight range of KOWWIN. However, they all
share a common structural fragment called “Ring reaction OH ortho to azo” that is neither
present in the training nor in the validation set. There is no possibility for automatic
structure search in the KOWWIN training and validation sets. A cursory search of the sets
was conducted. The substances share a (naphthalen-1-yl)(phenyl)diazene moiety that is
substituted with several functional groups. No substances with t his moiety were identified.
However, azobenzene and some of its derivatives were identified in the data sets. These
share the structural feature of an azo group connecting two aromatic ring systems.

112010 U.S. Environmental Protection Agency. KOWWIN v1.68.

12 chemAXxon, https://chemicalize.com/#/ (14.08.2018)

13 COSMOtherm, C3.0, release 1601, COSMOlogic GmbH & Co KG, http://www.cosmologic.de
COSMOconf, 4.0, COSMOlogic GmbH & Co KG, http://www.cosmologic.de

TURBOMOLE 4.1.1 2015, a development of University of Karlsruhe and Forschungszentrum
Karlsruhe GmbH, 1989-2007, TURBOMOLE GmbH ; available from http://www.turbomole.com

F. Eckertand A. Klamt, “Fast solvent screening via quantum chemistry: COSMO-RS approach,”
AIChE J., vol. 48, no. 2, pp. 369-385, 2002.

A. Klamt, “Conductor-like screening model for real solvents: a new approach to the quantitative
calculation of solvation phenomena,” The Journal of Physical Chemistry, vol. 99, no. 7, pp. 2224-
2235, 1995.

A. Klamt, V. Jonas, T. Blrger, and J. C. Lohrenz, “"Refinement and parametrization of COSMO -RS,”
The Journal of Physical Chemistry A, vol. 102, no. 26, pp. 5074-5085, 1998.
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Predicted log Kow values for these related structures were in reasonable agreement with
experimental data (see Table 20).

In summary, both the QSAR results and the log Kow value calculated from the solubilities
are considered as relevant and generated according to sound scientific principles. However,
the information generated is in both cases only valid with very clear restrictions as accuracy
and reliability are obviously limited.

Considering all available log Kow values togetherin a weight of evidence approach, no firm
conclusion can be drawn on whether or not the log Kow values of Pigment Red 3, Pigment
Red 4 and Pigment Orange 5 are above the screening criterion for bioaccumulation of log
Kow 4.5.1% The MSCA therefore concludes that the screening information on
bioaccumulation is inconclusive and new information needs to be generated.

Both, water solubility and octanol-water partitioning coefficient are standard information
requirements and will not be addressed under this process but under compliance check
instead.

Table 19

Octanol water partition coefficients (log Kow) of Azo Pigments

Pigment Orange 5 Pigment Red 4 Pigment Red 3

EC 222-429-4 EC 220-562-2 EC 219-372-2
Octanol /water 2.45 3.45 3.7 3
KOWWIN 5.72 6.55 6.45 3
Chemicalize 4.94 5.61 5.52 3
COSMOtherm 3.97 4.49 4.06 3
Table 20

Experimental And KOWWIN Predicted log Kow values for related Substances?!5

Experimental Predicted Estimation Training

log Kow Error /validation set

Azobenzene (CAS 103-33-3) 3.82 4.11 0.29 Training set

Azo Dye N1 (CAS 68877-63-4) 5.40 5.34 0.06 Training set
4-(N,N-dimethylamino)azobenzene 4.58 4.29 0.29 Training set
(CAS 60-11-7)

Azo Dye D5 (CAS 3-67-4) 4.44 5.04 0.60 Validation set
Azo Dye N5 (CAS 72828-64-9) 5.50 5.83 0.33 Validation set
Azo Dye N9 (CAS 6657-33-6) 4.00 3.87 0.13 Validation set
p-Phenylazoaniline (CAS 60-09-3) 3.41 3.19 0.22 Validation set

14 ECHA 2017. Guidance on Information Requirements and Chemical Safety Assessment. Chapter
R.11: PBT/vPvB assessment. Version 3.0, p. 68.
https://echa.europa.eu/documents/10162/13632/information_requirements_r11_en.pdf/a8cce23f-
a6b5a-46d2-ac68-92feel1f9e54f (accessed 26 September 2019)

15 Available at http://esc.syrres.com/interkow/KowwinData.htm (26.09.2019)
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7.7.3.1.2. Bioaccumulation in fish

A bioaccumulation study according to OECD 305 Cis available for PR3. Test concentrations
were above the water solubility of the substance and hence, the study is not considered
reliable. No data are available for PR4 and PO5. This information need is subject to the

standard testing scheme of REACH and thus the generation of new information will not be
requested under substance evaluation but in a compliance check.

Table 21

Bioconcentration factors (BCF) for PR3

Organism Exposure | Exposure | BCF Lipid Rel. Reference
[mg/L] [weeks] | whole body content
[1/kg] [%]

Cyprinus 0.1 6 <29 4.2 3 (NITE - National Institute

carpio of Technology and
1.0 6 0.3-<27 Evaluation, 1998)16
7.7.3.1.3. Terrestrial bioaccumulation

There are no data available on terrestrial bioaccumulation.
7.7.3.2. Summary and discussion on bioaccumulation

Based on the available information, it is not possible to conclude whether or not the log
Kow values of the three substances are above the screening criterion for bioaccumulation.

The available study on bioaccumulation of PR3 is considered as not reliable.

In summary, the available data for bioaccumulation allow a conclusion neither on the
definitive nor on the screening criterion.

7.8. Environmental hazard assessment
7.8.1. Aquatic compartment (including sediment)
7.8.1.1. Fish

Information on acute fish toxicity is available for Pigment Red 3. The test was conducted
according to OECD TG 203 with Oryzias latipes but with a test duration of only 48 hours
instead of 96 hours. It was a static limit test with the nominal test concentration of 400
mg/L, which is five orders of magnitude (one hundred thousand times) above the
approximate water solubility of 3.3 ug/L. No effects occurred. No acute tests are available
for Pigment Red 4 and Pigment Orange 5. However, as the substances are poorly water
soluble in water they require longer time to be significantly taken up by the test organisns
and so steady state conditions are likely not to be reached within the duration of a short-
termtoxicity test. Therefore, short-termtests may not give a true measure of toxicity for
such substances and toxicity may actually not even occur at the water solubility limit of

16 https://www.nite.go.jp/chem/jcheck/template.action?ano=28556&mno=5-3209&cno=2425-85-
6&request locale=en,

https://www.nite.go.jp/chem/jcheck/detail.action?request locale=ja&cno=2425-85-6&mno=5-
3209 (23.09.2019)
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the substance if the test duration is too short. For this reason, long-termtoxicity needs to
be investigated.

Information on long-term fish toxicity for the three substances is not available.

This information need is subject to the standard testing scheme of REACH and thus the
generation of new information will not be requested under substance evaluation but in a
compliance check.

7.8.1.2. Aquatic invertebrates

For PR3 and PO5, acute toxicity tests to aquatic invertebrates (Daphnia magna) are
available. They were conducted according to OECD TG 202 as limit test under static
conditions over 48 hours. No effect occurred at thelimit concentration 100 mg/L (nominal;
DOC= 2.6 mg/L). The test concentration was highly above the maximum water solubility
of 3.3 ug/L. As already explained above, due to the poor solubility of these substances,
long-term toxicity needs to be investigated.

For PR3 a 21-d long-term toxicity test on aquatic invertebrates (Daphnia magna) is
available. No effects occurred up to the highest test concentration of 35 pg/L (mean
measured). Five test concentrations were used (0.45, 1.4, 4.5, 14, and 45 pg/L nominal)
in the semi-static test. The recovery rate was between 50 and 101% of the nominal
concentrations. Therefore, the result was given as mean measured concentration. The test
fulfils the validity criteria.

Information on long-termtoxicity testing on aquatic invertebratesfor PR3 and PO5 is not
available.

This information need is subject to the standard testing scheme of REACH and thus the
generation of new information will not be requested under substance evaluation but in a
compliance check.

7.8.1.3. Algae and aquatic plants

In a 72 hour-toxicity test to the aquatic algae Pseudokirchneriella subcapitata with PR3
according to OECD TG 201 no effects occurred up to the highest test concentration of
6 Mg/L (geometric mean measured). Five concentrations were used in the test additionally
to the control. Fortest item preparation, a stock solution with a loading rate of 100 mg/L
was prepared and continuously stirred at room temperature in the dark over 24 hours.
Subsequently, the dispersion was filtered and dilutions were prepared. The test is
considered valid by the eMSCA. Information on toxicity testing on aquatic algae for PR4
and PO5 is not available.

This information need is subject to the standard testing scheme of REACH and thus the

generation of new information will not be requested under substance evaluation but in a
compliance check.
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7.9. Human Health hazard assessment

7.9.1. Toxicokinetics

Non-human information

For PO5 and PR4, no relevant non-human information on toxicokinetics is available.
Relevant animal studies for PR3 related to the assessment of the endpoint toxicokinetics
are documented in the Table 22 below.

Table 22

Relevant studies for PR3 related to the assessment of the endpoint toxicokinetics

Methods

Results

Remarks

Reference

Toxicology and Carcinogenesis
studies of PR3 in F344/N rats and
B6C3F1 Mice (Feeding study)

Some evidence of
absorption of PR3,
metabolites, or impurities
in the test substance was
observed because toxic
effects were found in
blood samples from rats
in sub-acute, sub-chronic
and chronic studies in
rats and mice.

(NTP,
1992b)

No guideline, no GLP
Toxicokinetic study

Species: Rats

Strain: Fischer 344

Sex: male

Age: 7-8 weeks

weight: 146-180 g

Group: 3 animals per time series
group

Absorbance detection of intact dye

PR3
Purity 94.7 %

Dosing: 11.8 mg/kg

Route: oral gavage

Sampling times: 1, 4, 24, 48 hours
after dosing

Total recovery after 24
and 48 hours reduced,
suggesting excretion of
metabolite ("degraded by
intestinal bacteria or
complexed in an
inextractable form during
passage through the G.I.
tract”). Dye not found in
urine (< 1%) and only
low amounts in tissues
(discussed, rather
adherence than
absorption).

Method not sufficient
for toxicokinetic
analysis (metabolites,
only intact dye,
insensitive method)
Not reliable

(El Dareer
etal,,
1984)
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7.9.2. Acute toxicity and Corrosion/Irritation

7.9.2.1. Acute toxicity: oral, dermal and inhalation

All three azo pigments do not trigger concern for acute toxicity based on oral LD50 values
> 10 000 mg/kg bw for PO5, PR3 and PR4. For PO5, additional dermal LD50 values above
2 000 mg/kg bw support this conclusion.

7.9.2.1.1. Conclusion from SEV

Overall, the eMSCA considers the available data as appropriate for an evaluation of the
acutetoxicity and no further study is necessary from the point of view of the eMSCA.

7.9.3. Corrosion/Irritation

From available data on all three azo pigments, no concern could be identified for skin and
eye corrosion/irritation.

7.9.3.1. Skin Irritation/Corrosion

7.9.3.1.1. PR3

Skin irritation/corrosion was not an initial concern for PR3.

7.9.3.1.1.1. Non-human information

Animal data on irritation/corrosion after dermal exposure

Several relevant in vivo studies have been identified which addressed the dermal
irritation/corrosion potential of PR3. The respective data is summarized in Table 23. PR3
has been tested in OECD TG 404 similar assays which gave no indication that the substance

is a dermal irritant. The registrant concluded that PR3 is not a dermal irritant and based
on the available data, the eMSCA can support this conclusion.

Table 23

Relevant studies related to the assessment of skin irritation/corrosion for PR3

Methods

Acute skin irritation/corrosion tests
in rabbits

Species: Albino/Himalayan
6 animals

Method: FDA protocol

Substance: Hansa scharlach RNC
PR3: purity not reported

500mg PR3 in 0,7 ml PEG 400 on
2,5 cm?2 skin areal (flank, clipped)
+ test on scarified skin

24 h treatment (dermal patch,
occlusive)

Assessment of skin at:
Oh, 24h, 48h, 72h after application

Results

Slightly irritant to skin

Irritation score of 2,3
based on FDA Guideline
scoring scheme
Assessment at 24h and
72h after treatment

Longer treatment (24h
instead of 4h)

Dermal damage of
scarified skin also
included in calculation

No comment whether
staining (colour)
precluded judgment of
erythema

Remarks

Not reliable -

OECD TG 404 comparable /
similar (minor changes)

ID/Purity of substance not
reported

with restriction (no
examination at 72h after
patch removal)

No individual animal data
reported (e.g. how many
animals reacted how and
when)

No data on dermal
response of the treated
area

Reference

(Hoechst,
1980)
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Relevant studies related to the assessment of skin irritation/corrosion for PR3

Methods

Results

Remarks

Reference

Ideally, solid should have
been tested (OECD TG
404)

Species: Albino/Himalayan
6 animals

Method: FDA protocol

Substance: Hansa scharlach RNC
PR3: approx. 100 % technically
pure

500 mg PR3 (powder) on gauze
patch, tapped to skin, 2,5 cm?2 skin
areal (flank, clipped), occlusive

+ test on scarified skin

Patch removed after 24h

Assessment of skin at:
Oh, 24h, 48h after patch removal

No irritation observed
after 24h, 48h and 72h
of treatment

Scoring based on FDA
guideline

Longer treatment (24h
instead of 4h)

Dermal damage of
scarified skin also
included in calculation

(comparable, minor
deviation)

Purity of substance not
documented just stated as
approx. 100% technically
pure

No individual animal data
(e.g. how many animals
reacted how and when)
No data on dermal
responses of the treated
area

Induction of erythema
could not be evaluated at
24h due to colour
interference of PR3

Acute skin irritation/corrosion tests | Not a skin irritant Reliable/Valid study - (Hoechst,
in rabbits equivalent to OECD TG 404 | 1977a)

No irritation observed (comparable, minor
Species: Albino/Himalayan after 24h, 48h and 72h | deviation)
6 animals of treatment

Purity of substance not

Method: FDA protocol Scoring based on FDA documented just stated as

guideline approx. 100% technically
Substance: Hansa scharlach rb pure
Analytical comment in report: Longer treatment (24h No certificate

instead of 4h)
“The pigment is chemically No individual results (e.g.
identical to Hansa scharlach RNC Dermal damage of how many animals reacted
and Hansa rot B, however due to scarified skin also how and when)
the production process it is more included in calculation No data on dermal
yellow than Hansarot b and more responses of the treated
blue than Hansa scharlach RNC” area
PR3: approx. 100 % technically Induction of erythema (at
pure 24h) could not be

evaluated due to colour

500 mg PR3 (powder) on gauze interference of PR3
patch, tapped to skin, 2,5 cm?2 skin
areal (flank, clipped), occlusive
+ test on scarified skin
Patch removed after 24h
Assessment of skin at: Oh, 24h and
48h after patch removal
Acute skin irritation/corrosion tests | Not a skin irritant Reliable/Valid study - (Hoechst,
in rabbits equivalent to OECD TG 404 |1976)
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Relevant studies related to the assessment of skin irritation/corrosion for PR3

Methods Results Remarks Reference
Acute skin irritation/corrosion tests | Not a skin irritant Not reliable - (Hoechst,
in rabbits equivalent to OECD TG 404 | 1977b)
No irritation observed (comparable, minor
Species: Albino/Himalayan after 48h and 72h of deviation)
6 animals treatment
Substance ID/
Method: FDA protocol Scoring based on FDA Purity not reported
guideline
Substance: Hansarot B No individual animal data
PR3 purity: not reported Longer treatment (24h (e.g. how many animals
instead of 4h) reacted how and when)
500 mg PR3 (powder) on gauze No data on dermal
patch, taped to skin, 2,5 cm2 skin Dermal damage of responses of the treated
areal (flank, clipped), occlusive scarified skin also area
+ test on scarified skin included in calculation No skin observation after
72h

Patch removed after 24h
Potential induction of
Assessment of skin at: erythema at 24h could not
Oh, 24h, 48h after patch removal be evaluated due to colour
interference of PR3

7.9.3.1.1.2. Human information
Human data addressing this endpoint was not available.
7.9.3.1.1.3. Conclusion

Data are conclusive, no trigger for harmonized classification was identified. No concern for
study request(s) under SEv for PR3 regarding dermal irritation/corrosion was identified.
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7.9.3.1.2. PR4

Skin irritation/corrosion was not an initial concern for PR4.

7.9.3.1.2.1. Non-human information

Animal data on irritation/corrosion after dermal exposure

Relevant and conclusive data of already performed animal studies have been identified and
summarised in Table 24 which address the irritation/corrosion potential of PR4. In a reliable
OECD TG 404 study topical application of 500mg of PR4 on 4cm? for 4h did not cause

adverse skin reactions which would be indicative of irritation or corrosion (RCC-CCR,
2006b). The registrant concluded that PR4 is not a dermal irritant and based on the

available data, the eMSCA can support this conclusion.

Table 24

Relevant studies related to the assessment of skin irritation/corrosion for PR4

Methods

Acute skin irritation/corrosion
tests in rabbits

OECD TG 404 compliant (2002)

Species: Albino/new Zealand
3 animals (1 male, 2 female)

Substance: Hansa Rot R
PR4: 98,2%
Impurities reported

500mg /0,5 ml water

1 % (w/v) test solution, pH of
6,68 indicated good skin
tolerance

Treatment:
500 mg applied to 4 cm?2 of skin
(left flank, clipped)

4h treatment (dermal patch,
semi-occlusive)

after removal of patch skin was
flushed with warm water

Assessment of treated skin:
1h, 24h, 48h, 72h and 7, 10, 14
days

Results

Not a skin irritant

Due to marked
staining readings
at 24h (2
animals) and at
72h (1 animal)
not possible

Remarks

Reliable/Valid study -
key study
OECD TG 404 compliant

Purity/impurities
reported

Analysis certificate
indicates quite a lot of
impurities

Reference

(RCC-CCR, 2006b)

Acute skin irritation/corrosion
tests in rabbits

Method: subcutaneous/dermal
testing according to Barail
Species: Rabbit (not further
specified), 3 animals

C Red 41/Permanentrot R extra
Plv

purity not reported

Not a skin irritant

No reliability/not validity
- limited value

Not OECD TG 404
compliant

No GLP

Purity not reported

(Gewerbe- und
Arzneimitteltoxikologie,
1962)
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Relevant studies related to the assessment of skin irritation/corrosion for PR4

Methods

' Results

Remarks

Reference

Pigment dispersion in

NaCl, filtrate was generated
0,5 ml of filtrate was applied
subcutaneously and topically to
clipped skin of flank

applied substance
amount not reported
treated area size not
reported

no detailed description
of dermal responses

no documentation of
individual animal results

Acute skin irritation/corrosion
tests in rabbits

Method: subcutaneous/dermal
testing according to Barail
Species: Rabbit (not further
specified), 3 animals

C Red 41/Permanentrot R extra
Plv

purity not reported

Pigment dispersion in

NaCl, filtrate was generated
0,5 ml of filtrate was applied
subcutaneously and topically to
clipped skin of flank

Not a skin irritant

No reliability/validity -
limited value

Not OECD TG 404
compliant

No GLP
Purity not reported

applied substance
amount not reported
treated area size not
reported

no detailed description
of dermal responses

no documentation of
individual animal results

(Gewerbe- und
Arzneimitteltoxikologie,
1962)

Acute skin irritation/corrosion
tests in rabbits

Method: subcutaneous/dermal
testing according to Barail
Species: Rabbit (not further
specified), 3 animals

C Red 41/Permanentrot R extra
Plv

purity not reported

Pigment dispersion in

NaCl, filtrate was generated
0,5 ml of filtrate was applied
subcutaneously and topically to
clipped skin of flank

Not a skin irritant

No reliability/validity -
limited value

Not OECD TG 404
compliant

No GLP
Purity not reported

applied substance
amount not reported
treated area size not
reported

no detailed description
of dermal responses

no documentation of
individual animal results

(Gewerbetoxikologisches
Laboratorium, 1959)

7.9.3.1.2.2. Human information

Human data addressing this endpoint was not available.

7.9.3.1.2.3. Conclusion

Overall, 626 classification and labelling notifications for PR4 have been submitted according
to ECHA’s dissemination website (last accessed on 02.10.2019). According to the
aggregated self-classifications, PR4 is identified as Skin Irrit. 2 (H315). Data that would
support such a conclusion is not available to the eMSCA.
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Data are conclusive, no trigger for harmonized classification was identified. No concern for
study request(s) under SEv for PR4 regarding dermal irritation/corrosion was identified.

7.9.3.1.3. PO5

Skin irritation/corrosion was not an initial concern for POS5.
7.9.3.1.3.1. Non-human information

Animal data on irritation/corrosion after dermal exposure

A reliable OECD TG 404 compliant study has not been identified that addresses whether
POS is irritating or corrosive to skin. The study by (Hoechst, 1973c), see Table 25, is not
reliable and of limited value as it lacks information i.e. on substance identity and purity.
Additionally, the testing design and the respective experimental data is poorly recorded.
Therefore, the eMSCA evaluated data of a valid and reliable dermal acute toxicity study
performed in rats for its suitability to conclude on this endpoint (Harlan, 2012). In this
study, a topical dose of 2000mg/kg bw over 24 h to clipped rat skin did not cause adverse
skin responses meaning that a concentration of approx. 20 pg/cmz2 is non-irritating to rat
skin. Whilst this amount is less than required by OECD TG 404, the time of exposure is
more prolonged (24h). Additionally, higher animal numbers are been treatedin an OECD
TG 402 study. Theregistrant concluded that POS5 is not a dermal irritant and based on the
available data, the eMSCA can support this conclusion.

Table 25

Relevant studies related to the assessment of skin irritation/corrosion for P05

Methods ' Results Remarks Reference

Acute skin Not irritating to skin Not valid /not reliable (Hoechst,
irritation/corrosion tests Sub