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1 IDENTITY OF THE SUBSTANCE

1.1 Other identifiers of the substance

Table: Other Substance identifiers

EC name (public): Ethyl 4-hydroxybenzoate

IUPAC name (public): ethyl 4-hydroxybenzoate

Index number in Annex VI of the CLP
Regulation:

Molecular formula: CoH1003

Molecular weight or molecular weight |166.17 g/mol

range:
Benzoic acid, 4-hydroxy-, ethyl ester
ETHYL PARABEN
Ethylparaben
Synonyms: Faracide E
Microcare EHB
Paratexin E
Solbrol A
Type of substance Mono-constituent (] Multi-constituent (] uvce
Structural formula:
OH

2 OVERVIEW OF OTHER PROCESSES / EU LEGISLATION

Table: Completed or ongoing processes

[] Risk Management Option Analysis (RMOA)

RMOA
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REACH Processes

5 (] Compliance check, Final decision
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2 ] Annex XIV
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Harmonised
C&L

[] Annex VI (CLP) (see section 3.1)

9 E_;J < [ Plant Protection Products Regulation
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O gy
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» S [] Dangerous substances Directive
5 .=
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g9 [] Existing Substances Regulation
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AE=Ne [] Assessment
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Further
details

Regulated in cosmetic products as described in Annex V of the

Regulation (EC) No 1223/2009 on Cosmetic Products.

Included in Annex II (list of permitted food additives) of the

Regulation (EC) No 1333/2008 on Food Additives.
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3 HAZARD INFORMATION (INCLUDING CLASSIFICATION)

3.1 Classification

3.1.1 Harmonised Classification in Annex VI of the CLP

There is no harmonised Classification for the substance in Annex VI.

3.1.2 Self classification

e In the registration:

Not classified

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

Asp. Tox. 1 H304
Skin Irrit. 2 H315
Skin Sens. 1 H317
Eye Irrit. 2 H319
STOT SE 3 H335 (respiratory system)
Acute Tox. 4 H302
Resp. Sens. 1 H334

3.1.3 Proposal for Harmonised Classification in Annex VI of the CLP

No Proposal for Harmonised Classification and Labeling has been submitted to the
Registry of Intentions.
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4 INFORMATION ON (AGGREGATED) TONNAGE AND USES!

4.1 Tonnage and registration status

Table: Tonnage and registration status

From ECHA dissemination site

Full registration(s) (Art. 10) [J Intermediate registration(s) (Art. 17 and/or 18)
Tonnage band (as per dissemination site)

[J1-10tpa (] 10 - 100 tpa 100 - 1000 tpa

[J 1000 - 10,000 tpa ] 10,000 - 100,000 tpa Eamo,ooo - 1,000,000
(] 1,000,000 - 10,000,000 (] 10,000,000 - 100,000,000 [J > 100,000,000 tpa
tpa tpa

[ >+ tpa (e.g. 10+ ; 100+ ; 10,000+ tpa) [ Confidential

Joint submission.

4.2 Overview of uses

Ethyl 4-hydroxybenzoate like other parabens has a widespread use as
preservatives in foods, pharmaceuticals, and cosmetics.

Table: Uses

Part 1:
0l Ul Ul L1 Article L] Closed
Manufacture | Formulation | Industrial | Professional | Consumer service life system
use use use

t The dissemination site was accessed 20 September 2016.
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5. JUSTIFICATION FOR THE SELECTION OF THE CANDIDATE CoRAP
SUBSTANCE

5.1. Legal basis for the proposal

Article 44(2) (refined prioritisation criteria for substance evaluation)

(] Article 45(5) (Member State priority)

5.2. Selection criteria met (why the substance qualifies for being in CoRAP)

O] Fulfils criteria as CMR/ Suspected CMR

[] Fulfils criteria as Sensitiser/ Suspected sensitiser
Fulfils criteria as potential endocrine disrupter

U] Fulfils criteria as PBT/vPvB / Suspected PBT/vPvB

U] Fulfils criteria high (aggregated) tonnage (tpa > 1000)
Fulfils exposure criteria

(] Fulfils MS’s (national) priorities

5.3. Initial grounds for concern to be clarified under Substance Evaluation

Hazard based concerns

CMR
LOc UM OR

[] Sensitiser

Suspected CMR!
Jc OmM OR

(] Suspected Sensitiser?

Potential endocrine
disruptor

L] Other (please specify

L] PBT/vPVB
below)

[] Suspected PBT/vPvB!

Exposure/risk based concerns

] Exposure of sensitive

L] Consumer use i
populations

[] Wide dispersive use

[] Exposure of environment

[ ] Exposure of workers

[l Cumulative exposure

[J High RCR

(] High (aggregated)
tonnage

L] Other (please specify
below)

2 CMR/Sensitiser: known carcinogenic and/or mutagenic and/or reprotoxic properties/known sensitising
properties (according to CLP harmonized or registrant self-classification or CLP Inventory)
Suspected CMR/Suspected sensitiser: suspected carcinogenic and/or mutagenic and/or reprotoxic
properties/suspected sensitising properties (not classified according to CLP harmonized or registrant self-
classification)
Suspected PBT: Potentially Persistent, Bioaccumulative and Toxic
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Various in vitro studies using human cell lines reported that ethyl 4-hydroxybenzoate,
similarly to other parabens, can elicit weak estrogenic responses (Blair et al. 2000;
Byford et al. 2002; Gomez et al. 2005; Kim et al. 2011, and Yang et al. 2012).

An in vivo fish study using sexually immature rainbow trout confirmed that ethyl 4-
hydroxybenzoate, similarly to other parabens, could evoke estrogenic response: after
repeated injections with ethyl 4-hydroxybenzoate, significant vitellogenin induction
could be measured in the highest dose tested (Pedersen et al., 2000).

In vivo rat studies were, however, contradictory: Vo et al. (2010) measured significant
weight changes in ovaries, adrenal glands, thyroid glands, liver, as well as kidneys and
observed histopathological alterations in reproductive organs. Furthermore, the
authors measured a significant decrease in serum estradiol and thyroxin
concentrations. Similarly, Lemini et al. (2004) presented evidence of estrogenicity
using a morphometric analysis of uteri from mice treated with ethyl 4-
hydroxybenzoate. In contrast, it was shown by Oishi (2004) that ethyl 4-
hydroxybenzoate does not adversely affect the secretion of sexual hormones or the
male reproductive function in rats. Similarly, using the ovariectomized mouse
uterotrophic bioassay, ethyl 4-hydroxybenzoate was negative for both estrogen
agonistic and antagonistic effects (Ohta et al., 2012).

Besides estrogenic effects, interaction with steroidogenesis using the adrenal H295R
steroidogenesis assay was detected causing a significant increase in the progesterone
formation (Taxvig et al., 2008). Furthermore, glucocorticoid activity for ethyl 4-
hydroxybenzoate was identified in vitro using the human breast carcinoma MDA-kb2
cell line which expresses both the androgen and the glucocorticoid-responsive reporter
(Kolsek et al., 2015).

As available data on the uses of the substance suggest that there is relevant exposure
of the environment to the substance, further tests may be required to clarify the
concern of endocrine disruption to the environment.

It is to be noted, that substance evaluations are running under the scope of endocrine
disruption for two similar substances (EC 202-307-7 propyl paraben by Belgium 2015
and EC 202-785-7 methyl paraben by France 2014). Outcomes from these substance
evaluations might influence that of ethyl 4-hydroxybenzoate. Therefore, ethyl 4-
hydroxybenzoate should be included in the 3 CoRAP year for the CoRAP update
2017/2019.

5.4. Preliminary indication of information that may need to be requested
to clarify the concern

[] Information on physico-chemical

[] Information on toxicological properties i
properties

[ Information on fate and behaviour L] Information on exposure

[] Information on ecotoxicological properties L] Information on uses

[] Other (provide further details
below)

Information ED potential
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Based on the preliminary evaluation of the data related to endocrine disrupting
properties of ethyl 4-hydroxybenzoate, chronic studies using aquatic vertebrate could
be requested to clarify the concern on the estrogenic effects in the environment.
Additionally, a detailed evaluation of the available data may lead to further information
requirements.

5.5. Potential follow-up and link to risk management

L] Other (provide

] Harmonised C&L Restriction Authorisation _
further details)

Depending on the outcome of the substance evaluation, an analysis of Risk
Management Options shall be carried out to identify appropriate risk management
measures.

References

Blair, R.M., Fang, H., Branham, W.S., Hass, B.S., Dial, S.L., Moland, C.L., Tong,
W., Shi, L., Perkins, R., and Sheehan, D.M. (2000). The estrogen receptor relative
binding affinities of 188 natural and xenochemicals: structural diversity of ligands.
Toxicol Sci54, 138-153.

Byford, J.R., Shaw, L.E., Drew, M.G., Pope, G.S., Sauer, M.]., and Darbre, P.D.
(2002). Oestrogenic activity of parabens in MCF7 human breast cancer cells. ]
Steroid Biochem Mol Biol 80, 49-60.

Gomez, E., Pillon, A., Fenet, H., Rosain, D., Duchesne, M.]., Nicolas, J].C.,
Balaguer, P., and Casellas, C. (2005). Estrogenic activity of cosmetic components
in reporter cell lines: Parabens, UV screens, and musks. ] ToxicolEnvHealA 68,
239-251.

Kim, T.S., Kim, C.Y., Lee, H.K., Kang, I.H., Kim, M.G., Jung, K.K., Kwon, Y.K.,
Nam, H.S., Hong, S.K., Kim, H.S., et al. (2011). Estrogenic Activity of Persistent
Organic Pollutants and Parabens Based on the Stably Transfected Human
Estrogen Receptor-alpha Transcriptional Activation Assay (OECD TG 455). Toxicol
Res 27, 181-184.

Kolsek, K., Gobec, M., Mlinaric Rascan, I., and Sollner Dolenc, M. (2015).
Screening of bisphenol A, triclosan and paraben analogues as modulators of the
glucocorticoid and androgen receptor activities. Toxicology in vitro 29, 8-15.

Lemini, C., Hernandez, A., Jaimez, R., Franco, Y., Avila, M.E., and Castell, A.
(2004). Morphometric analysis of mice uteri treated with the preservatives
methyl, ethyl, propyl, and butylparaben. Toxicol Ind Health 20, 123-132.

Ohta, R., Takagi, A., Ohmukai, H., Marumo, H., Ono, A., Matsushima, Y., Inoue,
T., Ono, H., and Kanno, J. (2012). Ovariectomized mouse uterotrophic assay of
36 chemicals. J Toxicol Sci 37, 879-889.

Oishi, S. (2004). Lack of spermatotoxic effects of methyl and ethyl esters of p-
hydroxybenzoic acid in rats. Food Chem Toxicol 42, 1845-1849.

Pedersen, K.L., Pedersen, S.N., Christiansen, L.B., Korsgaard, B., and
Bjerregaard, P. (2000). The preservatives ethyl-, propyl- and butylparaben are
oestrogenic in an in vivo fish assay. Pharmacol Toxicol 86, 110-113.

EC no 204-399-4 MSCA - Germany Page 9 of 10



JUSTIFICATION DOCUMENT FOR THE SELECTION OF A CORAP SUBSTANCE

Taxvig, C., Vinggaard, A.M., Hass, U., Axelstad, M., Boberg, J., Hansen, P.R,,
Frederiksen, H., and Nellemann, C. (2008). Do parabens have the ability to
interfere with steroidogenesis? Toxicol Sci 106, 206-213.

Vo, T.T., Yoo, Y.M., Choi, K.C., and Jeung, E.B. (2010). Potential estrogenic
effect(s) of parabens at the prepubertal stage of a postnatal female rat model.
Repro Toxicol 29, 306-316.

Yang, H., Nguyen, T.T., An, B.S., Choi, K.C., and Jeung, E.B. (2012). Synergistic
effects of parabens on the induction of calbindin-D(9k) gene expression act via a

progesterone receptor-mediated pathway in GH3 cells. Hum Exp Toxicol 31, 134-
144,

EC no 204-399-4 MSCA - Germany Page 10 of 10



