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MECHA

EUROPEAN CHEMICALS AGENCY Advanced search =

About Us Regulations Addressing Chemicals Information on Chemicals in our Life Support
of Concern Chemicals
> Authorisation > Substances of very high concern identification = Candidate List of nunﬂu 1.2K !

ization- = Candidate List table

Candidate List of Substances of Very High Concern for Authorisation

(published in accordance with Article 59(10) of the REACH Regulation)

_ REACH SR E&YEDIEMELTI XL

Authentic version: Only the Candidate List published on this website is deemed authentic. Companies may have immediate legal obligations fellowing
the inclusion of a substance in the Candidate List on this website.

EC number, CAS number: The EC number includes beth anhydrous and hydrated forms of a substance and consequently the entries cover both these
forms. The CAS number included may be for the anhydrous form only, and therefore the CAS number shown does not always describe the entry
accurately.

IUCLID 5 Substance Datasets: These are partly pre-filled substance data sets in TUCLID 5 format. They are provided as a support for importers or
producers of articles preparing notifications for substances in articles. The notifying company remains, however, solely responsible for the
appropriateness and correctness of the information submitted in the notification,

Reason for Inclusion: Superscript figures denote information on conditions applicable to the classification of the substance. This information can be
accessed through the "Details” button and is available in the sub-menu "Substance Detalls” in field "Other remarks”,

» Candidate List introduction

Number of substances on the Candidate List: 155 (last updated: 16 June 2014)

Showing 1— 20 of 155 results. Tems per Page | 20 ;I Page | 1 j of'8 |4 First | 4Previous | Nextp | Last pj
5 - yioaets IUCLID S5
: o EC CAS Date of Reason for Decision s
Substance Name Number = | umber - | medusicn © | tdusion number Ansance
Taxic for

1,2-Benzenedicarboxylic acid,

: 4 271-093-5 68515-50-4 2014/08/16 reproduction ED/49/2014 - Details
dihexyl ester, branched and linear {Article 57 c)
i ] . e - Taxic for
Sedium perborate; perboric acid, 239-172-9; = 2014/06/16  renradiction FDl4a9/7014 - Netaiis
Toxic for
2-Methoxyethanol 203-713-7 109-86-4 2010/12/15 reproduction ED/95/2010 - Details

(artide 5/C)
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Chem_No. |288 Chemical Data |ECas_No.] 109-86-4 [Name] Ethanol, 2-methoxy-
Study Link Test Result IFlag Summary | Test Method | Measured Data |
' —Data 5 = S ~Descriptive Data
| Male | Female B clinical sign FOB |
HCTL- 2750 HCTL- 1500 Male:Des_lt:r::: Z4500 il Ma!e:—_ =]
HGBL: 2750 HGBL: 2750 e o Femalez-
Plti- Z750 Plti: 750 LInEa. Sah
p— REC!: 2750 RBC.: 23000 ey e
ematoiogy RET!: :==-?50 RETI: :;—3000 ..Abnormal pOEIUrE: =750 ﬂ ;I
WBCL: 21500 WBC!L: 2750 Urinalysis Body weight |
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Blood TPL: 2750 TPi: 2750
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o i
Ab_sclute organ T_twmusl.__?jff THyitus & 2750 =zl =]
weight Right testisl: 21500 - =
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Kl ¥ Female:- = Female:l: 21500 ~|
...... Necropsy
: N/A N/A
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Prostate-Atrophy: 24500 Nt R b =
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Seminal vesicle-Atrophy: 24500 Clitoral nland_Atonhye 2 Evaluated by toxicology experts in the NEDO project =
¢ L ; glan trophy: 23000
Bone-metaphysis-Atrophy: £4500 : i
: H Liver-Necrosis: 6000
Lier Nedlnales 80 salivary glands-Atrophy: 24500
Histopathology | Salivary glands-Atrophy: 24500 Stomar!hg alandular—gr:f;i:n' >4500
(Survival) Stomach, glandular-Erosion: £4500 g S ll

Forestomach,
glandular-Mineralization: 4500
Adrenal gland, cortex-Hemorrhage:
Z4500

Lymph node, mandibular-Depletion
lymphoid- Z4500

Z4500

Lymph node, mesenteric-Depletion
lymphoid- Z3000
Bone-Metaphysis atrophy: £4500

Lymph node, mesenteric-Angiectasis:

Forestomach,
glandular-Mineralization: 6000
Adrenal gland, cortex—-Hemorrhage:
24500

Lymph node, mandibular-Depletion
lymphoid: 24500

Z4500

Lymph node, mesenteric-Depletion
lymphoid: 24500
Bone-Metaphysis atrophy: Z4500

Lymph node, mesenteric-Angiectasis:
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1* Summary of Mechanistic Information [ Hez=DB Search ]

& b 1./2 EGAE-induced testicular toxicity j

Toxicity pathway for testicular effects of ethylene glycol methyl ether

Ethylene glycol methyl ether undergoes oxidation in the liver to methoxyaldehyde catalyzed by alcohol
dehydrogenase with subsequent oxidation by aldehyde dehydrogenase to methoxyacetic acid (Moss ef al | 1985). Certain
strong evidences suggest that methoxyacetic acid 15 responsible for ethylene glvcol methyl ether-induced testicular
toxicity (Gray ef al . 1985; Foster et al . 1987: 11 eral . 1996).

The followmng mechamisms have been proposed for methoxyacetic acid-ehcited testicular toxic effects. 1)
Methoxyacetic acid modulates hormonal responses in the testis, including alteration of androgen-dependent
transcrptional activity and changes in the balance between androgenic and estrogenic activity (Tirado er al.. 2003;
Jansen et al.. 2004; Henley and Korach, 2006; Bagchi ef al_, 2009). 2) Methozxyacetic acid induces oxidative stress in rat
testicular tissues (Rao and Shaha, 2002; Yamamoto ef al.. 2007). The oxidative stress may be associated with apoptosis
of spemmatocytes through a mitochondnal pathway (Yan er al.. 2000; Bagchi and Waxman. 2008). 3) Endogenous
metabolic disturbances such as alterations of choline oxidation and P-oxidation were observed i the testis of rats with
repeated exposure to ethylene glycol methyl ether. Inhibition of the flavoprotein dehydrogenase enzyme family is one of
the modes of action of EGME-induced testicular toxicity (Takei et al, 2010). 4) Sertoli cells are the target of
methoxyacetic acid, and are mvolved 1 the regulation of germ cell apoptosis (Clark ef al.. 1997; Tirado et al.. 2003;
Barone ef al._ 2004).

As a result of the multiple effects of methoxyacetic acid on the testis. degeneration and loss of spermatocytes appear
followed by testicular atrophy and weight loss.

(/_ Liu;\ Biood / Testis \

e e _
Ethylene glycol methyl ether * Modulation of hormonal responses
»| * Oxidative stress
‘ * Perturbation of endogenous metabolism
P » Sertoli cell-mediated apoptosis
| H
Sne e Degeneration and loss of

\\ Methoxyacetic acid _}/ k Spermatocyte _/

Figure 1. Toxicity pathway for testicular effects of ethylene glycol methyl ether.
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EGAERRESEMEHTI)—IC
O o

109-86-4
ethylene glycol monomethyl ether

In

\/\/O\/\OH Out

111-76-2
ethylene glycol (mono) n-butyl ether

----------------------------------------------------------------------------------
*

@
\O/\/ \/\OH Out

111-77-3
diethylene glycol monomethyl ether

*
---------------------------------------------------------------------------------

v O\/\O/\/ O\/\OH

112-35-6
nite

SRS

DFEFETE 111-90-0

triethylene glycol monomethyl ether

A% —In AL — Out
\/O\/\OH

110-80-5
ethylene glycol monoethyl ether

O
/O\/\O )I\ In

In

O A] RETE
110-49-6
ethylene glycol monomethyl ether acetate
................................ e
/\O/\/ \/\OH In
DR HETE ?

diethylene glycol monoethyl ether

---------------------------------------------------------------------------------------

Out
DAl RETE
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N0 NSO (in vitro/in vivo)
V o
SNy /> Yo NN, — \O/\/O\)]\OH
7S (SEAITEGMEIZ#&HENT)  <Richards et al., 1993>
O
NN ok > AONO\AO raneeneed /\O/\/O\)J\OH
111-90-0 . TERERETRAL EEMAL, o
"y O (/n_ vitro/in vivo)
EGEE <KHFZaL—2>
O
NN NNy T /\/\O/\/OWO —> /\/\O/\/O\)J\OH
112-34-5 \ FETRBHER

PO (in vivo)
S “KhP ke <Boatman et al., 1993>

it A A ZEBDEEHE N SCAS 111-90-0lF X EH =9 L CTEGEEZ%
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SHETRS

EGAEEEEMHTIY—IZ AB —>In ADLLY - Out

O O
I 0K In NN 0o In
109-86-4 110-80-5
ethylene glycol monomethyl ether ethylene glycol monoethyl ether
O
O
NN \/\OH Out /O\/\O)I\ In
111-76-2 LN
110-49-6

ethylene glycol (mono) n-butyl ether ethylene glycol monomethy! ether acetate

O O
\O/\/ \/\OH Out /\O/\/ \/\OH Out
111-77-3 DFEFETE 111-90-0 DR EME
diethylene glycol monomethyl ether diethylene glycol monoethyl ether

@) @
s \/\O/\/ \/\OH Out
112-35-6 D RIRETE
nite triethylene glycol monomethyl ether s
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mg/kg/d (Krasavage et al, 1982)

. 112-35-6
nite NHRERT —27L

o (Nagano et alb
\O/\/ \/\OH Out /\O/\/ \/\OH Out

111-77-3 DFEHETE  111-90-0 DEI) i

#5224 3600 ma/kg/d, NOAEL 900  ABAERT—47%5L
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Ao NS0
109-86-4 110-80-5
YEEEM 70 mg/kg/d LLE YEEREM 400 mg/kg/d LLE
(HESS) (HESS) 0
O
NSNS0l Out /O\/\O)I\ In
111-76-2 110-49-6
e R ‘-----r-, .
#RFIL 6000 ppm (HESS) FEBEEM 500 mg/kg/d (ICR mice)

1984)

O O
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