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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

COMMENTS AND RESPONSE TO COMMENTS ON CLH: PROPOSAL AND JUSTIFICATION

[ECHA has compiled the comments received via intetrthat refer to several hazard classes and enteréém under each of the relevant
categories/headings as comprehensive as possiblé@ase note that some of the comments might occudemseveral headings when splitting the given
information is not reasonable.]

Substance name: N-ethyl-2-pyrrolidone (NEP)
CAS number: 2687-91-4
EC number: 220-250-6

General comments

Date Country / Comment Response of the RAC
Person / dossier submitter comments
Organisation /
MSCA
29/04/2011 Denmark / Trinep. 4: Proposal for harmonised classification atelléng: Denmark agrees with the proposed clasdifio for N- | Your support s
Thorup ethyl-2-pyrrolidone (NEP), CAS No. 2687-91-4 noted.
Andersen /]
Member State
06/05/2011 | Germany / The German CA supports the proposed classificatiofour support is
Matthias Plog / noted.
Member State | The report focuses exclusively on developmental ictyx
We agree to the proposed classification Repr. EB360D according to Regulation (EC) 1272/2008 (ChR)l
Repr. Cat. 2; R61 according to directive 67/548/EEC respectively.
There is clear evidence in two species for devebtopal toxicity.

In Rabbits NEP has adverse effects on foetal bodyghts after oral (220 mg NEP/kg/d) application.
Furthermore, malformations have been caused by Biffd? oral (200 mg NEP/kg/d) and dermal (1000 mg
NEP/kg/d) application in rabbits.
In Rats NEP has adverse effects on foetal body hweadter dermal (800 mg NEP/kg/d) and oral (250 mg
NEP/kg/d) application. NEP increases post-implantimss and late resorptions. Finally, NEP cayses

malformations in rats after oral (500 mg NEP/kg/d) treatment.
NEP caused rare cardiovascular malformations is aad rabbits, the incidence was higher comparetthdd
historical controls.

Maternal toxicity appeared as mild to transientiagleficies in body weight gain. In the discussioiécomes
evident that the above mentioned effects on dewedop can not be considered secondary to materral fo
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date

Country /
Person /
Organisation /
MSCA

Comment

Response of the
dossier submitter

RAC
comments

effects.

In the IUCLID file some data are missing and shoulde added for consistenc
- Chapter 1.2: The identity is not stated in defHtle concentrations of the Impurities are not know

- Chapter 4: The physico-chemical properties atlg stated in the report. They should also be inetuch the
IUCLID file.

yinformation in the
CLH dossier is

based on literature

and MSDS. Dats
from the
registration

dossiers have bee
included in a
confidential Annex
to the CLH report.

The inclusion of
physical-chemical
properties into ig
not a requiremen
for a CLH dossier
and information is
available in the
CLH report.

t

All
chemistry
should
included
IUCLID file

in

Sufficient
information
included in
CLH report
the
classification
discussions.

physico-

datd
be
the

is
the
for

purpose O

06/05/2011

Belgium / Walte|

Cremers / CEFIC

/

Industry or

Trade
Association

r Dear Sir or Madam:

On behalf of the Cefic BDO and Derivatives Segaup we submit the following comments on the Anix
report, the Proposal For Harmonized Classificafiod Labeling of N-Ethylpyrrolidone (CAS Number: 2681-
4; EC Number: 220-250-6).

Basically we agree that “NEP induces adverse &ffecrabbits and rats by oral route.” Due to #wailable
studies for NEP we agree with GHS Repro. CatlB 6(Bvia the oral route. Due to the similarity wittMP,
CAS 872-50-4 we propose a concentration limit fepR. Cat 1B of 5%.

Your

regarding
classification is
noted. Guidelines

support

to set specifig
concentration

limits (SCL) for
reproductive
toxicity are
currently under|
discussion. In

absence of adopte

o

Support noted.




ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date

Country /
Person /
Organisation /
MSCA

Comment

Response of the
dossier submitter

RAC
comments

NMP and NEP are similar compounds but also havindidifferences. Due to the differences in sty
design over time, particularly with respect to teta available and relevant to the assessment t#rnaé
toxicity, the application of NMP data to the assesst of the developmental toxicity classificatiohNEP is
inappropriate. NEP is not a developmental toxicaatthe dermal route of exposure. Any developmeetizct
described in the dermal developmental toxicityl&s is clearly linked to overt maternal toxicityfalls within
the range of historical control data.(Details ggecific comments below).

Fertility effects are not covered in the CLH dossiet. There are new data for exposure via thelatioa route
relevant for fertility (28d study according to OE€I?, experimental phase completed 21.03.2011 + dinay
report expected mid of 2011). This has already heatified to France (Philippe Juvin and Elodie Raesq
(ANSES) 08.02.2011 16:49) and ECHA (Comment to ECBIA NEP 2 generation study testing propg
11.03.2011). Consequently we suggest awaitingitta fesult before concluding any harmonized cfasgion

and labeling for the reprotoxicity of NEP.

If there are still open questions on Cefic BDO graomments please do not hesitate to contact usviiveake
the study director available for Echa or French tBAliscuss all BASF studies e.g. historical costirohw datg
etc.

Sincerely,

Walter Cremers
Secretary General BDO and Derivatives Sector Group.

wcr@cefic.be
Specific comments on the C&L Dossier:

1. Specific comments on the conclusions for thendéand oral studies in rabbit and rat:

a.) Rabbit dermal application (study report 44R303310; NEP, rb, dermal, BASF 2010)

Generally various external and skeletal malfornretioccurred throughout all test groups includirggabntrol in

guidelines at this
point in time, no
SCL are proposed.

dyee response to
specific commentsg
below.

The CLH dossier

focus on

developmental
stixicity of NEP

and these data afe

not expected tg

impact assessme 1TS

of developmenta
toxicity of NEP.

We agree with this

analysis for
external and
skeletal
malformations.

The RAC agree
with the DS

RAC  considers
that the new dat
referred to by thg
notifier with
regard to fertility
hould be used t
expand the currer
discussion ta
include fertility.

RAC agrees with
DS
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date Country / Comment Response of the RAC
Person / dossier submitter comments
Organisation /
MSCA

the dermal developmental study (study report 44RRL10; NEP, rb, dermal). Malformations showedhezia
consistent pattern since a number of morphologitraictures of different ontogenic origin were afégtnor a
clear dose-response relationship. Furthermoreptieeall incidences were comparable to the histbiceatrol
data. Thus, none of the observed malformationsbeanonsidered to be related to the treatment beg @ be
taken as a spontaneous naturally occurring backgroate.

Clinically, the food consumption at the 1000 mgékaes was statistically significantly reduced (ugl#88%6 below
the corresponding control on GD 6-17, 17% if cadted for the entire treatment phase). The high daiskits
showed a distinct weight loss at initiation of treant (-15 grams on GD 6-9) and impaired weighihg
thereafter (61% below control for GD 9-11), andorexred afterwards. In conclusion there was cleaege
maternal toxicity at 1000 mg/kg in the sensitivagd of organogenesis.

p. 13 French C&L dossier, dermal rabbit study (BA%RRO0), cardiovascular malformations:

In the high dose group (1000 mg/kg bw/d) a venksicseptum defect was found in 2 fetuses; one witio
absent subclavian. Both malformations (each n aré&)described also in the historical controls: ,hesneous
ventricular septum defect” in the study report 488804110 (NEP, rb, dermal) and ,absent subclavian
40R0033/04058 or 40R/033/04075 (NEP, rb, oral)tHarmore, the three fetuses, which showed dextigza
were of one litter. This defect was also found e tcontrol group of the oral study (40R/033/040
demonstrating the spontaneous nature of this findin

Considering the transient but relevant maternaictgxat 1000 mg/kg bw/d , as well as historicahtrol data
(described above) an association of the cardioVascooalformations to NEP as is assumed in the HFredicH
dossier can not be concluded.

[1 NOAEL (dermal, rb, mat.tox.) = 300 mg/kg bw/d
NOAEL (dermal, rb, dev.tox.) = 1000 mg/kg bw/d

We agree tha
transient materna
toxicity is observed
at initiation  of
treatment.

for further details
on the analysis of
cardiovascular

‘malformations in
rthe rabbit. The
7Spardiovascular
malformations
observed at high
dose in the rabbit
dermal study
(BASF 2010) and
at 220 mg/kg in the
second rabbit oral
study (BASF
2007b) are
considered to be
related to

it is not considereq
that transient
general toxicity car
be linked to
specific

malformations such
as cardiovascular

treatment. Besides,

| RAC agrees with

DS

See below the tableRAC agrees with

DS
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Date

Country /
Person /
Organisation /
MSCA

Comment

Response of the
dossier submitter

RAC
comments

b.) Rabbit oral application (study report 40R0038%88 + 40R0033/04075; NEP, rb, oral, BASF 2007 a+b)

p. 16 and 19/20: oral rabbit studies (BASF 2007)a+b

In the CLH report, the maternal toxicity is desedbas ,a slight maternal toxicity with transiengrsficant
effects on food consumption and bw gain“. But thees also a substance-induced liver weight incragasiee
high dose groups (200 or 220 mg/kg bw/d, respdgliv&urthermore, the clinical chemistry showedreaased
alanin aminotransferase (ALT) and gamma-glutamp$ifarase (GGT) activities in the high dose groupstagh
ALT activities also at 60 mg/kg bw/d, indicatingldliver damage.

This is a hint that oral exposure leads to toxigmal effects at lower applied doses than dermalosure.
Considering the similarity to NMP, CAS 780-50-4 thva dermal absorption of 67.9% the estimatedceife
dermal NEP uptake is 700 mg/kg bw/d in the derrabbit study.

malformations.

The effects on liver
weight and hepati
enzyme activity are
indicative of
adaptative
metabolism and o
mild liver damage.
They are not
considered as
toxic effect in the
meaning of the
CLP that could
secondarily induce
developmental
effect and could
prevent
consideration of
the developmenta
effects for
classification.

Comparing the
maternal toxicity of
the oral and derma
teratogenicity
studies in rat ang
rabbit it can be
concluded tha
absorption via skir
is less than via th
oral route for NEP
Besides, availablé
data from the
registration
dossiers of NMP

)

D

RAC agrees with
DS

|RAC agrees with
DS
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Date Country / Comment Response of the RAC
Person / dossier submitter comments
Organisation /
MSCA
show that the
dermal absorptior
in rats of NMP in
aqueous solutions
vary from 15% to
77% depending on
the study and NMH
concentration
tested.
In the French CLH dossier it is concluded that mamscular malformations, described at 1000 mgAkgdbin Agreed
the dermal rabbit study, were found at the higlveat dose (220 mg/kg bw/d) as well. We disagred liis | See detailed
conclusion and find that the cardiovascular malfmiions described in the study report were of spmuas| comments below
nature for the reasons previously stated aboveifggadly that cardiovascular malformations occulriaa the | the table.
control as well and showed neither a consisteriepahor a clear dose-response relationship up@nzg/kg. At
220 mg/kg visceral malformations were rather uniigeznd effecting multiple organs.
Skeletal malformations can be considered the ctenistic malformation type observed in studies &Min Induction of

rabbit and rat. However the skeletal malformatiand variations as described in the study repor2®@tand 22Q
mg/kg bw/d are not mentioned in the summary andudision part of the CLH report (p.36/37). Since
increases in skeletal malformations above backgraeoturred after dermal application, the data stipihe
conclusion that dermal exposure to NEP does @aokte any developmental toxicity.

[1 NOAEL (oral, rb, mat.tox.) = 60 mg/kg bw/d
NOAEL (oral, rb, dev.tox.) = 60 mg/kg bw/d

c.) Rat dermal application (study report 34R003B/0MEP, rt, dermal, BASF 2005)
p. 22 French CLH dossier, dermal, rat study (BAS63):

Significant maternal toxicity was found in the higbse group (800 mg/kg bw/d). Food consumptiorhef800
mg/kg does was statistically significantly redu¢&8% below the corresponding control on GD 6-10)e high
dose rabbits showed a distinct weight loss ataitiith of treatment (5 % on GD 6-9) and impairedghtigain
thereafter (corrected body weight gain 43% belowtms). In conclusion there was a clear generalemmetl
toxicity at 800 mg/kg.

ns$<eletal . '
malformations in
rabbit by oral route
is considered in the
discussion (see firs
line of the secong
paragraph in pag
39 of the revised
CLH) and in the
weight of evidence
for classification in
Repr 1B.

D

11%

This analysis ig
consistent with our
analysis stating that
“In rats by dermal

route BASF
2005, NEP
induced growth
retardation ag

evidenced by &

—

RAC agrees with
DS

RAC agrees with
DS.
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Date

Country /
Person /
Organisation /
MSCA

Comment

Response of the
dossier submitter

RAC
comments

These effects were - although less pronounced -e vg&H observed at 400 mg/kg bw/d: reduced fq
consumption (13% below the corresponding controG@n6-8), body weight loss, 10% reduction in bodgigint
gain on GD 6-9, decreased corrected body weighsdail % below control).

Signs of substance-induced prenatal developmesxaiity occurred exclusively at

the high dose level, but no indications for anyestle teratogenicity were observed up to and tialy 800
mg/kg body weight/day. The only effects observesten reduced mean placental and mean fetal bodyhtge
(17% by placental weights or 11 % by fetal weighésmd statistically significantly increased ratefs
fetuses/litters with skeletal variations (delaysiani disturbances in ossification, predominantlys&tll and
sternebrae ; supernumerary 14th ribs ). Delayeificzfon and reduced fetal body weight are transaffects on
the offspring. The observed nonspecific increadeskelletal variations can be regarded as a coresegg of
NEP induced maternal toxicity, including incidencges of some skeletal variations that were alibves
historical controls.

[1 NOAEL (dermal, rat, mat.tox.) = 200 mg/kg bw/d
NOAEL (dermal, rat, dev.tox.) = 400 mg/kg bw/d

c.) Rat oral application (Saillenfait et al. (2007Appl Toxicol 27(5); 491-7)

p.25 French C&L dossier, oral, rat study (Saillénf2007)

decrease in foets
dzbdy weight. The
observation ofi
skeletal variationg
such as delaye
ossification can
also reflect a
i retarded
aevelopment.
These effects wer
reported only at the
highest dose of 80
mg/kg/d in
presence of
significant
maternal toxicity.
Maternal corrected
body weight gain
was reduced by
21% of controls
and materna
corrected  weigh
by 5% whereas
foetal body weight
was reduced by
11%. and it is
possible neither tg
exclude nor to

clearly establish a

link between
maternal  toxicity
and foetal growth
retardation.”

In rat by oral route
from 250 mg/kg
maternal body

L= LN

weight changevas

RAC agrees
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Date

Country /
Person /
Organisation /
MSCA

Comment

Response of the
dossier submitter

RAC
comments

Remark: As the original study report is not avdéatp Cefic BDO the comment can not go to deep th®
details.

Comparable to the rabbit studies, toxicity in rats detected earlier after oral than dermal exgosur
Maternal toxicity, as evidenced by pronounced desgs in body weight gain and food consumption,
observed at all doses at the beginning of treatniReduction of food consumption persisted in ttghst dose
group. The overall corrected pregnancy
weight gain was slightly reduced in NEP treated,rbBut was not statistically significant and withaeuno dose-
related relationship was observed.

Statistically significant malformations and varats in the fetuses were found at dos@$50 mg/kg bw/d.

The author concluded in the publication: “In comsddun, our results indicate that NEP is embryoletiad
teratogenic in rats at high doses, which also iadunaternal toxicity.”

[1 LOAEL (oral, rat, mat.tox.) = 50 mg/kg bw/d
NOAEL (oral, rat, dev.tox.) = 50 mg/kg bw/d

2. Specific comments on the overall conclusion (Geplort p. 38):

significantly

altered but it can b
largely explained
wlag induction of
post-implantation
loss from 500
mg/kg and
reduction of foetal
weight from 250
mg/kg as correcte

maternal body
weight gain wasg
not  significantly
affected at any
dose. Maternal
toxicity was
therefore  presen
but restricted to 3
transient decreas|
of food
consumption  ang
body weight

change at initiatior
of treatment. We

that the following

secondary tg
maternal toxicity:
decrease of fetd
weight, late
resorptions ang
malformations.

We acknowledge
your agreement o

* We agree “NEP induces adverse effects on foetdl lweights in rabbits and rats by the oral routsfter

therefore conclude

effects cannot be

D

)

1

[©]

D

these points.
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date Country / Comment Response of the RAC
Person / dossier submitter comments
Organisation /
MSCA

dermal application the effects on foetal body wesgire related to the maternal toxicity. Noted

» We agree with the effects on post-implantatiossl@and in particular late resorptions in rats ksl ooute in

doses causing maternal toxicity.

» We agree with the significant increase of skéletalformations in rabbits and rats by oral roudtewever,

there is no evidence of a causal association batwasdiovascular malformations and NEP exposureither | As discussed above

oral or dermal application. we conclude tha
the following

On this basis it is concluded, that there is evideof teratogenic and foeto-toxic effects by NEferalfiigh oral| effects cannot be

exposure in the presence of maternal toxicity. secondary tq RAC agrees
maternal toxicity:
decrease of fetal
weight, late
resorptions and
malformations.
See response to
previous
comments.

3. Specific comments on the proposed harmonizessifieation and labeling (CLH report p. 4 and 39):

» Due to the available studies for NEP we proposts@Repro. Cat 1B— H360D via the oral route dueh&® With regard to

induction of skeletal malformations.

* Due to the similarity with NMP, CAS 872-50-4 weopose a concentration limit for Repro. Cat 1B-&%.

* So far, fertility effects are not covered in tBeH dossier. As there are new data for exposuréhaanhalation
route (28d study according to OECD412), we suggestiting the final result before concluding a hanized
classification and labeling for the reprotoxicitiyMEP.

fertility, it may be
prudent to awai
the presentation g
the new data an
conclude on thig
related endpoint g
the same time.

—

—

Additional response from FR

Analysis of cardiovascular malformations in thehiaktudies

In rabbit, historical control data report absent subclavianout of 1745 fetuses examined from 24 studies (Hb@hfthe dermal study that include orally, inhalgtand non-
treated control groups) and absent subclavianfetus from 1 study (HC from the oral studies) oul®31 fetuses examined from 9 studies. It is néed 7 of these 9 studies
were also included in the HC database of the suiesgglermal studies whereas the study reportingitigde case of absent subclavian was not retdoregh unknown reason.

-10 -
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Absent subclavian was also never reported in ctntbthe studies performed on NEP. The inductibatmsent subclavian in 1 fetus at mid- and at kigke in the rabbit
dermal study and in 3 fetuses from 3 litters at 8Rf)kg in the second rabbit oral study (BASF 2008)ot considered incidental. Besides, in thestastudy, two additional
fetuses (from two litters) with multiple viscerabiformations had absent or malpositioned subclabfanch.
For ventricular septum defect (VSD),membranous VSD are reported in the dermal rattbdyswhereas muscular VSD are reported in bothitadbl studies and this
distinction has been added in the revised CLH ttepuscular VSD are reported in the HC of the ataldies in 8 fetuses out of 1231examined fromt&r§tout of 231. Similar
incidence is reported in the HC of the dermal st(8fetuses out of 1745examined from 8 litters @fu®65). Spontaneous occurrence may therefore mappevidenced by the
single case of the control groups of both oral isidThe observation of 2 fetuses from 2 litterthvmuscular VSD in the high dose group (200 mgigthe first oral study

(BASF 2007a) may be incidental. However, membrand®pB are reported in the HC of the oral studieadne of 1231fetuses examined and in 1 fetus o¥45 in the HC

database of the dermal study. The observation ofétuses with this malformation at the high desthe dermal study is therefore not considerediamdial.
Besides, isolated case of rare cardiovascularomadtions were reported such as dextrocardia (nesrted in HC from the dermal or oral rabbit g#sds 3 cases in the
dermal high-dose group) and persistnnhcus arteriosus (never reported in HC from the oral rabbit studies reported in 1/1745 fetuses in the HC of thendéstudy vs 1
case at 220 mg/kg by oral route) were reported.
Cardiovascular malformations are also reportetiérrat by oral route and with NMP in the rat arfabiaby oral route (but not by other routes). Thediovascular
malformations observed at high dose in the ratditngl study (BASF 2010) and at 220 mg/kg in thesdaabbit oral study (BASF 2007b) are consideoelokt related to
treatment.

Carcinogenicity

Date Country / Comment Response Rapporteurs’
Person / comments
Organisation / No comments received.
MSCA
Mutagenicity
Date Country / Comment Response Rapporteurs’
Person / comments
Organisation / No comments received.
MSCA
Toxic to Reproduction
Date Country/ Comment Response Rapporteurs’
Person/ comments
Organisation/
MSCA
22/04/2011 Netherlands /Page 11 and 13, conclusion: A dermal developmesttaly is described. However, effects on food intakd | The  information| Noted
Bureau REACH]| body weight are observed during the gavage petiag.not clear what is meant by the gavage perodf the | has been checked
RIVM / National | described results belong to a gavage study instttie dermal study. and modified:
Authority gavage has been
wrongly used
instead of
treatment.

-11 -
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Date Country/ Comment Response Rapporteurs’
Person/ comments
Organisation/
MSCA
Page 13, table 4: It is indicated that the pergntiters with any malformations is significanthcreased in the It has been Noted
high dose group, but not in the low- and mid daseig (where the percentage is higher. This seeinsanect. | corrected.
Page 35, table 20: In the oral rabbit studies, dijparameters and organ weights are analysed aetbé@¥fects| The effects have Noted. RAC

were observed (among others increased relative Vigght, ALAT and GGT were observed in both stsjlie
These effects should be included in the summaritabée and it should be discussed whether thesetsfaire
considered adverse or not.

The gestational parameters and malformations aengn percentages. In general, it would be mokerimative
to know in how many litters or fetuses (absolutenbars) the effects are observed. It is therefoggested tg
include the number of evaluated animals at theofdpe tables.

In IUCLID, a repeated dose toxicity study is inahad We suggest to also include this study in thel @port, to
increase the information on maternal toxicity atifr dosages.

In several of the summarized studies a decreabedy weight gain of the dams is observed. We atiteg in
the cases where the corrected body weight gairotissignificantly altered, this should not be coesatl an
adverse effect. Therefore, the observed effectetah body weight (rats and rabbit), post implaiotatoss (rat),

been added in th

table. They arg
indicative of
adaptative

metabolism and
mild liver damage
but it is not

considered as
toxic effect in the

meaning of the
CLP and
discussion of its
relationship  with

developmental
effects is thereforg
not relevant.

The information
has been added i
the table reporting

malformations ang
variations.
Information has

been added base

on the information
given in the
registration
dossiers.

Your support is
noted.

In agreement with
section 3.7.4.1 o

~agrees with the DS

h

Agree that thig
Nadditional
information is
necessary and ha
been added.
Agree that thig
dadditional
information is
necessary and ha
been added.

Agreed by RAC

\S

1S
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Date Country/ Comment Response Rapporteurs’
Person/ comments
Organisation/
MSCA
rare cardiovascular malformations above historicadntrol values (rat and rabbit) and skeletédhe guidance o
malformations/variations (rat and rabbit) are cdestd direct adverse effects of NEP on the reptaztuc CLP criteria and in
We therefore agree with the proposed classificatiooording to Regulation1272/2008: Repr. Cat. 1B6® | absence of
However, we do not agree with the assignment ofldier ‘D’ to the hazard statement, since thiomy | evaluation of
acceptable when effects on fertility can be exaludecording to reliable and adequate data. Sirees tare ng fertility, we agree
data on fertility, assignment of H360D is not cotre that the general
We do agree with classification as Repr Cat 2; R6tprding to Directive 67/548/EEC hazard statement
applies.
29/04/2011 Denmark / TrineECHA’s comment: The attachment “Danish CommentsNbethyl-2-pyrrolidone classification for reprotox Your support is| Noted

Thorup Cat 1B.doc” is copied below: noted.

Andersen /]

Member State Regarding the proposed classification of N-ethyl-pyrrolidone (NEP) for reproductive toxicity (Repr. Cat.
1B; H360D)
Denmark agrees with the proposed classificatiomdproductive toxicity in category 1B with H360D.e/find
that the animal studies presented provide convineiridence for developmental toxicity of NEP. Theikable
data include studies with both rats and rabbitsiadidate that NEP induces adverse teratogenid@atd-toxic
effects in both species, both via dermal and ofpbsure. The limited maternal toxicity observed was
correlated to the effects on foetal developmentthieumore, NEP is structurally close related toghbstance
NMP (N-methyl-2-pyrrolidone), which already holdfi@rmonised classification as Repr. Cat. 1B; H36DM2
data presented for NMP further supports the prappbsemonised classification of NEP.
Kind regards
Trine Thorup Andersen
Danish Environmental Protection Agency
Chemicals

06/05/2011 | Germany / Minor points to be considered: No toxicokinetic| Noted

Matthias Plog /
Member State

Page 10, 5.1: It would be helpful if toxicokinetlata would be presented. The lack of toxicokingtita seems td
be unlikely.

Page 11, 5.9.2.1, third and fourth paragraph: Simsesection describes the effects after dermgliegtion the
use of “gavage” doesn’'t make sense.

Page 12, 5.9.2.1, third paragraph: please addutmber of membraneous ventricular septum defedtseimigh

studies has been
located either in the

literature or in the
registration
dossiers.

This mistake hag
been corrected.

All incidences are

and the low dose.

given in table 4.
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date

Country/
Person/
Organisation/
MSCA

Comment

Response

Rapporteurs’
comments

Page 13, 5.9.2.1, first paragraph: Replace “gavhgétreatment”.

Page 15/16, 5.9.2.1, Comparing the historical @betata from table 7 with those from table 10 (p&a8é&L9)
differences can be observed in thirteen cases ththeyspecies and the defining footnotes are ica@ntlease
adjust or explain the differences.

Page 16, 5.9.2.1, third paragraph: It should béaéxgd why this supplementary study has been paddr The
dose is only 10% higher compared to the highes dothe initial study.

Done.

Each set of
historical data ig

based on 9 studies

Eight of them are
similar  but the
nineth study differsg

in the two data sets.
The reason for this

discrepancy is no
known as both
study reports werg
completed at the
same date
However, the sligh
differences (mainly
on mean value
between the twq
historical control
data sets have n
impact on the
evaluation.

The second
supplementary

study was
performed to allow
a sound assessme
of the results from
the previous study
which was
considered to shov
some borderling
effects. This
information has
been added in th

Noted

Noted

D.

t

D

Noted

1]
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date Country/ Comment Response Rapporteurs’
Person/ comments
Organisation/
MSCA

revised CLH
report.

Page 19, 5.9.2.1, table 10: The historical cordfamall spleen is described to be 0.8% (0-0.8%)aRerage of | The average is Noted

0.8% based on data ranging from 0-0.8% is not pgitis 0.08% instead o
0.8%. it has bee
corrected in the
revised CLH
report.

Page 20, 5.9.2.2, first paragraph: Did the expentmeally contain an artificial insemination of tfeenale rats? It| It has been

is quite unusual for studies in rats. corrected.

Page 21, 5.9.2.2, table 11: The term “correctedjltegain GD29” should be changed, because the stady It has been

terminated on day 20. Accordingly footnote a argthbuld both be corrected. corrected.

Page 21, 5.9.2.2, table 12: The fetal body weglytiite low with 3.1 to 3.5 g/fetus, even for a ¥figat. Would | The  information

it be possible to present historical data for thetwl animals? has been added.

Page 23, 5.9.2.2, table 14: footnote b: The temtccbe simplified by exchanging “body weight at GpIOs gain | Done.

during GD0-21" by “body weight at GD21”"

Page 24, 5.9.2.2, first paragraph: The referentaile 4 is wrong. It could be table 15 or 16 anousd be Done.

changed.

Page 34, 5.9.5, Table 20, first row: Here GD 68@& mentioned, in Table 2 it was GD 6 to 29. The information in
table 20 is correct
NEP was
administered from
GD 6 to 28 and
dams were
sacrificed on GD
29.

Page 36, 5.9.5, fourth paragraph, rephrase firdesee as follows: “In orally treated rats (Saif&t 2007) Not relevant.

foetal body weights were already significantly reeld at the dose of 250 mg/kg/d.”

Page 37, 5.9.5, first paragraph, rephrase firdeser as follows: “The dose-related increase it-poglantation | Done.

losses reached the level of significance at a db6580 mg/kg/d.”

06/05/2011 | Sweden /| We agree with the proposed classification (Repr.HB60D (CLP) / Rep Cat 2, R61 (DSD)) based on; Your support is| Noted
Member State « Statistically significant malformations (skeletahrdiovascular, and cleft palate) as well asrdite-toxic noted.
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date Country/ Comment Response Rapporteurs’
Person/ comments
Organisation/
MSCA
effects in the absence of maternal toxicity
» most effects were observed in 2 species aftér ti@tl and dermal exposure
» most effects clearly exceeded the historical mbmhcidences
« the causality being supported by similar develeptal effects caused by the analogue N-methyl-2lagone.
06/05/2011 Ireland / HealthThe Irish CA is in agreement with the proposall&ssify N-ethyl-2-pyrrolidone as Repr. 1B H360D (iReCat | Your support is| Noted
and Safety| 2; R61). noted.
Authority
09/05/2011 United Kingdom We agree that NEP meets the classification criferi€ategory 2 under DSD and Repr, 1B under CLP. Your support is| RAC agrees
/ Andrea Caiteng However, in accordance with Annex | and Section3ld? Annex VI of CLP, as an effect on fertilityshiaot been noted.
/ Member State | excluded (i.e. no information provided in the desgiwe do not consider it appropriate to spedibt the In agreement with
classification is for development only and wouléfer the more general hazard statement be used. section 3.7.4.1 o
the guidance o
CLP criteria and in
absence of
evaluation of
fertility, we agree
that the general
hazard statement
applies.
Respiratory sensitisation
Date Country / Comment Response Rapporteurs’
Person / comments
Organisation / No comments received.
MSCA
Other hazards and endpoints
Date Country / Comment Response Rapporteurs’
Person / comments
Organisation /
MSCA
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLIPROPOSAL ON N-ETHYL-2-PYRROLIDONE (NEP)

Date Country / Comment Response Rapporteurs’
Person / comments
Organisation /
MSCA
06/05/2011 | Germany / Page 7, Table 1 Summary of physico-chemical pragsert Hazard related to RAC agrees
Matthias Plog / physico-chemical
Member State | Although the physico-chemical properties are nigvant for the classification and labelling we necoend the | properties are no
use of “data waiver” because of the plausibilitytted CLH dossier. A justification for non-submissiof data evaluated in this
should be provided for dossier and thes
— 7.10 Flammability (EC method A.10 Flammabilityo(i@s), A.12 Flammability (Contact with water), 8.1 data are given onl
Pyrophoric properties of solids and liquids) for information to
—7.11. Explosive properties (EC method A.14 Exipl®roperties) understand the
—7.12. Self-ignition temperature (EC method A.XHaRve Self-ignition temperature for solids) profile  of the
— 7.13. Oxidising properties (EC method A.21 OxidigProperties (Liquids)) substance.
The information
For the Flash point (VII, 7.9) and the Auto-ignititemperature (Liquids and Gases), the method dhmil was found in the
indicated. literature and
The statement under VII, 7.11 "Vapors can form egple mixtures with air" should be stated under, VILO details on the
with indication of the explosion range / exploslonits. methods are no
available.
However, it has ng
impact on
evaluation of
reproductive
toxicity of NEP.
ATTACHMENTS RECEIVED:

— MSCA Denmark: Danish Comments to N-ethyl-2-pyrroli@ classification for reprotox Cat 1B.doc

Response from FR:

Danish comment have been inclundix table: see above for response to comment.
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