ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

COMMENTS AND RESPONSE TO COMMENTS ON CLH: PROPOSAL AND JUSTIFICATION

Substance name: abamectin
CAS number: 71751-41-2

Substance name: avermectin B
CAS number: 65195-55-3
EC number: 265-610-3

General comments

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
2009/10/06| Germany / Bernd The German CA is of the followingThank you for your support The support is noted.
NiederstralRer / MSCA| opinion:
Page 49
We support to establish a harmonised
classification & labelling for abamectin,
which is an active ingredient in plant
protection products (Dir. 91/414/EEC)
and biocide products (Dir. 98/8/EC).
2009/10/15| United Kingdom /| We agree with the environmentalhank you for your support. Agree with MS reply
Audrey  Pearson classification and labelling proposal
MSCA overall, but further interpretation of fafgNe would like to thank the UK for thejr

data is required along with clean
using a ‘non-standard’ species
appears to be significantly more sensit
than other aquatic species (since thig
the basis for the very large M-factor).

 The spelling of abamectin varig
throughout (e.g. abamectin vers
abamectingand should be consistent
» The document states that the variat

revised tf
ndiackground document accordingly.
ve
Regarding your remark on th

justification for the use of ecotoxicity da
using a ‘non-standard’ species. Accord
240 the CLP both freshwater and mar
uspecies toxicity data are consider
. suitable for use in classification provid

edetailed editorial comments. We agree
justification for the use of ecotoxicity datavith most of them and

ne

e
ta
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ne
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ed
sed

dhe test method equivalent to standardi
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

in  purity is not
substantially

fate/behaviour/ecotoxicity
therefore the classification anf
labelling. 1t would be helpful tg
present more detailed discussion §
comparison of the relevant data
support this argument. For examp
where studies were conducted on
single component such as;;Bhow

does this relate to,B?

expected t
affec
an

ptest methods. This justification is added

d
d
D
and
to
le,

2009/10/16

France
Antony Fastier
AFSSA

The entire series of avermectins seem
share a common mode of action:
increase membrane permeability and
act as GABA agonists.

According to the results obtained in t
toxicological studies with abamectin, t
proposed labeling should be :

T+, R26/28 R48/23/25 Repr. Carc. cat.3

R63 N, R50/53

However, we propose to remove f{
classification Repr. Carc. Cat.3 R63.

In the reproductive toxicity studies wit
abamectin, pup malformations, whi
were considered not secondary

maternal toxicity, and increase in po
natal mortality, which was most likely &
effect on or via lactation, were observe
It was already shown that increag
sensitivity for avermectin toxicity i

he

hThe classification proposal is based
cimalformations observed in developmen
tmxicity studies in rats and rabbits. It
scknowledged that differences in

irglycoprotein expression in the developi
edbrain occur between humans and r
eexplaining the neurotoxicity observe

ohhe classification and labellin
tproposal is mainly based on the rah
islata. It is known that P-glycoprotein
ppresent in adult rabbits, whereas ther
ngo data on the presence, or lack of,
aglycoprotein in fetal rabbits. It i
rdherefore prudent to assume that toxig

s during lactation of newborn rats.

bit
is
e S
P-

ity

data from rabbits can be of relevari

ce
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
related to a reduced P-glycoproteirlowever, in the dams in thefor humans. Furthermore, it is npt
expression. This was demonstrated [fdevelopmental toxicity studies the pknown when the club-foqt

CF-1 mice and neonatal rats :

- CF-1 mice have reduced
glycoprotein  expression  ar
increased sensitivity fq

glycoprotein is expressed, thus it can
Passumed that, similar to humat
dabsorption of abamectin from the gut w
rbe limited and abamectin will be excret

avermectin toxicity compared foin the bile in these animals. Furthermo

CD-1 mice

- Due to neonatal rats havin
limited P-glycoprotein expressig
until 20 days after birth, the
have an increased susceptibil
for avermectin toxicity.

P-glycoprotein  dependent  xenobio
efflux in the blood brain barrier an
placental mother/fetus barrier play
important role in attenuating the knov
neurotoxicity of avermectins and i
developmental toxicity of ivermectin ar]
abamectin. This protein contributes
three layers of protection :

- limiting absorption of xenobiotic
from the gut,

- removing xenobiotics from th
blood by excretion via bile an
urine,

- protecting the foetus an
vulnerable organs such as t
brain through its role in barrig
epithelia.

P-glycoprotein genes are found in
animals and are particularly high
conserved in mammals and humans
could be assumed that the toxicologi

pgp is also expressed in rodent place
dTing Wang, Man Chen, You-e Ya
nFeng-gin Xiao, Xiao-liang Pan, H

bealformation is induced during th
n@regnancy, and if indused at an eg
ilktage, the presence or lack of
edlycoprotein in the fetus would be of 1
rénportance to the sensitivity.

rfde would therefore agree with th
NMSCA submitting this proposal th
lithese malformations may also

yWang, Growth Retardation of Fetal R
tiExposed to Nicotine In Utero: Possi
Involvement of CYP1Al, CYP2EL, a
ti€-Glycoprotein, Environ Toxicol. 20
dreb;24(1):33-42.) (and presumably als
arabbit placenta), thus reducing fe
viexposure. The data suggest that abam
neénay induce malformations during fe
dlevelopment, indicating that the pgp
tthe placenta is not capable of adequaj
preventing fetal exposure during (cert
speriods of) the gestation. It cannot
assessed whether the human fetus is b
eprotected from abamectin exposure t
drat or rabbit fetuses. In view of this, it
assumed that the malformations may 4
doe relevant to humans, and that

helassification Repr. Carc. Cat.3, R63
rjustified.

all
ly

It
cal

effects observed with avermectins are

televant to humans, and that t
lelassification Repr. Carc. Cat.3, R63
dustified.
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

relevant to humans.
the existence of mutations in the hum

analogous to that seen in the CF-1 m

detected in human foetal brain mig
vessels as early as week eight
pregnancy, on contrary to rats.

human foetal brain and the presence
pgp in placental mother/fetus barrier,
propose to remove the classification Re
Carc. Cat.3; R63.

Proposed labeling :
T+, R26/28, R48/23/25; N, R50/53

population that result in a loss of func tipn

Because of this early pgp expression| i

Hence, there is currently no evidence ffor

an

ce.

Furthermore, brain pgp expression starts
early in human development, having been

ro
of

Carcinogenicity

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur’'s comment

2009/10/05

Hungary / Zsuzsann
Kiss / National
Institute of Chemical
Safety

aon the basis of the detailed informati
appended, we agree that abamectir]
unlikely to pose a carcinogenic hazard.

IS

pfthank you for your support

The support is noted.

2009/10/06

Germany [/ Berng

Niederstrafter / MSCA

The German CA is of the followin
opinion:

Page 31

We support not to classify abamectin
carcinogenic hazard.

or

gThank you for your support

The support is noted.




ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Mutagenicity

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
2009/10/06| Germany / Bernd The German CA is of the followingThank you for your support The support is noted.
NiederstralRer / MSCA| opinion:
Page 30

We support not to classify abamectin
mutagenic hazard.

or

Toxicity to reproduction

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
2009/10/05| Hungary / ZsuzsannagWe  agree with the  proposedrhank you for your support The support is noted.
Kiss / National| classification: Repr. Cat. 3; R63
Institute of Chemica
Safety
2009/10/06) Germany / Bernd The German CA is of the following
NiederstralRer / MSCA| opinion:
Page 32ff

We support not to classify abamectin
toxic effects on fertility or effect
during/on lactation. Nevertheless,

would have been helpful if the acty
numbers of the fertility data had be
included in the annex VI report itself (W
noted them in the revised addendum
the draft assessment report). It wo
have been helpful if the draft assessm
report and the addenda had been inclu

available from the people involved in t

into the dossier (now they were only

ofhank you for your support. We ha
sincluded the table with the results of t
ifinal evaluation of the multigeneratia
aleproductive toxicity study in th
ebackground document.

e

to

uld

ent

ded

ne

n

(4]

pesticide evaluation).

dhe support is noted.
he
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
We support to classify abamectin for toxighank you for your support. As it [sThe support is noted.
effects on development (R63, H361d).|ldescribed in the C&L proposal the
rabbits of the high dose level of 2 mg/kgncreased in incidence of clubbed fore-
bw/d, 5 foetuses (3 litters) showedoot in rabbits is small but considered
clubbed fore-foot. This finding was alsdreatment-related. In addition, small
observed in 1 foetus in control animaldncreases in incidences of other
Foetuses in 1 other litter in the high dosealformations were observed (cleft
group showed cleft palate angbalate, omphaloceles) in rats and rabhits.
omphaloceles (2 foetuses, eadhBased on the increase (but not clear
Significant lower doe bodyweights amdncrease) in malformations it is proposed
lower feed and water intakes were nofdd classify abamectin with Repr. Cat. |3;
in the highest dose group. Therefore, (He63.
possibility that the developmental effe¢ts
may have been due to unspecific
influences such as generalised matefnal
toxicity can not be excluded.
One rat foetus in the high dose graup
showed also cleft palate (one litter (in
historical control showed cleft palate;
therefore, this finding in rats is considered
of limited relevance)
On the one hand, only one type |of
malformations occurred in one species in
animals of the highest dose level. On the
other hand, it might be discussed whether
the incidences were high enough and [the
finding severe enough to consider them as
“clear evidence”.
2009/10/08 Denmark / Louise P. 36 the conclusion on developmentah the developmental toxicity studies filAlthough malformations were noted |n
Grave-Larsen / MSCA toxicity: rats and rabbits no treatment-relatesvo species, we do not think that the
effects on brain development werevidence suffices for a Repr. Cat| 2

Denmark supports the classification
Abamectin with Repr. Cat. 2, R61’'ma

afbserved. As it is described in the C&

xIclassification.

yproposal the increased in incidence

of
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA

cause harm to the wunborn child"clubbed fore-foot in rabbits is small but
considered treatment-related. In additipn,

Justification: there is effects in twosmall increases in incidences of other

species both rat and rabbit. Even toughalformations were observed (cleft

there is a time difference between humaralate, omphaloceles) in rats and rabhits.

and rat concerning the P-glycoproteiBased on the increase (but not clear

expression in the blood/brain barriglincrease) in malformations it is proposed

there is no data supporting that the hightr classify abamectin with Repr. Cat. |3;

concentration in rat brain during lactatipR63. We are of the opinion that the

is the sole cause of mortality. In additioreffects are not strong enough to justify a

the human embryo will also be vulnerablelassification with Repr. Cat. 2 R61

until the BB barrier is established, and

therefore a small window of opportunity

can arise in the very early stages |of

pregnancy during the development of the

neural tube. Denmark is therefore of the

opinion that the data is inadequate to rnule

out human relevance.

2009/10/16| Sweden / SwedishThe increase in malformations (clubbe@hank you for your support The support is noted.

Chemicals Agency

fore-foot) in rabbits at the highest dosg
mg/kg/day is above the concurrent 3
historic controls and therefore treatme
related. The small reduction in ti
maternal body weight gain is unlikely tf
cause of this increased incidence
malformation.

We agree to the conclusion in t
proposal "As the time of development
this effect [clubbed fore-feet] is unknow|
it is unknown whether the differences
p-glycoprotein  development  betwe
rabbits and humans are also important

p 2
nd
bnt
ne
ne
n

he
of
n;
in
en
for

this effect. Therefore, it is assumed t

hat
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
this effect is also relevant to humans.
“Therefore, the proposed classification |of
abamectin for harm to the unborn child|as
Repr. Cat. 3; R63 is justified according|to
Directive 67/548/EEC and as Repr. Cat.
2; H361d according to Regulation (EC)
1272/2008.”
Respiratory sensitisation
Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA

2009/10/06| Germany  /

Berna
Niederstral3er /| MSCA

The German CA is of the followin
opinion:

Page 25

We support not to classify abamectin
respiratory sensitising hazard.

gThank you for your support

or

The support is noted.

Other hazards and endpoints
Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA

2009/10/06| Germany  /

Bernd
Niederstrafter / MSCA

The German CA is of the followin
opinion:
Page 26ff

We support to classify abamectin for

specific organ toxicity-repeated expos

gThank you for your support

re

(R48/23/25, H372 [STOT-RE cat. 1]).

Category 1

is justified because the

substance causes neurotoxicity in rats gnd
dogs at doses below 10 mg/kg bw/d

(guidance value) at oral

exposure.

The support is noted.
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

Furthermore, the results from

inhalation study in rats show neuroto
effects at concentrations of 2.69 g
(guidance value: 60 pg/L in 30-d stud

We support to classify abamectin f
acute toxicity (R26-R28, H300-H330

The oral LDy value in rats is 8.7 mg/kg

bw in males and 12.8 mg/kg bw
females and justifies the classificati
with category 2 (guidance value in Re
(EC) No. 1272/2008: 5 < 50 mg/kg bw
The LGELDsgy values in rats in twg
different studies are < 0.21 mg/L a
0.034 < LGo < 0.051 mg/L (guidanc
value in Reg. (EC) No. 1272/2008 f
category 1: 0.5 mg/L).

an
ic
/L
y)-

omhank you for your support

).

n

The support is noted.

2009/10/15

United
Audrey
MSCA

Kingdom
Pearson

/

Environmental classification endpoin
Environmental Fate:

* In our view, the role of photolysis (bo
in degradation and when consideri
aquatic toxicity results) needs furth
consideration.

« It would be helpful to add further deta
for the photolysis studies (e.g. whether
light source was artificial or natural; tg
duration, temperature, water depth, etc
these are important to enal
interpretation of the results in the contg
of the European environment f
classification. At the moment, the quot
DTs, is representative of summer at’MQ

thVe have added more detailed informat
ngn the photodegradation of abamectin
eits degradation products. And discuss
the relevance of the available informati
Ion photodegradation for classification
trebamectin.
st

&s our view the photodegradation can |
leasily be used for classification purpose
ext
oin practice it will not be possible to eas
edemonstrate that photodegradation
water is significant in the environmer

(Southern Europe) under clear ski

ofgree with MS reply, subject to some
aigrther discussion of potential toxicity
sexf degradation products
on
of

not

ly
in

—

e©ne of the reasons is that in most nat

ural
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

However, further DJ, data are availablewater bodies, the rate of photoreactior

for representative winter and alternati
EU conditions. These should also
included
photodegradation  across the H
» Given the relatively short half-lives,

there any information on degradationonstituents absorb by far the larg

products?

* While the results of the environmen
simulation studies are presented, we th
some further interpretation of the resy
is required, given the photodegradat
potential. In addition, we feel it is mo
appropriate to present results such
DTses, as a range rather than averag
» The evidence for Abamectin’'s over:
fate should be summarised in Sect
4.1.3 and a clear conclusion given
relation to the classification criteria (i.
why does the substance not meet
criteria for rapidly degradable?)
Section 7.6.

Environmental Hazard:

* It would be helpful to provide mor
detail and a more robu
evaluation/consideration of the mg
critical/relevant studies, for example

state why a non-standard speciesHE
relevant for the purpose of classificati
and labelling, and to indicate that t
studies meet relevant validation criten
» Many of the ecotoxicity studies we

vaffected by dissolved and suspeng
batter.

Uow compared to the concentration of €
gissolved humic acids, the natu

portion of the sunlight penetrating t
alvater bodies.

ink

[Bor this reason the [J values for the
owhole  water/sediment  system

is
led

Since the concentration of the
to allow consideration @fsubstance under consideration is norm

ally
.g.
ral
jer
ne

is

reconsidered  most
akassification and labelling, based
jeghich abamectin does not meet
altriteria for readily biodegradable of bo
ddirective 67/548/EEC and Regulatid
I(EC) 1272/2008.
e.
the
n

eWe have added the information that
ststudies  were  conducted  followin

tguality parameters of all test media we
within accepted range and no cont

Omortality was observed

he

ia.

r&NVe have added the following text:

carried out in the light, some under stg

appropriate for Fe

n
he
th
n

all
g

dhternationally accepted methods. Water

bre
rol

tithe difference between the static 5 ©f
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

exposure, and are reported as nom
concentrations. Given that Abamectin
susceptible to photolysis and adsorpti

losses could be a possibility. This mear@s022 pg/L) may be explained by the f

it is currently difficult to assess ho
robust the nominal results are for f
purposes of classification. While tf
classification is based on measu
concentration data for an invertebrate, i
still relevant to consider this issue fj
other species since their L(E}Cvalues
could be significantly lower if losse
occurred (i.e. the key Mysid data mig
not be so much of an outlier as th
appear at first sight
* It is normal to present toxicity data f
algae as part of an environmen
classification proposal, so it is uncleg
why they are not presented in the rep

when data are available in the DAR. W8tudies with the parent compound ws¢

accept that they do not affect t
classification, but think a more ‘rounde
view of the dataset and the reasons
the classification was reached would
presented if this information wa
included.

Classification Conclusion:

* This section would benefit fro
clarifying which data are used as the ba
of the classification and why.

makl pg/L for the saltwater speci
islysidopsis bahia and the results of t{
ofipw-trough experiments (L£g 0.020 and

What the exposure concentration un
how through conditions remain constg
n@vhereas under static conditions los

t ghotodegradation. It should be noted t
othe LG, obtained under static conditio
is in the same order of magnitude as
sLCs,s obtained for the fresh wat
hinvertebrates. The L{ obtained unde
effow through conditions is considere
.most appropriate for the classification a
pfabelling of abamectin.
tal
adror the sake of completeness we h
aatlded the following text:

heerformed at concentrations far above
divater solubility and were therefore n
viagcepted. The data does however sk
hibat algae are not more sensitive th
\crustaceans or fish.

nare used for the classification. Furth
gisstification is given in the
chapters 4 and 7.

relevant

es
he

act
der
nt
5es

exbuld have occurred due adsorption and

hat
NS
the
er

r
2d
nd

ave

ore
the
ot
now
nan

Further explanation is given which values

er

2009/10/15

United
Audrey

Kingdom /

Pearson

Section 4 Environmental Fate

Thank you for your support.

» Section 4.2.2 (Volatilisation) -It

Agree with MS reply
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date Country / Comment Response Rapporteur’'s comment
Person/Organisation/
MSCA
MSCA would be helpful to provide a Henry{3Ne would like to thank the UK for thejr

Law Constant and overall statementetailed editorial comments. We agree
conclusion on what the data mean, |.&ith most of them and revised the
whether or not the substance is likelpackground document accordingly.
to partition to air in aquatic tests.
e Section 4.3.1.1 (BioaccumulatigrRegarding your remark on the
estimation) -This section presents |gustification for the use of ecotoxicity data
Kow value but we think it shouldusing a ‘non-standard’ species. According
make some further comment about|ite¢ the CLP Regulation, both freshwater
relevance for bioaccumulation. and marine species toxicity data are
e Section 4.31.2 (Measuredconsidered  suitable  for  use |in
bioaccumulation data) k would be| classification provided the test methpd
useful to include further study detajl€quivalent to standardised test methqds.
(available in the DAR) such as fighrhis justification is added.
species, uptake and depuration
duration, why only one test
concentration, etc. The viscera BCF|of
110 I/kg should also be presented.
e Section 4.3.3 (Summary and
discussion of bioaccumulation)Vhen
presenting the conclusions on
bioaccumulation potential it would he
useful to compare actual data against
the bioaccumulation criteria (e.g.
BCF<500) — hence making it clear the
basis on which the conclusion wpas
reached.

Section 7 (Environmental Hazard

Assessment)

« Are any ecotoxicity studies using
degradants available?

* For those not familiar with Latin
names it is worth including comman
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

names of species in tables 7.1-1, 7.1
7.1-4.

e Section 7.1.1.1 (Fish)We do not fee
the Peither (2003) study based
modified exposure should be includ
for the purpose of classification give
the diminishing exposure and the fg
that more representative data
available.

* Section 7.1.1.5 (Other aquat
organisms) - Rather than includg
marine fish and invertebrates und
this heading, it may be mo
appropriate to include them in sectig
7.1.1.1 and 7.1.1.2 respectively (eith
under a separate section 1
marine/saltwater species or combir
in a table for fish and a table f
invertebrates). This would allow
comparison to be made of all spec
representative of a specific troph
level (and we think this is importa
because the key data for classificat
are presented in this section at
moment).

* Table 7.1-4 should explain why tw
values are presented for the Supren
(1988) study (i.e. the basis for t
L(E)Cs value of 0.020 pg/l is 1 day
old organisms).

Section 7.6 (Conclusion on the

environmental classification and
labelling)
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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPSAL oN ABAMECTIN AND AVERMECTIN B1A

Date

Country /
Person/Organisation/
MSCA

Comment

Response

Rapporteur's comment

The statement ‘The available E&

values ranged from 0.0035 pgl/l

6.1 pg/l" should read as ‘NOECs’ npt

to

EGCses (and it should be noted that this

range included values for morta

and reproduction). However, given

that the classification is based on

acute LG study, is there any need
this comment?

lity

an
for

2009/10/16

Sweden / Swedis
Chemicals Agency

administration of

is

hSevere neurological effects occur aft@rhank you for your support
low doses of the
substance. Therefore, the classification
proposed for repeated dose toxicity
supported.

The support is noted.
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