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ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPOSAL ON DESMEDIPHAM (ISO); ETHYL
3-PHENYLCARBAMOYLOXYPHENYLCARBAMATE

COMMENTS AND RESPONSE TO COMMENTS ON CLH: PROPOSAL AND JUSTIFICATION
Comments provided during public consultation are made available in the table below as submitted
through the web form. Any attachments received are referred to in this table and listed underneath,
or have been copied directly into the table.
All comments and attachments including confidential information received during the public
consultation have been provided in full to the dossier submitter (Member State Competent
Authority), the Committees and to the European Commission. Non-confidential attachments that
have not been copied into the table directly are published after the public consultation and are also
published together with the opinion (after adoption) on ECHA’s website. Dossier submitters who are
manufacturers, importers or downstream users, will only receive the comments and non-confidential
attachments, and not the confidential information received from other parties.
ECHA accepts no responsibility or liability for the content of this table.

Substance name: desmedipham (ISO); ethyl 3phenylcarbamoyloxyphenylcarbamate
EC number: 237-198-5
CAS number: 13684-56-5
Dossier submitter: Finland
GENERAL COMMENTS
Date
Country

Organisation

Type of Organisation

Comment
number
1

11.02.2019 Germany
MemberState
Comment received
For us it is unclear which substance is discussed for inclusion in Annex VI.
ethyl 3-phenylcarbamoyloxyphenylcarbamate including relevant impurities (table 1 and 3)
or the pure substance.
Dossier Submitter’s Response
Thank you for your comment. The CLH report discusses the active substance ethyl 3phenylcarbamoyloxyphenylcarbamate (desmedipham) including relevant impurities. Please
see also response to comment number 4.
RAC’s response
Noted.

1(43)

ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPOSAL ON DESMEDIPHAM (ISO); ETHYL
3-PHENYLCARBAMOYLOXYPHENYLCARBAMATE

Date

Country

12.02.2019
France
Comment received

Organisation

Type of Organisation

<confidential>

Company-Manufacturer

Comment
number
2
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ECHA note – An attachment was submitted with the comment above. Refer to public
attachment DMP_ECHA commenting_task force_sanitized.pdf
Dossier Submitter’s Response
Thank you for your comment. We agree that aniline was not detected in metabolism studies
in rat. Aniline was proposed as a intermediate metabolite from PC ring part (dRAR
B6.1.1/03, B6.1.1/06). Aniline is very transient in nature and may rapidly and completely
be converted to more polar products 4-aminophenol and further to 4-acetamidophenol.
Based on the results from the toxicokinetic study desmedipham is metabolised to
compounds which have aromatic amine structure. It is well known that aromatic amines
have potential to induce haematological effects. The classification proposal is based on the
data on desmedipham itself and supported by read-across.
Reproductive toxicity/developmental effects
Cleft palate/micrognathia/agnathia
We agree that regarding the findings of cleft palate/micrognathia/agnathia) there are
uncertainties (effect of maternal toxicity, genetic background). However, there were
incidences of cleft palate observed in two separate studies and in two different rat strains,
and malformations of the jaw in two studies in one rat strain. Furthermore, in none of these
studies were there similar observations made in the control animals arguing against the sole
role for the background in these incidences. We agree that congenital malformations may
occur secondary to hypoxia. Nevertheless, taking into account the uncertainties and since it
cannot be excluded that the observed malformations are treatment-related, category 2 was
proposed.
Runts
The expression “runt” is used in the study reports (1985a, b). There is a definition for “runt”
in the ECETOC guidance (2002): small foetus < half the size of litter mates; they are
considered malformations and of high concern. There were observations made of runts in
two separate studies with desmedipham although with low incidence but at maternally nontoxic dose. In one teratogenicity study with phenmedipham (RAR B.6.6.2/02), which is
structurally very close to desmedipham, runts there were observed both in the range finding
study and in the main study. For phenmedipham it was concluded that occurrence of runts
could not be considered as a secondary non-specific consequence of other toxic effects.
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Interventricular septal defects
We agree that the visceral malformations affecting the cardiovascular tissue could be
attributed to a genetic background. However for the same arguments as for cleft palate/jaw
malformations the fact that the incidences were not evenly distributed across treated
groups and the control might speak for a treatment-related effect. Taking into account the
remaining uncertainty category 2 was proposed.
Rabbit studies
We agree that the post-implantation losses in the 1984 study with Chincilla hybrid rabbit
may have been due to maternal toxicity and no classification for these effects were
proposed. However in the 1991 study with the New England White rabbit the dose 90 mg/kg
was not clearly maternally toxic. Since there were observations of early embryonic effects
at this dose and since there was a dose dependent increase in the caudal pelvic shift, it was
concluded that the observations raise concern for developmentally adverse effects.
Effects on methemoglobin levels and spleens in rats
In the 90-day rat study (dRAR B.6.3.2/03, 1985), after 4/5 and 9 weeks, statistically
significant increase in MetHb was seen at the highest dose level of 300 ppm (26-27 mg/kg
bw/day) in males and females (MetHb increase 338 % in males and 238 % in females
compared to controls, respectively). Although the MetHb values (% of Hb) were below 4 %,
we do not agree that these increases can be regarded as due to normal variability. The dose
levels relevant for STOT RE Cat 2 classification are in a range of 0 < C ≤ 100 mg/kg
bw/day.
We agree that MetHb value (1.1 %) in males at 300 ppm after recovery period (week
16/17) are close to the variation range of the control values this study (0.8-1.1 %). The
increase was reported as statistically significant when compared to the relevant control
group. Concerning spleen effects, we agree that the spleen was not microscopically
examined from all rats at 6, 30 and 60 ppm. However, increased erythropoiesis in the
spleen was noted in males at 300 ppm (14/15 vs 3/15 in controls) that could be considered
as sign of compensatory changes in the blood system. Similar effects on spleen (i.e
haematopoiesis, hemosiderosis and congestion of the spleen) and blood were seen in other
90-day repeated dose toxicity studies in rats (i.e. dRAR B.6.3.2/02, 1984a and dRAR
B.6.3.2/04, 1987).
We note that haemotoxic effects were seen also in mice and dogs at the dose levels
relevant for STOT RE 2 classification, not only in rats. Following oral administration for rats,
mice and dogs, the effects observed are consistent with effects pointing towards
methemoglobinemia, leading to changes in red blood cell parameters and slight hemolytic
anemia, increased activities of the bone marrow, kidney, liver and spleen – the organs
mainly involved in the turnover of red blood cells – and compensatory hematopoiesis.
Overall, we consider that the severity of the haemotoxic effects is not high and represents a
borderline case for classification. Multiple less severe and dose related haemotoxic effects
with regenerative capacity involving several organs were observed rather consistently in
oral repeated dose toxicity studies in three species (rats, mice and dogs) at dose levels
approximately equal to the STOT RE 2 guidance values. Therefore, we consider these effects
sufficient for classification.
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Effects on thyroids at doses with liver effects
In the 90-day study in rats (dRAR B.6.3.2/04, 1987) higher relative liver weights
(statistically significant) with higher thyroid weights and thyroid follicular cell hypertrophy
were recorded at the dose level of 4 000 ppm (275 mg/kg bw/day). However, at the dose
levels relevant for STOT RE 2 classification (≤ 800 ppm) follicular cell hypertrophy with low
incidence was seen in both sexes (incidence 4/10 in males and 3/10 in females at 800 ppm
vs 0/10 in controls, respectively) but liver weights were not statistically significantly
changed. No significant changes in thyroid gland weight were seen.
In the 90-day study in dogs (RAR B.6.3.2/09, 1991), at the doses relevant for STOT RE
classification, the incidence of follicular cell hypertrophy was increased in females and males
(incidences 0/4, 4/4 and 4/4; 0/4, 2/4 and 4/4 at 0, 500 and 1 500 ppm, respectively).
Thyroid glands were increased in weight at 1 500 ppm in females and absolute pituitary
weights were increased in males at 500 ppm (29 %). The liver weight was not statistically
significantly changed.
We do not agree that in the available studies the effects on thyroids occurred only at doses
which also caused liver effects. Overall, we consider that the thyroid effects observed in oral
repeated dose toxicity studies at the dose levels relevant for STOT RE 2 classification are
not considered sufficiently severe to justify classification. Therefore, we do not propose
classification for effects on thyroid gland.
RAC’s response
Read-across
RAC does not support a read-across from phenmedipham. There is a conclusive database on
desmedipham itself and the toxicological similarity between the two substances is not
sufficient for phenmedipham to make a meaningful contribution to the assessment of
desmedipham.
Developmental toxicity
RAC considers classification in Category 2 for developmental toxicity justified mainly based
on the following findings:
 Micrognathia (B.6.6.2/02, /03)
 Cleft palate (B.6.6.2/02, /05)
 Interventricular septal defect (B.6.6.2/05)
RAC agrees that the incidences of malformations were low and that the findings occurred
together with some maternal toxicity. This reduces the concern and is reflected by RAC’s
conclusion to classify in classification in Cat. 2 instead of 1B.
Haematotoxicity
RAC notes that other studies in addition to B.6.3.2/03 have to be included in the
assessment (e.g., B.6.3.2/10, B.6.5/03) and these show some haematotoxicity at doses
relevant for classification. However, none of the classification criteria for haemolytic anemia
provided in the Guidance on the application of the CLP (CLP guidance) criteria is met.
Therefore, RAC agrees that classification is not warranted.
Thyroid-related effects
Thank you for the presentation of the data. Although the MoA study in rats indicates that
induction of liver enzymes may be responsible for the thyroid effects, alternative MoAs
(e.g., interference with thyroid hormone synthesis) have to be excluded in order for the
liver-mediated MoA to be fully demonstrated.
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Date

Country

Organisation

Type of Organisation

Comment
number
3

12.02.2019 Denmark
MemberState
Comment received
We propose to make it clear that the CLH was only open for carcinogenicity, reproductive
toxicity and specific target organ toxicity on human health. Hence, other endpoint such as
skin sensitisation and genotoxicity classification has not been taken into consideration. This
is important as often the harmonized classification after renewals of pesticides are
considered to cover all toxicological endpoints.
Dossier Submitter’s Response
Thank you for your comment. We have followed ECHA´s instructions in order to make clear
in the CLH report which hazards classes are opened for public consultation.
RAC’s response
Noted.
Date

Country

Organisation

Type of Organisation

Comment
number
4

15.02.2019 France
MemberState
Comment received
FR, Page 2: the relevant impurity aniline have a maximal content at 0.5 mg/kg in the active
substance desmedipham, according to EFSA Journal 2018; 16 (1):5150. The maximum
content of 0.5 g/kg (0.05%) should be added in table 3 for aniline.
Dossier Submitter’s Response
Thank you for your comment.
RAC’s response
Noted.
CARCINOGENICITY
Date
Country

Organisation

Type of Organisation

Comment
number
5

11.02.2019 Germany
MemberState
Comment received
The EFSA conclusion (EFSA Journal 2018;16(1):5150) recommends Carc. 2 classification for
desmedipham based on the incidences of ovarian tubular adenomas and pulmonary
adenomas. Whilst the evidence is weak, the increase in pulmonary tumours in females in
the 80-week mouse study is of particular concern and needs careful consideration by the
RAC. A trend test indicated a significant (p = 0.03) increase in pulmonary adenomas,
however the increases in pulmonary adenocarcinomas and total tumours were border-line
significant, p = 0.06 and 0.07 respectively. In addition, the incidences also lie outside the
HCD ranges given, although it must also be noted that the HCD are questionable as they
come from published studies and some are more than 5 years older than the study itself.
Dossier Submitter’s Response
Thank you for your comment. A slight dose-related increase in the incidences of pulmonary
adenomas in desmedipham treated Crl:CD-1 BR female mice was observed in one study.
We agree that RAC should carefully consider the relevance of this finding for carcinogenicity
classification. As elaborated in the clh report this mice strain has variable spontaneous
incidence of lung adenoma, there were no differences in tumour incidences in males or in
adenocarcinoma incidences in females, and the maximum tolerated dose was exceeded in
high dose females in this study. Findings in the lungs that could be related to tumor
formation (increased accumulation of macrophages) were more evident in males than in
females in this study and no preneoplastic leasons in lungs were reported in either sex.
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Moreover there were no indications of oncogenicity in lungs in other studies with
desmedipham. Therefore we conclude that it is obscure whether this finding is treatmentrelated.
According to RAR the incidences of benign tumors in this study were not tested by
Peto/fatal incidence analyses. To our knowledge the applicant has not submitted a Peto
analysis/trend test for lung adenomas. In case you have conducted a trend test on this data
we thank you for your contribution.
RAC’s response
The increase in pulmonary adenomas (B.6.5/04) was no statistically significant on pairwise
comparison and was not accompanied by non-neoplastic findings. There was no increase in
pulmonary adenomas in males. Therefore, this finding is not considered to warrant
classification.
Overall, RAC agrees with the DS’s proposal of no classification.
Date

Country

12.02.2019 France
Comment received

Organisation

Type of Organisation

<confidential>

Company-Manufacturer

Comment
number
6
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ECHA note – An attachment was submitted with the comment above. Refer to public
attachment DMP_ECHA commenting_task force_sanitized.pdf
Dossier Submitter’s Response
Thank you for your comments.
We agree that the increases in incidences of pituitary adenomas of the pars distalis in
24(43)
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Wistar KFM Han male rats are marginal. With regard to your statement that “in the other
long-term rat studies no effect on pituitary tumor incidences were seen”, we note that other
long-term rat studies with desmedipham (as well as with phenmedipham) were performed
using Sprague-Dawley rats which have very high spontaneous incidence of pituitary
adenomas (generally >50%). This may mask the carcinogenic effect and thus it is not valid
to use this statement to overrule the pituitary adenoma findings in Wistar KFM Han rats.
RAC’s response
Thank you for the analysis. RAC agrees that classification is not warranted.
Date

Country

Organisation

Type of Organisation

Comment
number
7

13.02.2019 Netherlands
MemberState
Comment received
Multiple tumours have been observed in rat and mouse. These are all benign types.
The increase in pituitary adenoma of the pars distalis in male Wistar rats (24-month study)
was not statistically significant, not dose-related and the incidences were within the range
of the historical control data (32.8%, 28.6%, 47.1% and 40% at control, low, mid and high
dose group, respectively; HCD: 19.6-54.2%). Hence, this observation is considered not
relevant for classification. It is therefore not clear why on page 28 of the CLH-report
(section 10.9.2, final alinea) it is stated that “However, based on pituitary and lung
adenomas classification of desmedipham for category 2 carcinogenicity could be argued”.
The increase in ovarian tubular adenoma in female NMRI mice (24-month study) was not
statistically significant and not dose-related (2%, 13%, 15%, 8% at control, low, mid and
high dose group, respectively). Historical control data (0-4.4%) showed that the incidences
were outside the HCD-range. It is noted that the HCD-data have limitations, as these are
not derived from the performing laboratory but from another laboratory. No increase in
carcinoma was noticed.
The increase in lung adenoma in female Crl:CD-1 mice (80-week study) was statistically
significant and dose-related and slightly outside de HCD-range for the high dose group (6%,
10%, 12% and 18% at control, low, mid and high dose; HCD-range 0-15.38%). No increase
in lung adenocarcinoma was noticed.
The increase in incidences of hepatocellular adenomas and total liver tumours in
(male/female) Crl:CD-1 mice (80-week study) was statistically significant. However, it is
agreed that this is more likely to be related to the excessive liver toxicity. No increase in
malignant type liver tumours was noticed.
NL agrees with the Dossier Submitter that this is a borderline case. Given the limitations
concerning the ovarian tubular adenoma and lung adenoma, a ‘no classification’ might be
considered based on the data of desmedipham.
Dossier Submitter’s Response
Thank you for your comments and support. We agree that the increases in incidences of
pituitary adenoma of the pars distalis in desmedipham treated male Wistar rats are
marginal. As elaborated in the clh report (page 24.) we however consider this finding
possibly treatment-related and thus relevant for classification due to following reasons. The
study with the structurally and toxicologically related substance, phenmedipham, with the
same rat strain (Wistar Han) revealed dose-dependent statistically significant (at high dose)
increase in the incidence of adenomas of pituitary pars distalis in males only. The increase
was most pronounced in prematurely decedent males and the adenomas were reported to
cause mortality. There are some indications that the pituitary tumors appeared earlier also
in desmedipham treated Wistar Han males compared to controls. For example during the
last year of the study enlarged pituitary was more frequently observed in desmedipham
treated males compared to controls (incidences 5%, 15%, 12% and 20%, at 0, 3.2, 15.7
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and 80 mg/kg bw/day, respectively) being more common in the decedent animals.
With regard to lung adenomas, the study report or RAR does not state that the slightly
increased incidences would be statistically significant compared to concurrent controls.
Please see also response to comment number 5.
RAC’s response
RAC agrees that no classification is appropriate.
Date

Country

Organisation

Type of Organisation

Comment
number
8

12.02.2019 Denmark
MemberState
Comment received
Regarding pituitary adenomas the results from the closely related substance phenmedipham
could also be taken into consideration. Phenmedipham demonstrated increased incidence of
pituitary adenomas in male wistar rats. For Desmedipham the effect was (like
phenmedipham) only observed in male rats. However, we acknowledge that the pituitary
adenomas from the desmedipham study are within HCD and not a clear dosis-response
relationship was established.
Regarding the benign pulmonary adenomas in females, we consider them treatment related
and should be considered for classification.
The ovaian tubular adenomas in female mice (104 week study) we also consider treatment
related, although, we acknowledge that the high dose does not fit in to the dose-response
relationship.
Overall, desmedipham should be considered carc 2.
Dossier Submitter’s Response
Thank you for your comments.
RAC’s response
The increase in pulmonary adenomas (B.6.5/04) was not statistically significant on pairwise
comparison and was not accompanied by non-neoplastic findings. There was no increase in
pulmonary adenomas in males. Therefore, this finding is not considered to warrant
classification.
As to the ovarian tubular adenomas (B.6.5/05), there was no significant increase at the top
dose (750 ppm) and no dose-response relationship. In addition, there was no increase in
ovarian tumours at 2 500 ppm in the other mouse carcinogenicity study. Therefore, RAC
considers the ovarian adenomas unlikely to be treatment-related.
Regarding the pituitary adenomas (B.6.5/03), RAC does not see any clear increase above
concurrent or historical controls.
Overall, RAC agrees with the DS’s proposal of no classification.
Date

Country

Organisation

Type of Organisation

Comment
number
9

15.02.2019 France
MemberState
Comment received
FR, page 27-28:
We agree with the borderline evidence regarding the carcinogenicity potential of
desmedipham, highlighted by the MSCA. However, we support a classification Carc. 2 H351
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rather than no classification.
This proposal is based on the increased ovarian tubular adenoma observed in all dosed
females in the 2-year mouse study (above concurrent controls and literature historical
control values) and on the slight dose-dependent increased incidence of pulmonary
adenomas in females observed in the 18-month mouse study. In addition, the MCSA noted
that there are some indications in the desmedipham database that this active substance
may induce hormonal imbalance affecting ovaries (increased ovarian weights, increased
incidences of ovarian cysts).
It should be also noted that a classification Carc. Cat.2 H351 has been proposed for
phenmedipham, an active substance with similar chemical structure, chemical properties,
breakdown products and toxicological profiles.
Dossier Submitter’s Response
Thank you for your comments. We note that ovarian tubular adenomas are common
spontaneous tumour in aged mice, there weas no clear dose-response in the incidences of
ovarian tubular adenomas and the increases in incidences in desmedipham treated mice
were not statistically significant. No preneoplastic findings in ovaries were reported and no
indications for oncogenicity in ovaries were observed in other mice study or in rat studies
with desmedipham. Moreover, ovarian tubular adenomas do not occur in humans, hence,
this finding has low relevance for humans. Overall, we consider the reported data on lung
adenomas and pituitary adenomas of the pars distalis more relevant findings for
carcinogenicity classification of desmedipham than ovarian tubular adenomas.
RAC’s response
Please see the response to comment no. 8.
TOXICITY TO REPRODUCTION
Date
Country
Organisation
11.02.2019 Germany
Comment received
Classification with Repr. 2 is supported.

Type of Organisation
MemberState

Comment
number
10

10.10.6 The statement at the end of the fourth paragraph that "no classification is
considered appropriate" for the skeletal effects is somewhat confusing. Perhaps it would be
better to state that no classification based on skeletal effects is considered appropriate.
Dossier Submitter’s Response
Thank you for your support.
RAC’s response
RAC agrees that a Repr. 2 classification for adverse effects on development is warranted.
Date

Country

Organisation

Type of Organisation

Comment
number
11

13.02.2019 Netherlands
MemberState
Comment received
NL agrees with the ‘no classification’ for effects on sexual function and fertility. With respect
to the effects on sperm count as noted in the key 2-generation study, the Dossier
Submitters considerations are supported.
We also agree with the rationale of the Dossier Submitter related to the adverse effects on
parameters of onset of puberty in the F-1 generation of the key 2-generation study.
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With respect to the proposed classification for effects on development, the uncertainties are
noticed. Overall, we support the cat. 2 classification for adverse effects on development.
Dossier Submitter’s Response
Thank you for your support.
RAC’s response
RAC agrees that no classification for fertility, and Category 2 for development is
appropriate.
Date

Country

Organisation

Type of Organisation

Comment
number
12

12.02.2019 Denmark
MemberState
Comment received
Development:
We agree that desmedipham should be classified as Repr. 2: H361d based on the treatment
related effects observed in the rat developmental studies: palatoschisis / micrognathia and
agnathia / open eyes incidences in the study 1985a (RAR B.6.6.2) and the occurrence of
cleft palate and visceral effects in study 1991 (RAR B.6.6.2/05).
In addition, we think that fertility should also be considered.

Fertility:
We do not agree with non-classification for fertility. Effects on sperm parameters in both the
parent and the F1 generation was observed in the 2-generation study from 2003. The
decreased total cauda epididymal sperm number in both generations should be considered
an adverse effect on male reproduction. Absence of effect on fertility index or other sperm
parameters or histopathology cannot override effects on sperm counts.
This is stated in OECD 43 guidance on assessment of reprotoxicity: “Again, information on
the other sperm parameters and histopatholgy should be considered in the overall
interpretation. Testicular lesions of sufficient magnitude will be reflected in the sperm
counts, but changes in sperm counts should not be discounted in the absence of histological
lesions.” Furthermore, according to the same guidance (OECD 43), the fertility index cannot
be used as a measure of unaffected sperm: “A reduction in sperm count may not result in
reduced fertility, particularly in rodent studies. This is due to the fact that rats and mice
have a tremendous excess of spermatozoa in their ejaculates, and as such sperm counts
have to be reduced by as much as 90% to affect fertility.”
Effects observed on sperm parameters suggests desmedipham adversely affects the male
reproductive system. Therefore, we would propose to classify desmedipham on this basis as
Repr. 2: H361f.
Dossier Submitter’s Response
Thank you for your support regarding developmental toxicity classification. With regards to
classification for fertility based on epididymal sperm count, we maintain our view on non
classification but agree that this might be a borderline case. It should be discussed whether
the observed changes in the sperm number in the caudal epididymis at the two highest
doses in F1 generation are treatment related, and if yes, further discuss the relevance of
the magnitude of the changes to humans taking into account the large standard deviations
including the control. In the P generation there was a decrease in the caudal sperm number
only at the highest dose but again with a large standard deviation including control. Based
on the results in the homogenization-resistant testis spermatid numbers it seems that there
were no treatment-related changes in the sperm production. As stated in the CLH report no
changes were observed in the reproductive organ weights or histopathology.
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There are xenobiotics which have shown to affect epididymal sperm count without an effect
on the testis sperm production. The change in epididymal sperm count could be e.g. due to
altered sperm transit time through the epididymis. Alterations in the transit time may affect
the sperm maturation process which is modulated by androgens and contractile activity of
the epidymal smooth muscle layer. Some chemicals such as diethylstilbestrol, a synthetic
estrogen, or hydroxyflutamide, a synthetic antiandrogen, have been shown to reduce the
sperm transit time in the epididymis and thus accelerating the transit. This results in
reduced caudal sperm number, and due to impaired maturation process also impaired
sperm quality and impaired fertility. These effects can at least partially be restored by
testosterone supplementation. Other chemicals such as guanethidine slows down the transit
by abolishing peripheral sympathetic nerves innervating the smooth muscle thus increasing
the sperm reserve in the epididymis. A non-selective serotonin-norepinephrine reuptake
inhibitor sibutramine accelerates the transit due to its sympathomimetic effects. (E.g.
Kempinas and Klinefelter, 2014, 2018; Dal Bianco Fernandez et al. 2007; Goyal et al.
2001; Borges et al. 2013). If DMP was agreed to have an effect on the epididymal sperm
reserve, the mode of action is not known. DMP is not known to have estrogenic or
antiandrogenic effects. Testosterone levels were not determined in the studies however at
least there was no effect on the mating index suggesting that there was no effect of DMP on
sexual behaviour or on reproductive organ development in the F1 generation offspring.
Goyal et al. 2001. Diethylstilbestrol-treated adult rats with altered epididymal sperm
numbers and sperm motility parameters, but without alterations in sperm production and
sperm motility. Biology of Reproduction, 64: 927-934
Dal Bianco Fernandez et al. 2007. Effects of altered epididymal sperm transit time on sperm
quality. International Journal of Andrology, 31: 427-437
Borges et al. 2013. Slimmer or Fertile? Pharmacological mechanisms involved in reduced
sperm quality and fertility in rats exposed to the anorexigen sibutramine. Plos One, 8:
e66091
Kempinas and Klinefelter 2014. Intepreting histopathology in the epididymis.
Spermatogenesis, 4:2, e979114
Kempinas and Klinefelter, 2018. The Epididymis as a target for Toxicants. Comprehensive
Toxicology, third edition. Vol 4, pp. 112-127
RAC’s response
RAC agrees that Category 2 is warranted for development.
As to fertility, RAC concludes that the observed reduction in epidymal sperm count by 10 %
in the absence of biologically significant changes in other sperm parameters (motility,
morphology, testicular sperm count) or in male reproductive organs (histopathology,
weight) is not sufficient for classification.
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Date

Country

Organisation

Type of Organisation

Comment
number
13

15.02.2019 France
MemberState
Comment received
FR, page 45:
The proposed classification as Reprotoxic category 2 H361d is supported. However, based
on the dose-response decrease of sperm count observed in P and F1-generation in the 2G
rat study (above 10 % in the highest dose), we are of the opinion that a classification for
fertility (H361f) would be also justified.
Dossier Submitter’s Response
Thank you for your support regarding developmental toxicity classification. Regarding
fertility and the caudal sperm count we disagree that there is a dose-response in the P
generation sperm counts. For other points, please see our response to comment number
12.
RAC’s response
Please see the response to comment no. 12.

OTHER HAZARDS AND ENDPOINTS – Specific Target Organ Toxicity Repeated
Exposure
Date
Country
Organisation
Type of Organisation
Comment
number
11.02.2019 Germany
MemberState
14
Comment received
Classification with STOT-RE 2 is supported. In addition to the blood, consideration may also
be given to the lungs, ovaries and liver as target organs due to the increased inflammatory
reaction seen in the lungs of rats (RAR B.6.5/03) and mice (RAR B.6.5/05), the increased
incidences of ovarian cysts in rats (RAR B.6.5/03) and mice (RAR B.6.5/05) and the clear
liver toxicity evident in the long-term studies.
Dossier Submitter’s Response
Thank you for your support.
We note that relevant dose levels for STOT RE cat 2 classification are ≤ 60 ppm (Cat 2:
1.25 < C ≤ 12.5 mg/kg bw/day, i.e 24-month oral carcinogenicity study). In the 24-month
oral carcinogenicity study in rats (RAR B.6.5/03, 1986a) perivascular cuffing (lymphoid cell
infiltration) and macrophage accumulation in lungs was increased in all treated males and
females in 1500 ppm (see Tables below). Pulmonal inflammation in lungs was slightly
increased in both sexes at 1500 ppm (80 - 100 mg/kg/bw/day). In the re-evaluation of the
histopathological findings no clear differences in the perivascular cuffing or pulmonal
inflammation were seen (dRAR B.6.5/03, 2000). Macrophage accumulation in lungs was
increased at 1500 ppm in males and females. According to the study report (RAR 6.5/03,
1986a) this effect may indicate a mild phospholipidosis, a widely reported condition in
laboratory rodents, which has been associated with cationic amphiphilic compounds.
In ovaries, cysts were increased in females at 1500 ppm (incidences 11/70, 11/70, 14/70
and 21/70 at 0, 60, 300 and 1500 ppm, respectively). Liver weights were increased at all
doses in females but not in males. Increased hematopoiesis in the liver was noted in
females at 1500 ppm and increased hemosiderosis of the liver was observed in males at
1500 ppm.
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Table 151. Histopathological findings in lungs (dRAR B.6.5/03, 1986a)
Endpoint

Dose (ppm)
Males

Lungs
Macrophage accumulation interim
terminal
total (%)

0

60

0/10
11/60
(16%)

0/10
12/60
(17%)
0/10
14/60
(20%)

Perivascular cuffing

interim
terminal
total (%)

1/10
9/60
(14%)

Pulmonal inflammation1)

interim
terminal
total (%)

1/10
8/60
(13%)

Females

300

1/10
9/60
(14%)

1500

0

60

300

1/10
17/60
(26%)

3/10
24/60
(38%)

1/10
1/10
13/60
11/60
(20%) (17%)

0/10
16/60
(23%)

3/10
14/60
(24%)

0/10
9/60
(13%)

1/10 1/10
5/60 19/60
(8%) (28%)

0/10
11/60
(16%)

0/10
12/60
(17%)

1/10
7/60
(11%)

1/10
11/60
(17%)

0/10
7/60
(10%)

0/10
9/60
(13%)

1500
1/10
28/60
(41%)
0/10
18/60
(26%)
0/10
15/60
(21%)

1) Bronchitis/pneumonitis/bronchopneumonia/interst.pneumonia/pleuritis

Table: Updated histopathological findings in lungs (dRAR B.6.5/03, 2000)
Dose (ppm)
Endpoint
Lungs
Focus(i) of alveolar
macrophages
Interim
Terminal
Total

Perivascular cuffing
Pulmonal inflammation (incl.
acute bronchopneumonia,
pneumonitis)
Interim
Terminal

Males

Females
300

0

60

300

1500

0

60

1500

12

9

7

18

5

3

3

12

0/10
17/60
17/70

0/10
12/60
12/70

1/10
10/60
11/70

3/10
30/60
33/70

2/10
16/60
18/70

1/10
13/60
14/70

0/10
14/60
14/70

1/10
29/60
30/70

0/70

0/70

0/70

0/70

0/70

0/70

0/70

0/70

1/10
0/60

1/10
1/60

0/10
1/60

1/10
0/60

0/10
11/60

1/10
5/60

0/10
7/60

0/10
11/60

No inflammatory reaction in the lungs was reported in the 24-month oral carcinogenicity
study in mice (RAR B.6.5/05, 1986b). Incidences of ovarian cysts were 7(14%), 7(15%),
9(19%) and 13(27%) at 0, 30, 150, 750 ppm, respectively. No clear effect on liver was
seen at the dose level (30 ppm) relevant for STOT RE Cat 2 classification.
In the 80-week mice carcinogenicity study (RAR 6.5/04, 1994) slightly increased incidences
of accumulation of fluid in the thoracic cavity and an increase in alveolar macrophages at
1000 ppm (153 mg/kg bw/day) and at 4000 ppm (402 mg/kg bw/day) males were
observed. There were no differences in histological findings of lungs in females in this study.
Overall, no clear effects on lung, ovaries or liver were seen in rats or mice at the dose level
relevant for STOT RE Cat 2 classification.
RAC’s response
RAC agrees with the DS that no effects were observed in the lungs, ovaries, or the liver at
doses below the guidance values for classification.
As to the haemolytic anaemia, RAC notes that none of the individual criteria according to
the CLP guidance is met.
Regarding the criterion of CLP Annex I 3.9.1.4 (“generalised changes of a less severe nature
involving several organs”), the CLP guidance exemplifies it by the following criteria:
 Marked increase of haemosiderosis in the spleen, liver or kidney in combination with
other changes indicating significant haemolytic anaemia (e.g. a reduction in Hb at
31(43)

ANNEX 2 - COMMENTS AND RESPONSE TO COMMENTS ON CLH PROPOSAL ON DESMEDIPHAM (ISO); ETHYL
3-PHENYLCARBAMOYLOXYPHENYLCARBAMATE



≥ 10 %) in a 28-day study
Significant increase in haemosiderosis in the spleen, liver or kidney in combination
with microscopic effects like necrosis, fibrosis or cirrhosis

Neither of these two criteria is met for desmedipham.
Overall, RAC concluded on no classification for STOT RE.
Date

Country

Organisation

Type of Organisation

Comment
number
15

13.02.2019 Netherlands
MemberState
Comment received
NL agrees with the Dossier submitter that this might be a borderline case.
The haematopoietic system, thyroid and nervous system are the target tissues.
It is agreed that the observed effect on AChE (when focusing primarily on the rat
repeated dose studies RAR B.6.3.2/02 and RAR B.6.3.2/04) provides insufficient evidence
for classification.
Thyroid effects have been noticed in the rat and dog repeated dose studies, though these
are considered insufficient with respect to its severity.
The effects on the haematological system are also observed with the structurally related
chemical phenmedipham. With respect to the effects on the haematological system, none
of the individual studies fulfills the criteria for a STOT RE classification. Effects at dose
levels relevant for classification were only slight to moderate, as for example the
reductions in Hb levels were never ≥20%.
The Dossier submitter proposes to apply the criterion as described in CLP Annex I 3.9.1.4
(“Assessment shall take into consideration not only significant changes in a single organ
or biological system but also generalised changes of a less severe nature involving several
organs”). However, one can question the validity of applying this criterion as the various
adverse effects concern specific effects (i.e. effects on the haematological system) and
not generalized changes involving several organs.
In conclusion, although the data point towards the haematological system as the primary
target, we consider the severity of the effects to be insufficient for classification for STOT
RE, and the Dossier Submitters proposal for a cat 2 is not supported.
Dossier Submitter’s Response
Thank you for your comment. We agree that the severity of the haemotoxic effects is not
high and represents a borderline case for classification.
RAC’s response
RAC agrees with no classification for STOT RE.
Regarding the criterion of CLP Annex I 3.9.1.4 (“generalised changes of a less severe
nature involving several organs”), the CLP guidance exemplifies it by the following
criteria:
 Marked increase of haemosiderosis in the spleen, liver or kidney in combination
with other changes indicating significant haemolytic anaemia (e.g. a reduction in
Hb at ≥ 10 %) in a 28-day study
 Significant increase in haemosiderosis in the spleen, liver or kidney in combination
with microscopic effects like necrosis, fibrosis or cirrhosis
Neither of these two criteria is met for desmedipham.
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Date

Country

Organisation

Type of Organisation

Comment
number
16

12.02.2019 Denmark
MemberState
Comment received
We agree that desmedipham affects blood parameters in such an extent that classification
STOT RE 2 (blood) is warranted.
Dossier Submitter’s Response
Thank you for your support.
RAC’s response
Please see the response to comment no. 14.
Date

Country

Organisation

Type of Organisation

15.02.2019 France
MemberState
Comment received
FR, page 74:
The proposed classification as STOT RE H373 (blood) is supported.

Comment
number
17

Dossier Submitter’s Response
Thank you for your support.
RAC’s response
Please see the response to comment no. 14.

OTHER HAZARDS AND ENDPOINTS – Hazardous to the Aquatic Environment
Date
Country
Organisation
Type of Organisation
Comment
number
11.02.2019 Germany
MemberState
18
Comment received
page 3, point 2.1 Proposed harmonised classification and labelling (Table 6):
We support the proposal of classification for environmental hazards as Aquatic acute 1
(H400), Aquatic chronic 1 (H410) and acute/chronic M-factor of 10.
Dossier Submitter’s Response
Thank you for your support.
RAC’s response
Thank you.
Date
15.02.2019

Country

Organisation

Type of Organisation

Comment
number
19

United
MemberState
Kingdom
Comment received
Desmedipham (EC: 237-198-5; CAS: 13684-56-5)
Algal growth inhibition study:
The presented algal ErC50 is estimated from the ratio of initial measured 0.178 mg/l
treatment to the ErC50 initial measured concentrations and applying this ratio to the
geometric mean measured concentration for the 0.178 mg/l (im) treatment.
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We would prefer to see a statistically derived endpoints based on dose-response curves
using mean measured treatments. We note that the CLH report states that ‘plotting the
percentage inhibition against geomean concentrations gives appr. Same ErC50 value with
observation’ and anticipate that a statistical ErC50 could still lie in the 0.1 to 0.1 mg/l
classification range. This is supported by a using the same method to estimate the ErC50
using the 0.619 mg/l (im) treatment ratio from the ErC50 (im) which results in an
estimated ErC50 (gmm) of 0.04 mg/l.
Given the pH was lowered for the study and increased more than the test guideline
recommendation of 1.5 units over the study period, we wonder whether it would be useful
to compare control data to validity criteria in the current OECD TG 201 to confirm the
adaption did not impact study controls.
Additional algal growth inhibition studies:
We note additional algal data are included in the RAR (2017) but not presented in the CLH
as ‘intermediate’ analytical measurements were not included. While this may be a
requirement for review under PPP, it is not required for hazard assessment. This means
valid, GLP studies (e.g. XXXX (2005) and XXXX (2011)) should be presented as part of the
CLH process. We note each of these studies include valid NOErCs based on geometric mean
measured data. While these would not impact the chronic classification proposal which is
based on M. spicatum, they are relevant as the current algal study could not generate a
true NOErC (i.e. effects were observed at all concentrations and a ≤ value was presented).
Myriophyllum spicatum study:
Given the rapid loss of test item over the semi-static renewal periods, we note that it would
be more appropriate to determine the geometric mean for each renewal period, and
calculate the mean exposure over the whole exposure period calculated from these data.
We anticipate this would result in an updated study NOEC in the same classification range.
Chironomus riparius studies:
Significant and rapid loss of the test item was observed in both studies meaning that 28-day
NOECs based on initial measured concentrations may not be appropriate. Full details of
analytical support (including if sediment samples were analysed) are not available in the
CLH report. Please can you consider if a time-weighted average endpoint would be more
appropriate?
Dossier Submitter’s Response
Thank you for your comment. Please find below our response to the items you have raised.
Algal growth inhibition study:
We agree that it would be useful to run statistical analysis with geometric mean measured
concentrations to confirm the estimated ErC50 value (i.e. to confirm if a statistical ErC50 could
lie in the 0.01 to 0.1 mg/l classification range). Unfortunately, we do not have an
appropriate statistical program to run such analysis. In case you have already conducted
such an analysis on this data we would appreciate your contribution. Regarding the validity
of the study the control data was compared to the criteria set in OECD guideline 201
(2011), and the study fulfilled them. This has been stated in the CLH dossier.
Additional algal growth inhibition studies:
There were four other algae study presented in the RAR which were not included in the CLH
dossier. Two of them were rejected not only because desmedipham was lost from the test
media and no intermediate analyses were presented, but because of other identified
deficienses e.g. the validity criteria set in the test guideline was not fulfilled, solvent
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concentrations were higher than recommended, details on the test substance purity or
certificate of analysis were not presented.
Two other studies (XXXX (2005) and XXXX (2011)) fulfilled the validity criteria set in OECD
201 test guideline (for the control growth and the CV for section-by-section specific growth
rate and average specific growth rates during the whole test period in control) and were
conducted in compliance with the GLP. These studies were, however, considered not valid in
the RAR due to severe loss of the test item during the test period. We agree that these
studies should have been presented in the CLH dossier even though they do not change the
proposed classification of desmedipham. We acknowledge that regarding unstable
substances the CLP guidance says that where measured data are available for the start and
end of test, the L(E)C50, for classification purposes, may be calculated based on the
geometric mean concentration of the start and end of test and where concentrations at the
end of test are below the analytical detection limit, such concentrations shall be considered
to be half that detection limit.
The static test performed in 2005 with Desmodesmus subspicatus provided a NOEC
value of 1.34 mg/L .Test concentrations were <LOD at the end of the test and results were
based on initial measured concentration. During the PPP renewal assessment process ErC10
value of 0.0128 mg/L based on geometric mean measured concentrations was provided and
presented in the RAR. The temperature difference was within ± 2 °C in the test and the pH
value in the control replicates increased not higher than 1.5 units.
The other study performed in 2011 with Pseudokirchneriella subcapitata had also
difficulties to maintain the test substance concentrations. Measurements were carried out in
test media samples containing algae, in test media without algae and in test media after
centrifugation. This procedure was carried out to verify whether the adsorption of
desmedipham could have an impact on the outcome of the study and to investigate possible
problems due to the solubility of the test item. In the test report an ErC10 value of 0.0649
mg a.s./L based on time weighted mean test concentrations of desmedipham from
centrifuged test media was provided for desmedipham.
During the PPP renewal assessment process endpoints were also recalculated to be based
on geometric mean measured concentrations. LOQ/2 were used when measurements were
< LOQ resulting: 0.0021, 0.0026, 0.0033, 0.0060, 0.012, 0.025 and 0.007 mg a.s/L. The
recalculations of the geometric measured concentration of desmedipham were initially
performed on the media with algae. However, the highest concentration was found to be
lower than the 2 next lower concentrations. This fact was not consistent with the
concentrations measured in media without algae or in centrifuged media. It was also not
consistent with the level of effects observed at the highest exposure concentrations showing
the highest inhibition. Concequently, EC50, EC20 and EC10 were recalculated on the basis of
the centrifuged media concentrations as they were very similar to those in the media with
algae (disregarding the highest concentration) resulting >0.32 mg/L, 0.0164 mg/L and
0.0080 mg/L, respectively (for growth rate).
Myriophyllum spicatum study:
The test results of this study used for classification purpose are based on geometric mean
measured concentration and samples from each renewal period have been already taken
into account in the calculations.
It is noted that OECD Guidance document on aqueous-phase aquatic toxicity testing of
difficult test chemicals Nr 23 (second edition) says that in situation when measured
concentrations do not remain within 80-120 % of nominal effects concentrations may be
determined and expressed relative to the time-weighted mean measured concentrations for
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static-renewal systems. However, we have not done that but this could be considered.
Chironomus riparius studies:
In the Chironomus riparius study performed in 2002 samples were taken from the
water column only on day 0, 7 and 21 and were analysed for the concentrations of
desmedipham and its hydrolysis metabolite, EHPC. On day 0 samples were taken only from
the lowest, the middle and the highest concentrations, and from all concentrations on days
7 and 21 (nominal concentrations were 0.125, 0.250, 0.500, 1.0 and 2.0 mg/L). Test item
analysis and validation of the method have been described in the test report. The results
from the sample analysis for desmedipham are provided in the following table.
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Desmedipham was detected only from the middle and highest test concentrations (nominal
0.500 mg/L and 2.00 mg/L, respectively) on day 0. When the concentrations of parent and
metabolite were combined it was seen that initial mean measured concentrations at 0.125
and 0.5 mg/L were within 80-120 % of the nominal. Therefore, in the test report the results
were based on initial nominal desmedipham concentrations which were the sum of
desmedipham and EHPC (converted into desmedipham by multiplying with 1.65725 [ratio
of molar masses]). LOD for desmedipham was 10.52 µg/L and LOQ 17.53 µg/L, and for
EHPC 8.01 µg/L and 13.34 µg/L, respectively. NOEC (emergence ratio) was established at
the nominal initial concentrations of 1.0 mg/L.
During the PPP renewal assessment process it was requested that endpoint should be based
on geometric mean measured initial concentrations of desmedipham. Following table is
provided in the RAR:
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In the RAR it is stated that NOEC level was recalculated using geomean of initially measured
concentration and the geometric mean recovery 14 %, i.e. 1.0 mg a.s./L * 14 % = 0.14
mg a.s./L. According to test report this 1.0 mg a.s./L seems to be a nominal value for day 0
as there was no measurements taken on that day. As no analytical results are available for
day 0 we do not think that reliable NOEC could be recalculated based on time-weighted
average concentrations.
No sediment samples were taken during the study, and exposure via the sediment cannot
be ruled out. However, the results from the other available Chironomie study indicate that
this might happen in some level.
In the Chironomus riparius study performed in 2005 the concentrations of
desmedipham and EHPC were taken from the overlying water, pore water and from the
sediment. The measured concentrations of desmedipham (0.44, 1.8 and 7.0 mg a.i./L ) in
the overlying water after one hour of dosing were 66.6, 78.3 and 47.7 % of nominal,
respectively. After four hours of application they were dropped to 28.9, 8.6 and 21.4 % of
nominal, respectively, and after 1 day they were less than 0.3 % of nominal indicating that
desmedipham disappeared very quickly from the overlying water. Desmedipham was found
in higher concentrations in the sediment than in the overlying water towards the end of the
study (see table below). Low concentrations of desmedipham were found in pore water.
Desmedipham concentration peaked in one sediment sample (hour 24) which was
considered to be an outlier. Based on these results it was concluded in the test report that
desmedipham degraded rapidly from the overlying water to EHPC which began to
partitioning between overlying water and sediment within 1 hour of application.
No treatment-related effects were observed on mean emergence ratios, development times
and development rates, therefore, the NOEC was 7.0 mg a.s./L based on nominal
concentrations (sum of desmedipham and EHPC). It is noted that in the CLH report Table 55
it is mistakenly stated that the NOEC value of 7.0 mg a.s./L is based on initial measured
concentrations of the sum of desmedipham and EHPC.
During the PPP renewal assessment process endpoints were requested to be based on
geometric mean measured initial concentrations. Following table was presented in the RAR:
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Initial measured desmedipham concentration 3.340 mg a.s./L corresponds to the NOEC 7.0
mg a.s./L (nominal) and this value was used in the RAR. As no treatment-related effects
were observed during the study we calculated TWA concentration in overlying water only for
the highest concentration tested with the formula: (Conc 0-Conc1/(ln(conc0)ln(conc1))*days. This resulted the NOEC of 0.0246 mg a.i./L based on TWA. Measured
concentrations of desmedipham and EHPC in overlying water, sediment and pore water are
provided in the following tables.
Table 1 Measured concentrations of desmedipham in overlying water, sediment and pore
water samples
Nominal test
concentrations mg
a.i./L

0.44

0.88
1.8

3.5
7.0

Sampling
Interval (Day)

Hour 1
Hour 4
Hour 24
Day 7
Day 28
Hour 1
Hour 4
Hour 24
Day 7
Day 28
Hour 1
Hour 4
Hour 24
Day 7
Day 28

Measured
desmedipham
concentration (µg
a.i./L) in overlying
water (1)
293
127
0.252
< LOQ
<LOQ
n.d.
1410
155
1.93
< LOQ
< LOQ
n.d.
3340
1500
16.6
0.417
0.170

Measured
desmedipham
concentration (µg
a.i./L) in sediment (2)

Measured
desmedipham
concentration (µg
a.i./L) in pore water
(3)

62.5
106
28.4
13.9
3.46
n.d.
263
264
72.8
17.7
44.0
n.d.
144
159
3012
193
250

0.779
0.573
0.193
< LOQ
< LOQ
n.d.
5.77
2.98
0.853
< LOQ
0.319
n.d.
205
39.3
17.4
2.27
0.662

* n.d. not determined
(1)
LOQ 0.133 µg a.i./L
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(2)
(3)

LOQ 4.00 µg a.i./L
LOQ 0.133 µg a.i./L

Table 2 Measured concentrations of EHPC in overlying water, sediment and pore water
samples
Nominal test
concentrations mg
a.i./L

Sampling
Interval (Day)

0.44

Hour 1
Hour 4
Hour 24
Day 7
Day 28

0.88
1.8

Hour 1
Hour 4
Hour 24
Day 7
Day 28

3.5
7.0

Hour 1
Hour 4
Hour 24
Day 7
Day 28

Measured EHPC
concentration (µg
a.i./L) in overlying
water (1)
123
238
283
237
101
n.d.
467
1220
1508
907
550
n.d.
1590
3000
4703
3670
2090

Measured EHPC
concentration (µg
a.i./L) in sediment (2)

Measured EHPC
concentration (µg
a.i./L) in pore water
(3)

12.4
22.7
110
317
269
n.d.
22.3
155
260
604
3103
n.d.
8391
4610
1448
2224
3857

86.1
88.0
51.1
140
279
n.d.
69.4
15.2
12.3
521
514
n.d.
16.9
18.9
52.8
1400
1750

* n.d. not determined
(1)
LOQ 0.133 µg a.i./L
(2)
LOQ 4.00 µg a.i./L
(3)
LOQ 0.133 µg a.i./L

RAC’s response
Algae growth inhibition study
RAC considers the study valid since it fulfils validity criteria. RAC agrees that statistically
derived endpoints are preferred and has calculated them based on geometric mean
measured concentrations and growth rate (see next two tables).
Nominal, measured and geomean concentrations of desmedipham
Nominal

Conc (0h)

Conc (24h)

Conc (48h)

Conc (72h)

Geomean
(48h)

Geomean
(72h)

0.065
0.108
0.18
0.3

0.053
0.084
0.141
0.178

Lost
0.01
0.021
0.041

0.005
0.005
0.013
0.064

0.005
0.005
0.005
0.013

0.016
0.020
0.043
0.107

0.016
0.020
0.027
0.048

0.5
0.619
Lost
0.041
0.02
0.159
Where the concentration was not detected LOD/2 was considered as proposed in the CLH.

0.111

Geomean concentations, cells density, growth rates and inhibition %.
Conc
48h
control

Conc 72h

0h

24h

48h

72h

control

10 000

50 000

150 000

924 000

Growth
2 days
1.35

Inhib
%

Growth
3 days
1.51

control

control

10 000

40 000

140 000

906 000

1.32

1.50

control

control

10 000

24 000

150 000

810 000

1.35

1.46

control

control

10 000

30 000

150 000

994 000

1.35

1.53

control

control

10 000

36 000

150 000

966 000

1.35

1.52

control

control

10 000

24 000

140 000

952 000

1.32

1.52

Inhib%
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0.016

0.016

10 000

24 000

100 000

564 000

1.15

1.34

0.016

0.016

10 000

20 000

72 000

514 000

0.99

0.016

0.016

10 000

26 000

120 000

482 000

1.24

1.29

0.020

0.020

10 000

8 000

26 000

366 000

0.48

1.20

0.020

0.020

10 000

10 000

38 000

352 000

0.67

0.020

0.020

10 000

10 000

44 000

334 000

0.74

1.17

0.043

0.027

10 000

8 000

24 000

160 000

0.44

0.92

0.043

0.027

10 000

8 000

40 000

150 000

0.69

0.043

0.027

10 000

10 000

34 000

160 000

0.61

0.92

0.107

0.048

10 000

10 000

32 000

110 000

0.58

0.80

0.107

0.048

10 000

6 000

22 000

140 000

0.39

0.107

0.048

10 000

10 000

20 000

120 000

0.35

0.159

0.111

10 000

10 000

8 000

44 000

-0.11

0.159

0.111

10 000

8 000

8 000

36 000

-0.11

0.159

0.111

10 000

10 000

4 000

32 000

-0.46

16.1

53.2

56.7

67.1

1.31

1.19

0.90

0.88

12.7

21.4

39.2

44.6

0.83
0.49
117

0.43

71.1

0.39

From the graphs below it can be seen that at 72h the model adjusts better than at 48h:
ErC50 (72h) = 0.045 mg/L ± 2 × 0.01353855; EC10 (72h) = 0.014 mg/L ± 2 ×
0.00098038 mg/L.
However, looking at the above table we see that the EC50 (72h) value should be in between
concentrations 0.048 mg/L (44.6 % inhibition) and 0.11 mg/L (71 % inhibition). The
modelled EC50 is a little bit below this value probably because of the concentration range
selected with all concentrations but one producing less than 50 % inhibition. The EC10 has a
better adjustment. Nevertheless the results proof that with statistically derived endpoints
the same classification outcome would be obtained.
Model adjusted for 72 hours based on geomean concentrations
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Model adjusted for 48 hours based on geomean concentrations

Additional algal growth inhibition studies:
RAC agrees and considers that the lack of intermediate measurements do not invalidate the
studies. The tests fulfil validity criteria of OECD TG 201. For the first test RAR 9.2.6.1/04
endpoints based on time weighted mean are ErC50 > 0.059 mg/L and ErC10 = 0.0128 mg/L.
For the second RAR 9.2.6.1/05, EC50 > 0.032 mg/L, and an EC10 = 0.0080 mg/L were
obtained.
Myriophyllum spicatum study
RAC agrees with the DS response and considers calculations based on geomean measured
concentrations appropriate. This is a common approach. In addition, CLP Guidance mentions
regarding unstable substances that where measured data are available at the start and end
of media renewal periods (as may be available for the semi-static tests), the geometric
mean for each renewal period should be calculated, and the mean exposure over the whole
exposure period calculated from these data.
Chironomus riparius:
For the first study RAC considers that using TWA would result in unrealistically low effect
values in a static test of 28 days duration where the substance disappears so fast.
Furthermore, and as the DS indicates there are neither reliable analytical results for day 0
as to properly apply TWA or to calculate geometric mean measured concentrations.
In this test no sediment samples were taken during the study and exposure via the
sediment cannot be ruled out (the results from the other available Chironomus study
indicate that this might happen; in addition, the substance has high Koc > 4 000 mL/g)
indicating adsorption potential. Since the substance disappears and there are no reliable
initial measured concentrations, Chironomus is a non-target species and CLP is about
hazards in the aquatic environment, the value provided based on initial measured
concentration NOEC = 0.14 mg/L will be used as supporting information.
In the second study it is not clear for RAC how a NOEC could be calculated when in the test
is stated that no treatment related effects were observed. If no statistically related effects
were observed at all, the NOEC should be higher than and not equal to the highest
concentration tested. As in the previous Chironomus test, RAC will consider the results as
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supporting information for classification and labelling since exposure via sediment cannot be
excluded. Nevertheless, the values obtained would not change the classification outcome.
Date

Country

Organisation

Type of Organisation

Comment
number
20

15.02.2019 France
MemberState
Comment received
FR agrees with the proposal of classification for environmental hazards and the proposals of
acute and chronic M factors.
Dossier Submitter’s Response
Thank you for your support.
RAC’s response
Thank you.
PUBLIC ATTACHMENTS
1. DMP_ECHA commenting_task force_sanitized.pdf [Please refer to comment No. 2, 6]
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