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<72 LD50 =7W

The oral LD50 value was 80 mg/kg in rat and
100 mg/kg in mouse.

The oral LD50 values were 80 mg/kg in rats
and 100 mg/kg in mice.

FRIETEIE T HE

R

Acute toxicity
Studies in Animals

Dermal
No reliable information is available, but the LD50 in rabbits was reported
to be 500 mg/kg in secondary literature (AAA, 1950 cited in RTECS).

Oral
There are two reliable studies according to OECD TG 401 (MHLW, Japan
2000 and BBB 1995) .

[FRERLDONZE & fb R, LD50 =300 mg/kg]

[BR200 N4 & #5 5, LD50=600 mg/kg]

The LD50s of Chemical_X in these studies were 300 and 600 mg/kg in
rats. Clinical sings of toxicity in these studies were abnormal gait,
decrease in spontaneous motor activity and salivation in both sexes.
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No reliable information is available, but the LD50 in rabbits was reported to
be 500 mg/kg in secondary literature. The LD50s of Chemical_X in these
studies were 300 and 600 mg/kg in rats. Clinical sings of toxicity in these
studies were abnormal gait, decrease in spontaneous motor activity and

SIAP

salivation in both sexes.

\ 4

No reliable information is available for dermal toxicity, but the dermal LD50
in rabbits was reported to be 500 mg/kg in secondary literature. The oral
LD50s of Chemical_X in two reliable studies (OECD TG 401) were between
300 and 600 mg/kg in rats. Clinical sings of toxicity in these studies were
abnormal gait, decrease in spontaneous motor activity and salivation in both
Sexes.

P SCRIE TIEIEA vl RE

PBERATAT TIROK
MEBZL THHHZ

o FHlNZE D D55 =FHITERBZ BN
& GE G782 1 B IRNVIROG B, LR
FHTXHEZHAETTE)
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Comment Action Details of Comments
from

USA SIAR Section 3.1.5
In the discussion of the repeated dose inhalation toxicity
study (Arts, 1992), please make the following revisions:
(a)The results of the two studies should be discussed
separately.
(b) For inhalation toxicity studies please use “NOAEC” and
“LOAEC” instead of NOAEL and LOAEL. Also, provide
conversion for ppm concentrations to mg/L.
(c) In the second study, it should be noted that 5
animals/sex/group were sacrificed at the end of the
exposure period and 5 animals/sex/group were kept for a 14-
JP Will () The results of the two studies will be discussed separately.
change (b) NOAEC or LOAEC will be used instead of NOAEL or LOAEL.
SIARand  Concentrations (mg/m3 and mg/L) have been added in SIAP
Dossier and will be added in SIAR and Dossier.
(c) The sentence will be changed as suggested.
Changed
SIAP
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e

Comment Action

from
UK(HH)

JP(HH)

Will
change
SIAR
Changed
SIAP

Details of Comments

Section 3.1.6 Mutagenicity

1.The statement “two in vitro studies are negative in mutagenicity,
therefore the in vivo studies are not required” is correct. However any
supporting data from in vivo studies should be reported in the dossier
if these exist. As there is no indication of any other studies, this
sentence may require rewording.

2.Also, it would be helpful to include details of the positive controls in
the in vitro studies (bacterial mutagenicity study and CA study),
stating whether they gave the expected results.

3.The concluding sentence in the SIAP and SIAR implies that the
substance is negative in vivo, which may be true but there is no direct
evidence for this. It might be better to say “the chemical is not
genotoxic in vitro”.

1. The sentence will be removed.

2. The summary statements of the positive control will be added in
SIAR.

3. The wording was changed to “the chemical is not considered to be
genotoxic in vitro”.

\A

Commen Action Details of Comments

t from
NL

JP

SIAR, 3.1.3: Only reliable information should be included
in SIAR and SIAP. Please remove non reliable
information from SIAR and SIAP (thus, also human
information). Studies that are performed according to
US-EPA guidelines (i.e. O’Donoghue, 1979) could be
assigned a reliability score of 2. The information could
than be used (as supportive information) in SIAR/SIAP.

Change We have decided to change reliability score of the

d SIAP

O’Donoghue (1979) study from 4 to 2.
The information has been added in SIAP.
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Commen Action Details of Comments

t from

CA SIAR

(Health) 3.1.1 Toxicokinetics, Metabolism, and Distribution
Studies in Animals
Oral
It is surprising that the oral mouse study by Chanal et al.
(1974) is not included in the SIAR simply because it is in
French (the IUCLID5 dossier assigns it a reliability of 4
because it is in a foreign language).

JP Will The rationale for assigning a reliability of 4 is that

change information is from secondary literature (HSDB). The
Dossier rationale will be changed in Dossier.

With regard to systemic general toxicity, no deaths occurred, however, reddish
urine (hematuria) was observed after approximately 4 hrs after dosing on the first
day of administration. ( & : —#&& 1% ) Thus, hematuria, organ weight and
pathological change in spleen were observed at 125 mg/kg bw/day, and this dose
was considered adverse level for general toxicity.

With regard to reproductive toxicity, no treatment-related change was observed in
estrous cyclicity and copulation results (indices for copulation index, fertility index,
paring days until copulation). Statistically significant prolongation of gestation length
was found in the group at 125 mg/kg bw/day. The values expressed in days were
22.3, 22.3, 22.3 and 22.8 for control, 8, 30, and 125 mg/kg bw/day, respectively.
Since all pregnant animals delivered on gestation day (GD) 22 or GD23, this was
concluded an accidental change and a meaningless significant difference by the

author. (P HE : EFEHM )

Based on these results, NOAELs for parental animals and F1 offspring were
considered to be 30 mg/kg bw /day and 125 mg/kg bw/day, respectively.
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Comment Action Details of Comments
from

OECD SIAR

Secr. 3.1.8 Toxicity for reproduction
Studies in animals
In our sense, the second paragraph in this section could be
deleted as the discussion belongs to systemic toxicity that
is already covered in the section on repeated- dose toxicity.
Consequently, we would rather set the NOAEL at 125 mg/kg
bw/d for maternal toxicity, as the NOAEL of 30 mg/kg bw/d
relates more to systemic toxicity which is separate from
reproductive toxicity.

JP Will According to the suggestion, the discussion for systemic
chang toxicity in this section will be deleted.
e SIAR The NOAEL for reproductive (maternal) toxicity will be set
at 125 mg/kg bw/day.

Comment Action Details of Comments
from

NL SIAR; reproduction toxicity, page 15, conclusion page 16, and
SIAP: It is stated that at 30 mg/kg bw/day, only one female
showed hematuria, and that this dose was considered not an
adverse effect level. According to the SIDS dossier, the NOEL
for females is 8 mg/kg bw/day, based on the hematuria
observed in one female. Since hematuria is also observed at
the higher dose (dose responsive), we consider this an
adverse effect and the NOAEL should be 8 mg/kg bw/day.
Please, be consistent and change the NOAEL in SIAR and SIAP

JP Will The reproductive and developmental toxicity study (MHLW,

change Japan2003c)is also introduced in 3.1.5 repeated dose toxicity.
SIAR NOAEL for repeated dose toxicity will be changed from 30
mg/kg bw/day to 8 mg/kg bw/day based on dose response
effects on hematuria in females as suggested.
There were no effects on reproduction; therefore, the NOAEL
for reproduction will be set at 125 mg/kg bw/day in 3.1.8
toxicity for reproduction (see OECD secr comment).

K2R TOFRITLELL, A MEEZDOBYTEREIN
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In the reproduction/developmental toxicity scree
(unpublished data)], Chemical_X was administered orally by gavage to male and
female Crj:CD(SD) rats (12 animals/sex/dose) at doses of 0 (vehicle, corn oil), 20,
50, and 125 mg/kg bw/day. ( B : EEBR5 %)

Three females died during gestation and 4 females died during the lactation
period at 125 mg/kg bw/day. Two females showed dystocia at 125 mg/kg bw/day
were euthanized. All newborn pups from one dam were stillborn at 50 mg/kg
bw/day. This was considered to be toxicological effect. (B )

Body weights in pups were significantly lower than the control animals at day 0 of
lactation at 50 and 125 mg/kg bw/day, and at day 1 and 4 of lactation at 20 and
50 mg/kg bw/day. No morphological abnormalities associated with the
administration of Chemical_X were found in any pup.

The NOAEL of reproductive toxicity was considered to be 20 mg/kg bw/day while
parental general toxicity was observed at 20 mg/kg bw/day (see repeated dose
section). In offsprings, body weights decreased in all dosing groups. The LOAEL
for developmental toxicity in rats was therefore considered to be 20 mg/kg
bw/day.

Commen Action Details of Comments
t from

NL Reproduction and developmental toxicity
The NOAEL of 20 mg/kgbw/day for reproduction toxicity
based on stillborn litter from one dam in the 50 mg/kgbw/day
dose group is not agreed with. At all dose levels the rats
were able to reproduce. No differences were found in the
number of corpea lutea, implantation sites and index, and
number of pups delivered compared to control animals. If
this is considered as an effect it should be considered as a
developmental effect because the fertilisation and
implantation was not affected. We propose a NOAEL of 50
mg/kg bw/day for effects on reproduction (fertility).
Fertility was not reduced although spermatogenesis was
affected at 125 mg/kg bw/day.

JP Change According to the comment, NOAEL has been changed. Could
d SIAP  you please also see responses to comments from UK
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Commen Action Details of Comments

t from

OECD SIAR

Secr. In the conclusion, end of 3™ line, you report that
stillborn pups from 1 dam at 50 mg/kg bw/day was
considered to be a “toxicological” effect, did you
mean a “reproductive toxic effect”? Please clarify
if reproductive toxicity is considered in the scope
of this particular finding.

JP please see responses to comments from UK

‘Comment Action Details of Commgts

from

UK(HH) Death of Dams
We note none of the top dose dams survived until day 4 of lactation. Would it
be possible to provide more detailed information on the circumstances of
these deaths? More specifically, please can you include information on which
day the deaths occurred, what the cause of death was (i.e. found dead, died of
dystocia, euthanized due to complete litter loss) and what clinical signs were
observed prior to death? From the information provided there would appear
to be a problem with parturition.

Pup viability

We note pup viability was lower in the top two doses (particularly the top
dose). Currently, it is difficult to assess the cause of these deaths e.g. they may
have resulted due to the death of the dam, a result of pro-longed parturition, a
direct developmental effect of the test substance or due to maternal
neglect/general maternal toxicity. Is there any information available that
would allow us to clarify which of these possibilities is the most likely? For
example, is it possible to correlate the death of the pups with the death of the
Dams? Did the pups die on the first day of lactation? Was significant toxicity
observed in the dams that lost their litters?
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T

eath of Dams at 125 mg/kg \
Three females were found dead on day 22 of gestation. T

Each one female was euthanized on day 22 or 23 of gestation because of poor prognosis.

One female and three females were found dead on days 0 and 1 of lactation, respectively.

Each one female was euthanized on day 1, 2 or 4 of lactation because all pups died.

Clinical observation prior to death includes salivation, decreased locomotors activity, soil of perigenital/perianal/perioral fur, soft feces,
tachypnea, tremor and clonic convulsion.

Death of Dams at 50 mg/kg

One female was euthanized on day 23 of gestation because of abnormal delivery (stillbirth; please see “Pup viability” for further
information).

One female was euthanized on day 1 of lactation because all pups died.

There were no effects on clinical observation in these females.

Pup viability

At 125 mg/kg bw/day, 7 of 12 females delivered (5 were dead or euthanized, see above).

Number of dead pups/number of pups born were:

0/1 (number of implantation was 1, the pup died by day 1 of lactation)

0/15 (all pups died by day 2 of lactation)

0/14 (the dam was found dead on day 1 of lactation)

8/14 (dead by cannibalism in 2 pups; the dam was found dead on day 1 of lactation)

0/17 (the dam was found dead on day 1 of lactation)

16/20 (the dam was found dead on day o of lactation)

1/14 (the dam was found dead on day 1 of lactation)

Lactation and nesting were not observed in all 7 dams, and traumas of several parts of the body were found in three pups because of
maternal cannibalism.

All pups died by day 4 of lactation.

At 50 mg/kg bw/day, all females delivered.

All 18/18 pups from one dam were stillborn. However, two of 16 pups were considered to be born alive because respiration was suggested
by a lung test. The lung test was not conducted in two pups due to cannibalism.

Seven out of 17 pups from one dam were also stillborn (the lung test was not conducted), and the other 10 pups died by day 1 of lactation
(milk-band: negative).

Cannibalisms were observed in two dames and a total of 7 pups died by day 4 of lactation.

AEBTEILILR, UKOBERCH>TEE

In the 125 mg/kg bw/day, nine females died or were euthanized between days 22
of gestation and day 1 of lactation due to prolonged parturition. The remaining
three females at the high dose were euthanized between day 1 and day 4 of
lactation, following total litter loss. Significant decreased bodyweight gain was
observed during gestation and on day 0 of lactation. In the 50 mg/kg bw/day, one
female was euthanized due to dystocia and one female was euthanized following

total I|tter Ioss on day O of Iactatlon ?hme—fem&e—m%s—&ed—dtmag—ges%aﬂeﬂ—am

dys{eeraaH—zérmgkgvbw%dayLaﬂdweF&emhaﬁlzed—All newborn pups from 1
dam were stillborn at 50 mg/kg bw/day, which was considered to be a
reproductive toxicological effect. Persistent diestrus was observed in 2 female
rats, and an irregular estradiol cycle was observed in 1 female rat in the 125
mg/kg bw/day dose group. No significant differences were observed in the
appearance rate of estrous cycle abnormalities among the test groups. Abnormal
lactation and cannibalism was observed at 125 mg/kg bw/day.

On the basis of the dystocia at 50 mg/kg bw/day, the NOAEL for reproductive
toxicity was estimated to be 20 mg/kg bw/day.
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