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Section A6.6.1
Annex Point 1A
V1.6.VI1.6.1

In-vitro Gene Mutation Study in Bacteria

Evaluation of applicant's
justification

A review of all data is needed, especially positive results

Conclusion Submission of all tests in the #ESR document have been requested and received
Remarks

COMMENTS FROM OTHER MEMBER STATE (specify)
Date Give date of comments submitted

Evaluation of applicant's
justification

Conclusion

Remarks

Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state
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Table A6_1 1-1. Table for Acute Toxicity (modify if necessary)

Dose Number of dead / Time of death
(mg/kg) number of investigated | (after dosing) | Observations
lhr | 24hr

10 Male: 2/5 - 2
Female: 1/5 1

15 Male: 4/5 - 4 Lethargy and hypothermia
Female: 4/5 - 4

20 Male: 5/5 - 5 Lethargy and hypothermia
Female: 5/5 1 4

25 Male: 5/5 4 1 Lethargy and hypothermia
Female: 5/5 4 1

30 Male: 5/5 2 3 Lethargy and hypothermia
Female: 5/5 3 2

LDsg value | Males: 10.3 mg/kg
Females: 11.8 mg/kg
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ACROLEIN

December 2005

Section A6.1.1/02

Annex Point 11A6.1.1

Acute Toxicity

Acute oral toxicity test in mice (LDsx)

Remarks

COMMENTS FROM ...

Date

Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion Discuss if deviating from view of rapporteur member state
Reliability Discuss if deviating from view of rapporteur member state
Acceptability Discuss if deviating from view of rapporteur member state
Remarks
Table A6_1 1-1. Table for Acute Toxicity (modify if necessary)
Dose (mg/kg) Number of dead / Time to death Observations
number of investigated (hours after dosing)
11.0 0/10 Not applicable -
13.20 0/10 Not applicable -
15.84 3/10 1-6 hours -
19.00 6/10 2 - 16 hours* -

2 - 3 days*

LDso: 17.7 mg/kg

* Three animals died during each of the time intervals specified
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Section A6.1.1/03

Annex Point 11A6.1.1

Acute Toxicity
Acute oral toxicity test in mice (LDs)

COMMENTS FROM ...

Date

Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Table A6 1 1-1. Table for Acute Toxicity

Dose Number of dead / Time to death (after

(mg/kg) number of investigated | dosing) Observations

11.0 4/10 18-24h (2)* Hunched posture, lethargy, rough coat,
24-30h (2) piloerection, squinted eyes

13.20 4/10 18-24h (2) Piloerection, hunched posture, lethargy,
30-48h (2) squinted eyes, rough coat

15.84 8/10 1-6h  (2) Hunched posture, lethargy, squinted eyes,
18-24h (4) piloerection, rough coat
24-30h (1)
30-48h (1)

19.00 6/10 1-6h  (3) Hunched posture, lethargy, piloerection,
18-24h (2) squinted eyes, rough coat
30-48h (1)

LDsp value | 13.9 mg/kg

95% confidence limit: 12.8 - 15.1 mg/kg

e number of animals () died during the time interval specified
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Section A6.1.2 Acute Toxicity
Annex Point 11A6.1.2 Acute dermal toxicity test in the rabbit (LDsg)
Conclusion Discuss if deviating from view of rapporteur member state
Reliability Discuss if deviating from view of rapporteur member state
Acceptability Discuss if deviating from view of rapporteur member state
Remarks
Table A6_1 2-1. Table for Acute Toxicity
Dose Number of dead / Time of death
mg/kg number of investigated | (range) Observations
200 Males: 3/10 2 hours to Acrolein-associated dermatopathy, pulmonary petechiae,
Females: 4/10 Day 9 after | atelectasis and discoloration
: dosing
240 Males: 7/10 2 hours to Acrolein-associated dermatopathy, pulmonary petechiae,
Females: 7/10 Day 6 after | atelectasis and discoloration
: dosing
288 Males: 5/10 2 hours to Acrolein-associated dermatopathy, pulmonary petechiae,
Females: 8/10 Day 3 after | atelectasis and discoloration
' dosing
LDs, value | Males: 240.0 mg/kg (95% confidence limits: 217.3-265.1 mg/kg)
Females: 233.1 mg/kg (95% confidence limits: 200.1-248.7 mg/kg)
All animals: 231.4 mg/kg (95% confidence limits: 216.5-247.4 mg/kg)

Reference — *Cornfield and Montel, JASA, 45: 193-210 (1950)
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Table A6_1-S1 Table for skin irritation study (modify if necessary)

Score (average animals investigated) Time Erythema Oedema
UA A UA A

average score 24 h 1 1 3 3
Draize scores
(0 to maximum 4) 48 h** - -

72h 1 1 3 3
average score 24h, 72h 1 3
reversibility: *
average time for reversibility

UA: Unabraded
A: Abraded

* c¢: completely reversible
nc: notcompletely reversible
n: notreversible

X Not determined
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Table A6_1 4E-1. Results of eye irritation study

Cornea Iris Conjunctiva

redness | chemosis

score (average of animals investigated) Oto4 Oto2 0to3 0tod
24.h 4 2 2 4
48 h 4 2 2 4
72 h 4 2 2 4
Average 24h, 48h, 72h 4 2 2 4

Area effected

Maximum average score (including area affected, max 110)

Reversibility”

average time for reversion

Give method of calculation maximum average score.

* c: completely reversible
nc: not completely reversible
n: not reversible
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ACROLEIN December 2005

Section A6.1.5
Annex Point 11A6.1.5

Skin sensitisation
Guinea pig maximisation test (GPMT)

Acceptability

Not acceptable

This study states that acrolein failed to produce effects of sensitisation in any of
the fifteen exposed animals. However, on examination of the raw data provided
seven of the animals had skin reactions which were scored as 0.5. This score is
given for ‘patches of redness, non-confluent” and so equates to an OECD score of
1. The incidence of skin reactions was hence higher in treated animals than
controls. There is no explanation as to why the study Authors concluded that this
study was negative. The discrepancies in the proposed finding lead to uncertainty
as to the reliability of this study. A further sensitisation study has not been
conducted due to animal welfare concerns because of acrolein’s corrosive nature;
an approach with which the UK CA agrees.

Remarks

COMMENTS FROM ...

Date

Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion Discuss if deviating from view of rapporteur member state
Reliability Discuss if deviating from view of rapporteur member state
Acceptability Discuss if deviating from view of rapporteur member state
Remarks
Table A6_1 5-1. Detailed information including
induction/challenge/scoring schedule for skin
sensitisation test
Observations/Remarks

Inductions GPMT Buehler test | give information on irritation effects

day of application day of

treatment treatment
Induction 1 0 intradermal | day 0
pretreatment for non- 4-6 0.5ml 10 % -
irritating substances SDS in

vaseline

Induction 2 5-7 topical 6-8
Induction 3 6-8 topical 13-15
challenge 20-22 | topical 27-29
(rechallenge) 27-29 34-36
scoring 1 21-23 35-37
scoring 2 22-24 36-38
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ACROLEIN

December 2005

Table A6 1 5-2.

Result of skin sensitisation test (modify if necessary)

number of animals in group

Number of animals with signs of allergic reactions /

Negative control Test group Positive control
scored after 24h Not stated Not stated Not stated
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ACROLEIN December 2005

Section A6.1.5
Annex Point 1A
V1.6.1.5

Skin Sensitisation

Date

Evaluation of applicant's
justification

EVALUATION BY RAPPORTEUR MEMBER STATE
05/10/07

Conclusion The UK CA accepts the Applicants justification for non-submission of further skin
sensitisation studies.

Remarks
COMMENTS FROM OTHER MEMBER STATE (specify)

Date Give date of comments submitted

Evaluation of applicant's
justification

Conclusion

Remarks

Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state

Document IHIA
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Section A6.2/02

Annex Point 11A6.2

Toxicokinetic study
Metabolic fate of *C-acrolein orally administered to laying hens

Date

Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Section A6.2/03

Annex Point 11A6.2

Toxicokinetic study

Metabolic fate of acrolein orally administered to
lactating goats

EVALUATION BY RAPPORTEUR MEMBER STATE

Date

06/04/06

Materials and Methods

As described by the Applicant.

Results and discussion

4.1 The percentage recovery of the total dose in urine was 14.2% for goat 1 and
61.3% for goat 2.

Conclusion In addition:
Acrolein was widely distributed, with high levels found in the milk, indicating that
acrolein or metabolites may be transferred to milk.

Reliability 1

Acceptability acceptable

Remarks
COMMENTS FROM ...

Date Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks

Document 1A




Baker Petrolite

ACROLEIN

December 2005

Table A6_2-1. Table for Metabolic Fate Study
Labelled compound
Absolute
amount
(ppm) % of dose
Goat | Goat

Sample collection 1 2 Goat 1 Goat 2
1. Gut contents 6.6 15.4
2. Urine 9.8 8.5
3. Faeces 14.9 55
4. Milk 229 13.0
5. Removed organs
Liver 9.1
Kidney 1.7
Muscle 0.4
Fat 0.2

8.0 6.4
6. Remaining carcass Not measured Not measured
7. Exhaled air 14.2 12.5
Sum of #2 - 6: bIood., e:\xcreta, removed organs,

remaining carcass

(= absorption) 69.8 45.9
Sum of all detected labelled compound (#1 - 7)
(=recovery) 76.4 61.3

The substance was dosed via the oral route.
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Section A6.2/04

Annex Point 11A6.2

Toxicokinetics study

Metabolism of **C-acrolein in Rats

(Preliminary and Definitive Phases)

Group 1
Phase: Preliminary

Dose level: 2.5 mg/kg
Dosing route: Oral®
Number of males: 2

Number of females: 2

Group 2
Phase: Definitive

Dose level: 2.5 mg/kg
Dosing route: 1V?
Number of males: 5

Number of females: 5

Group 3
Phase: Definitive

Dose level: 2.5 mg/kg
Dosing route: Oral®
Number of males: 5

Number of females: 5

Group 4
Phase: Definitive

Dose level: 2.5 mg/kg
Dosing route: Oral®
Number of males: 5°

Number of females: 5°

Group 5
Phase: Definitive

Dose level: 15 mg/kg
Dosing route: Oral®
Number of males: 5

Number of females: 5

IV = Intravenous
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Section A6.2/04

Annex Point 11A6.2

Toxicokinetics study
Metabolism of **C-acrolein in Rats

(Preliminary and Definitive Phases)

Results and discussion

4. Data regarding absorption and metabolism should also be included in this
section.

Absorption data to be taken from section 5.2.

Metabolism: Six urinary metabolites were found; five were identified as oxalic
acid (non-detectable in the i.v. groups), malonic acid, glyceric acid, N-acetyl-S-3-
hydroxypropylcysteine, and N-acetyl-S-2-carboxyethylcysteine. One metabolite
was unknown. There was no apparent difference in metabolism between single and
multiple or low or high dosed animals. No discrete metabolites were present in the
faeces. The major metabolic pathways are likely to involve oxidation/hydrolysis
and glutathione conjugation. The concordance of metabolites observed after oral
and i.v. administration indicates that first-pass metabolism does not occur.

4.1 The majority of radioactivity was eliminated within the first 48 hours of dosing
for Groups 3, 4 and 5.

4.2 The following concentrations of acrolein reported in ppm are given as
percentages for males and females, respectively:

Group 2:Liver (0.26, 0.26%), kidney (0.13, 0.07%), spleen (0.04, 0.04%), lung
(0.04,0.06%), blood (0.143, 0.54%), ovary (<0.01%), testis (0.02%).

Group 3: Liver (0.33, 0.36%), fat (0.03, 0.03%), stomach (0.02, 0.02%), blood
(0.06, 0.07%), ovaries (>0.01%), testis (0.02%).

Group 4: Liver (0.41, 0.2%), adrenals (<0.01, <0.01%), fat (0.03, 0.03%), blood
(0.03, 0.05%), ovaries (<0.01%), testis (0.02%).

Group 5: Liver (0.35, 0.37%), kidneys (0.05, 0.03%), adrenals (<0.01, <0.01%),
blood (0.07, 0.08%), ovaries (<0.01%), testis (0.02%).

5.1 The absorption and excretion of acrolein were also studied in rats. The group
sizes were one group of 2/sex and 4 groups of 5/sex.

5.2 The first and second paragraphs should be included in section 4.
5.2 The text in this section should be replaced by the following:

Acrolein is well absorbed after oral administration (75 to 95%). A slight decrease
in absorption occurs with increasing dose (52 to 61%).

Acrolein was biotransformed into six urinary metabolites. There was no apparent
difference in metabolism between single and multiple or low or high dosed
animals. Radioactive carbon dioxide was also present in exhaled air. No discrete
metabolites were present in the faeces, but there is evidence that acrolein can
polymerise during passage through the Gl tract although it is likely that this was
derived from unabsorbed material. The major metabolic pathways are likely to
involve oxidation/hydrolysis and glutathione conjugation. Less than 2.3% of an
oral dose was present, widely distributed, in the tissues at 7 days post
administration, indicating that acrolein has limited potential for bioaccumulation.

The main concentration of acrolein after dosing was found in the liver in all dose
groups, apart from the i.v. dosed group where the highest concentration was found
in the kidney. Acrolein was also distributed to fat, spleen, lung, liver, stomach, the
kidneys, and adrenal glands. A small amount of acrolein was deposited in the
ovaries (slightly higher concentration for high and repeated dose groups) and in
blood (slightly higher in the high dose group and, as to be expected in the blood).

The major route of excretion is via the urine (33 to 63%), with a large proportion
being exhaled (27 to 38%). Excretion via the faeces is minimal after i.v.
administration (2%), however, a greater amount is excreted via this route after
oral administration (12 to 32%). This suggests that biliary excretion is minor, and
the amount determined in faeces after oral dosing is due to non —absorption.
Excretion via the faeces was increased in the 15mg/kg dose group and relates to
the decreased RosorptiohlakAhis dose. The majority of acrolein and/or its
metabolites was excreted within 48 hours of dosing via the oral or i.v. route.




Baker Petrolite

ACROLEIN December 2005

Section A6.2/04

Annex Point 11A6.2

Toxicokinetics study
Metabolism of **C-acrolein in Rats

(Preliminary and Definitive Phases)

Conclusion Other conclusions:
5.3 Acrolein is well absorbed and rapidly excreted and after oral administration
distribution is widespread. The major metabolic pathways are likely to involve
oxidation/hydrolysis and glutathione conjugation. The major route of excretion is
via the urine, with large amounts also being exhaled as CO,.
No differences occurred between sexes.

Reliability 1

Acceptability Acceptable

Remarks
COMMENTS FROM ...

Date Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Table A6_2-1. Table for absorption (in vivo test)
labelled compound
% of dose
Compound applied 100
Compartments with compound detected 1 2 3 4 5

1. Protective appliances

Liquid used for washing the skin

2
3. Skin (with substance not removable)
4

Blood (mean) M 0.05

F 0.07 - - -

5. Carcass (mean) M 302 | 447 | 2.06 | 2.00 | 1.72
F 256 | 2.46 1.78 1.47 1.24

6. Urine M 336 | 66.6 | 634 | 559 | 40.6
F 414 | 693 | 52.2 | 55.7 36.5

7. Faeces M 31.7 1.92 14.8 12.6 284
F 23.9 142 12.8 119 | 30.6

8. Carbon dioxide M 36.5 | 264 | 30.1 | 295 | 27.3
F 385 | 26.6 | 31.0 | 313 274

9. Exhaled air M 0.13 | 033 | 0.17 | 0.16 | 0.15
F 013 | 025 | 055 | 0.22 | 0.26

10. Tissues M Nd 1.12 | 055 | 0.60 | 0.63
F

Nd 112 | 058 | 049 | 0.62

Sum of #4 — 9: blood, excreta, removed organs,
remaining carcass

(= absorption)

Sum of all detected labelled compound (#1 — 9)
(=recovery)

Group 1 = Rats dosed orally with 2.5mg/kg of **C-acrolein dissolved in deionised water
Group 2 = Rats dosed intravenously with 2.5 mg/kg of **C-acrolein dissolved in saline
Group 3 = Rats dosed orally with 2.5 of **C-acrolein dissolved in deionised water

Group 4 = Rats dosed orally fourteen days with 2.5 mg/kg acrolein followed by an oral dose of 2.5
mg/kg  of “C-acrolein dissolved in deionised water

Group 5 = Rats dosed orally with 15 mg/kg of **C-acrolein dissolved in deionised water
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Table A6_2-2. Table for faecal elimination (in vivo test)

Labelled compound

% of dose

Compound 100
applied
Compartments 1 2 3 4 5
with
compound
detected
Sampling time m f m f m f m f m f
(hours post
dose)
0-4 - - <0.01 | <0.01 | ND 0.00 | ND 0.03 ND <0.01
4-8 - - 0.05 0.10 NS NS <0.01 | NS <0.01 | NS
8-12 17.1 | 3.58 | 0.08 0.27 495 |331 |293 224 |<0.01 | NS
12-24 11.9 16.4 | 0.49 0.30 729 | 654 |6.69 6.34 | 2.23 5.84
24-48 1.97 2.83 | 0.40 0.29 162 |212 |218 206 |21.1 18.5
48-72 039 | 041 |0.20 0.16 047 | 0.38 | 0.42 0.65 |4.14 5.24
72-96 0.17 | 0.27 | 0.19 0.07 0.19 | 024 |0.14 0.27 | 0.48 0.60
96-120 0.05 |018 |0.21 0.07 0.22 | 0.05 | 0.05 0.14 | 0.22 0.23
120-144 0.05 |0.15 | 0.17 0.07 0.05 |0.02 |0.11 0.11 | 0.14 0.15
144-168 0.03 |0.06 |0.11 0.09 0.04 | 0.03 | 0.03 0.10 | 0.08 0.08

Group 1 = Rats dosed orally with 2.5mg/kg of **C-acrolein dissolved in deionised water

Group 2 = Rats dosed intravenously with 2.5 mg/kg of **C-acrolein dissolved in saline

Group 3 = Rats dosed orally with 2.5 of **C-acrolein dissolved in deionised water

Group 4 = Rats dosed orally fourteen days with 2.5 mg/kg acrolein followed by an oral dose of 2.5
of “C-acrolein dissolved in deionised water

mg/kg

Group 5 = Rats dosed orally with 15 mg/kg of **C-acrolein dissolved in deionised water

NS No sample
ND Not detectable
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Table A6_2-3. Table for renal elimination (in vivo test)

Labelled compound

% of dose

Compound 100
applied
Compartments 1 2 3 4 5
with
compound
detected
Sampling time m f m f m f m f m f
(hours post
dose)
0-4 - - 821 |185 |21.2 |12.00 | 302 174 1028 | 262
4-8 - - 29.7 | 367 |201 |2190 |1460 |10.7 |0.07 | 451
8-12 259 |33 |709 |744 |982 |7.06 |3.84 851 |4.02 |6.75
12-24 51 349 | 924 |682 |785 |520 |4.58 8.66 |231 |131
24-48 113 | 137 |574 |806 |210 |238 |161 516 |9.83 |5.23
48-72 036 |043 |246 |329 |102 |152 |047 232 | 125 |1.83
72-96 027 |027 |147 |216 |032 |063 |0.18 1.04 | 054 |1.00
96-120 012 |0.08 |0.81 |093 |023 |040 |0.11 .052 |0.27 |0.60
120-144 0.08 |0.09 |056 |068 |012 |0.32 |0.07 045 |0.15 |0.33
144-168 0.08 |0.02 |040 |052 |012 |0.21 |0.05 025 |0.10 |0.17
168 cage wash | 0.06 |0.40 |0.88 |065 |0.36 |040 |0.23 059 |0.19 |0.37
168 cage wipe | 0.01 |0.02 |0.06 |0.19 |0.12 |0.07 |0.01 0.13 | 0.03 |0.05

Group 1 = Rats dosed orally with 2.5mg/kg of **C-acrolein dissolved in deionised water
Group 2 = Rats dosed intravenously with 2.5 mg/kg of **C-acrolein dissolved in saline
Group 3 = Rats dosed orally with 2.5 of **C-acrolein dissolved in deionised water

Group 4 = Rats dosed orally fourteen days with 2.5 mg/kg acrolein followed by an oral dose of 2.5
mg/kg  of “C-acrolein dissolved in deionised water

Group 5 = Rats dosed orally with 15 mg/kg of **C-acrolein dissolved in deionised water

NS No sample
ND Not detectable
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Conclusion The very limited information on human metabolites suggests that acrolein
metabolism is similar in rats and humans.

Reliability N/A

Acceptability As described by the Applicant.

Remarks
COMMENTS FROM ...

Date Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading humbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Section A6.2/01

Annex Point 11A6.2

Percutaneous absorption

Evaluation of percutaneous absorption potential using quantitative
structure-activity relationships

EVALUATION BY RAPPORTEUR MEMBER STATE

Date

06/04/06

Materials and Methods

3.2 MW should be MV

4.2 The correct values for the melting point of acrolein (-87°C) and the LogP
(0.04) have not been used in the first calculation. The validity of the calculation
based upon calculated values is questionable.

Results and discussion

As described by the Applicant

Conclusion

The value of 1.66% cannot be accepted. See below.

Reliability

4

Acceptability

Not acceptable

The toxicokinetic dermal absorption assessment refers only to a 1% solution of
acrolein. However, it is noted that the concentration of acrolein in the active
substance and product is ~96%. Therefore, this assessment which indicates a
dermal absorption of ~40% over a 24 hour period for a 1% acrolein solution is of
limited value for this particular risk characterisation.

Using the default values in the TGD, a dermal absorption value of 100% is
predicted following exposure to acrolein (AS and product). This value is supported
by the fact that acrolein is classified as a corrosive agent and a skin sensitiser.

Remarks

COMMENTS FROM ...

Date

Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Section A6.3.1

Annex Point
11A6.3

Repeated dose toxicity
14-day Oral Toxicity Test in Mice

Remarks

Table A6_3-1. Results (specify) of repeated dose toxicity study

Parameter Control 4.6 mg/kg 5.8 mg/kg 7.2 mg/kg 9.0 mg/kg dose-response
+/-

m? f m? f m? f m? f m? f m f
number of 10 10 10 10 10 10 10 10 10 10 50 50
animals
examined
Mortality 0/10 0/10 0/10 0/10 0/10 1/10 2/10 0/10 1/10 0/10 + +
Hunched 0/10 0/10 0/10 0/10 0/10 0/10 2/10 0/10 0/10 0/10 + -
Lethargy 0/10 0/10 0/10 0/10 0/10 1/10 3/10 0/10 0/10 0/10 + +
Rough coat 0/10 0/10 0/10 0/10 0/10 0/10 3/10 0/10 10/10 0/10 + -
Pilo erection 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 1/9 0/10 + -
Squinted eyes 0/10 0/10 0/10 0/10 0/10 0/10 3/10 0/10 0/10 0/10 + -
Tip of tail red 0/10 0/10 0/10 0/10 0/10 0/10 0/10 1/10 3/9 2/10 + +
Bite wounds 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 3/10 0/10 + -
Eye closed 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 1/10 0/10 + -
Exudate around | 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 2/10 0/10 + -
eye(s)
Blood around 0/10 0/10 0/10 0/10 0/10 0/10 1/8 0/10 0/10 0/10 - -
mouth after
dosing
body weight 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 - -
change
food 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 - -
consumption
clinical - - - - - - - - - - - -
chemistry*
haematology* - - - - - - - - - - - -
urinalysis* - - - - - - - - - - - -
Stomach
White thickened | 0/10 0/10 0/10 0/10 1/10 0/10 2/10 0/10 9/10 6/10 + +
gastric mucosa
(squamous
portion)
Ulcers 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 2/10 0/10 + -
Black flecks in 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 2/10 1/10 + +
gastric contents
Black pinpoint | 0/10 0/10 0/10 0/10 0/10 0/10 0/10 0/10 1/10 0/10 + -
foci over
mucosal surface
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Pinpoint raised
foci or nodules
0N squamous
portion

0/10

0/10

0/10

0/10

0/10

0/10

5/10

1/10

0/10

2/10

Cardia portion
reddened or red
foci

0/10

0/10

0/10

0/10

0/10

0/10

2/10

0/10

1/10

0/10

Tail darkened
near tip

0/10

0/10

0/10

0/10

0/10

0/10

1/10

0/10

0/10

0/10

Lungs
haemorrhagic

0/10

0/10

0/10

0/10

0/10

0/10

0/10

0/10

1/10

0/10

& number of animals affected/total number of animals

- not measured
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Section A6.3.2

Annex Point
11A6.3

Repeated dose toxicity
21-Day dermal study in rabbits

Materials and Methods

2.1 OECD guideline 410
3.3.4.4 The doses used were: 7, 21 and 63 mg/kg.

Results and discussion

4.2 A significant decrease in body weight gain was observed (70/31, 66/28 and
91/77% reduction for males/females for 7, 21 and 63 mg/kg bw/d, respectively,
compared with controls).

Conclusion LO(A)EL: 7 mg/kg

NO(A)EL: not determined
Reliability 1
Acceptability acceptable
Remarks

COMMENTS FROM ... (specify)
Date Give date of comments submitted

Materials and Methods

Discuss additional relevant discrepancies referring to the (sub)heading numbers
and to applicant's summary and conclusion.
Discuss if deviating from view of rapporteur member state

Results and discussion

Discuss if deviating from view of rapporteur member state

Conclusion

Discuss if deviating from view of rapporteur member state

Reliability

Discuss if deviating from view of rapporteur member state

Acceptability

Discuss if deviating from view of rapporteur member state

Remarks
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Table A6_3-1. Results of repeated dose toxicity study
Parameter Control low dose medium dose high dose dose-
response
+/-

m? f m? f m? f m? f m |f
number of animals 10 10 10 10 10 10 10 10
examined
Mortality 1/10 1/10 2/10
clinical signs
Nasal mucus 1/10 4/10 1/10 1/10 6/10 3/10 2/10 4/10 - |+
Lethargy 1/10 1/10 1/10 1/10 4/10 1/10 + +/-
Apparent weight loss 1/10 1/10 1/10 1/10 +H- |+
body weight 1 * 1 * 1 * L* L * 1 * + +
food consumption L * 1 * +/-
clinical chemistry
haematology
Organ x
organ weight*
gross pathology
Skin lesions 1 0 0 1 M ™" + +
microscopic
pathology*
Kidney
Lung !

N

* = P 0.01 significance level
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