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Section A6.4.1

Annex Point
11A6.4

Repeated dose toxicity

Subchronic oral toxicity of acrolein in rats

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 0 0 1 0 0 0 0 0

clinical signs*

body weight

food consumption

clinical chemistry*

haematology*

urinalysis*

Blood + 1 0 2 0 0 0 0 3

+ 0 0 1 0 0 1 0 0
2+ 0 0 1 1 1 0 1 0
Protein + 7 8 5 6 2 3 9 7
+ 9 11 6 8 8 15 6 10
2+ 2 0 5 2 10 1 3 0
Ketones * 0 0 2 0 3 0 1 0
+ 7 0 9 0 8 1 5 0
2+ 0 0 1 0 4 0 0 0

Organ x

organ weight

gross pathology

microscopic

pathology*

Organy

& number of animals affected/total number of animals
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Section A6.4.3/01

Annex Point
1A 6.4

Repeated dose toxicity

Sub-chronic Inhalation in rats

Results and discussion

5.2 Restrictive lung lesion with supra-normal flow volume was observed in rats in
the 0.4 ppm group. Animals in the 1.4 ppm group were similar to controls,
although an increase in collagen was observed.

Bronchiolar epithelial necrosis and sloughing, bronchiolar oedema with
macrophages, focal pulmonary oedema were observed in the 4 ppm group. These
findings were sometimes associated with oedema of the trachea and peri-
bronchial lymph nodes, and acute rhinitis indicating upper respiratory tract
effects. These were observed with varying incidence. A decrease in pulmonary
function was observed (decreased flow volume, left ward shift of the quasi-static
compliance curve and increase in lung volume) indicating obstructive lung
disease. Increases were also observed in lung weight, lung connective tissue
content, elastin and collagen.

Conclusion LO(A)EL:
NO(A)EL:<0.4 ppm
Reliability 2
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

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? ! m |f
number of animals

examined

Mortality 32/57 0/8 +

clinical signs*

body weight ) ) ) ) 0 ) d l + |+
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Section A6.4.3/03 Repeated dose toxicity

Annex Point

A 6.4 Sub-chronic Inhalation in rats

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 A6.4.3/06 Repeated dose toxicity

Annex Point

1HA 6.4 Sub-chronic Inhalation in rats
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

Table A6_3-1. Summary results of repeated dose toxicity study in rat

Parameter 0.4 ppm 1.4 ppm 4.9 ppm
Symptomatology 0 XX
Mortality 0 +++
Growth - --
Food intake 0 - -
Haematology 0 0
Urinary amorphous material 0 0 +
Urinary crystals 0 0 -
Organ weights
Lungs |0 0 ++
Heart | 0 0 +
Kidneys | 0 0 +
Adrenals | 0 0 +++
Gross pathology
Lungs | O 0 X
Histopathology
Nasal cavity | x XXX
Larynx | O XX
Trachea | 0 XXX
Bronchi + lungs | O XXX

0 = Not affected, x + slightly affected, xx = moderately affected, xxx = severely affected; + = slightly
increased, ++ = moderately increased, +++ = markedly increased; - slightly decreased, -- = moderately
decreased, --- = markedly decreased.
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Section A6.4.3(07)

Annex Point
11A6.4

Repeated dose toxicity
Continuous Sub-chronic Inhalation in Rats

Results and discussion

5.2

Rat

0.22 ppm: No treatment related effects

1.0 ppm: Pulmonary haemorrhage. Focal liver necrosis. Decrease in BW gain*
1.8 ppm: Non specific inflammation. Decrease in BW gain*

Guinea pig

0.22 ppm: Inflammation in liver, lung, kidney, heart
1.0 ppm: Focal liver necrosis. Pulmonary inflammation
1.8 ppm: Non specific inflammation

Monkey

0.22 ppm: Inflammation in liver, lung, kidney, heart

1.0 ppm: Clinical signs — closed eyes.

1.8 ppm: Non specific inflammation. Salivation and ocular discharge. Metaplasia
of trachea.

Dog

0.22 ppm: Inflammation in liver, lung, kidney, heart. Emphysema, congestion,
bronchiolar constriction, thyroid hyperplasia.

1.0 ppm: Clinical signs — ocular and nasal discharge. Inflammation. Bronchiolar
effects.

1.8 ppm: Non specific inflammation. Non specific inflammation. Salivation and
ocular discharge. Broncho pneumonia.

Conclusion

Overall, a NOAEL was only determined in rats but not in dogs, guinea pigs and
monkeys. Consequently, the overall conclusion from the study is that a NOAEL
could not be identified

LO(A)EL: 0.22 ppm

NO(A)EL: < 0.22 ppm

Reliability

3

Acceptability

Acceptable. As this study is one of a number submitted to satisfy this endpoint,
there is considered to be sufficient weight of evidence to regard it as being
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 (specify) of repeated dose toxicity study

Parameter Control low dose (0.22 medium dose (1.0 | high dose (1.8 dose-
ppm, 0.5 mg/m3) | ppm, 2.29 mg/m3) | ppm, 4.18 mg/m3) | response
+/-
m? f m? f m? f m? f m |f
number of animals
examined
rat 15 15 7 8 7 8
guinea pig 15 15 7 8 6 9
dog 4 2 2
monkey 17 8 9
Mortality:
monkey 1 (at 1 (day
week 5) 28)
clinical signs*:
ocular, nasal
discharge:
dog
monkey ;\
excess salivation,
ocular discharge:
dog 7
monkey 7
body weight:
rat 7 7 7 7 v Y
guinea pig 7 7 7 7 7 7
dog 7 7 7
monkey
v v v

* specify effects; for different organs give special findings in the order organ weight, gross pathology
and microscopic pathology if there are effects

2 give number of animals affected/total number of animals, percentage, or just 7or ¥ for increased or

decreased
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