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Section A6.1.1/01 Acute Toxicity
Annex Paint 1A, v1.6.1.1  Oral, Rat, LDsp

Table A6.1.1/01-1: Summary of Acute Oral Toxicity

Dose Sex Number of dead / Time of death Obser vations
[mg/kg bw] number of (number of animals affected)
axo investigated

L Il . I I
I
I
I

L Il . I .
I
I
.
|

LDs, vdue | >5000 mg/kg bw
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Section A6.1.2/01 Acute Toxicity

Annex Point 11A, V1.6.1.2 Dermal, Rat, Limit test

Table A6.1.2/01-1. Table for Acute Dermal Toxicity

Number of dead /

Dose [mL/kg | number of Time of death

bw] investigated (range) Observations

|| | [ ]
1

|| | [ ]
1

|| | [ ]
I

LDs, value > 10.0 mL/kg bw
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Section A6.1.3/01

Annex Point 11A, VI1.6.1.3

Acute Toxicity

Inhalation, Rat, LCsg

Table A6.1.3/01-1:

Particle Size Distribution

Group Type of
number Dose [mg/L] | exposure MMAD GSD Mass < 3 um [%]
1 5.1 nose-only 1.3um 2.98 um 77%
Table A6.1.3/01-2: Summary Acute Inhalation Toxicity
Number of Clinical signs
Group Dose | Type of Sex dead / Time of %ﬁg?grg dazlr;neals BW (gram)
number | [mg/L] | exposure number of death [day] int I, fd . f (meanxSD)
investigated interval of duration o
symptoms)
1 Il I R B || I
I
— ...
|
B
I
]
]
| Il I || || I
I
I |
]
L
]
]
]
LCs >5.1 mg/L
value
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Document Il1A, Section A6

Results eye irritation and trigger value for R36 (Directive 67/548/EEC)

Table A6.1.4/01-1:
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Section A6.1.4/02

Annex Point 11A, VI1.6.1.4

Acute Toxicity
Skin Irritation, Rabbit

Results and discussion

Conclusion

Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

COMMENTS FROM ...
Give date of comments submitted

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

Discussif deviating from view of rapporteur member state
Discussif deviating from view of rapporteur member state
Discussif deviating from view of rapporteur member state

Discussif deviating from view of rapporteur member state
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Table A6.1.4/02-1: Results skin irritation (intact skin) after application of IR3535®

| s sl
| I | |

. | | [

| | | I
I | [

| [ ] | [

| [ [

| [ [

Table A6.1.4/02-2: Results skin irritation (scarified skin) after application of IR3535®

P m | e (sl
| I | |
I | | I
] I | .
| | I
| | | I
| I | |
i | | |
Table A6.1.4/02-3: Results skin irritation (intact skin) control
P | | e el
| I | |
. | I | [
| I | I
[ | | I
| I [ || I
| I | |
i | | |
Table A6.1.4/02-4: Results skin irritation (scarified skin) control
P ] B | e el
| I | ||
I I | I
| I | I
| | .
| I [ | .
| I | |
P | | |
1 H I
H I
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Section A6.1.4/03
Annex Point 11A, VI1.6.1.4

Acute Toxicity
Skin Irritation, Rabbit

Conclusion

Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

COMMENTS FROM ...
Give date of comments submitted

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

Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state
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Section A6.1.4/05

Annex Point 11A, VI1.6.1.4

Acute Toxicity
Phototoxicity

Conclusion

Reliability
Acceptability

Remarks

Date
Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

COMMENTS FROM ...

Give date of comments submitted

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

Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state
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Section A6.1.4/05 Acute Toxicity
Annex Point 1A, V1.6.1.4  Phototoxicity

Table A6.1.4/05-1: Phototoxicity Testing - Results

Left Flank Right Flank
irradiated non-irradiated
treated with IR3535% | treated with positive | treated with IR3535° | treated with positive
control? control?

Animal 4 24 48 4 24 48 4 24 48 4 24 48
no. hours | hours | hours | hours | hours | hours | hours | hours | hours | hours | hours | hours
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
I | | | | | | | | | | | |
E | | | | | | | | | | | |

8-methoxypsoralen
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Table A6.1.5/01-1:

Results sensitisation - using Buehler method

time application Observations/Remarks”

] | I [ |

] | I [ |

] [ I [ |

I [ I

[ [ I
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Table A6.1.5/01-1: Results of Photoallergenicity Testing

time application Observations/Remarks
I | I
I | I
I | I
I | I
I | I
I | I
I | I
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Table A6.2/01-1: Excretion balance of IR3535 72 hours after dosing
Radioactivity excreted [% of administered dose]
Dose Sex Urine Faeces Exhaled Air Residual Recovery
radioactivity
single oral dose
I [ | || || || || ||
I [ | || || || || ||
single i.v. dose
I [ | || || || || ||
I [ | || || || || ||
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Table A6.2/02-2: Plasma level of IR3535® in pooled samples at different time points after dosing
(Groups A and B)
Radioactivity plasma [ig equivalents/g plasma®]
Group A -single i.v.
| |
Time after dosing [hours] | Sex
| | (| (|
| (| (|
| (| (|
| (| (|
| [ g [ g
I g g
I [ |
I [ [
I =
I [ [
I =
1| | |
Group B -single dermal
| |
Time after dosing [hours] | Sex
| | (| (|
| (| (|
| (| (|
| (| (|
| | |
I (| [
I (| [
I =
I (| [
I =
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Table A6.2/02-3:

Percentage dermally absorbed IR3535in rats and rabbits calculated from AUC

values
Species
Rats Rabbits
Route i.v dermal i.v. dermal
| | [ | [ | |
| | | | |
| [ | ] | [
| || | | |
| | | | |
| |
| |
Table A6.2/02-4: Metabolite Pattern in plasma
Species
Rats Rabbits
Route time i.v. dermal i.v. dermal
point
[hours]

| | | [ | |
] [ | [ | [ |
] ] [ | | |
] ] [ | [ | |

] | [ [ | I

] [ | N [ | N

| [ | | [ | |
] [ | [ | [ | [ | [ |
] ] [ [ | [ | [ |

| | [ | [ | [ |

] [ | [ | [ | [ |

] [ | [ | [ | [ |

| [ | [ | [ | [ |
[ | I
[ | |
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Section A6.2/03 Toxicokinetic in mammals
Annex Paint 11A, VI1.6.2  Rat dermal, single dosing

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




Merck KGaA Biocidal active substance: Page 10-13

IR3535%
Document Il1A, Section A6 April 2006
Table A6.2/03-1: Excretion balance of IR3535°

Radioactivity excreted [ % of administered dose]
Time interval | Sex Urine? Faeces Total treated carcass | skin wash | Recovery
[hour] excreted skin and and
tissues” | bandages

Low dose (0.524 mg/kg bw, 0.1 % IR3535%)
[ | [ | | . | (| (|
| | | | | . (| (|
| Il £l S . | (| [
| Il £l IS = | (| [
| (| Il I . | (| (|
| (| Il I . | (| (|
| (| Il I . | (| (|
Mid dose (5.475 mg/kg bw/daykg bw, 1.0 % IR3535%)
[ | [ | | . | (| [
| | | | | . (| (|
| | HE | | | (| (|
| (| Il I . | (| (|
| | Il I . | (| (|
| (| Il I . | (| (|
| (| Il I . | (| (|
High dose (50.64 mg/kg bw, 10 % IR3535")
[ | [ | | | | (| (|
| | | | | | (| (|
| | | | | | (| (|
| | HE | | | (| (|
| (| Il I . | (| (|
| (| Il I . | (| (|
| (| Il I . | (| (|
| I
| |
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Tissue Distribution in ug parent equivalent/g tissue” (expressed as % of dose)

Table A6.2/03-2:

24 72

10

0.5

Low dose (0.524 mg/kg bw, 0.1 % IR3535%)

Time point [hours]

g

T TITTT

T IT

T I

Mid dose (5.475 mg/kg bw, 1.0 % IR3535%)
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Table A6.2/03-2: Tissue Distribution in ug parent equivalent/g tissue” (expressed as % of dose)
Time point [hours] ‘ 0.5 ‘ 1 ‘ 2 ‘ 4 ‘ 10 ‘ 24 ‘ 72
High dose (50.64 mg/kg bw, 10 % IR3535%)
[ (| . . (| (| Il |
L L L L L L I
. (| . . (| (| . (|
[ [ [ [ [ [ |
| (| . . (| (| . (|
. . . [ . . I
. [ [ . (| (| . (|
[ [ [ | [ [ I
[ (| . . (| (| . (|
. . . [ . . I
. (| . . (| (| Il |
| | | || | | .
I Il I I D I | e
. . . [ . . I
I (| . . (| (| . (|
L I I N e L N
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Table A6.2/04-1: Radioactivity in Bandages and Skin Washes

Radioactivity [% of administered dose]
Time interval | Pigmented Number of Bandage Skin Wash Absorbed”
[hour] animals
| | | | . .
| | | . .
| | | . . .
| | . . .
| | | . . .
| | . . .
| | | . . .
| | . . .
| | | . | .
| | . . .
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Tissue Distribution in % of applied dose”

Table A6.2/04-2:

72

24

Time point [hours]
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Table A6.2/05-1: Concentration of Carboxylic Metabolite of IR3535® in Rat Plasma

Concentration of Carboxylic Metabolite [jug/mL]
Dose group Sex Pre-dose 1 hour post-dose | 3 hours post-dose | 6 hours post-dose
[mg/kg bw/day]
Day 3
L | | [ [ [
| | . [ [
| | . . L
L | | [ [ |
| | . . [
| | [ [ [
Day 28
L | | [ [ [
| | . . L
| | . . L
L | | [ [ [
| [ . . [
| | . . L
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Document Il1A, Section A6 April 2006
Section A6.2/07 Toxicokinetic
Annex Point 1A, V1.6.2 Oral Rabbit
| [ | [ |
| [ [
| [ [
|
| | [ [
| [ [
[
r |
| | [ [
1 [ [
| | |
| [ [
| [ | [ |
| [ [
rP__ | || ||
|
I [ [
I [ [
[ | ]
| |
]
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August 2010

Section A6.2/09
Annex Point 11A, VI1.6.2

Toxicokinetic and metabolism in humans

Date
Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

COMMENTS FROM ...

Give date of comments submitted

Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state
Discuss if deviating from view of rapporteur member state

Discuss if deviating from view of rapporteur member state

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
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Calculation of the absorption rate based on urinary excretion

Dose of Amount of IR3535 in IR3535-free Total
Sex | formulation | IR3535Y applied . acid? inurine | Recovery in
. urine [umol] -
received [g] [ [ urine [umol]

Absorption
[%]

3)

<
=N
c
=1
=
@D
@D
@
w

=
3
=2
=
=
3
=2
=




Merck KGaA Biocidal active substance: Page 8-10
Name IR3535®
PT 19

Document Il1A, Section A6 August 2010




Merck KGaA Biocidal active substance: Page 9-10
Name IR3535®
PT 19

Document Il1A, Section A6 August 2010









