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1.1 Reference

1.2 Data protection
1.2.1  Data owner
1.2.2

123  Criteria for data
protection

21 Guideline study

2.2 GLP

2.3 Deviations

31 Test material
31.1 Lot/Batch number
312  Specification
3.1.2.1 Description
3.1.2.2 Purty

3.1.2.3 Stability

3.1.2.4 Preparation of test
substance for
application

3.1.2.5 Pretest performed
on irritant effects

Official
1 REFERENCE use only

Robertson, A. (2006): Cypermethrin cis:trans/40:60: local lymph node
assay in the mouse (individual method); Covance Laboratories Ltd.,
report no. 1669/032, 3 March 2006 (unpublished).

Dates of experimental work: 3 January 2006 — 31 January 2006
Yes
Chimac-Agriphar s.a.

Data submitted to the M3 after 13 May 2000 on existing a.s. for the
purpose of its entry into Annex I

2 GUIDELINES AND QUALITY ASSURANCE
Yes,

OECD guideline 429 (April 2002), method B42 of Directive
2004/73/EC and EPA OPPTS §70.2600 (2003)

Yes

None

3 MATERIALS AND METHODS

As given in section 2

SL25163563

As given 1n section 2

Viscous liquid

93.05%

Stable X

Vehicle for the test article was 80% v/v acetone in olive oil.
Formulations were freshly prepared on days 1, 2 and 3 and were mixed
by multiple inversion of the containers prior to use.

Yes. Concentrations of 50%, 25%, 10%, 5%, 2.5% and 1% v/v
cypermethrin in acetone/olive oil (4:1 v/v) were tested in a preliminary
screening test.
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4272
423
4.3

51

52

53

53.1
532

Stimulation indices
Other findings

Overall result

Materials and
methods

Results and
discussion

Conclusion

Reliability

Deficiencies

See Table A6 1 5-01
No indication of a treatment related effect on bodyweight.

The Local Lymph Node Assay demonstrated that Cypermethrin
cis:trans/40:60 does not have the potential to cause skin sensitisation at
concentrations of up to 2.5% v/v in 80% v/v acetone in olive oil

5 APPLICANT'S SUMMARY AND CONCLUSION

The Local Lymph Node Assay (LLNA) was used to assess the potential
of cypermethrin cis:trans/40:60 to cause skin sensitisation in the mouse
according to OECD guideline 429 (2002).

Following a preliminary study, the test article was prepared for
administration at 0.5%, 1.0% and 2.5% v/v in 80% v/v acetone in olive
oil. Groups of five female CBA / Ca mice were subjected to topical
applications of vehicle or of one of the test formulations to the outer
aspect of the auditory pinnae once daily on Days 1, 2 and 3. In addition,
a concentration of 25% v/v a-Hexylcinnamaldehyde in acetone / olive
oil (4:1 v/¥) was administered to a positive control group of five mice.
On Day 6 a 20 pCi dose of tritiated *H-methyl thymidine was injected
intravenously into each mouse. Five hours later the auricular lymph
nodes were recovered from each animal The pairs of nodes from each
animal were pooled and suspensions of the cellular components of the
lymph nodes were prepared in 5% w/v trichloroacetic acid and
processed through a scintillation counter.

Test results are expressed in terms of Stimulation Indices, the ratios of
the mean scintillation counts obtained from the test groups relative to
the corresponding mean scintillation count obtained from controls. The
threshold level for the Stimulation Index to be considered a positive
indicator of the potential to cause skin sensitisation 1s 3.0.

The Local Lymph Node Assay demonstrated that Cypermethrin
cis:trans 40:60 does not have the potential to cause skin sensitisation at
concentrations of up to 2.53% v/v in 80% v/v acetone in olive oil.

The test article did not meet the criteria for classification as a sensitiser
according to EU labelling regulations Commission
Directive 2001/59/EC. No symbol and risk phrase are required.

1

None
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1.1

1.2

121
122
123

21

2.2
2.3

31

312
3122

3123
3.1.24
3.2
321
32.2
323

Reference

Data protection

Data owner

Criteria for data
protection

Guideline study

GLP

Deviations

Test material

Lot/Batch numbers

Specification

Description

Purity

Stability
Radiolabelling
Test Animals
Species

Strain

Source

Toxicokinetics/Metabolism

Metabolism investigation in human volunteers

1 REFERENCE

Woollen, B.H., Marsh, IR, Laird, W.J.D. and Lesser, J.E. (1992); The
metabolism of Cypermethrin in man: differences in urinary metabolite
profiles following oral and dermal administration. Xenobiotica, 1992,
Vol 22, No 8, 983-991 (published).

No

Public domain information.

Data submitted to the MS after 13 May 2000 on existing a.s. for the
purpose of its entry into Annex [

2 GUIDELINES AND QUALITY ASSURANCE

No. Two human volunteer studies were conducted based on protocols
that were in compliance with the Declaration of Helsinki, Tokyo and
Venice Amendments

No
No

3 MATERIALS AND METHODS

Cypermethrin technical. cis:irans ratio 1:1 for oral administration and
56:44 for dermal administration

No details provided

For the oral study Cypermethrin obtained from ICI Agrochemicals was
provided as four diastereoisomeric pairs with purity values of between
98.9 and 99.4%. These were dissolved in absolute ethanol to a
concentration of 38 mg/mL for oral administration. Technical
Cypermethrin was obtained for the dermal study as 91.5% (cis:trans ratio
of 56:44), mixed with surfactants and wetting agents and dispersed in
soya bean oil for administration

No details provided
98.9-99 4 % w/w (Cypermethrin, cis:trans ratio 1:1) for oral study.

91.5% w/w (Cypermethrin technical, cis:trans ratio 56:44) for dermal
study

No details provided
Not applicable

Human volunteers
Not applicable
Not applicable

Official
use only
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324
325

326

329
3.3

331
332

333

334

335
336

Sex

Age/weight at study
initiation

Number of animals
per group

Control animals

Administration/
Exposure

Type

Concentration of
test substance

Preparation of test
substance

Dose volume

Dose administration

Sampling time

Toxicokinetics/Metabolism

Metabolism investigation in human volunteers

Males
61-80 kg; 20-32 years old

6 male volunteers for oral study, 4 of these were also included in the
dermal study, (which also consisted of a total of 6 volunteers).

No

Oral and dermal

Gavage and topical exposure

Dose selection took into account the proposed ADI of 0.05 mg/kg
bw/day for Cypermethrin as indicated by FAO/WHO 1982 and the fact
that low concentrations of the expected metabolites (DCVA, 3PBA and
40H3PBA) can be detected in urine. Dose concentrations were
therefore selected to facilitate detection of the major identified
metabolites of Cypermethrin and to establish the relationship between
the urinary metabolites following oral or dermal administration.

For oral administration the cis-frans diastereoisomeric pairs were
prepared at 38 mg/mL.

For dermal administration, technical Cypermethrin was dispersed in
surfactants, wetting agents and soya bean o1l at 26 mg/mlL..

For the oral study the dose was prepared from four diastereoisomeric
pairs with a purity in the range of 98.9 to 99.4%. The cis:trans ratio was
1:1. Cypermethrin was dissolved in ethanol to give a final concentration
of 38 mg/ml.. The single oral dose was administered by adding 86ul. of
the dose solution to a sugar cube, allowing to air-dry for 20 minutes to
allow ethanol to evaporate. The treated cube was swallowed, followed
by 200 mL of water. The volunteers were allowed a light breakfast an
hour after dosing (having been fasted overnight prior to treatment) and
were then monitored for 24 hours.

For the dermal study, technical Cypermethrin, purity 91.4% , cis:trans
ratio 56:44, was mixed with wetting agents and surfactants and dispersed
in soya oil to a concentration of 26 mg/mL. The dermal application site,
(an area of 800 cm®) on the dorsum of each volunteer was divided into
16 rectangular areas each of 50 cm®. 75uL were applied to each of these
16 areas using a micropipette, such that a total volume of 1.2 mL was
applied over the entire dorsal site. The area remained unoccluded for 8 h
and was then washed with 1 mL of 3% aq. Teepol. The volunteers then
wore a T-shirt until taking a shower 24 hours after dosing when the site
was washed with soap and water.

For oral administration, 86 pl. of dose formulation was added to a sugar
cube, which the volunteer swallowed, followed by 200 ml of water.

For the dermal application 1.2 mL was applied over 16 rectangular
patches at 75uL/50 cm®.

Single doses were administered by both routes.

Collection of urine samples — for both sets of volunteers urine was
collected over the periods 0-4, 4-8, 8-12 h post treatment and then over
12h mntervals up to 120 hours after dosing. Total volume, creatinine
concentration and pH were analysed in the samples together with linear
regression analysis of half-life — assessed on excretion rate versus mid-






Agriphar 5. A Cypermethrin December/2010
Document ITI, Section A6.2/04 Page 4 of 9

Section A 6.2 (04) T oxicokinetics/Metabolism

Annex Point TIA VL6.2 Metabolism investigation in human volunteers

57%).

Dermal Dose (31 mg Cypermethrin)

41% of the dermal dose (range 36-48%) was recovered in the detergent
skin wash after the completion of the 8 hour exposure period. Extracts
from the T-shirt cover used overnight post exposure produced a further
24% of applied dose. On average in this study at least 65% of the
applied dose was not absorbed. Cypermethrin metabolites were
detectable in the majority of urine samples over the first four hours of
exposure but peak excretion rates occurred between 12 and 36 hours
post dosing. No metabolites were detected beyond the 96 h sampling
point (except for trace amounts of 4OH3PBA in two individuals). The
elimination half life for total metabolites was 13 h (range 8-22h,
standard deviation £5.1 h). Four individual volunteers took part in both
the oral and dermal phases of the assay, these individuals had similar
elimination half lives for both exposure routes.

The average frans:cis DCVA ratio was 1:1.2. The amounts of
cyclopropane acid metabolites in urine samples following dermal
application were circa four times lower than the metabolites derived
from the phenoxybenzyl moiety.

The estimate of Cypermethrin dermal absorption, based on cis or trans
DCVA metabolite presence, was 0.3%, this was much lower than the
same estimate based on 3PBA and 4OH3PBA — mean of 1.2% dermal
absorption estimated.

4.3 Radioactivity in Not applicable — only urine samples assayed
tissue samples

4.4 QWBA — Tissue Not applicable — only urine samples assayed.

distribution study
5 APPLICANT'S SUMMARY AND CONCLUSION
51 Materials and Cypermethrin, a pyrethroid insecticide, was administered by oral gavage
Hethaag or by topical application to six male human volunteers as a single dose

of 3.3 mg orally or 31 mg/800cm® by the dermal route. A soya oil based
formulation was used for both administration routes.

For the oral study the dose was prepared from four diastereoisomeric
pairs with a purity in the range of 98.9 to 99.4%. The cis:trans ratio was
1:1. Cypermethrin was dissolved in ethanol to give a final concentration
of 38 mg/mL. The single oral dose was administered by adding 86uL of
the dose solution to a sugar cube, allowing to air-dry for 20 minutes to
allow ethanol to evaporate. The treated cube was swallowed, followed
by 200 mL of water. The volunteers were allowed a light breakfast an
hour after dosing (having been fasted overnight prior to treatment) and
were then monitored for 24 hours.

For the dermal study, technical Cypermethrin, purity 91.4% | cis:trans
ratio 56:44, was mixed with wetting agents and surfactants and dispersed
in soya oil to a concentration of 26 mg/mL. The dermal application site,
(an area of 800 cm®) on the dorsum of each volunteer was divided into



