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Table 6.3.3_3.3.4.2 Respirability of chamber aerosol

% of total permethrin deposited on each stage
Stage 1 Stage 2 Stage 3 Stage 4 Filter

Exposure level' 5.9 um 1.7 pm 0.65 um 0.45um | <0.45 um
6.1 mgm™ Mean® 0.0 23.19 64.81 12.00 0.0

SD 0.0 4.362 5.350 5.778 0.0
42.2mgm® Mean' 0.76 13.37 60.37 25.44 0.05

SD 1.674 2.703 7.463 7.273 0.183
583 mgm” Mean' 1.46 27.18 58.51 12.86 0.0

SD 0.751 5.249 5.694 2.463 0.0

1 Control animals were not exposed to aerosol
2 Determined once per exposure period, 15 determinations
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Table A6 _4(1)-2. Results (clinical signs, body weight, white cell count, liver weight) of repeated
study

dose

toxicity

Parameter

Control

low dose

medium doses

high dose

dose-
response

+/-

m f

examined

mumber of ammals

10

10 10

10

10

10

Mortality

clinical signs*
hypersensitivity

0/10

0/10

0/10 0/10

0/10

0/10

10/10

10/10

body weight

food consumption

clinical chemistry*

haematology*
white ¢ell count

urinalysis™®

Liver
organ weight*

gross pathology™

microscopic
pathology™®

Organ v

* specify effects; for different organs give special findings in the order organ weight, gross pathology

and microscopic pathology if there are effects

* give number of animals affected’total number of animals, percentage, or just Tor 4 for increased

or decreased
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Remarks

The authors of the report have omitted to include information on the
‘Special Histopathological Examination of the Nervous System’ which is
to be found at the back of the report (P.81 — 88). In their results, they
report that no evidence was found of damage to peripheral nerve fibres in
proximal or distal trunks, or in motor and sensory endings, nor were
lesions seen in the brain, spinal cord and trigeminal and dorsal root
eganglia. This is useful information and should have been reporited as part
of the resulis in the main body of the text.

in the data requirements, there is a stated requirement for studies to be
usually conducted in 2 species, one rodent and one non-rodent. There are
two 90 day rat studies submitted, as well as a 90 day, 6 month and I year
study in the dog. As only the 6 month and 1 vear dog studies are reported
in the key study format, are we to presume that the applicant is making the
case that the dog is the more sensitive species (which appears to be the
casel)? This should have been stated and explained by the applicant.

Date
Materials and Methods

Results and discussion
Conclusion

Reliability
Acceptability

Remarks

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

Discuss additional relevant discrepancies referring to the (sub)heading
numbers  and  to  applicant’s  swmmary  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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Table A6 4 3(3)-1. Female Group Mean Bodyweight Gain (kg) Excluding Selected
Animals
by Week
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Table A6 4 3(3)-2. Summary of Treatment-Related Lesions in Adrenal Glands
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Section A6.4.3 A6.4.3 Subchronic Inhalation toxicity

Date Give date of comments submitted

Evaluation of Discuss if deviating from view of rapporteur member state
applicant's justification

Conclusion Discuss if deviating from view of rapporteur member state
Remarks
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Appendix 1 to Doc ITI-A6

Bayer Environmental Science is a an affiliated company of Bayer CropScience,
therefore the studies submitted by Bayer Environmental Science are owned by Bayer
CropScience AG.

Reference List Doc. I11-A6. sorted by reference no.

Reference
No

Section No/

AUTHOR
)

Year

Title.
Source, Report No.
GLP /(Un) Published

Data
Protectio

n

Claimed
(Yes/No)

Owner

6.1,1(1)

6.1,1(2)

1975

Acute Oral Toxicity in Rats with

C-ompound rMC 33297, [

Report No. 2739-75
(Unpublished)

Yes

Sumitomo
Chemical

1974

Comparative Acute Oral Toxicity in
Mice with FMC 33297, FMC 37400,
FMC 35171 and FMC 30960. [}

Report No. HEF(G 79-C76
(Unpublished)

Yes

Sumitomo
Chemical

6,1,2

6,1,3

1975

Acute Dermal Toxicity in Rabbits.

Compound FMC 33297. || GG

Report No. 2908-75
(Unpublished)

Yes

Sumitomo
Chemical

6,1.4(1)

1976

Acute Inhalation. Compound No. FMC
33207 . :<port No

2911-75 (Unpublished)

Yes

Sumitomo
Chemical

6,1.4(2)

1975

Rabbit Eye Irritation. Compound No.
FMC 33297 .
Report No. 2910-75 (Unpublished)

Yes

Sumitomo
Chemical

6,1,5

272

1975

Rabbit Primary Dermal Irritation.
Compound No. FMC 33297,

B koot No. 2909-75

(Unpublished)

Yes

Sumitomo
Chemical

1991

Skin Sensitisation in the Guinea Pig of
a Permethrin 25/75 cis/trans Isomer
RatioThe
Report No. 916261D/WLC 159/58

Yes

Sumitomo
Chemaical

6.2 (1)

=
s
s B
—

4

&
0
7
2
<+
e

1977

Permethrin - Metabolism in  Rats;
Department of Entomological
Sciences, University of Califomnia,
Berkeley, California 94720, USA; .
Agric. Food Chem., Vol. 25, No. 1, pp
9-17, 1977.

6,2

& Hubbell,

1987

Percutancous Absorption of Topically
Applied 14C-Permethrin mn
Volunteers. Final Medical
ReportBurroughs  Wellcome  Co.
Report No. THRD/86/0047

Yes

Sumitomo
Chemical
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6,3,3 1980 | Permethrin =~ Technical.  Inhalation Yes Sumitomo
Study in Rats — 16 x 6 Hour Exposures Chemical
Over a 3 Week Period. h
Report  No.
WLC34/80323.
6,4,1(1) 1975 | 21273, Rat Oral 90 Day Study. - Yes Sumitomo
. Report No. Chemical
HEFG 76-1 (Unpublished)
6,4.1(2) 1978 | Permethrin  Oral Administration to Yes Sumitomo
Dogs for 6 Months. || GGG Chemical
h. Report No. HEFG 78-14
6,5 (1) 1980 |21z: Potential Toxicity and Yes Sumitomo
Oncogenicity m Dictary Chemical
Administration to Rats for a Period of
104 weeks. :
Report No. 80/WRIL003/283
(Unpublished)
6,5 (2) Ishmacl, J. 1988 | Chronic Toxicity and Carcinogenic No N/A
& Evaluation of Permethrin in Rats and
Litchfield, Mice. Fundamental and Applied
M.H. Toxicology. Vol. 11. pp308-322
6,0,1 Haworth SR | 1979 | Salmonclla/Mammalian-Microsome Yes Sumitomo
Plate Incorporation and Pre-Incubation Chemical
Mutagenesis Assays of Buroughs
Wellcome Compound  Permethrin
Tech BW 00217273 #8E8026 and
8I8012; EG&G Mason Research
Institute, 1530 East Jefferson Street,
Rockville, Maryland 20852, USA;
unpublished Report (Study) No. 015-
560-150A-1 and 015-560-150A-2;
16.10.1979.
6,6,2 Barrueco, C.| 1994 | Induction of structural chromosomal No N/A
ctal aberrations i  human lymphocyte
cultures and CHO cells by permethrin.
Teratogenesis, Carcinogenesis, and
Mutagenesis 14:31-38.
6,6,3 Clive, D 1977 | Mutagenicity of BW 21273 in Yes Sumitomo
L5178Y/TK+/- Mouse Lymphoma Chemical
Cells With and Without Exogenous
Metabolic ActivationThe Wellcome
Foundation  Itd. Report  No.
TTEP/77/0001
6,64 F 1997 | Micronucleus Test of Permethrin Yes Bayer
Technical in Mice. CropScience
Report No. AG
1270/JRE/TOX/97. (Unpublished)
6.,6.5 F 1997 | Chromosomal Aberration Study of| Yes Bayer
Permethrin Technical in Mice CropScience
AG
6,6,6 - 1975 | 21273 Dominant Lethal Study in Male|  Yes Sumitomo
Mice. . Chemical
Report  No. HEFG  73-10
(Unpublished)
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6,7 (2) Ishmael, J 1988 | Chronic Toxicity and Carcinogenic No N/A
& Evaluation of Permethrin in Rats and
Litchfield, Mice. Fundamental and Applied
H. Toxicology. Vol. 11. pp308-322

6,7 (1) 1980 |21z: Potential Toxicity and Yes Sumitomo
Oncogenicity m Dictary Chemical
Administration to Rats for a Period of
104 weeks. .

Report No. 80/WRILO003/283
(Unpublished)

6,8.1(1) B | 1972 |Foetal Toxicity of 21273 (NRDC 143)[  Yes Sumitomo
in the Rat. Chemical
Bl Report No. BPAT  74/10
(Unpublished)

6,8.1(2) 1979 |21z: Effects of Oral Administration Yes Sumitomo
upon Pregnancy in the Rabbit. [JJj Chemical
&

No. HEFG 80-4.

6.8.2 _ 1979 | A Multigeneration Reproduction Stud Yes Sumitomo
of 21273 (Permethrin) in the Rat. Chemical
ﬁgo.

BPAT 79/3.

6,9 1997 | Motor activity measurements in male Yes Sumitomo
and female mice postnatally exposed Chemical
to Permethrin by inhalation;

npublished
Report No. 26418; 03.07.1997.

6,13 1978 | Permethrin  Oral Administration to Yes Sumitomo
Dogs for 6 Months. _ Chemical
I Rcport No. HEFG 78-14
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Section A6.5 6.5(1) chronic toxicity — oral (rat)
Annex Point ITA6.5
Key Study
3.5 Statistics The significance of any inter-group differences in blood

composition or absolute or bodyweight-relative organ weights
was assessed by a series of Student’s °t” tests using a pooled
within-treatment error variance.

Mortality in female rats receiving permethrin was similar to that
of the rats comprising the female control group; the data were
therefore not subjected to statistical analysis. With the exception
of the data on number of tissues examined as a positive group
incidence presented for decedents, Weeks 53-Term, where inter-
group differences in mortality distribution of male rats were
assessed by using the chisquared test, with Yates correction
where appropriate, or by using Fisher’s Exact Probability Test,
analysis of male mortality data was via a computer programme
designed to perform trend and homogeneity analyses of
proportions and life-table data according to Thomas et al, 1977
(Computers and Biomedical Research, 10, 373). Anmimals killed
at the termination of the study were entered as censored
observation. This approach utilised the portion of the programme
dealing with the life-table after Kaplan and Meier, 1958 (J. Am.
Stat. Assoc., 53, 457).

The two-tailed probability associated with the observed
difference between the proportion of animals surviving in the
control group and that in the highest dosage group arising by
chance, at each week of interest throughout the study, was
determined by first calculating the normal standard deviate, Z,
from values of S(t;) and S(ty), and SE, and SE,, for the control
and highest dosage groups respectively, as follows:

z % S(t'_] - Slr{...:'

(SE,2 7 SE.°) 3

The exact probability associated with Z was determined by
reference to a table of normal probability integrals.

The same computer programme was employed to examine for
effects on latency of mammary gland benign fibro-epithelial
tumours in female rats. No other type of tumour was treated in
this way, since there were insufficient data to provide a
meaningful analysis.
The significance of any inter-group differences in the distribution
of non-neoplastic or neoplastic pathology was assessed by using
Fisher’s Exact Probability Test, applied as a two-tailed test.

3.5  Further remarks [ntake of test compound: achieved dosages, expressed as

mg/kg/day, were calculated weekly for the first 26 weeks, bi-
weekly for Weeks 27-28, and weekly for Weeks 79-103.
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Table A6 7(1)-2¢. Results of Carcinogenicity study

control data
dose-

historical study low dose medium dose | high dose | response +/-

Parameter m f m f m f m f m f m f

If differing numbers of animals are examined, give number
dffected/number of animals examined for each individual

finding.

Number of 60 60 60 60 60 60 60 60
ammals
examined

Mortality 35 22 47 20 39 18 43 20 + -

clinical signs . . - - - - + 4 + +

body weight gain - -

food - -
consumption

clinical - -
chemistry

haematology - -

urinalysis - -

Overall tumour
incidence:

No. of animals 38 47 27 50 37 46 31 45 - -
with neoplasms

No. of animals - -
with benign
neoplasms

No. of animals - -
with  malignant
neoplasms

No. of animals 16 18 11 24 24 25 8 22 < -
with = 1
neoplasm

Liver

p
tumour a

7
tumour x

non-neoplastic = - - - + + £, + X g2
changes

20
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sSection A6.5 65(2) Carcinogenicity/Chronic toxicity — oral (rat,
Ammex Point ITA6.S mouse)

Table A6 7(2}1a. Table for Haenmatalooy — Eat

HEMATOL G AT PARAMETERS AT 57 WEEKS 0N R s FEndom i on PEm iy Dirrs®

Pudhondd Fed oo While
FHemoglhin cell cells oo cells Plalglets
e b elets
i’rﬂuﬂclhﬂmﬂ' S |p,.-'|1.l}_ - vium_ _1nc Iii"lnm (i 1 fieri i = 00 e |
Male
0 150 il K6 ]
500 5.2 0.4 &35 :.'| :ﬁ:
1000 P 3* 4 b 0! q9in
2300 4.4 04 B .
Approimote O 48, e o
canbdenor imits =4 000 ()3 1.4 .1
Female
& I 04| 7.4 54 %
S0 145 0.40 7.1 T
. 4. "l"‘}ﬁ.
1000 147 ET] T8 4%
: ’ | HEAY
2S00 144 [T T4 4.2 Ti%
ApTrorimate 455 -
wambBdesoe [miks .4 L0 =0.) 41.0 L5
" Hﬂn_x:u-lu f-:_u Seven oF Cight rals per group
* Sigaificanly differens from comtool group mean o Y% level (1 ost),
Table A% 7(2)}1b. Table far Clinical Chernistry — Rat
. , . " THR ™!
BLo0E HIGCHEMISTEY PARAMETERS AT 52 WREKS on RaTs FEC CONTROL OR PERMETHRIN Dit
Flasm Plasmua
Binod almivineg asparlaie
AP LT DS Lra s EHEsE
[ietary permigthnn ikl wrea  Buewie . 1Ty
et trvg 100 mi) (g LD el {xalLifml} ":_"*"_'n_
— Male
Fia
0 £ L) 114 kL
e} 10 10.1 '
S0K) n TEE 1.6 kL
M0 105 L8 3
Apprommiate 951 -t SN LW
eonfidence imits 34 o
TFemale
o1 s 64
1 i’: " P50 x
1K) 2 00 106 %
Lk )i I]; 5.3 &
1500 4 " -
r\.*ll'll"ﬂ‘lil‘l'lﬂu 05N 4§ 131 LI
eonfdence lhmilg =4 -

w e resubts for seven or cight rts pes group _
* Significantly diderini from parrol groug mesmal 3% level e
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Section A6.5 6.5(2) Carcinogenicity/Chronic toxicity — oral (rat,
Annex Point ITA6.5 mouse)

Table A6_7(2)-2a. Results of Carcinogenicity study — Rat

SITE/NATURE/INCIDENCE OF NEOPLASMS 1% RATS FED CONTROL AND PERMETHRIN DETs FoR 2 Yiars

Male Female

. Dose (ppm) 0 500 1000 2500 0 300 1006 2500
Number of rats examined 60 60 1] 60 59 60 60 6l

Adrenal gland
Phaeochromocytoma
Cortical adenoma
Brain
Menngioma
Glioma
Lung
Adenoma
Hemopoietic
Lymphoma (generalized)
Lymphoma (localized)
Myeloid leukemia
Hemangioma (spleen and lvmph nodes)
Pancress
Istet cell adenoma
Exocrine adenroma
Piuuitary
Adenoma 14
Skin/subcutis
Carcinoma (all 1ypes)
Benign tumaors (all types)
Sarcomas

Thyroid gland
C-eell adenoma
Follicular adenoma

Mammary gland
Carcinoma
Fibroadenoma
Adenoma/papiloma

Uerus/cervis
Sarcoma
Carcinoma
Papilloma/adenoma
Polyp

Mesothehoma
Levdig cell tumor

Miscellaneous
Schwannoma--spinal cord
Sarcoma—heart
Carcinoma—kidney
Lipoma —kidney
Liposarcoma-—Kkidney
Squamous carcinoma—thymus
Squamdus carcimoma—oral cavity
Adenoma—salivary gland
Papilloms—stomach
Leamnymyvoma-—stomach
Leiomyoma—jejunum
Adenoma—parathyroid
Granulosa/thecal cell tumor—ovary
Tubular adenoma—aovary
Sarcoma—epididymis/vas deferens
Leiomyoma—cpididymis/vas deferens
Lipoma—abdomen
Sarcoma—thoras
Undiagnosed—spleen
Number of rats with necplasms

-
o

=1 =]
=
—

—

2
]
-
-

=] =0 =
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——— =
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Section A6.5 6.5(2) Carcinogenicity/Chronic toxicity — oral (rat
Annex Point ITA6.5 mouse) ’

Table A6_7(2)-2b. Results of Carcinogenicity study — Mouse

SITE/NATURE/INCIDENCE OF NEOPLASMS IN NICE FED CONTROL AND PERMETHRIN Diers roR 98 WEEKS

Male Female
Dose (ppm) 0 250 1000 500 i) 250 100} 2504)
Number of mice examined 70 69 T0 il 70 L] 70 H9
Liver
Hepatocelhilar adenoma 1o 7 & I3 2 ] Z 1
Hepatocellular carcinoma | 3 3 3 1 2 0 0
Type uncertain 0 | 0 I 0 0 0 I
Lung
Adenoma ] & 13 17 i 8 10 15
Adenocarcinoma 0 0 i it 0 1 1 |
| ymphoreticular
Malignant lvmphama 4 10 7 ¥ 20 17 1] 13
Mast cell umor 1 0 0 0 0 0 | 0
Kudney
Adenoma 4 \ L] 0 0 0 0 (1]
Pituitary
Adenoma 0 2 1 0 10 7 13 In
Vascular
Hemangioma 5 0 I I [ 4 5 d
Hemangiosarcoms 0 1] 0 [ 2 0 0
Miscellaneous
Phaeochromocytoma—adrenal plaod 0 0 1 0 ! 0 2 1
Adenoma—harderian gland 2 ! ] 0 i 0 I [
Adenoma—parathyroid gland 0 0 0 ] 1 i} 0 0
Adenoma—thyrod gland 0 0 0 0 0 1] | it
Papilloma—stomach 0 0 I L] 1 2 | 0
Carcinoma—stomach 0 0 0 0 0 2 0 |
Undiagnosed—stomach 0 [ 0 0 1 1] I 0
Leiomyoma=-bladde ! 0 0 (1] ] 0 0 0
Papilloma—skin 0 0 0 0 L)) 0 0 |
Fibroma—skin 1] 0 0 0 1 0 [} 0
Sarcoma—skin 0 0 0 0 1 ] 0 |
Levdig cell tumor—testis | 4 pi | - - - —
Sarcoma—epididymis l 0 1 0 - — — -
Carcinoma—preputial gland L] 1 0 0 - _— — —_
Meningioma—brain 0 1 0 0 0 0 ] ]
Ghioma— braimn i 0 | 0 ] 0 | ]
Adenoma--mammary gland ( 0 0 0 0 0 2 0
Carcinoma—mawmary gland 0 0 0 0 3 0 1 0
Granulosa cell tumor —ovary - —_ — - I Q0 0 1
Cystadenoma—ovary - - -- — | ] 1] 0
Adenoma—aovary — —_ —_— — I Q 0 0
Polyp-—uterus = - - — U 0 2 0
Fibroma—uterus - - — — G 1 0 0
Sarcoma—uicrs = — — 2 2 i 0
Carcinoma—ulerus — - - —_ 0 0 0 1
Carcimoma-—salivary gland 0 i 0 0 0 (] 0 0
Sarcoma—thorax 0 ] 0 0 0 1 0 0
Carcinoma—ongin Uncertain 0 0 0 0 0 I 0 0
Number of mice with neoplasms 25 % 28 30 44 41 35 33
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