


,  g if- UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
. "%m; WASHINGTON, D.C. 20463
L) oF
4 paoteY s
- <0741%
AlG 8 o8 -
o ME—-————MORANDUM X . OFFICE OF
PESTICIDES AND TOXIC SUBSTANGCES
SUBJECT: 9H5577/10182-EIE. Commodore 10WP (Lambdacyhalothrin).
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for Registration for Use in Food Handling
Establishments (New Use)
Tox. Chem. No. 725C
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Section I, Toxicology Branch I
Insecticide, Rodenticide Support /,4,¢4f
Health Effects Division (H7509C) , L ¢
THRU : Robert Zendzian Ph.D., Pharmacoloéi;t
Acting Section Head A
Section I, Toxicology Branch I %)
Insecticide, Rodenticide Support \

Health Effects Division (H7509C)

Record No(s). 241891/237127

Background and Regquest:

ICI Americas Inc. has submitted a petition for a food
additive tolerance of lambda cyhalothrin on food. The
formulation that is to be used will be Commodore 10WP, a 10%
formulation containing lambda cyhalothrin as tne active -
ingredient. The requested use is for residual pest control in
and con buildings and structures and their immediate surroundings
and cn modes of transport. Permitted areas of use will include:
bur are not limited to industrial buildings, houses, apartment
suildings, laboratories, busses, greenhouses, and nonfood/feed
areas of stores, warehouses, vessels, railcars, trucks, trailers,
aircraft, schools, nursing homes, hospitals, restaurants, hctels
and focd manufacturing, processing and servicing establishments.
-ntended yses will alsc include cutdoor use, and barrier
treatments. The insecticide is intended for dilution wich water
Zor spray applicaticn and will re used for control of ants,
centipedes, cockroaches, crickets, carpet beetles, firebrats,
flles, lesser grain torers, millizedes, pillbugs, red flower
Zeetles, rice weevils, silverfisn, scwbugs, kees, spiders, arn3
wasps.
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The requested tolerance is for 0.03 ppm in or on foed
commodities exposed to the insecticide during treatment of food-
handling establishments where food and food products are held,
nrocessed prepared or served.

The Toxicology Branch (TB~I) has been requested to examine
the available toxicity data on this insecticide and determine
whether or not the data supports this new-use petition and
tolerance.

The substance identification and technical data for
lambdacyhalothrin (PP321) are given in a previous Experimental
Use Permit Petition (10132-EUP-UR), memorandum to G. LaRocca from
P. Hurley, dated May 8, 1986.

Comments and Response:

The following toxicity studies are required to be submitted in
support of the tolerance petition and for registration of the
product (ref. Fed. Reg. 40 CFR Part 158, Octcber 24, 1984).

Technical Product Re ed ' Satisfied
Acute oral LD Yes Yes
Acute dermal EB Yes Yes
Acute inhalatlon ICgq Yes (comment 1)
30-day feeding studies
rodent Yes Yes
nonrodent Yes Yes
(comment 2)
2l=-day dermal Yes Yes
(comment 3)
21-day inhalation Yes No

{comment 4)
Chronic feeding

rodent Yes Yes
(comment 3)
nonrcdent Yes ; Yes -
Zncogenicity
rat Yes Yes
(comment 3)
nouse Yes Yes ’
o (comment 3)
Teratogenicity (2 species;) Yes Yes
{comment 3)
Reprcduc;ion (2-generaticn) Yes {es
: {(comment 3)
Mutagenicity
Gene mutation Tes Yes
Struct. Chrom. Aperraticn fes Yes

2Jrther genctoxic 2ffacts Zes : Zes

[
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End Use Froduct

Acute oral 1D Yes Yes I
Acutae dermal EB Izs . Yes

Acute lnhalatlon D Yes Yes ;
Prlma"y eye irritation Yes Yes i
Primary dermal irritation Yes Yes ‘
Dermal sensitization Yes Yes

Pure Active Ingredient ;
General metabolisa Yes Yes !

1.

(comments 3,5)

Althcugh the acute inhalation study on the technical preduct

is reguired for the petitioned uses, TB will waive this
requirement because an adequate acute inhalation study on

the formulation has been submitted and because the expected !
inhalation exposure will be on a diluted version of the
formulation (0.03-0.06% a.i. as opposed to 10% a.i. in
formulation tested in inhalatior study).

The requirement for a nonrodent subchronic feeding study has
been fulfilled by the availability of an adequate chronic
dog study (l-year) on technical lambdacyhalothrin.

The long term studies conducted on cyhalothrin have been
used in partial fulfillment of the toxicity data
requirements for lambdacyhalothrin. Lambdacyhalothrin
consists of 2 of the 4 enantiomers of cyhalothrin. on the
basis - of structural consideraticns and metabolism and
subchronic data on both lambdacyhalothrin and cyhalothrin,
T8 has previocusly accepted the long term data on cyhalothrln
in partial fulfillment of the toxicity study requirements
for lambdacyhalothrin (see original tolerance request for
cotten, memorandum from P. Hurley to G. LaRocca, dated
7/20/36).
The _abel on the proposed produc‘ states that this
fcrm"‘ated product may be used in a wide variety of places,
including industrial buildings, houses, apartment bul-d-wgs,
labcratories, busses, greenhouses, and nonfood/feed areas of
stores, warehouses, vessels, railcars, trucks, trailers,
aircraft, scheels, nursing homes, hospitals, restaurants,
1cte s and fced manufacturzng, processing and servicing
estazlishments., TB is concerned that for such a wide
‘ariety of arplication sites, use conditions and human
expcsure scenarios, inhalation exposure.may be significant
for scme perscns, particularly fcr the greenhouse use ard
use 1n other enclosed places where perscns are likely ¢
rema.nn Zor lcong periods of time ‘e.g. nursing homes,

3
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hospitals, hotels, houses, apartments, schools, etc.).

Therefore, we are requiring a 2l1-day inhalation study. 1In
addition, based on consideration of the physical .
characteristics of the technical product and of the proposed i
uses, TB recommends that this study be conducted on the
formulated product (Commodore 1QWP) rather than the
technical product. This requirement parallels a previous
requirement for a 21-day inhalation study to be conducted on
PP321 1E Insecticide (13.1% lambdacyhalothrin) which was
proposed for nearly identical uses (see memoranda from P.

Hurley to G. LaRocca dated 8/27/87 and 4/27/88). i

Extensive metabolism studies have been conducted on the X
purified form of cyhalothrin. A comparative study between
cyhalothrin and lambdacyhalothrin has indicated that their
absorption, distribution, metabolism and excretion patterns

are identical followzng a single 1 mg/kg dose in the male

rat. Therefore, TB has previously accepted the metabolism
studies conducted on cyhulothrin along with the comparison |
study menticned above in fulfillment of the metabolism

studies required for the present petition (see memorandum

from P. Hurley to G. LaRocca, dated 7/20/86).

Clearance of the inerts is to be addressed by the ;
Registration Division. ‘

The draft label is acceptable as written. A copy is
attached.

A copy of the proposed tolerance (Section F) is attached.
The Toxicology Branch cannot recommend granting the
currently proposed petition until the requirement for a 21-
day inhalation study is fulfilled.

An 8-point document is attached.

ey
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Study

Acute oral LD -
50
rat

Acute dermal LD50 -
rat
Acute inhalation LC -
50
rat
Primary eye
irritation - rabbit

Primary dermal
- irritation -~ rabbit

Dermal sensitization -
Guinea pig

Studies Reviewed

cesescoesl10% WP FormulationN.coeoeose.

Results

LDg,'s: 190 mg/kg
(mage); 157 mg/kg
(female)

LDg 's: >2000 mg/kg
(bogh sexes)

LCs,'s: 642 ug/l
(male); 855 ug/l
(female)

PIS=22.5. Mildly
irritating

PIS=3.33. Moderately
irritating

Not a sensitizer

w

Core Classification
Guideline

Guideline

Guideline

Guideline

Guideline

Guideline

(S1]
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[{Prepared for 9H5577, lambdacyhalothrin on food, June 22, 1983]

1. Toxicity data with technical grade lamkdacyhalothrin and
with technical grade cyhalothrin (justification given in
point #8 of this document) considered in support of this

tolerance (selected studies).

Acute oral LDSO' rats

90-day feeding, rats
lambdacyhalothrin

26-week oral, dogs
cyhalothrin

Chronic feeding, rat
cyhalothrin

Chronic oral, dog
lambdacyhalothrin

Chronic/Onco, mouse
cyhalothrin

Teratolcgy, rabbit
cvhalothrin

Teratolegy, rat
cyhalothrin

79 mg/kg in males
56 mg/kg in females

NOEL 50 ppm, LOEL 250 ppm
based on reduced body wt
gain

NOEL 1 mg/kg/day
LOEL 2.5 mg/kg/day
(liquid feces)

NOEL 50 ppm, LOEL
250 ppm (reduced
body wt gain. No
onco. effects)

NOEL 0.5 mg/kg/day,
IOEL 3.5 mg/kg/day
(clinical signs of
neurotoxicity)

NOEL 100 ppm, LOEL
500 ppm (decreased
body wt gain. No

onco. effects)

NOEL maternal tox.

10 mg/kg/day, LOEL

30 mg/kg/d, (decreased
body wt gain). NOEL
fetotox. 30 mg/kg/d
Not teratogenic. i

NOEL maternal tox.

10 mg/kg/day, ILOEL

15 mg/kg/d (reduced
body wt). NOEL embryo-
leth. & fetotox. 15
mg/kg/d. Not terato-
genic.

ay
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Reprcduction - 3
gen., rat
cyhalothrin

Metabolism, rats
cyhalothrin and
lambdacyhalothrin

Mutagenicity - Ames
gene mutation
lambdacyhalothrin

Mutagenicity - Chrom.
Aberr. in rodents
lambdacyhalothrin

Mutagenicity -~ Gene
mutation in Lymphoma
cells, lambdacyhalothrin

Mutagenicity - In
vitro cytogenetics
lambdacyhalothrin

NOEL parental tox. ;
10 ppm, IOEL 30 ppm i
(decr. bw gain).

Offspring: NOEL 10 ;
ppm, LOEL 30 ppm ;
(decr. body wt gazin.). ;

55% oral absorption.
Extensively metabolized :
when absorbed; cleavage
of ester to cyclopropyl- ;
carboxylic acid & phen-
oxybenzyl derivatives.
Accumulation of un-

changed cmpd. in fat

upon chronic admini-
stration. |

Not mutagenic

Did not induce micrc-
nuclei.

Not mutagenic

Not a clastogen in
human lymphocytes.

Additional toxicity data considered desireable: Ncre.

Not applicable.

A Tolerance cn cotton has been published (0.0l ppm for each
of the following commedities: fat, meat, and meat by-'
preducts of cattle, goats, hogs, sheep and horses,

cottonseed, and milk).

Tolerances on soybeans, wheat grain,

corn, sunflower and animal products have either aiready been

published or are still pending.

e relationship of these tolerances on the contritution t=
the diet and the MPI must be addressed by the Dietary
Zxzosure Branch and the TAS system.

Tlie 3-generation reproduction study'on cyhalethrin in the
raz with 2 safety factor of 100 was used to calcula<e thne

-
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ADI. The NOEL was 0.5 mg/kg/day (10 ppm). The ADI is
calculated to be 0.0050 mg/kg/day and the MPI is 0.3000

mg/day (60 kg).

There are no pending regulatory actions against registration
of this pesticide.

The Registrant has requested that the long term studies
conducted on cyhalothrin be used in partial fulfillment of
the toxicity data required for the tolerance petition for
lambdacyhalothrin. Lambdacyhalothrin consists of 2 of the 4
enantiomers of cyhalothrin. On the basis of structural
considerations, metabolism and subchronic data on both
lambdacyhalothrin and cyhalothrin, an@ on the fact that data
from the chronic deg study conducted on lambdacyhalothrin
does not conflict with the data from the 6-month dog study
conducted on cyhalothrin, the Toxicolecgy Branch (TB-I) has
accepted the long term data on cyhalothrin as partial
fulfillment of the toxicity studies required for the
tolerance petition on lambdacyhalothrin. TB had also
previously decided the both cyhalothrin and
lambdacyhalothrin will be considered to he the same chemical
for the purpose of establishing the ADI and TMRC (see
previous memorandum from P. Hurley to G. LaRocca, dated
7/20/87). Any future tolerance petitions for either
cyhalothrin,' lambdacyhalothrin or any other mixtures of the
16 possible isomers of the chemical structure (provided that
the appropriate tocxicological data are previded) will be
treated as if they are the same chemical and the proposed
tolerances will be added to the percent ADI calculated for
lambdacyhalothrin in this action.

()




SECTION F.

PROPOSED FOOD ADDITIVE TOLERANCE

It is proposed that 21 CFR be amended by the establishment of a
food additive tolerance for residues of lambda cyhalothrin [[1-
alpha(s*),3—alpha(Z)]-(t)-cyano(3-phenoxypheny1)methyl 3=-(2=-chloro~-
3,3,3-trif1uoro-1-pr0penyl)-2,2-dimethylcyclopropanecarboxylate}
in or on the following commodities:

0.03 ppm in or on food commodities
exposed to the insecticide during treatment of food-handlingﬁ

establishments where food and food products are held, processed,
prepared or served.
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Page

Page

is not included in this copy.

s /0 through I5 are not included in this copy.

The ma
inform
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terial not included contains the following type of
ation:

Identity of“product inert ingredients.

Identity of product inert impurities.

Description of the product manufacturing process.
Description of product quality control procedures.
Identity of the source of product ingredients.
Sales or other commeréial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action
FIFRA registration data.

The document is a duplicate of page(s)

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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ToX., CHEM. NO.: 725¢C

ACCESSION NUMBER/MRID NO.

a08a22-32

TEST MATERIAL: Lambda cvhaicthrin 1OWP

ot

&P, PP321

1]
-
O

TNONYME Karate, Commode:

(]

377

TUDY NUMBER(3S1: AR4d2s

ZZPORT NUMBER: CTL/PZ17%

ZPONSIR: ICI Americss lrz.. Agricultura! Products. Wilminzg=-on.
Deilaware2 12397
i
TEZE3TING FACILITY: (Cl Central Toxicology Latorataory, Alderisv
Fark. Maccliesfisld. Cheshire, UK

TITLE IJF REPORT: Lambéazcyhaiothrip: Acume Orail Toxizizte <=2
the REz=< 2fFf a3 100 grkg WP Formuiztion
SThHOo=43,: Patwrizia Manniz-
=FFIRT ISZLED: 3,01/ 38
b 4 Mal2 and rzmal2 rats were administare -ne tra.
dose Z:r a LU0 z kg WP Tormuiatisn o <arate
teither 1CZ. 12< or 22C mgrkg: and zzsecved ca, L
days. The zau<se oral LD,;,’s wera 23.zu.3tex 2=
foilows: 120 'accroximate lowars 28% 29nride-se
. limit 150 =g rormuistionskg T3r ma.=2s a~d .37
c2ppri<ima~s 2E% conficdence (Ilmiss LD, 20C mz
formu.3%iz~ <32, I3r r=2maies.
Toxiciny Categcry: Z
Toassziritation: Lilz=.ine



A, MATERIALS AND METHCDS:

Uescripiion: fine orf-whits powder
Batch #¢353, Other #tsg): :47/59. tormulaticn raferencs
3FJ §95: CTL references # YG2537/190/001
Purizv: 13.7%%
Sourcas: [C1
Vehicie «if apolicakle)r): deionized water
2. Test Animals and/or Other Tast System (if z2ppiicacie:r:
4
Zpecies and Strain (sexess:’ Male and ftemale =FF
" Wdistar-derived zibiro
rats (Alpk:APfZD szraing
Age: Not given i
Weight(si1: 245-331 g (males;, 175-233 g (rfemaies:
‘Sourcets’: Animal Breeding uni=z, IC! Pharmaceuticsa!s

Alderliey Pa

Frocedure:

rk, Macclesfield.

Cheshire, UK

3. Basis For Selz2czion of Dinse Lave:=: SFre.
2ral stucdv in whicn a rarze 21v z3z2 2ve.
=gt ed,

. nimai Assigrment and Liose Leve, 3:

Test Zss52 Admin- Number 371
3roup i{zsrered Animals

MZ LI nai2 Tema: =2
Zonte. > = =
L = E

- ngs/wg tormeiatiin suscended in feisnizac
a o caiuame DT L) mlokg zad zdminizverea o

s, -iinlizai JEserv3zzians anz Morta.ity: Losa
2izns 27 "2¢ici~vy Ince n2~ween 32J anag 34
zIrmer JdZSi1ng. 27 agorcwimatelw 1o mous
Se2n42en --2 n3urs attes 3sging: and trae
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inations:
dosing he cday ot
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|

=. 30588 Animals rocund
those surviving at the end of th
kitied bv halotrnane BP follﬁwej
dislocaricon and 2xamined by n2
MmacrosScop aonormalx.@es.

T. Statistical Anaivses:
3cute oral iethai dose and
conridence were calculated
mortality tincluding animais
extzemiss by the probit method
nminal vaiues,
limirs, where apcr opriatse,
highesz th no maor.alitie
doge wi maertality.”
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LF=ODACYHALOTHRINS

OF A 100g/kg WP FORMULATION

i
i

TABLE 1 _i

MORTALITIES

ACUTE ORAL TOXICITY TO THE RAT

Dose Levels

Male

Female

1/5

?9/k9 Day No. No. of Animals, Day No. No. of Animals
100 0/5 0/5 0/5 0/5
150 Q/5 0/5 1/5 1/5
200 4/5 1/5 5/5

There were 5 animals per sex per group. '

STL/P/2Y79 - 10
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Lescripticn: tins off-wh
Batch #8/3-, TJther #ig.:

; ca=. ~T r=

o= i - =
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>3s Incu

>sple:s:

33ildsboro.
deionized wartz:

LY

Y

507415

T2sr Anima:s ands/2>r Others Test Svstem " it appiicable-:
}
Species and Strain (sexess: male and temalz2 SFF
! Wistar-darived zlbino
rats (Alsx:APTSD strain:

Age: Now given

Weightis): 251-280 g tmal=2si; 1S3-183 z :'tzmales)

Zourzecsr: Animal Breeding Unit, ICI Phrarmaceuticals.

Ajderlev Park, Ma::iesf{eid. Cheshire, JK

Frocedura:

a. Test Me+thod: Five male and 5 fema.2 rats were
used Tors the study. Hair was remcsved zr2m an a-ses
ot apgraoximazely 19 2m x S cm on the corso-lumbar
regior. ¢f eacn anima! 18-3Z howurs pricr =0
applica=zion =2f the <=5t substance. The =zain stus
was preceded by a preliminary stusv in wnich a
range -t dose ilevels were ~asted. Based sn *the
results of the preliminary study, a sing.2 doss
level of Z00C mg/kg limit test) 425 selzcoted ror
the main studv. Ths formu.zticn <23 nazs into =z
fazte with gsiznizez water sSricr Tz

- izn. The applied mate-iail was coavers:z
Tateh which was in “urn covered bv =2
Tic riia and held in sosirtizn using
2ge and PCV tape wraroped arzund tns
2nimais wer2 2xposed <3 T2 test
Z4 hours. At *he =2nZ 5f ~hz lua-hocour
zd. tn2 dressings wecs ¢
~est mat=2ris ~as renc

e. Ziinizcz ~Bservaticaz and Mortaiicoos Tr= anima.:z
wer2 -oserve IIr inizal signs - =ckizizwy zZnczs
Detwesew 30-3. minu £ arter applizaticn whiie
Ar2ESL"Z5 w2l E =til. in Dizce 2nz Tnen snce da.
AT T zEe LE

P S22V e=:1zInt “Z2tarmirsrztisng: The z-imz.z were
welgne: ImmeIilate.v/ Srise Tz oapoiizatisrn 3T “hs
Tt f.CsE27EnIz zoz oz~ dzcrs 3, a4, X oans E

™o
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Cliinicai Obsercvations andi{Mortality: No animais Jied
during =he study. Therefore. the acut2 dermal median

lethal dose was in excess cf 2000 mg. kg for 2oth male

and femaie rats. Signs of slight sysztemic toxicity
were seen in all except one animai. Zlinica: signs
included diarrhea,., urinacy incontinence. downward

curvature of the spine and upward curvature 2f the
spine. The report stated thas "most animals had

recovered by Day 5 calthough 2wo femzies shcwed urinarvs

incontinence until Days 11 =zr 1S,. The abnermalities
lwere]l considered to be due t2 the presence zt the
bandag2 andsor the irritant =ffects.” 3igns of

irritation were ‘observed
throughout most o7

moderate
persisted

in 31l aniaals and
the obs&rvatior neriod.

These signs included crackirg. desquzmation. erythema.
new skin. edema. scabbing and thickening. Two females
were 3til]l showing signs of irritati=-n bv the end of
the g<udv.
Zody L2izht Jeterminations: The r2gIct 3tatsa thas
"initiszlly most animals. shocws3 a dec>rzisea in oodywaizrs
tut ail had regained their mitial Zav 1+ w2isght ay
Dav 3 and continued to gai- Jeight Zuring tre remainde-
2t <he study.”
ircss Fathologyv: There wer: nc macrosoopia
abnorma:ities at necropsy.
Quality Assurance Measures: Signed Zualitv 2z3zurance
and Scod Lacsratory Practizz Ziartemerts were croviied.
Thisg is5 a limi= =as-<. Alrtncuogn ctinizai zizns
7 and irritation were zosarved 27 2000 Tngrxg sod >
nt, No mecrtaiinties were gobsgservad. Theretfore, no rurtner
i12vel s zre2 ra2quired. The s=tuzy iz z.zssiti=z as -r=

it
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Revie
Section I, Tox. Branch. [RS {HT7S509C) P
Zecondary Reviewer: Zobert Zendzian, Ph.D“ff”//( s <
Section I, Tox. Branch, [RS (H7303¢)
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! DATA EVALUATION REPORT
STUDY T??E% Acute inhalation - rat (E1-3)

TOX. CHEY. NO.: 728¢C

409422-04

ACCESSION NUMBER/MRID Ng.:

TEST MATERI'AL: Commodsre L1GWE

SYNONYMS: Lambdacyhalothrin, Karate, PP321

STUDY NUMBER(S): HROS

[ R
n

REPORT NUMBER: CTL/P-Z264

/
4 /,’ /5 ¢

SPONSQOR:: ICl Americas Inc.. Agricultural Products., Wilmington.

Delaware 19337

TESTING FACILITY: [CI Central Toxicology Laboratory. Alderievy

‘ Park Macclesfield, Cheshire UK

TITLE GOF REPCRT:

Lambdacyhalothrin: a-Hour acu
Texicity Study in fhe Rat of
Fzrmuiation

AUTHCZR S ¢ P, M. Hext
REPORT [Z3UJED: August (3, L1238
CONCLUST IN: Commodcre lOWP was tested in a c inah
study Iin rarts at the following = nt-at
20, 50 and 1CO ug/sl. Clinical st 5T %
were cosarved in all tre=ated griupg ana i
contrc . Iroup where the <ciinicai sizns ap
be rels being restrained. Llay
caleoul rollows: rormuist: ms . =2
(373-10 1. temales: 2% =
fambga- cthrin - maies: +- 11
femaias S i23.1-30.3s ug
TIoelzxicv Jategiooon {
Jlazzicizatwizon Jar2 Zzideline
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A,

MATERIALS AND METHODS:

|
i

Test

compourd«s

"Chemical

}

]

Name:

451

cyanc(3-phenoxyohnenyl methyl

aipha

(S,

fa)

chlioro-3.3,3-cri
dimethylcyclopre

Off-white powder
GFU 535

, Uther #(si:

T3%

[ Agrochemicals,
f applicable):

Nane

T
]

H

alpha

<o
(-]
~I
I

(Z)l=i+/=-

3-02-

wrnl
w

tuora-tl-propenyly-2.2-
anecarboxylate

Fernnurst.

Surrey. UK

Tzst Animals ands/or Other Test System (if applicablz):

Zpecies

(sexes’: Male and female SPF
Alpk:APfSD (Wistar-
derived) albino rats
Age: 7 weeks
Weightis;: 216-238 (males), 194-229 (females:
Source(ss: Alderly Park. Cheshire, UK '
Procedure:
a. Basis For Selection of Dose Levelis: Dose

wer2 sel2cted on

the basis

toxicity or

. Ani

mali

2f the known
lambda-cyvhalacthrin.

leve . g

innalaz=ion

Assignment and Dose Levels:
Tes* Dose Admin- Number of
Griup istered Animals
g/l maia female
Cortr. ] = =
1 Z0 = S
2 SO & S
2 100 z =
*# %-hQur 2xposure reriod
. Atm raticn: Trial atmcsphere
2en e carried Zu% prior %o the =ztar=- ot
The " atmosphecr: was g2neratsd usi-z 3
PR 2 mecnanizao. Zlean, 3rv air was
zas “he dust-t=23 at fi0w rates or
i itres/min. Alr tiow rates we-=2
rlowmeters zrd Were altsred as

n




1]

X

easurement T Aercdvnamizs Fartisle Sizz: The
particle sizes were measursd by mesns cr 2 Marco!
Cascade Impzctor. The mean weight 3f zerassi in
2ach size rznge was then used ts calcuiaste the
agrcdynamis zcarticlie size distribution 2f +=ae
aercszei. Trhe mass median zerodvnsmic Ciameter and
gzometriz s=zndard deviation were caleouziared.

Analvsis of Atmcspheric Concentration: The
atmospheric concentration of lambda-cynalc<hrim
was determined by dissolving the formuiatizn
deposited on the VM-1 filters and the stages o7
the Cascade Impactzr in h=xane. The resulzantn
solutions were then analysed by gas chroma<ography
to calculate “he atmospheric concentrations of the
test chemical.

m: The anizals were 2xpcsed nosz=-
iningz tubes. Temperaturs andg
it
4

Exposure 3\
cenly in r=2
relative

n Yy within s2ach chamber uwusre
measured du:in

exposure.

Clinical GCbs=srvations and Mortalitv: ~2i1 animals
were clinicsiiy examined zZrior to exposor=s. 37 the
2nd of the ssposur2 peric<d. and daily tnerszar-ar

for up tc L« davs. They were aiso ob
frequently T5r si1gns of toxicity duri
2xposure 2eriad.

Biody Weight Teterminations: All r2%ts wer2 Jelzhad
an davys -1, 1. Z. 2., B arz 15.

3ross Nezrzorsos: ALl rats were suzigctel TI o3
macroscseis o8t acrtem 2=%aminatiscn wizna

particular z==ention being given %z abcimiral zand
thoracic viszera. ungs. <raches and | .ver we-re
removed a3nz: weizhed and wsre preserved T2r Tusure
2xaminatizn z3iong with anv atnorma)l tizsues The
animais thaz wars <iiled in extremis we-2 zva<w:ned
in the same nanner XCceprt =-hat OrZan W2lZ"7"3 w=re
not recorce:z since nere <2re NC SIZneuIssEn T
sontrais.

Ztatis<izz. inazivsas: Whare apprzooriatz. ~-2s= and
TSNTrSi 22Tz W2re IImMPperel usZing 3 twe-si b
Zeudent's T-nazsv. Tre m=zizn l2%r3i zi-mze-trzoion
znd z. g2 1T Tne2 re2gressic cine 4= : 2z zZv
i . =iz and Toe contics -2re
IZi2U.3TET oLEing = ikelircoed ranis in-2z:rus AN
arprIAimnat e lwWer 2T% conridence Imit Lzsz
rETresarten - "= ~iZheszt dose WwiTo oo Mmootz -
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Chemizal . v

Anai

: and t

.8 ug/i

arget
formula

ic Concentration:

Th

atmospheric
determined bv

20

ug/i_

con

—~

a.i..

tarzet
a.i.; andg
5.05 ugs!

20 ug/

targer

a.i.

Aercdynamic

Par

-

measured

anailysi

the te

192.3 +/~

st

.33

ug/l

a.i..,

measured

£3.5

-

chemiczal
s were as foliocws:

a.i.

e =~ iy

(10}

o e

T

o}

targss

100 wug/s!l a.i.,

IS

c

measured

Size Distributisn:

table, take
the aercdvn
total
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tail lashing: gasp
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Body Weight Determinatians: The report stated
"there was a statistically significant. treatment
related body weight loss on Day 2 which was of a
similar severity in ali test groups. Howevzr,
surviving animals in these groups gained wa2ight at =
greater rate than the contrsls during the first 3 5
after exposure, so that by Day 15 the groupg mean kto
weights were similar."”

thazt

E4)
34

m

ﬁ

Gross Pathology: The report stated the following:
"discolored areas were seen on the lungs of animal
which died or were killed in extremis on Day 1.

male in the 873.9 ug/l (high dosel] group had a da
area on the liver and froth in the trachea (indic
pulmonary edema.”

[ 2

i

"Anrimals killed on Day 15 showed no gross abnermal
at post mortem examination which were reiated to
treatment, "

e
~il

Org2n Weights: Both e
2izh.s of the ! surviving male
signiticantly higher
relative and absolute
iow and high dose

controls,

te lun
dose

[l

relative and absolu
in ~he hign
than the controi group.
liver weights of femalies in
groups were alsc greater than the

3

=3

'y
T

R

m
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AQuality Assurance Measures
statement and a good
provided

S3oth a quali=v
iaborartory practice
in the repor=s.

assuravw
sTatemen®
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LAr~BDA - CYHALOTHRIN 125077

Page is not included in this copy.

Pages 33 through :32 are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product inert impurities.

Description of the product manufacturing process.
Description of product quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action
FIFRA registration data.

The document is a duplicate of page(s)

ENARAERARR

The document is not responsive to the request.

The information not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Eeviewed By: Pamela Huriey, Ph. _‘fw\me{m bf22(8f

Section [, Tox. Branch, IRS (H7529C: / 7
Secondary Reviewer: Robert Zend=ian. Ph.Dy;Q:é;/—pfz—" C/s 72554
Z2crion [, Tox. Branch, IRS :+H7S92¢)

DATA EVALUATION REPORT
STUDY TYFE: Eve Irritation - Rabbiz (81-4)

TOX. CHEM. NQ,: 725C

|
ACCESS{ON NUMBER/MRILD NC.: 408422-05

TEST MATERIAL: Commodore 10WP Insect 1ﬁ1de
SYNONYMS: Karate, PP321. lambda-cyhalothrin

LaLoratory Project ID No.: CTL/P/2170

SPONSOR: [CI Americas [nc., Agriculitural Products, Wilming+<on.
) Deiawar-=

TESTING FACILITY: [C] Central ?oxicoiogy Laboratory, Alderley
’ Park Maccliesfield, Cheshire UK

TITLE OF REFPUORT: Lambdacyhalothrin: Eye I[rritation to thre
Rabbit of a 100 g/kg WP Formulation

SEPORT [SESUED: July 7, 1388

SOMCLUSICH: Lambdacvhalothein 10WP was tegted foar poten<ial <o
produce eye irritation in rabbits using a
modificzcartion or the IDraize test. The highest m=an
total sccre was 22.5% at day L. 8y 7 days. =ne
total mean score was 0. Therefore,
lambdacyhalothrin WPLO is classified as milzly
irritazing to the rabbit eve.

cxicity CTategorve 11

“lassification: Core Guidei ine

)
(9§
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MATERIALS AND

AETHODS :

L. Test Compcundis):
chemical Mame: [1 alpha (3=, 3 alpha (Z)i-«+/=1=
cyanot3-phenoxyphenyl imethyi 3-12Z-
chioro=-3.3.3~-triflucro~-l-propenyl! i~2,2~
dimethylecyclopropanecarbexylate
Description: Off-white powder
Batch #(3;, Other #:cg): Preparation rererence 247/69,
formulation reference GFU 595
Purizy: 10.79%
Saource: 2l Americas Inc, Goldsboro, Nerth Carolina
2. Test Animals and/or Other Test System (if anolicable):
Specises and Strain sexess: Male New Zealand White
albino rabbits
Age: Not given
Weight(s): 22038-3103 g

Sgurcets

)

: Mellor Rabbits,
‘Chadderton,

Nr

Oldham,

3. Procedurs: Both eves of each rabbit were =2xamin=d wi<-h
the aid of fiuorescein within 24 hours prior to =-ne
study. Six males were chosen for the studw.
Approximaza2ly 100 mg was applied into the >2njuns=ziva.
sac 2% The (=27t 2ye 2r each animal and the .iis Js=re
A=l hogetner for (-2 seconds. The c=her =2v2 wasz jers
untrezted, The ini=zial pain reaction was -~scordzd on
S2-point scale. The eves were examined., using ths
Draize scorcing method at 1 hour and L. 2, . 4 and 7
days af.er application or the test substance.
Filucsrescein s<aining was used at the 1-4 ancd 7 asv
readings and a2 modiZied form 3f the Kav ana Zala=dra
gvystem was ussd to classity and interprer =he sczres.

=ESULT3: The r2pcrt sta-ed that due T3 2he iow Zensi-v aof

“he rormulation, {: was net possibie tao apsiv LoC mg In%to

~he rzabgit evs. Tter 2ach appilication of the Tzrmuizsion.

any remaining r2sizue was w2ighed and the <“2igh=< was
rzcordad, The zmount of rformulaticn whisn was acpli=z
fanged rreom <7 - T2 ong tsee table 30, Foilzwirg )
ziministeaticn 27 Tre T2t supstance, a Sligznt inmiris pai=
~33 Iggerved in 2 osznima.:s and mederare ini<ial zain was sesn

-1l animai.

Tne reocot 23T Tnat YI-l hours coiiowing apc.isanio-,

mcaerzTe tinfunItiosa rze2 . Tild 2nemcsis 3arz zevera

ILEITEIZE WBE ZEEs [T 3 < animai s Al Th2s=2 zInizonmzoniva

Chadderton Heign
Greater Manchester,

if

e

R
..
~

(&
)




\’l

i 2rfects had disacosares in 'l 8 armimals 7 dav
i zpplizcaticn. i Hi n i i N
) w33 zeen in all [ i r in
; Azain, theze =7 =T
f ingtitiation...

~zditiznal s3igrns or 2ve irritation z2en Zurjin~-s

inziuoed slight <2 moderzte Harderian diszcharcs
: azderate 2rvithemz on thse =2velids, siight =2onvo
: 2velids, dreied s2crevicns on perior2ital skin
! s2scular pannus. All <f these addiziona! sign

irritazion had dlisappezarzd 7 days arter zpplic

The score was 22.5 at day . By 7 davs.
“he W3S O. Therefare., .ambcdacyhalothrin
wPl miidly irritating =22 the racbit eve,

A Th iz 1if.
<3 Lres: Signe< Goed Laberatzsry Practicze
znd G Ztatements were praovided.

Ca Thiz is an acceptable 2ye irsrcitation study. it

i
ore Guideliine.

Y,
[



LAMBDACYHALOTHRIN: EYE IRRITATION TO THE 007415
RABBIT OF A 100g/kg WP FORMULATION

TABLE 1

EYE IRRITATION: MEAN SCORES FOR RABBIT EYES

Mean Scores
Time After:
Application Cornea Iris Conjunctiva | Mean Total Score
(max 80) (max 10) (max 20) (max 110)
1-2 hr 5.8 2.5 14.0 22.3
1 day 10.8 1.7 10.0 22.5
2 days 7.5 1.7 7.7 16.8
3 days 3.3 0.0 5.0 8.3
4 days 3.3 0.0 3.3 6.7
7 days 0.0 0.0 0.0 0.0

Means based on 6 animals and rounded to one decimal place.
Individual animal data are given in Table 2.

cTL/P/2170 - 8

1™
[y
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007415
Ph.D. ‘4&~nL6§n7*“”e%} /tz@?

Eeviewed By: Pamzla Hurlev,
Sectizn I, Tox. Branch. [RS (H750%9C)
Secondary Raviewer: Robert Zendzian., Fh.D.
Secxizn I, Tox. Branch., RS ‘H7S0QC)
LATA EVALUATION REPORT
STUDY TYPE: Primary Dermai Irritation - rabbit (81-5)

ACCESZION NUMBER/MRID NO.: 409%4Z2-08

TEST ™ATERIAL: Ccmmodore 1OWP

SYNONYMS: Karate, PP321. lambda-cyhalothrin

STUDY HNUMBER:S): EB34926

ZEPCRT NUMBER: CTL/P/2Z183

SPONSCR: [C{ Agrochemicals, ICl Americas Inc., Agricuitural
Products, Wilmingten, Del. 18897

ESTING FACILITY: ICl Central Toxicelogy Laboratory, Alderley
Park, Maczclestfield, Cheshire UK

TITLE 2F REPORT: l.Lambdacyhalothrin: Skin Irritation To the
Rabbit of a 100 g/kg WP Formuliatio=n

~AUTHC=Z 33: J.C. Barber

=ZPCRT OIZSUED: July 4, L12s8
TONCTL_USI0ON: Lambda cyhalothrin (QWP was tested for =zermal

irritation pot2ntial in the rabbit. The highest
mean Primarv Irritation Index score was 3.

which corresponds to a rating of moderz-e
irritating.

cxizity Category: {V

Zlassirication: Core Sulzeline
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MATERIALS AND METHGDS:

1.

Test Compound(ss:

Chemicsal Name: (1 aipha t3S»*), 3 zlrha (Zy]l-(+r-1~
cvanot3-phenoxyphenvirme<hyl 3-72
chlimro-3.3.3-trifiucro-
dimethylcycleopropanecarbcxylate

Description: off-white powder

l-propenvl)-Z.

Batch #(s), Other #(s): Prep. ref. 247s%3, formaulatizn

reference GFUS35, CTL reference YO2537,:100/00L
Purity: 10.79%

Source: [Ci Americas I[Inc., Goldsboro, North Carolina

VYehicle (if applicable): Deionized water

Test "‘Animais and/or Other Test Svstem (if applicabla>

Male New Zealanc Wh
albino racoits

Species and Strain (sexes):

Age: Not given

Weight(s): 3235-4236 ¢

Source(s): Mellor Rabbits, Chaddertnon Heights. Nr
Oildham, Gresater Manchester, UK

Frocedure: Six rabbits were used for the studv.

Twentv-fours prior to the start or the szzudy. <he
was <iipped trom the back of eacn animal (an area
approximately 7 cm x 13 cm), one flank ¢
Approximately 500 mg of the tect materiz was app
to the test site as a paste. using deicnized wate
rthe v2nhicie. The <reated ar2a was coverzd wizn ¢

ita

2 animal.

and se2cured with surgical tape and impermneable rubcars

sheeting whizh was in turn secur2d with adhesive
impermeable polyethylene tape. The dressing was
in position ror 4 hours and then removes. The

remaining test material was wiped o7t with coT=an
whn

and warm wazzer. Irritation was measuresz usin

Draize scal= at apcroximateiy ;C-io minutas,

3 'oniv S animals a%t this peoints. & ana 7 davs.
~

anima: was also examined at 5 zavs. The mean =2rv

€core was <caizulatsd bv adding t3geznher The =2rvth

scores of aii H animais at the ! ana Z-zav rezz3in

the zrvythema sccores 2f S animals 3% the z-dav res

ana 3ividing the %tz-+xai bv 17 ¢l si%2 2n zach 2t =2
apkizs sccr2d L. 2 and 2 davs arter ftroszavtmens

22AN 232M3 3 ISre Was Taicuiatas In o=z s::i';r Tanners.
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RESULTS: The regort stated that "sizns of slight t>
mcderate irritation were seen following a single tour-houw
aprlicaticn of the formuiation to raceit skin, Witnin th
tirst 24 hours faollowing application. very slight =3
moZerate Srcvythema was seen in 2ll © ~2bbits and verv s
s S2vers 2dema was present in £ of <ne rabbits.” Al
erv-hems and sdema had disappeared in 3/6 rabbits afrer =
S 4

Py
E!

davs and in the remainder of The rabzits bv 7 days.

desguamation was cobserved in animal on davs £ and 7

Izilowing =zpplication. The highest @mean Frimary I[rritas

index score was 3.33, which ccocrrespends to a2 rating of

moagsrately irritazing. The Texicity Category is (VY.

.

e

Quality Assurance Measures: Signed 32cod Laboratory Pract:

and Quality Assucance Statements wer2 provided.

DISCUSSIOM: This is an acceptable s+-udy. 1+ is ci
as Core Guideline.
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Reviswsd By: Pamela Hurley. Fh.D. MWW b2/

Sezction 1, Tox. Branch. (RS (H7S503CH

Secondary keviewer: Robert Zendzian. Fh.&._’]‘/ﬂ;4;9< //}7/;/K
Section . Tox. Branch. [ES (n73383C)H T

DATA EVALUATION REPGRT
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JDbY T{FE: Dermal Sensitization - Guinea pig t(=i-2)

TOY. CHEM. NO.: 725C

ACCESSION NUMBER/MRID NO.: 403422-07

TEST MATERIAL: Commodore 10WP

SYNONYMS: Lambdacvyhalothrin, Karate, PP321

STUDY NUMBER!S): GG4303

REPORT NUMBER: CTL/Ps2Z05

SPONSOR: ICl Americas Inec. Agricultural Produerns. Wilming=-an,
Deiaware 13837
TESTING FACILITY: [Cl Central Toxicology Labora=sry., =~iderliev
Fark Macciesrtrield, Cheshire, JK

T!TLE OF REFORT: Lambdacyhalcthrin: Skin 3ensitizatisn to =he
Guirea Pig of 3 130 z/kg WP Farmuiazizn
AUTHCR I s AL M., Leah
RE=TRT [33UEIZ: JSutvy 29, L1388
TOoMTLUS TN Lambdacyhalothrin QWP was <esteq in a d=rmal
sensitization study in Suinea Pizs it =335 nat a
skin sengitizer under the condizizns of =T=e stucy

Z:assirication: Tore Guideiine

F.

-~
in




20749 3

MATZERIALS AaMD METHODS:

1. Test Jompoundtis::
chzmical Mame: {1 alpha (S#:, 3 alpha (Zvl-c+: ==
2vanof{3-phencxvphenvl imethy! *--1-
chloro-3,3,3-=riflucre~l-prapenwvii-2, 21—
dimethyleyclecprepanecarboxyviate
Cescription: Fine, otf-whit2 powder .
Batch #(3), Other #(s): ref. Za47/69., Tormui2atisn rar.

SFU 335, CTL ref. YO28537/10Gs001

Puri=zv: 10.79%

Source: [C! Americas Inc, Goldsboro., North Carciina
Veghicle (if appiicable): deionized water

il

Positive Controiis) (if appiicable): Formaldehvde
Z. Test Animals and/ar OJther Test System (if apriizable: =
Ipecias and Strain (sexes: Male Alpk:Dunkin Hartlew
guinea pigs
Age: Ngrt gziven
T - - . e
Weigntiss: 346-~449 g (main szudy) or 313-a%: g-
s —————— -
tpositive control studys. i
Soursets): Animal Breeding Unit, IC! Pharmaceu<zica.s.
Alderlv Park, Macclesfield. Zheshire, UK
3. Prozedure:
Basis Foar Selectian or Lose Levels: Dose .zvs .3 warsz
f2i22%22 2n the zZaszsiz v a siznting ztuge.
Zigrnting Studv:
-ha;iieng2 Stage: 3., 2. 20. and T3% a4
preparartions in deionized wa*tér was acpii=d to
2ach of L male zuinea £igs as wili Be 2es=rines
~he challenge phase ot <he main studv. -
additional <« maies wers aiso challengsd . weax
iat2r with TS% and 30% <7771 praparartiInz. In o
tasis Jr Tne resu.t3, Tne TE% and 2C% Srecamrszti--s
“were s2i2c%2d r2r cha:.=2nge phase 2r -"e =a1r
Ttugv.
~Juctizn Ztage: A TZ% preparartion wiss scTouiles -
2acn 2f L ma:2 anima.s 3S 3es:r.bep i= =rz mz:17
2T L2, 2X22C0% TnRaTt tne oreparaticon was azo.isa - oo
Sne Tl3anks., nNOot tne scaoduiar ragian. Sirze =z
Liritatiln Was noted, Tnls 30se was ussi Tir s
maiN sToudv.
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Main Study:

Induction: Thirty male guinea pigs were used in
~ne study, 2o *est animals and 10 contreols. Each
animal was clipped free of hair on the scapular
region 1S om x¥x S cm area) and treated with a
tcpical application of approximateiy 33C mg of a
TS% (w/v) preparation of the formulation in
deionized water. The preparation was aroliasd to =
lint pad which was covered with adhesive tape, an
adhesive elastic bandage and PVC tape. The
zontrols received water in the same manner. The

occlusive dressing was left in place for
approximately S hours. The inductisn procesdurs
was repeated at the same site, during the next 2
weeks, for a total of 3 six-nour exvosures. The
interval between each exposure was ~ davs.
irritation response was noted 24 hours aftar the

removal of each patch and before applicazicn of
the next patch. The animals were i2ft untreated
for 2 weeks after the final induction exposure,

prior to the challenge.

Challenge: Each animal was clipped free of hair

on both flanks (15 em x S cm.. The 75%

preparation was applied to 1 flank and <he 30%
A

preparation was applied to the other flank ia the
use of lint pads as above. The iint pads had beer
stizhed to rubber sheeting which was in <u~n heil=z
in place by adhesive impermeable poivetnviene
~ape. The patches were held in plase r2r < hours.
The dressings were removed and the 2rvt-amzous
r2zactiong ware gquantitied and recorzed, =sing the
«-p2int scale shcecwn below., approximazeiv - and =2
hours arter the removal ot the dressings.
: - O - no reaction

1 - scattered mi:31 r2anessz

- - moderate 1ifrise regnesz:z

¥ - inrtense r2dness 3ng swe..ing
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The re=ponse was classiried by subtracting the
percantagdge of the control animals that resoonded
fra3m the percentage of the treated animais that
respondsd and comparing the net resronse with the
isllowing scheme:
% net ra2sponse descriction
O not a sensitizer
:0-8 “7eak sensitizer
PB-25 ’ mild sensitizer
»28-5a moderate sensitizer
>64-80 strong sensiticer
280-1390 2xtreme sencsitizer
Positive Control: The sensitizing potential of

formaldehyde solution was assessed using
the method described above. A 320%
dilution of solution in deionized water
was applied for both the inductions and
the challenge.

REZULTS: During the induction phase., 2/20 animals had a
itaticn response after the first andror the secord
n. The controls had no response. Afrer *he

phase., neither controls nor treated animais had
s

te¢ positive controls =licited a strong skin

.
.

PoN: This appears tc be an accep=able =ztudy. [t is
Fiec as Core Suideline.
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LAMBDACYHALOTHRINs SKIN SENSITISATIONM TO THE GUINEA PIG
OF A 100g/kg WP FORMULATION

TABLE 2
ERYTHEMA SCORES

Challenge concentrations: 75% and 30% (w/v)

in deionised water Study No: GG4303
o Test Animals
aninal 75% (w/v) 30% (w/v)
24 Hr 48 Hr 24 Hr 48 Hr
1 0 0 0 0
2 0 g 0 0
3 0 0 0 0
4 0 0 0 0
5 0 4] 9 0
6 0 g 0 0
7 0 0 1] 0
8 0 0 0 0
9 0 0 ] 0
10 0 Y 2 0
11 0 g 2 0
12 - - - -
13 0 4] P} 0
14 0 g2 3 0
15 0 a 2 0
16 0 2 2 0
17 0 g 3 V]
18 0 3 2 Q
19 0 3 3 i 0
20 0 b) 2 ' 0

The scale used for scoring erythema is given on page §.
- animal died prior to chaiienge.
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