v E‘i UNITEPR STATES ENVIRONMENTAL PROTECTION AGENCY
- WASHINGTON, D.C. 20460

St |

" MEMORANDUM . 29'NOV'1982
- TO: Franklin Gee, Product Maeager'%l7 7 ;
7 ' Registration Dlvision (TS-767) PESTICIDES ANG TOKIC BUDSTANCES
"THRU: Edwin R. Budd, Section Head 5\@*).
- Secgtion II, Toxicology Branch - - q}
Hazard Evaluation Division (TS 769) \

SUBJECT: Ectrin® Ineectlclde 10% Water Dispersible Liquid
-Liivestock and Premise Spray. EPA Flle No. 677-0U0T,
Accession No. 247363,

TOX Chem. No. 77A

. . The Toxlcology Branch (TB) has received 7 acute studies
" conducted either on the formulation (EPA File No. 677-UUT) or
on the 1:200 use dilution of the formulation. All studies
have been reviewed, classified and categorized for toxicity
category.'* The TB has also reviewed acute inhalation studies
conducted on a 15% WP formulation of fenvalerate and WL- 43775
(fenvalerate) EC Fx 3368

: TB ob ects to the reglstratlon of this product.: TB is not
avle to eévaluate the potential hazard resulting from the use of
the product until the Residue Chemistry Branch (RCB) problems
are resolved (see RCB review by A, Rathman dated July 26,

1982).

The TB is also requestlng that the petltloner add the
follow1ng statement to the precautionary labeling, Avoid
breathing vapors and spray mist.

'Important Note-i 1

: The TB in a prev1ous rev1ew (see attached) of th;s formu-
lation rejuested an acute dermal LD50 study on the 10% WDL as

well as a primary skin irritation study on the 1l0% WDL. The
request for these 2 studies arose as a result of misinterpretation
of production batch codes (8 -8~23-1DLH and B8-8-23- ZDLH) for
product test des : ,

Thls mlslnterpretatlon has now been resolved tnrough a
telephone conversation (November 23, 1982) between thils reviewer
and Mr. Robert Shoup of Diamond Shamrock (Ph. 216-694-4666).,
The acute dcrmal LDS50 and primary skin irritation studies
previously requested for the 10% WDL had been submitted and now
have been correctly identified and reviewed. Mr. Shoup will
follow up on this telephone conversation with a letter of
clarification.
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:VThe reddest for the conduct of these 2 studies is therefore
negated. o ,
' The confidential formula for thls product iq ag follow

; Ezg Ceemical 7 Percent =
e Technical fenvalerate 11.15
i L o

-2 CBI removed 2
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o G B \\cu—w ‘—H‘/é/ (e

Albin B. Kocialski, Ph.D. lsls

 Toxicology Branch - :
Hazard Evaluation Divison (TS-769)

OPP :HED:TOX:A.K.:sb 11/10/82 X77395 FRm 820 #ml8
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Subject: Acute Oral LD50 of SD~43775 (BF8—23—1DLH), a 10,5%
w/v Water Dispersible Liquid, in the Male and Female

EPA File Number: 677-0UU0T

2 h rat. - SE s
= ’ Fofmﬁiaﬁibh Composition: | o EE% i
& s - 0.5y w2
= ' ==
Ile“ CBI remove ==
= =
- ﬁ

Product: Ectrin® Insecticide 10% WDL

: Acceséion Numbers: 247363

Testing Faclility: Shell Devéldbﬁéht Compahy
] _ Modesto, California

Study Number: TIR 74-098-76

TéétingrPeriod: 1976

Report Submitted to Sponsor: 1976

Materials'ahd Methods:

Twenty adult male (165-200 g} and 20 adult female (148-162 g)
Sprgue-Dawley rats (purchased from Simonsen, Gilroy, California)
were individually housed and were fasted overnite with Efree
access to water for 16-18 hours. " Animals were assigned to 4
treatment groups with 5 males and 9 females comprising each
group. No control group was employed. The 10.5% WDL formulation

was administered undiluted by the oral route. Doses administered
were as follows:

ml/kg mg a.i./kg
0.56 " 59
1.00 105
1.80 _ 189
3.20 _ - 336

Several observations were made for onset and duration of
pharmacotoxic signs and time of lethality during the first day.
Daily observations were then made for the l4-day holding period.
Body weights were recorded on day 0 and at 7 and 4 days. A gross
organ necropsy was conducted on all animals dying acutely and
sacrificed (carbon dioxide or Diabutal®) at termination.
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Results-

: Si ns observed at the lowest dose level administered

,(59 mg a. »/kg) were hypoactivity, salivation, exophthalmos

"lacrimation, ataxia and tremors.-- Signs generally began 2 hours

~after drug zdministration., Animals were recovered by 24 hours.

No animals d.ed at this lowest dose level. - Increased dose

resulted in decreased oneget, Increased severity and duration of

signs seen at the low dose as well as these new signs: [frequent

- rubbing of the nose with forepaws or on the <age floor,

. hypersensitivity, coarse generalized tremors, piloerection,

~dyspnea, hunched posture, intermittent to clonic convulsions and
death,. ,

: Some decreased body welght gain appeared evident with
increased dose. , ,

. Necropsies performed on surv1vors revealed a mott]ed
appearance of the kidneys. . It could not be determined whecher
or not this observation was compound related as no control
group was employsd. HNecropsies of the animals dying acuately in
the two highest dosed groups showed 1nflammat1on of the lungs.

: The AOLDS50Q for this 10% WDL formulation for both nales and
females combined was determlned {methocd of Finney) to Le as
follows.

1512 0 mg/kg w1th 95% C L. of 1210 2011 mg/hg

Classification' Core=-Guideline

Category of Toxicity: 3
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' Subject='5Acute oral Toxiecity of the Use Dilution of SD—43775
(Batech No, 8-8-23-~2LLH) in the Rat, A 1:200 Dilution
. of Ectrin° Insecticide 10% WDIL. ,

Formulat1on Composition. =The Eormulation composition is
ident!cal to EPA File No. 677-UUT,
Ectrin® Insecticide 10% WDL diluted
1:200.

Accession"Number: 247363

Testing;Facility: Shell Development Company
Modesto, California

 Study Number: TIR 74-136-76

Testing Period--'1976

' Report Submitted to Sponsor. 1976

'Materials “and Methods:

Ten male Sprague Dawley rats (Simonsen, Gilroy, California)
were fasted overnight [(fzsted weight: 220~262 grams), ldentified
and administered orally a 16 g/kg dogse of a 1l:200 use dilution
of SD=43775. "~ Close observations were made for onset and duration
of toxic effects and lethality at 1/2, 1, 2, 4, 6 and 24 hours
following aéministration and daily thereafter excepting weekends
for 14 days. Food was returned 2 hours after treatment, and
" water was available ad libitum, Individual body weights were .
obtained initially and at 6 and 14 days. The test was terminated
at 14 days. WNecropsies were not performed.

Results:

No signs of toxicosis or lethality occurred. No significant
body weight change was evident at 6 and 14 days.

Conclusion:

The AOLDS0 for a 1:200 dilution of the Ectrin® Insecticide
10.5% #4DL is greater than 16.0 4/kg.

Classification: Core-Minimum

Category of Toxicity: 2B#
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éubject: PrimanySkin Irritation Test with SD-43775,7Code No
8-8~23~2DIH. LEctrin® Insectlicide 10% WDL, in Male
Albino Rabbits.

Pormulation Compoeitlon. E:ctrin® Insecticlde 10% WDL

Accession Number: 247263

Testing Facility: Industrial Bio-Test Laboracory, Inc.

_'Study'Number:'ﬁIBT No. 8530-09587

Testing Petiod. September, 1976

Report Submitted to Sponsar. September, 1976

Materials and Methods:

- '(Note.: The teet procedure was modeled after that of .
Draizel) The hair was clipped from the back and flanks each of
-slx New Zealand strain rabbits. » Two test sites locuated lateral
to the midline of the back approximately 10 centimeters apart
were selected. One of the two sites was abraded by mrking 4

- epidermal incisions, 2 perpendicular to the other 2 while the
other test 51te remained lnLact._ :

" The test material was applied to each of the test 31tes
on each rabbit and occluded with gauze patches which were
"secured with masking tape. The trunk of each animal was then
wrapped vith impervious plastic sheeting. :- Direct exposure to
the test material was for 24 hours zfter which the plastic
wrapping, gauze and all residual test material were removed.
The intact and abraded :est sites were examined and scored
separnrtely for erythema and edema on a graded scale of 0 to 4.
The sites were again examined and scored after 72 hours.
Values were calculated to determine the primary irritation
score,

Results and Conclusions:

The primary 1rt1tatlon score was calculated to berl.T out
of a possible maximum of 8.0. The formulation is mildly
1rr1tat1ng.

' Classification: Core-Guideline

Category of Toxicity: 3

See also attached memo dated August 11, 1981, Marcia Williams
to Doug Campt entitled - IBT Program Review of Acute 3tudies.
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SﬂbJBCT: :I: “roﬁran Feview af Acute ~“ftudles

i JcTa XY _" grcia Willliazs , _ o 00231 9

Cirector .
"upgciul Fz sticidc Rcv_eu Diviaion

THRU: duin L. qunson
' Deputy Aunsistent Adnministrutor
" . for Pesticide Programs

Doug Cazpt
Director
Reglstration Dlvielon

r)
o

Aujgbdrkﬁsw,jthe iBT raview b}ﬁgfaﬁtwas cétablished four yeéfu
aso to review the pivotal studles for chemicals with tolerances.

- Beceuse the opripinal list of studlec sent to registrantez inad-

vertently included some acute studies, reglatrants ascurmed that
acute studies= yvere to be included iIn the snecleal IET review =
prograr. - Of the eprroxizately 1300 studies which have now been
ldentified by reglatrants as IBT studies, about 700 o them are
2cut=g, These stedleys have nou alnost completed review and wera

-done by a group of yraduate astudents and consultants working in

3PRD. - Those students and consultants are now gsone, and acutes
are ~2ing revicwed by Clement &ssociatea along with the chronice
studies. , o

In the last twa wonthu, 24 uuute atudies pupportinﬂ a pend*n"}'
m¢;zlatration action on carbofuran and 11 acute studies aupporting
g8 pending action on fthion have been submitted to the IBT progranm
for revieu. * We uuuully put atudies supporting pendiag actilons

in a hizgh priority catejory. - YHowever, we arc hesitant to -move

the review of acuta studies ahgad of the review of c¢hronic satudies..
Ve are also concerncd about adding @ signiricant number Of new

-dtudies to Clement's workload since this taslk alrcedy extends

beyond therexpiration dute for the contracb : .

Therefcré;;we have deciaed to return bhese hcutes atudies to you
for reviev throubL noraal RD/UED channels. We ask that, in the

rrf‘."
+

future, RD transmit only chronle studies to SPRD for 1nc1usion
in the IET reviev.

° J&v‘“ ol
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,..‘e ..,t:rom 1J Mpe L....t: 5¢ *cnc‘l L azked to l"l""&nf tbecc 2tudien
o cavised Chat the studles wece <encrioted at 101 and that scute
JTudlcs cohducted at loi have been found invalld in 327 of the
¢1IGS, . , e . .

Cle 4150 wa nt to point out to RD that “eliuncn on acubte studies< - -
whieh have already been considered valid throuph ‘the IRT rrogram -, La&
speviey should be uged with caoubtien, = Sepme V.3, dobterminationg 4 ¢
o wvodtes wepe besed on whether the LD_. warc calculatad correctly - #1‘
~und not on vhether the study wac dole correctly. Thorerfore, these

atudles snould bo evealudted In the context ot—ather studies on

the chemical conducted at othsr faclliitfea, Hhen only 'B” ﬂata

are avallanle, you nay want tg requlrns &aditl-du_ ahwdies

conlirm the reesulta [rom the 777 studiea. All “onadicn PPV1"$ Cﬁﬂ¢{¥ﬁau
consicdered the conduct o the stucy as well an tha Iqu a2lenlation dawt
end  therefore, nhould be dePfUl by Lhemselves Uor rerilaleory 7??@4

1“tﬁrm¢nuua03un

ce! Chriz Chalscon
Larry Chitlix

T:*? i1 JJh.PdFU hhlteﬂqs$l / 1.F#vron3/32
Revisions per JLA:aw:3/10/861:MENLOC 42743
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Suhjeot.: Acutelﬂermal-Toxicity Study with SD-43775,1Code No
8-8-23-2DLH, Bctrin® Insecticide 10% WDL, in Male
;and Female Rabbits.

ftbrﬁh tion Composition' Betrin® Insecticide 10% WDL

Accession Number: 247353

Teating Faeilitijr Induocrial Bio Test Laboratory, Inc.

Study NumberévrIBT Ne. 8530-09587

Teeting Period September, 1976

Report Submitted to Sponsor- September, 1976

Haterials and Methods- QEF

. Young adult male and Eemale (4 H, 4F) New Zealand strain
rabbits were acclimated to laboratory conditions 7 days prior
tc testing. - Animals were housed individually and observed for
general health. Food and water were offered ad libitum.

T The backs of the rabbits were shaved free of hair 24 hours
prior to dermal applications of the test substance. - The shaved
area of each animal constituted about 30 percent of the total
body surface. A 24 hour waiting period followed to allow
healing of any micropscopiﬂ abrasions produced as a consequenCe
of ﬂhaving. : :

f*i*The test material was applied at a dose level of 2, 000
mg/kg. The test slte was covered by wrapping the trunk of the
animal with imprevious plastic sheeting which was securely
taped in place.. A light weight flexible plastic collar was
placed on each animal to preclude ingestion. The test material
remained in contact with the skin for 24 hours. The plastic
sheeting and all residual test material was removed after 24
hours.

The teet 51tes were examined for local skin reactions and
the animals were returned to theivr cages. Observations for
mortality, local skin reactions, and behavioral abnormalities
were continued for a total of 14 days following the skin
applications. Body weights were recorded on days 0, 7 and 14,
Necropsy was conducted on all animals.
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Results:

Seven oE ] animals survived the experiment. " One male
raobit died on day 4. -

© 1t was reported that the test material was severely

irritating to the skin of tha animals. Skin changes at 24
hours were characterized by red, well-defined erythema, severe
edema and second degiee burns. Escharosis was present at the
test sites at 7 and 14 days,

Body weight lossas and some slight weight gains vere
reported.

: New~ropsy revealed-pale kidneys in one male and enlarged
, gall bladders and depletion of body fat stores in tw. females,

| Ccncluaion.
ADLDSO is greater than 2,000 mg/kg.

Clasaificatlon.5 Pore ~Guideline

Category of Toxicity. 3

, NOTb. 'Animala were nod abraded.r However, Lhe low toxicity
and the Targe area shaved would seem to indicat~ that thc study
need not be repeated as the toxicity category would in all
probabliity remain unchanged at 3.

See also attached memorandum from Marcia Williams to Doug Campt
thru Edwin Johnson. MNemo dated August 11, 1981 and antitled -
IBT Program Review of Acute Studies.

10
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'-ﬂduin L. Johnson L
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Reglstration Divipion

Az you lmow, the IBT roview progran was ostablished four years
“aso to review the pivotal studics for chemlcals with tolerances,
Because the oripinal list . f studles sent to regilstrants inad-

vertently included some ucute gtudles; reglstrants ascumed that

acute studles yere to be included in the gpecliel IET review
progran. ;i Of the epproxizately 1360 studies which have now been
1dentified bty repistrants as IBT studles, about 700 of them are
. acutasg. Those studleu have nouw alnost completed review and wers
~dene by a group of graduate students and consultants working in
- 3FRD, - Thore students and consultanty are now gone, and acutes
-are being rev 1nwed LJ rlaﬂent Latoclates along uith the chronie
studiea. - _

in the last two montha, ! 4 acutc studies upportin~ a pend*n T
reglotration action on eapboruran and 11 acute studiles suppor*inb
a pcnding gction on Zthion have been submitted to the IBT program
for review. = We uuually put studiea supporting pending actions -
~1n a high priority catczory. - However, we are hesltant to move
“the review of acute studies ahcad of the review of chronlc studies.
We ere alao concerned about adding @ of{zniticant number of new

atudles to

beyond the

Therefore,

- for revleu

Clerment's workload since this task slready extends
expiration date for the contract. .

R,

We Have decided to return thcsp acutes atudiea to;;ou

throught noraal RD/UED chamnels. We ask that, in the

h[.

future, Ri

trangmit only chronic studies to SPRD for incluﬁion

in the IBT review,
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',,werstrénsly urce that s**encist ac kcn to revieﬂ Lhes- atudles &
Lo zdviscl ULhalb Cthe studles were <encrated at 10T mnd that geutn

Sstngles LOhLUCth at l"T lgve beoﬁ found invalld in 2% of tho
CUEGS. : : : Do

e also w"nt t.o point out to AL L at ralihnco on acute stucdlen :
',whiuh have already heen consldered valid through ‘the TN nrogram A zLau
reviey should be uged wlth cautien, - 8one 1.3, detoruipnotions - <
ot wpeutes were based on whether the LD_ . wat eaiculatad aorrestly by -
and not on vhether the study wuc dohie correéctly., Theirefore, thesa
_ BtudIes snould be eveluated in che context Ol Other studies on

‘the chemical conducbed at other fucllittes. when only 'D” ﬂata

are avallable, you oay want vo regulie cddltional piudiles
canfirm the "eﬂu1 a from e IBRT studles. A1) Tanadizn veviﬂr- Cyw¥4imu
consldercd the conduet of the study as well as tha I, . c2lculation o o
end, therefore, should be useful by themsclves {or “c: latery - T%A%

e 4

determinatcions.
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ce: Chriz Chalszon
Larry Chiltlix
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Subject: Determinaticn of Eye Irrltant'Effects of
SD-43775 (Code 1Wo 8-8-23- lDLH) in the Rabbit.

Formulation Composition: Ectrin® Insect1c1de 10% WDL.
EPA File No, 677~UUT (see review
of BAOLDS50 of EPA File 677-0UUT for
formulation composition).

Accession Number: 247363

Testing Facility: Shell Development Company
_ Modesteo, California

Study Number. TIR 74-100-76

Testlng Period: September, 1976

Report Submitted to Sponsor: September, 1976

Materiale and Methods:

Nine New Z2ealand strain young rabbits weighing between 2.6
and 3.6 kg were used in the study. All animals were housed
individually and allowed free access to food and water., Aall
rabbits were determined to be clinically healthy prior to the
test. The eyes of all test rabbits were also examined for test
suitability using a fluorescein dye and observing the eyes
under UV 1llumination.

The method of Draize and the procedure as deflned for the
FHSA were used to test the 1rr1tancy of the preparatlon.

, " One- tenth of a m111111ter (0 1 ml) of the reparat1on has
placed into the conjunctival sac of one of the eyes of each of
6 rabbits. The eyes of these rabbits remained unwashed.

Three other rabbits were treated in a similar manner but had
their eyes irrigated with a saline solution 4 seconds after
instillation of the test perparatlon.

Eye examlnatlons were conducted at 1, 24, 48 and 72 hours
and at 7 and 14 days. A fluorescein test was repeated at 24,
48 and 72 hours and at 7 and 14 days to verify the presence or
absence of corneal damage.

13
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Results., ;

_ “he cornea and iris showed no response to the test
preparatian in all nine animals. - All animals manlflested
redness, chemosis and discharge (conjunctival envolvement).
Irritancy peaked in unwashed eyes at the 24 hour reading
~(average score of 11 out of possible 20) and then trended
downward. Signs of irritancy were absent at 7 days. Animals
whose eyes were rinsed attained the maximum score of 2 for
redness, chemosis, aned discharge (score of 2 out of a possible
maximum score of 20) at the 24 hour reading. The eyes which
received a rinse were clear at 48 hours. :

Concluéiqﬁ:

Rinsing the eyes was beneficial in reduciﬁg the degree of
conjunctival inflammation. The preparation (10% WDL Ectrin®
Insecticide, EPA Reg. No. 677-UUT) is irritating to the eye.

Classification: Core=Guideline

Category of Toxicity: 3

i4
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Subject: Determination of Eye Irritant Effects of
a 1:200 Aqueous Dilution of SD-42775
{(Code No 8-8-=-23-2DLH) in the Rabbit,

Formulation Composition: Ectrin® Iasecticide 10% WDL.
(EPA File No. 677-UT
diluted 1:200).

. Accession Number: 247363

Teeting Facility: Shell Development Company
_ Modesto, California

. Study Number: TIR 74-132-76

Testlng Period: September, 1976

Report Submltted to Sponsor. September, 1976

Materials and Methods:

.. The study generally follows the procedures previously
reported for the Decermination of Eye Irritant Effects of
SD-43775 (Code No. 8-8-23-1DLH) in the Rabbit. Accession
No. 217363 Study No TIR-lOO 76. .

: The sllght varlatlons in thls study (TIR T4~ 132-76) such
as animal body weights and a longer contact time (20 seconds)
between the test preparation and the eye prior to irrigation
are not of a gufficient magnitude to re-write the procedures
for this reported study (i.e., TIR 74-132-76).

Results:

The testrpfeéaratidh, a 1:200 dilution of Ectrin® Insecticide
10% WDL, EPA File N0.677-UUT, is essentially non-irritating
under test conditions.

Classification: Core-Guideline

Category of Toxicity: 4
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Subjeot: Acute Vapor Inhalation Study in Rats

Test Compound: SD=43775 (8-8-23-1DLH). Ectrin® Insecticide 10%
, WDL

-Aocession Number 247363

Testing Facility: Industrial Bio-Test Laboratories, Inc.

Study Number: IBT No. B%62-09588

Testing Pefiod: ‘September, 1976

Repoft Submitted to Sponsor: September; 1976

Comments by Toxicology Branch:

Attached is a xeroxed copy of the one page report submitted
by IBT to the Shell Chemical Company with regard to this study.

The Shell Chemical Company states that this sﬁudy.was
audited by tEem and was declared invalid for the following
reasons: .

° inadequate control of the conduct of the experiment,

o poor documentatlon of test conditions,
@ and poor documentatlon of reported observations.
Conclusion:

Thls reviewer uccepts Shell s conclu51on that the study is
invalid. ThlS rev1ewer also po;nts out that,

e 'thlS study is not necessary to suppoft the'regiutration
of Ectrin® insecticide 10% WDL EPA File No. 677-UUT,

an acute inhalation toxicity study has been conducted

on the Ectrin® Insecticide 10% WDL by Hazleton Labs and
will be reviewed.

16
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r REPORT TO SHELL CHEMICAL con-m.m:r

ACUTE VAPOR INHALATION TOXICITY STUDY IN RATS

Test Material; SD 43775 ‘Strain: Charles River Rats

Code Mo. 8-8-23-2DLH Exposure Time: 1 hour
Form Administered: Vapor ot vk ) Observation Period: 14 days
Acute LCgqg: > 22,55 mg/l air IBT Mo. 8562-09583

Protocol Raz4l -

Generation af Test Material: : ,

Vapor was genecrated by passing a stream of clean, dry air (<40°C dew-
point} through the undiluted test material conlained in a gas washing bottle.
The resulting-air-vapor mixture was then iatroduced into the exposure chambe

Chamber Co.nditioﬁs

Size Pressure _Ternpéra.ture Air Flow -
Group No, (liters) {inches He) (°C) (1/min)
Test g0 . 30.06 23 4,08
Results -W'i-zight Gain
Total Number - : Malc-Female
of Animals Nominal Mortality {grams)

Group Na. Malae/Fernale Concentration Mate-Female 7-Dav Final

Test . 5/5 22.55 mg /! air 0/s - o0/5 50-21 BB-26

Remarks

'I'hcrc were 1o denths or unto“a.rd lcd.CthnS noted during the exposure
_or the 14-day observation period which followed. Body weight gains atL 7 and
4-days were within the normal limits. Necropsy, performed on all rats at
the end of the observation period, did not reveal any gross pathologic altera-
tions that were altributable to the eficcts of the test material.

Rcspcclfully submitted,
INDUSTRIAL BIO-TEST LADOR;‘LTORIES INC

Prepared by '\.1'1.\- ?/‘l (( Approved by:“‘w{?ﬁ A L\//gj.--ﬂ{ﬂo.x
Lori Zabdl, B.A. _ {oim V. Goode, Ph.D,
Assistant Toxicologist . Manapger
lnhatation Tozicity . Decatur Research Laboraltc
mk, ' _
9/10/76

— BEST AVAILABLE COPY | 17
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Subject: Toxicity Studies on the Pyrethroid Insecticide
WL-43775, Zmulsifiable Concentrate FX 3368.
Acute Inhalation Exposure of Rats to an Agqueous
Spray. (See note at end of review )

Test Compound: Emu131f1able Concentrate FX 3368 diluted with
with water to give a dispersion containing
3 grams per liter of WL-43774. (Note: WL-43775
is synonymous fenvalerate.)

Accession Number: 247363

Testing Facility: Tunstall Laboratory
Sittingbourne, England

Study Number: TLGR. 0097-75

Testing Period: December, 1975

Report Submitted to Sponsor: December, i975

Materlals and Methods.

_ The emu151f1able concentrate Fx 3368 was dlluted with
water to give a dispersion containing 3 grams per liter of
WL-43775. This dispersion was dilivered into the chamber at a
rate of 50 mls/min. The air flow through the chamber was 0.7
m3 per minute. "~ The volume median diameter was 77 um with a
~geometric standard deviation of l.4. The 25% and 75% volume
~diameterss were 60 and 96 microns respectively. The atmospheric
concentration of the agquecus spray in the vicinity of the
anlmals was calculated to be l 3 mg per llter.

Four male and 4 female seven week old rats of the CD strain
(COBS) (supplied by Charles River [UK] Ltd., Manston, Kent)
wera exposed continuously for 4 hours. Each animal was restrained
in a holder to minimize dermal contact and ingestion thru
grooming. After exposure the rats were washed in clean w- ter,
dried and kept uwder observation for 14 days.

Results and D13cuss;on.i"

The test chamber atmosphere conelsted malnly of droplets
too large to be inhaled by animals or man., * However, the size
of the droplets (77 um) produced in the chamber were slightly
smaller than droplets which would be formed under actual field
application conditions. Spraying devices normally used in the
field produce droplets in the 100 to 400 micron range (Note:
this reviewer notes here that particle sizes greater than 10
mlcrons are aimost completely removed in the nasal passages).
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Immediately after exposure three nf the female rats showed
an abnormal gait manifested by walking with their hindquarters
held clear of the ground and with hind legs more widely spaced
than normal. Two of the rats reverted to normal after 2 days
and the third after 3 days. No other signs were observ.d during
the period of exposure or during the 14 day observation period.
This effect, which was reported to be typical of pyrethroid
intoxication, was attributed to dermal exposure and absorbtion
of the test material. It was reported that although rats were
partly protected by the holders the animals became thoroughly
socked with spray during the exposure. ,

Coneclusion: -

AILCS50 for 4 hours is greater than 3 grams per liter.

Classification: Supplementary

Categdry of Toiicity: 4

Note: This study was previously reviewed and reported by
Reto Engler, Ph.D. furmerly of the Toxicology Branch. The
study was not at that time classified by the core system of
classification.
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Subject: Acute Inhalation Toxicity Study in Rats with
Ectrin® 15% Wettable Powder Formulation

Test Compound: Ectrin® 15% Wettable Powder Formulation
{(Note: active ingredient in the formulation
is fenvalerate) T-139-=]1

Accession Number: 247363

Testinq Facility: Hazleton Laboratories America, Inc.

Study Number: Hazleton Project No. 200-238

Testing Pericd' October 1-16, 1981

Report Submltted to Sponsor: January, 1982

Material and Methods.

L Sprague-Dawley descended Cb=-Crl rats obtained from the
Charles River Breeding Laboratories were quaratined for 14 days
under environmentally controlled conditions, Ten males and 10

females in good health were divided intc two groups of 5 males
"and 5 females per group. One group (Group I), served as the
control group.' All animals were individually housed and unigquely
coded. : e L L L

, A l anlmals wc:e 51mu1taneously placed into separate 100 L
exposure chambers for 4 hours, ' Chamber environment closely -
resembled pre-test quarantine conditions. -The test material
was generated directly into the experimental chamber using a
Wright Dust Feed mechanism. - Four particle size distribution
samples were obtained approximately every 60 minutes. Airflow
for both chambers was monitored every 30 minutes and maintained
at 16.7 L/minutes. - The control group was exposed to filtered
air after it was rehumidified to simulate Group 2 conditions.
The behavior and appearance of all animals were observed at 30
minute intervals during exposure and hourly for 4 hours post-
-exposure. Animals were observed twice daily during the remainder
of the 14 day observation period.

-Animals were also-weighed on-day 0 and on days 2, 3, 4, 7 and

14 post-exposure. Body weights and body weight changes were
analyzed statistically.
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. All animals were exsanguinated on day 15 post-exposure, -
Necropsy followed with special attention paid to the lungs and
upper respiratory tract. ULungs, liver and kidneys and any other
organs exhibiting gross pathological changes were preserved for
possible future examination.

Results:

: Nominal air conncentrations was deternined to be 5.48
mg/L. : The mean gravimetric concentration was determined to be
0.75 mg/L at the breathing zone of the animals., The mass median
a1rodynam1c dlameter was determln d to be 4 05 m1crons.:

: - No anlmmals dled during the lﬁ day experlment.a- All

anlmals in the contrel group appeared normal for the duratlon

of the experiment. .- Male and female test animals showed nearly
identical signs from a qualitative and quantitative aspect.

Signs appeared to follow a normal distribution. - Signs which
appeared with increased exposure were, sluggishness, squinting,
nasal discharge, lacrimation, labored breathing and a bloody .
crust formation of tile eyes,nose, and mouth., All signs generally
disappeared 4 hours after terminatioun of the exposure, and all
an1mal= (except l) appeared normal 14 days post-exposure.

Male body welght in the group rece1v1nc the test compound was
comparable to the control group at all time intervals. Females
receiving the test compound showed an initial body weight loss
followed by a gain greater than that shown by controls. Body
weight gain for females between groups was comparable for all
time periods after day 3 post-exposure.

Gross pathologioal findings in the treated groups, when
present, were not different from the control group.

Conclu51on.

S Exposure to the 15% wettable powder at a nominal concentra-
tion of 5.48 mg/L (0.75 mg/L gravimetric) of air for 4 hours

via the inhalation route produced (during the period of exposure)
pharmacologic transitory effects as manfested by irritation to
mucous membranes, lethargy (sluggishness), labored respiration
and weight gain suppression (femaleg only). No deaths were
observed. :

The 4 hour AILCS0 for the 15% wettable powder is greate:x
than 0.75 mg/L (gravimetric concentratiocn).

Classificatiohi Core=Guideline

Category of Toxicity: 2

2 002319
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FRONT PANEL Federal
' Draft 1

Diamond Shamrock

ECTRINT INSECTICIDE 10% WATER DISPERSIBLE LINUID

LIVESTOCK AND PREMISE SFRAY

Active Iﬁgredient:

Cyano (3-phénoxyphényl) methyl-4-chloro-

alpha-(l-methylethyl} brnzeneacetate 10X*
Inert Ingredients 90%
TOTAL 100%

*This product contains 0.8 lbs of Ectrin Insecticide per gallon
EPA Reg.. No. 677-——— EPA Est, NO.,—===r=n

KEEP OUT OF REACH OF CHILDREN

CAUTIOH
See Side Panel for Preéautionary Statements

Net Contents: Cne Quart (32 fl. ozs.)

Diamond Shamrock Corporation

Animal Health Divisjon

1100 Superior Ave. ) . .
Cleveland, Ohio 44114 : 5/82
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. SIDE PANEL,

Statement of Practical T“eatment

002319

Ir swallowed Drink l to 2 glasoes of water and induce vomiting

by touching back of throat with finger. Do not induce vomlting

or give anything by mouth to an unconscious person. Call a physiecian
or Poison Cont“ol Center in:ediately

ir on skin - VYash alfected area with olenty of soap and water,
Get medical attention if irritation persists

Ir in eyes -_Flush eyes with plenty of Water Call a physizian.

Preceut*onar" Statsments & ,
Hazaras to muwnans , '

: Do os bt wepneid)
CAUTIOV harmfui if s"alloued or absorbed through skin.a Do not

-get 1n eyes or on skdn. Wear goggles, protective clothing snd gloves

while handling Renove and wash contaminated clothing befoure reuse.

Environmental Hazards

This product is highly toxic to fish., Keep out of any body of water. Do not
apply vhen weather corditions favor drift from treated areas. Do not
contaminate water by cleaning of equipment or dispesal of wastes. Apply

this product only as specified on this label.

This product is highly toxicbto beesu Do not allow drift on erops or

-weeds where bees are actively foraging. Use only as directed.

Storage and Disposal °

- Do not contamlnate water, food or feed by storage or disposal.

Stoggge- ctore in a secure, dry and temperate area above 32°F,

Pesticide dispoeal Pesticide, spray mixture or rinsate that camnot be used
according to label instructlons must be disposed o according to applicable
Federal State or local procedures

' Container disoosal Triple rinse {or equivalent) and dispose of in a sanitary

landfill or by 1ncineration if allowed by State and Loeal authoritles.

warranty and Limitationmof Damages

'Seller warrants thac this material conforms to its chemical description

and 1s reasonably fit for the purposes stated on the label when used in

“accordance with directions under normal conditions of use and Buyer assumes
“the risk of any use contrary to such directions. » SELILER MAKES NO OTHER
- EXFRESS OR IMPLIED WARRANTY, INCLUDING ANY OTHER EXPRESS OR IMPLIED

WARRALTY OF FITHNESS OR OF MERCHA&T%BILITY AND NO ACENT OR SELLER IS AUTHORIZEE
TO DO S0 EXCEPT I WRITING AND WITH SPECIPIC REFERENCE TOQ THIS UARRANTY
In no event shall Seller's lisbllity for any breach of. warrantyaexceed
the purchase price of the material as to which a Ciahﬂ is made. ’ o

] ¥ o

BEST MYV ERIT POPY] | .
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SIDE rAdEl

DEECTIO‘I FOR USE

002319

It is a violation of Federal Iaw to use thls product in a manner inconsistent
with the 1abeling _ _

. GENERAL DIRECTIONS

Ectrin Insecticide VDL is gultable for use in conventicnal power or low pressure
knapsack sprayers and in power misters. Follow the USE DIRECTIONS to select

the recommended solution for a specific insect use, Then, refer to the
DILUTION TABLE for mixing directions to obtain the percent solutlion recommended.
'Ihere 1s no wichholding period f‘rorn 1ast application to slaughter. ,

Do not use :Ln milk or egg storage rooms. Do not allow spray to drift on -’
waterers or feeds, Do not allow Premise Spray solutlons to drift onto livestock.

Do not aprly as a larviclde. Apply only as dlirected. For full benefit of

fly control use proper manure management to reduce scurces of fly breeding.

LIVES’IOCK USE DIREC'I‘IO\IS

coat, Pay particular att-
entlon to the legs (Stable
Flies) aad to the head arc

- neck (Face Flies). Do not
repeat more often than
once each 2 weeks.,

Horm Fly Spray 0.01% Apply to wet all animals
thoroughly. Use up to 1/¢
gaJ_‘I.On of spre j per an:lma.

rour- 0.1% Apply ’l fl. ozs. /head
on ) down midline of back.

Dairy Cattle -Horm, Face, Spray 0. Apply 2-3 fl. ¢z per anima
(including House & Stable wlth attention to head,
lactating) Flles, Lice, neck, iegs, and down
Ticks ) backline. - Do not apply
. ‘ : more freguently than :
every 4 days. :

n
1
33

Spray 0.05% Apply 1-2 pints per animal
- wlth attention as above.
~ Do not apply more frequ-
ently than weekly.

ER ] . + + 43

- . B v . s a3

l

ANTGHAL INSECT USE % SOLUTION , - REMARKS ®
Beef and Non-  Horn, Face, Spray 0.05%  Apply to wet all ampimals
lactating House, Stable thoroughly. : Use up to 1/2
Cattle " Fiies, Lice, gallon of spray per animal

‘ and Ticks depending on size and hair



SIDE PAHEL CONTIIUED

LIVESTOCK USE DIRECTIONS (CON'T)

02319

stable [lies,

Fannia,

"

ment areas Includ-
Ing-horse stalls,
poultry houses,
beef and dairy -
barms, calf pens,
sheep sheds, swine
buildings, animal ..
hospltal pens and

kennels. a)_,.;- A

& ""(q D./v( !

ANTIAL INSECT USE % SOLUTION
Swine House Flies Spray 0.05¢  Apply up to 1 pint thoroug
and lice 1y per animal with partic-
. wlar attenticn to neck an?
- ears. Retreat in 30 days
. 1f necessary.
Angora Goats Lice Spray 0.025% - Apply i~2 plnts of spray
(Mohair per animal off shears for
production best results. Repeat
only) when necessary.
Horses Horn, Face, Spray 0.1% Apply about 8 fl. ozs. as
House, and - light spray with attention
Stable Flies to face, head, and-legs. |
Do not treat animls.
intended for slaughter.
- e , PBEMISE USE DIRECTIONS PRLE
INSECT PROBLEM AREAS _ % SOLUTION .. - REMARKS* _
Housé'flies,~ Livestock confin- 0.25% . Do not treab anbnals wlth this

o

4 ¢ Teed or‘_ffg_{‘_-____..—-——-—- -

" Spray thoroughly to point of run-
- off.
Wwlll use less spray while

concentration, Remove llvestock
from area prior to spraying.

Return when surfaces have dried.

Nonabsorptive surfaces
absorptive surface wilill use more.
For dry unpainted wood, cement
blocks and simllar absorptive
surfaces apply 1 gal. solutlon/
500 sq. ft. - For galvanized
sheet, masonlte, painted surface
and other hard nonabsorptive o

2 e

1000 s

'“’ﬁeedlggs_(exbo ed
- area), exterior

0.25%
walls of farm bulldings,.

- feed storage areas,

feeders, corrals,

ami paddocks.”

‘

- about 1 gal/s00 sq. ft. of
- sprayable surface-walls, and

Do not treat anlmals with this
concentration. = Spray thoroughly
to the point of run-off. Apply.

other fly gatherlng places.
Apply with a pressure povier
prayer. .

AT B o

»oor
P

depoeat 1ppliuaLion uhen {flies again reach'=nuibance level but not more Lrequentlj

:h an every 3 weeks, Surfaces exposed to rain, dirt or utr01g uunlight requ;re

the most frequent applilcations.,

25
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.-a_),
o
s )rc‘; l-ﬂw
_ DILUTION TABLE o 10%\1
AMOUNT OF | ’ ) C?
CECTRIN | AMOUNT OF WATER (GALIONS) -
109 VDL 0.015 0.025% 0.05% 0.15% /fgigg
2 £1. ozs.¥* 15 6 3 1.5 75 pints O
. . N e
b £1. ozs. 30 12.5 6 3.0 1.25
"1 Pint 125 50 25 12.5 5
1 Quart 250 100 50 25 10

#For pour-on mlxture add 2 f.'l ozs. of a wetting agent per 5 gallons of water.

A household detergent such as Joy or Ivory cean be used.

%1 fluld ounce is equivalent of 2 tablespoons.
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- I UNITED STATES ENVIRONMENTAL PROTECTION AGENCY 0 O 23 , 9
i WASHINGTON, D.C. 20460

U]

MEMORANDUN '

TO: Franklin Gee, Product Manager #17 orFricr or

Registrat'ion DiVi'?ion (TS"?G? ) FEETICIDES AND TOXIC EUBETANCES
THRY : Edwin R. Budd, Section Head %r

Section 1I, Toxicology Branch

Hazard Evaluation Divisijon (TS=-769) '\ ;lﬁ'fua

SUBJECT: Ectrin™ Insecticide Livestock and Premise Spray.
A 10% Water Dispersible Liquid (WDL). EPA File

NO- 677-UUT (EPA Rego NO. 677"447).
TOX Chem No. 77A

Diammond Shamrock Corporation is seeking to register
this product for use as a direct animal spray and for use in
animal premises,

Toxicology Branch (TB) objects to tne registration
of this product. TB is not able to evaluate the potential
hazard resulting from the use of this product until:

@ The RCB problems are resolved (see RCB review by
A. Rathman dated July 26, 1982).

° ' The following two acute siud1es are submitted on the
formulation:

i. Acute Dermal LD50
ii Primary skin irritation

The same objections were raised in our previous review of
th15 product.riv

%‘The petltloner has also asked for the deletlon of the
sentence "Do not treat animals intended for slaughter." .
which appears in the remarks column for horses. TB believes
this deletion at this time would be objectionable to RCB and
tnerefore suggests that Feglistration [)ivisionh obtaln an RCE
opinion with respect to this request by Diamond Shamrock.

The TB has reviewed, claﬁsified and cateqorized for
purpose of toxicity the submitted 4.0 hour AILCS50 study.

The confidential formula for this product is as follows:



ILIEOHNOY -

. Chemical Percent (%)
' Technical fenvalerate 11,15

L | 0023719
o [duplicate DER of the one
o 2 [in TXR # 0002254]

CBIl removeq

- CONFIDENTI

The inerts are cleared under Sectinn 180,1001(e).

Subject: Acute Inhalation Tox1c1ty Study in Rats with Bctrin”
10% WDL Formulation. ,

Test Comgound: Ectrin®™ - 10% WDL Formulation
(active ingredient is fenvalerate)

Accession-Number: Not given, EPA File Symbol No 677-UUT

Testing Facility: Hazleton Laboratories America Inc.

Study Number : Project No. 200-252

Testing Period: March 18, 1982 --April 9, 1982

Report Submitted to Sponsor: July 22, 1982

Haterlals and Methods. ;

Sprague Dawley descended CDwCrl rats_obtained from the

Charles River Breeding Laboratories (Kingston, Hew York) were

quarantined for 7 days under environmentally controlled -
conditions. - Fifteen males and 15 females in good health were
divided into 3 groups of 5 males and 5 females per group. .

One group (Group 1) served as the control group and received

air alone., _, Groups 2 and 3] received a total actual concentration
of between¥2,3 to 4.7 ©¥ aerosolized test material., . All groups
were exposed for a perlod of 4 hours in 100-L exposure chambers.
Airflow was maintained at 16.7 liters/minute. Chamber environment
was monitored every 30 minutes during ekposure and closely
resembled condltlons of the quarantlne perlod. ,

The actual total concentratlon of exposure for each group
was calculated. Gravimetric chamber concentrations were
also determined. Samples were collected at approximate
hourly intervals during exposures. Four particle size distri-
bution samples were also obtained during exposure approxlmately

every &0 m1nutes.

: The behav1or and appearance of all animals werr observed
at 30 minute intervals during the exposures, hourly for 4§
hours following the exposures and twice daily during the
remainder of the 14 day post-exposure period.

28
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Animals were weighed 5 times priof to termination and at .
termination. Body weights were analyzed statistically. . }

Animals were exsangulpated at termination and necropsied..
Lungs, liver, kidneys and any organ exhibiting gross changes .
were preserved in 10% neutral buffered formalin for p0551b1e .
future examination. t

Results:

The total acutal concentration for groups 2 and 3 was
between 2.3 to 4.7 mg/L. The gravimetric concentration data
for groups 2 and 3 was 32,6 and 93.7 ugq/L respectively. The
mean aerodynami‘c diameter and geometric S.D., for Group 2
was 3,59 u an® 1.48 respectively. The mean aerodynamic
diameter for Group 3 could not be determined because the
MMAD was greater than 4.7 u., However, at least 43% of the
respirable aerosal was less than 4.7 u. :

No anlmals died durlng the study.:

Exposure - related observatlons noted in the treatment
groups during and/or immediately following the exposure -
included rapid respiration, clear discharge from the nose and
mouth, lacrimation, reddish~brown discharge from the nose ‘and
sluggishness of movement and labored respiration. All group
2 and 3 animals appeared normal by Day 1 and throughout the
l4-day post-~ exposure period.

statlstlcally significant and p0551bly exposure related
reductions of mean body weight gains were apparent oniy in -
Group 3 males and females. ’

Mo consistent:exposure—related trend was apparent in
any¥ of the gross pathology observations, . \

Conclusion:

. Exposure to the 10% WDL formulatien at a total actual
concentration of between 2.3 to 4.7 mg/L for 4 hours
produced transitory effects manifested by irritation to the ..
mucous membranes, lethargy, respiratory distress and weight
gain‘fluctuation. No deaths were observed.

The 4 hour AILC50 for the 10% WDL.is greater than 2.3
mg/L (total actual concentration).

29
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Conclusion}' Core-Guidefline

Category of Toxlclty- III Tt

NOTE.

See also AILCS50 study with Ectrin™ 15% Wettable Powder,
Accession No. 247363. Hazleton Project No. 200-238. The.
results of this study (10% WDL) generally confirm the signs
observed in the study conducted on, the: 15% WP as well as the
AILC50 for 4 hours. :

Albin B, Kocialski, Ph.D. .
Toxleology Branch
Hazard Evaluation Division (T5-7&9)

-

OPP:HED:TOX:A.KOCIALSKI:sb 10/29/82 X77395 Rm. 820 #ml8
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SUBJECT: EPA Registration Ho. 667-UUT, Pydrin* direct
animal use. Evaluation of analytical methods

and residue data

FROMN: A. Rathman, Chemist - Q_.B.HA.M*‘-"Q"C&’
Residie Chemistry Branch -
Hazard Evaluation Division -

- . THRU: Charles Trichile, Chief P
Residue Chemsitry Branch

K

TO: Franklin D. R. Gee Cor
Product Manager (17) . '

and
Toxicology Branch

‘Diamond Shamrock Corporation is seeking to register their

product Ectrin (continuing 10% fenvalerate as a water dispers—

ible liquid) for use as a direct animal spray and for use
in animal premises.

Currently there are tolerances for residues of fenvalerate
in the meat, fat, and meat byproducts of cattle, hogs, horses
and, sheep at ] ppm and in milk fat at 2 ppm. These tolerances
have been established to cover secondary residues which may
result from use of the chemical on r.a.c.s that are animal feed

items.

Conclusions

1. The manufacturiny process (and impurities in the
technicual material) is different than the process Shell states
they are using. However, the technical material is the Shell

*The names fenvalerate, SD 43775, Pydrin, and Echrin are
used throughout this review and are synonymous.

r | - B
i M"’" - UNITED STATES ENVIROINMEIITAL PROTECTION AGENCY ’
L v .
N e o WASHINGTON, D.C, 20460
‘ L] . ) s
e 00234
J U L 2 6 1982 rPEATICIOES AONFD"IIFD‘H?I:IUI.YAHCH

Tra_ e . . - N ‘e -
Hrw v e . . . - e e . '.'~-'.‘.,:o_' .+ et S r——
rTRRA e e o R - LW T R L T T At AP S e
.'_ - ... * . r e, .- . . . -. . o._.-- ad ‘.I ,.__ ,. .... e ."'.‘ : oy . ' - o ;'l-. :u—- -. .,_
- . . - ’ g .
o T ._' "'_ . L “-qM.
Lo - . -7 '--‘. Po mmbayseaat,

.



-d—

roduct accordlnc te the confldentlal Eormula. We need to
now which process Shell is actually ustng. ,

2, We dn not consider the fate of fenvalerate in animals
adequately defined when considering direct dermal uses, We
need a metabolism study reflecting dermal treatment with
residue characterization in meat and milk. We alsoc need a
letter of authorization from Shell to use the oral metabolism

data that are available.

3. An adequate method for fenvalerate per se is avallable
for enforcement purposes, anendlng upon the results of the
metabolism study requested in 2 above, additional methodolugy

may be needed, -

4a. We can make no final conclusion on the level of
residues that are likely to result in milk and beef tissues
until 2 above is resclved. However, the submitred residue
studies are deficient in that no plateau was ever reached and
the studies do not rerlect residues likely to result when
the animal is both treated dermally and exposed to treated

premises.

4b. We can make no final conrlusion on the level of
residues likely to result in swine tissues until 2 above is
resolved and until we kpnow the exact application rate in .
terms of amount of ai/animal/treatment. .

4c. Since, in general, it is not practical to remove
poultry when premise treatments are made, this use should
either be removed from the label or data to support such a

use should be submitted,

4d. 'Sihce use'on Angora goats raised for mohair production

and horses not intended for salughter would not result in

f
res idues in fond for conSUmption by man or animal, we have no

obJections to these uses.

Recommendation

-+ We recommend against the propnsed uses on beef and dairy
cattle and swine as well as the premise uses because of Cone-
clusions 2, 3, 4(a), 4(b), and 4(c). - We have no objections
to the proposed uses on Angora goats ard horses. The Company
should be requested to obtain the correct manufacturing
process from Shell since the process included in this submis=-
sion is different than what we understand Shell's process to

be.
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Detailed Considerations

Foomulation

... The Company notes in the Confidential Statement of
Formu!a that the technical material is obtained from Shell.
Howev' r, the manufacturing process (and impurities in the
technical product) is different than the process detajled in
PpP# 7F2013. Shell's petition, PP¥ 7Gl1926, listed two different
manufacturing processes (including the one presented in this
submission) and the impurities listed are the same as appear

in this submission. It is not c¢lear which process is actually
being used and this information should be obtained from Shell.

“ The product is to be formulated as Ectrin Insecticide

are 10% water dispersible liquid containing 11.15% technical
fenvalerate,
€ Lherts are Gleared under Sec

1860.1001{e).

- Proposed Uses

" .z The product is uszd to control various insects and
ectoparasites. Spray concentrations range from 0.01-0.25%,
.applications are to be made by conventional power or low
pressure knapsack sprayers or power misters. No pre-slaughter
“intervals are proposed. The table below lists the direct .
animal uses with minimum repeat treatment intervals where
specified, ' ' ' .

LJuswieal) [eluapyuod o} paus aq Aew uoneuwloyul Jusipaibul Jaul,

Livestock Uses:!

_ S5pray o o
Animal _ Concentration L Remarks

Beef and Non- ) 0.05% . Use up to 1/2 gal
., Lactating Cattle _ spray/animal (1l
L .oogma.i.).
Treatments may be
mada every 2 weeks,

0.01% " Use up to 1/2 gal
. - - spray/animal (0.2
‘gm a.i.).  No
restriction on
repeat treatments.

0.1% . Use 4 fl ozs/animal
' © {0.11 gm a.i.) as
.- & pour-on down
"mid line of back.
. : _ No restriction on .
- : : : _ repeat treatments. e,



.
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Dairy Cattle 0.25% T 2=3 fl oz/animal
(0.2 gm a.i.}
Repeat applications
at weekly intervals,

0.05% o 1-2 pts/animal
. (0.5 gram a.i.).
Repeat applications
a* weekly intervals.

1l pt/animal (0.25.
gram a.i.).
Repeat in 30 days
if necessary.

Swine 0.05%"

, Premise Use: - A 0.25% scolution is to be applied at the
rate of 1 gal/500 sq. ft. (or at 1/2 gal./1000 sq. f£t. to
non-absorptive surfaces) to livestock confinement areas
including horse stalls, poultry houses, beef, and dairy barns,
calf pens, sheep sheds, swine buildings, animal hospital pens
and kennels. Animals are to be removed prior to spraying and
returned when surfaces have dried. Repeat applications are
not to be made more Erequently than every three weeks. Addi-
tionally, feed lots (exposed arza), exterior walls of farm

‘buildings, feed storage areas, feeders, corrals, and paddocks

may be treated with the 0.25% solutlon at qhe rate of 1
gal/SOO 5q. ft.

r

Other Uses

There are treatments recommended for lice and fly control
on horses and Angora goats; these uses are not considered in
this review, since only horses not intended for slau¢hter and

' goats ralsed for mohair production are included, .

It should be noted that the removal of poultry from

'poultry houses before premise treatment would be impractical
.on most farms.

Nature of the Re51due

Ho an1ma1 metabnlism data have bheen included in this

subm15510n. While the Company states that it can rely on

Shell's data, we have no letter af authorization from Shell,
In addition to authorization from Shell, we will also need
metabolism data reflecting dermal use so that we can deter-
mine if the metabolic route is the same from oral and dermal

exposure.
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Adnalytical Methods

“ The method prOposed Eor enforcement purposes is Shell's
method MMS-R~447-2 entitled "Determination of SD 43775 Residues
in Animal Tissues, Milk, Milk Fat, Cream, Hair, Eggs, and

Gauze Patches."

For tissues, fenvolerate is extracted with hexane,

- partitioned into acetonitrile. The acetonitrile is exchanged

to hexane and cleaned-up on a Florisil column. The residue

-is determxned by ECGC.

Data were obtalned using eLther the above method or
methods similar to the above method. Samples of milk, milk
fat and various tissues were fortified with fenvalerate
at levels ranging from 0.001-0.1 ppm with ‘recoveries ranging
overall from 54-135% with most in the range of 80-120%.

"Blanks were <0.01-0.02 ppm with the exception of two samples,
one of cream at 0.36 ppm and one of meat fat at O, 38 ppm.

The method was subjected to a method trial with milk
samples fortified at 0..2 and 0.04 ppm and found acceptable
(J. Onliey, memo of 7/24/78; PP¥ 7F2013). We consider this
method suitable for obtaining data and for enforcement purposes.

Residue Data ' .

A total of six studies reflecting ‘dermal. treatments were
submitted (fxve on cattle and one on sw;ne) '

- In con51der1ng the maximum lnvel of res1dues that may
result in msat and milk, three combined avenues must be

.considered: (1) the dietary burden possible from crops that

are feed items that currently have fenvalerate tolerances,
(2) additional dietzry burden from animals licking treated
premises or other treated an1ma15 and (3) .direct application.

CATTLE., None of the ava1lab1° data reflect the maximum
possiblie combined exposure Erom these avenues, although a
number of the studies reflect exaggerated dermal treatment
ra.es both thh regard to amount applxed and Erequency.

_ " A study was conducted ut1ltzlng 10 lactat1ng Holsteins,
Whlch were treated 3 rtimes at weekly intevals with an EC

- formulation at the rate of 2 grams a.../unlmal/treatment.

Only & single animal was available for control purposes.
This study was designed to reveal the time required for
residues of the parent r¢mpound to reach a maximum, and the
levels involver. The sdmpling intervals were 1, 7, 14, 28,
and 56 days after the last treatment.

e - : 002319
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' The data indicate that res1dues oE SD 43775 er se in
brain, ¥idney and liver were all non-detectable (gﬂ 0T ppm).

Muscle samples all showed <0.01 or 0.01 ppm (ilncluding the .
. control}, regardless of sampling interval. Residues appeared
' to precominate in the fat; unfortunately, the data are of =~ -
litte value, since the single control animal had an apparent
SD 43775 residue of 0,38 ppm in renal fat. This compares with
residues ranging from 0.07-0.42 ppm in the treated animals.
. The 0,42 ppm high value reflects sacrifice 7 days subseguent
to the last treatment.: At the 56 day post-treat interval,
resldues of 0.10-0.12 ppm were reported.- Subcutaneous fat
ai'rlyses showed residues of 0,09 prm for the control animal,
and a 0.03-0.22 ppm range for the treated animals. Again,
the high values were noted in the animals sampled 7 days
after the last treatment. At the 56 day interval, 5D 43775
res ldues had declined to the 0. 04 0. 05 ppm level in sub-

cutaneous fat.

Milk and cream analyses for these.same animals showed 5D
43775 residues reaching a maximum 3 days after the last
treatment. The residues ranged from 0.02-0.04 ppm in milk
and from 0.06-0.23 ppm in cream., - Twenty~eight days post~
treatment all samples were reported at <0.01 ppm. As in
tissues, the residue levels reported for the contrel milk and
cream ¢f 0.02 and 0.36 ppm, respectively, cast doubt on the
validity of the study and render the study.valueless. (The .
control cream value is reported at a level >0l ppm higher
_than the maximum value seen ia the treated anlmals). o

_ Add1t1onal txssue, m1lk, and cream analyses were conducted
on a Holstein administered 200 mg SD 43775 orally (ca. 10 ppm
dietary) each day for a total of 7 days.  The treated and con=-
trol animal were sacrificed after the morning milking on the
last day of the treatment period., All tissues showed <0.01
‘ppm SD 43775 in the ctontrol, and all save fat in the treated
~animal, -Renal and subcutansous fat are reported at the ‘0.14
and 0.02 ppm levels, respectively. The daily milk and cream
analysis indicate that a residue plateau was not reached in
the 7 days of feeding; the final cream samples showed a range
of 0.18~-0.38 ppm SD 43775 residues. This study has some
utility in assesssing the pessible burden of SD 43775 par se
.in tissues from animals licking treated premises or other
treated animals, although the fact that a residue plateau
was not attained reduces its wvalue, - It is noteworthy that
the observed range of SD 43775 residues In the cream of the
dermally-treated cows discussed above.  The showing of up to
ca. 80 mg/sqg. ft. SD 43775 {acetone extraction} in the. .
hair (thoracic region—4 ,Sites) one day after the third treat-
ment suggests that "lickérs" could poss ibly ingest a substan-
, tial portion of the 200 mg/day that is representative of the
10 ppm dietary level. (The study below shows up to ca. 120
-mg/sq. ft. halr surface).
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e In another study utiIinng an emulsxflablo concentrate,
three lactating cows were treated with ca. 2 grams a.i. three
times at weekly intervals. Milk was sampled daily throughout
the treatment perind and up to one week after the last
treatment; all semples (whole milk basis) showed no detectable
res idues (<0.01 ppm)} of SD 43775, - Tissues were sampled at
sacrifice, which was 1, 3 and 7 days after the last treatment.
Unlike the previously described study, the control animal )
showed no detectable residues (<0.01 ppm) of SD 43775 in fat
or a * - f the tissues sampled, The treated animals also
show.., €0.01 ppm in muscle, liver, kidney, and brain and up

to 0.20 ppm in renal fat 7 days after the last treatment.

The- various fat samples {subcutaneous, renal, and back)} show
an increase with time; the study was terminated before a

plateau was reached.

In the th1rd study, employing a water dlsper51ble liquid,
a single treatment at 2 grams a.i. was administered tu each
of two lactating cows. -Unlike the previously described study,
the control animal was housed in a separate pasture, and thus
yielded all tissue and milk (fat basis) values at <0.01 ppm.
Milk was sampled for 24 Jdays post treatment; the animals were
then sacrificed.  Residues of SD 43775 peaked in milk fat 6
days post-trcatment at (.64 ppm in one animal and at 3 days
and 1.1 ppm in the other. By the 24th day, the 0.0l ppm

. level was attained in the milk fat of both.animals. Tissue |,

residues fr~ both animals at the 24 hour sacrifice interval
were 0.02 and 0.03 ppm for renal subcutaneous fat, respuc-—
tively; all other tlssues were reported at <0 Ol ppn._

GlVen the l1m1tat10n of the above study, the results

"sbbstantlate those discussed previously, considering that

cream averages ca., 20% milk fat. - The 1.1 ppm figure above
could thus be 0.22 ppm expressed on the cream basis. =~ This
compares to 0.36 ppm maximum in cream from the 3 treatment 2
gram a,i. dose study. ~S...ce the p-oposed use indicates =
biweekly treatments, this study is of value to demonstrate the
additive residue effects of multiple treatments; more than 3
weeks between treatments would be required for residues of SD
43775 per se to fully dissipate. - The study also serves to
demonstrate that oral or dermal contact between treated cows
is probably a significant source of residues that is, the
"segregated” control animal of this study displayed no
detectable residues, while the control animal of the 10 cow/3
treatment study showed residues approxlmating thuse of the

treated \nimals.

: In the fourth study, two cows were treated once with an
E.C. at the rate of 2 gm a.i./animal. The study alsoc contained
a control animal. Each animal was housed in one of the three

separate pastures; the two treated cows were fitted with
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restralning stra s so that animals could not lick themselves
but could st111 rowse and get up and ‘down without difficulty.

Samples of mllk were tu“nn Eor 14 days after the treatment.
Haximum residues of SD 42775 were seen after two or 3 days
post~treatment at a level of 0.17 ppm. At }14 days post-treat-
ment milk fat from one animal countained 0.02 ppm and the other
animal contained no detectable residues (<0,02 pom). The '
.animals were sacrificed 14 days post-treatment with residues
detected only in the fat {0.03 ppm in renal fat). All other
tissues contalned <0.01 ppm apparent SD 43775. '

oo In the Eifth stLdy. a total of 20 beef cattle were used
(16 treated and 4 controls). The animals were treated with
two guarts cf either a WP or a water dispersible liquid made
up to concentrations of 0.05% (1 gm a.i./animal). The cattle
were given either one treatment with sacrifice at 3 and 7
Jays post~treatment or two treatments at a 2l-day interval
with sacrlfice either 3 or 7 days after the second treatment.
Maximum residues resulted in the fat at 7 days post-treatment
({regardless of the number of trea:tments made). After one
treatment the maximum SD 43775 residue in fat was 0,055 ppm,
after two treatments, the maximum detected residues was 0.094

ppm. o _ _
_"No final conclusion can be made until the animal metabolism
question is resolved. However, these studes are all deficient .
in that no plateau was evaer reached and the studies do not \

- reflect the residues likely to result when the animal is

treated dermally and exposed to treated premises (exposure

- through feeding can be determined by data submitted by Shell).

Therefore, we are unable to determine if the established
fenvalerate meat and milk tolerances are adequate to allow
Eor these adaed uses. : . o

SWINE.ﬁ A 51ng1e stud/ was submlttnd rnflnctlng appllcatlon
to swine. - In this study a total of twenty pigs were used.

% The pigs were treated with either on EC or a water dispersible

liquid at the rate of 50 mg/sqG. ft. (we have no way of calcu-
"lating the total amount of a.i. applied per animal pery treat=-
ment). - The pigs were treated either 1, 2, or 3 times with
biopsy samples taken at } and 2 weel intervals after sach
treatment (or at 1, 2, 3, and 4 week intervals after the

last treatment). Applications were made at 2-week intervals
with some animals sacrificnd at 2 weeks post-treatment from

- a single treatment, from 2 treatments or from all three

treatments. Some animals were sacrificed 5 weeks after the
third treatment.

3,_Itrshould be noted that residues oE-SD 43775 wére only
detectable in fat with other tissues containing no detectable
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(<0.01 ppm) re51due5. Residues in thehEét'LupreEsed with the

number of treatments and showed a maximum of 0,2 ppm after
three treatments (2 week post~treatment Interval). With the
5-waeek interval (after three applxcations), residues in fat

‘had declined to 0.05 ppm.

We can make no final conclusion until the metabolism
question is resolved and until we know the exact application
rate in terms of amount of a.i. /anxmal/treatment.

POULTRY: No data have been submitted for poultry. The label

for premise use in poultry houses directs to remove "livestock"

from the area prior to spraying. This, in general, is not .
practical with poultry. Therefore, either the poultry house

use most te removed or we must have data to. support such a use.

GOATS and HORSES= Since the uses dlrect appllcation to goats
for mohair production only and horses not intended for
slaughter, we have no objections to these uses. .

TS-769:RCB: ARRATHMAN: X77324:CM42,PM810:07/26/82
cc:R.F., Circu, Reviewer, S.F. Amended Use File
RDI:R.J.Hummel, 7/23/82;R.D.Schmitt, 7/23/82
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