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1. The kKinetics of FMC 54800 in the bloci of .~3ts followiag a single
oral dose. Study & p99%t235. feh. 3 1986.

Plasma raldiovactivity in the low Jdose (4 »a.’ka) animals af. -
dosina slowiv rises, iadicatin: a slow :ate of absor-tion from tae
GI tract. The half-life of absorp 1on is calculated to he abcut

1 172 hours, with a lag-time of 1/2 hours follewing first orde -
"inetics. Radioactivity praks in plasma for low dose animals
in 4 hours. The elinination of l4C-FMC 54800 firom the plasma
equally slow, with significant radiocact.vity stil} remaining t
blood at 72 hou:rs. High dose (35 mg/kg) plasma radiocactivity
appears to follow a similar course to the low dose. However, I
did not calculate the half-life of absorption since the dose
surpassed first order kinetics. The peak racioactivity for the
high dose group appeared to be somewhat delayed. neaking at about
€ hours. Significant radiocactivity still remai..:d after 72 “surs
in high dose animals.

S

% By

Core Classification: Minimum

2. Analysis of FMC 54800 residues in plasma from rats dosed orally
with 14C FMC 54800/ <study No. G-182, 7,/22/86.

The major metabolic rout. i plasma of FYC S4800 appears tc be
hydrolysis of the este. l:akage with oxidation of the resulting
alcohol to the acid. Protein binding of radiocactive compcnents
>w metabclites appears to increase with time.

Core "lassification: accentable

3. Bioaccumulation ot l4C FMC 54800 is the rat. Study No: 3-182
Feb. 21, .98s.

60 animals were orali Josed w,tn 0.5 me K 3/day for us to TI ¢=is.
3 rats/time period ..o sacrifised at nunerous ays da. TT doring
and xidney, liver, fat. ovaries, sciavic aerve. :%in ~ne 5load
were removed and analy. ed for radioactivs foncten®. Balif-liv-s o°
cadioactive components fox each tissue were -jetesmined. Fit -3
“kin half lives wer2 lunnest with half-1 ves »f %1 and 50 22
respectively. The half-livaes o ovaries, liver, Kidney< ard
sciatic ne.ve were 7.4, 19.0, 28.5, and 3?2 davs sesprctivaly.,
Radioactive components in fat were measurad at avterous ti-e
intervals befc.e snd 2fter daily <3sing. The maior cCompura
in fat is parent compocond FMI 54800 with 3 nalf-~1ife of 47,
days. Other unidenti®ied comronests incluced a some-ha* alasr
(Rg D.65) compound ard 2 other reiativelv mincr cowponen-s.

Trom tire data presonted t 1s ¢les: that difenth-in sign’icanziy
Divaccunulates. :

Z

“re Classificatic:: a+ "=ntanie
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¥Y. A dermal absorption study in rats with 14c-FMc 52300, . -dy
4 182RATMO6. 8/15/86.

14¢ =c 54890 appears to be rapidly absc.cbed rhrouun the <ki
durinag the ficct half hcur af.~r application, wi‘h *“e amcunts of
abso-ption remaining fairly conwcaat wits -ime. The e was a

direct correlation hetween the concentration applied and the amcuant
absorbed. Approximately half the amount arnlied was absorbed.
Nv2rz2ll recovery for the three dose grours was 109%, 105% . and

105% for groups 1., 2. and 3 respertively.

Core Classification: acceptable

£. Excretion/tissu» distribution of alcohol-léc FMC 54900 in rat.
Study # 1828305. 12/6/83.

Within 7 days nearly all FMC 54800 and/or metabolites are excr-ted
in either urine or feces. The majority of radioactivity is
excreted in the feces within 48 hours. As ceen in previous studies,
the major tissues to retain FMC 54800 or me:abolites beyond 7

days are fat, skin in both males and females and gonads in females.

Core Classification:’ Supplementary. the number of animals/croup
were 3, not 5/sex/qroup are recommended in tha Section F guideliincs
and no quality assucrance statement acconipaaied this report.

{. Absorption, distributios and excretion of FMC 54800 in the -at.
Study MNo. 182RATMO2., Feb. 14, 1936.

Very little of the administered 12gicactivity is expired as 14{.‘0-,
(0.028% for males and 0.053% for femsizs). The majority of the
administere? radioactivity is found (ab: .t 7U%) in feces with

about 20% found in urine. Tissue accumuiat  on data were cof very
little value zince sumrary tables wer- oL fursiiched t» comyaore
walve with fl.0le¢ and single doses w.th nultiples Jdosing cnimass.
Additionall, ac. 1 of the data were nci presented on th: : issue
resicue table s alling these missing da“2 "N/A" or noc ap.liczble,
whenr in fact these data, i7 presented, woiild have added

tremendously to the guality and usef.l-ess of thic study- A f:-=<h>r
compilicuatior in this study was *that mal:s w- ce ~dministered =
raicactive dose with tie lahbel in tka a-ig positior. while femnalegy
were administered a radioactive dose witl the labei in the alcohol
positicn. This could make compericons Detween maics and famagles
difficul:. Finally, chemical purity specifications for the unle-eles
comruund were gupposed to be presented i« snopendix 1 accosding o
the studv text, but are missing.

Ceice classificaticn: supplementary
.+ Melabolism of FMC 548C) in rats~ Ider:zificacion of products in
excre-a.  Stuldy 4, 182PATMO2, 7,/9/86.

The nroblems inherent in the previous study (2 S above) are alss -he
sar= problems inherent in this study, zircs they emnlioy the ~ae
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protocol and urine and fecal samples for analysis. One of the

> outstandi -~ complications in thi- study as pointed out in the last
A Study was that males were administeced a radioactive dose with the
. label in the acid nositicn, while the females were administered a

radicactive dose + “th the iebel in the alcohol position. This

cocla make comrnrisons betveen males and females difficult.

The majority of radioactivity excreted in the fe.-es was th.:

parent compound and its intact hydroxyiated meravolites. such

of the radioactivity excret2d in urine was hyd-olytic and hydrolytic
oxidative legradation products of the parent compound.

Core Classification: supplementary

¢. 52-week chronic oral toxicity study in dogs. Study #. A83-821.
i June 17, 1985.

Tremors were noted in Jroups 4 (3 mg/kg/day) and 5 /% mg/kqg/day) -
Sodium levels were increased in group 4 and 5 at 52 weeks and
chloride levels wers increc.ed at 52 weeks in group 5 males.

‘ Creatinine phosphoxirase levels arpeared to drop in females in

> groups 3, 4, and 5 at 52 weeks. Th-re was some indication that

this was occurring at week 26, however. one animal in the control

group had a value that was extremely high. There was a signifizant

3 increase in platelets at 52 weeks in group % males. No nthar

o treatment-related effects were noted. '

NOEL = 0.75 mg/kg
LEL = 1.5 mg/kg based on the increased C.P. 2t 52 weeks.
e Core classification = mi:imum

G
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Reviewed bw: HarCige van Gemert ¢ oD M L0 ol 4_‘,}‘ 1/(/?7
Head, Section 11, X» Bianch (Ts-7e30)

recondary keviewer: Theouo.e M. Farver, Ph.b,
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DALIA EVALUATION REPOKT JC57 3!

Study 1ype: Metabolism studgy in rats 10X. Unem ho. 4h3%
otudy dypes

.

ATLLSS10N 0. JU4bsY

Test Haterial: EMC 54800

Synonyms: bitenthrip. lalstar

Study Number: nU0925

sponsor: FfMC Corp.

Testing Facility: Biological Testing Center 2525 McGaw Av

B Irvine Ca. 92710

Title of Report: The kinetics of FMC 54800 in the ble. . £
following a single oral dose

Author: S. Salim

Report Issued: Feb. 3, 1986 : -~

Conclus:ons: Plasma radioactivity in the low dose ( 4 mg/kg) animals
atfte dosing slowly rises, indicating a slow rate or abscrptica

from the GI tract. The half-lite of absorption is calculatez tec

be about 1 1/2 hours, with a lag-time of 1/2 hour fellowing zirse
order kinetigs. Radiocactivity peaks in ?lasma for l:w dose

animals in 4 hcurs. The elimination of ~4C—EHC—b4aJu trom

the piasma 1s equally slow, wit. signiticant radioactivicy

stiil remalning in b!sod at 72 hours. High dose (35 my/kg)

Slasma razioactivity appears to follow & similar course to

tire low dese.  However, 1 dig not calculate th: half-life ot

absor: cion :zince the dose surpass<u tirst order Xinetics. The

P£as radioectivity for the high a-se group appezied to be sonewhar
az2layed, peaking at about ¢ hour =« “iguniticent radivactivity stil
Temalns after 72 iours in high dise animais.

Vualiiy Assurznce Statement accorpanted the repmrt and was s:iynec.

S




A. Materials:

1. Test Compeund: Unlabeied FHC 54300, Purity %6.2%, cl4 japeized
r* 54800 was lebelled in aleconet positiona.
pescriptions habet, f f1” 4o, Ltroocture Deiow:

Batch: Radiolabeled compounds were synthesized by Pathtincer Lais
Tnc. Lot #830222 with specitic activity of: 33.52mCi /=¥ols
Purity: 9Y8% after repuritication at the Biological Test Center

NDosing solut.on: Radiolabel vehicle was lM-:0la corn c¢.i, dos==s
were 4 mg/kg or 35 mg/ky

2. Test Animals:
Species: rats
Strain: Sprague bawley
Age: adult male

lieight: Pilot study: low dose rat: 202.2 gm (given dose of
(3.9 mg/kg and 12.3 uCi)
High dose rat: 202.C gue [given cusm =2
(33.5 mg/ky and 13.6 uCi!
Mlain stuay: single low dose rats: 143.2 + 7. 3 gns (glv—ﬂ cI==x
(of 5.4 mg/kg or 1276 + 0.6 271}
si~yle high dos=2 rats* 184.6 * T4.6 gas (‘~‘7e: IS
ot 7.0 % J.4 e /ke aru 17.2 - i.
Serial ba«r1L¢re‘an1ma? body weightz Sre
I ang 11 below,
Source: not renoricd.

t) lu

Study Designs:

Obrectives: ObJOCtLVb ~“as tc determinse the ra%te of zbsorpiinn 27
4C-¥MC 54800 from the GI tract ond rete of elimicziic-
from »locd of racs after an orai dose.

Animal assignment< and study orocedures:

For the pilot sti'dy 2 males w.re orally dosed oy gavage Wwith o
single dose of 4 ma/xg or 3. m5/ka labeled FhC 24500 anima s wer:
£lz1 by tail vein =t 1, 2, ., 4, 8. 12, 1€, 24, 43, znd 72 he_=s
for radioactivity. Tn the wmain study low dose iniwals, I -es-
groups (A + B) were usea f.r the low dose yrcuu. Lroup : cor-zins:
5 rats Group b ccatainaed 2U rats subdivided inte 4 surns of 2

rars each. Rats were fasied 18 hours zredosing. Lose »-: -s

gavage. Amount ot compound deiivered to each animal was ceter—ins:

33

8 L AL <
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by welghing the syringe Luetore and atter dosing. , 00573}

Lroup A post dusing were tran ‘=rred Lo icdivideal restraincrs and
blood samples were taken at 1, 2y 3, 4, b, 8, 1V, 12, 48 anc 72 [:ours.
~Aller 4 LOUurs the anlmal ielfe Felurned (9 thesr Cages and ¢:.en

Looug and water ad Llruttur. Group B animais wor. Paelliliced 3/tire
peri.d by neart - onctur . acv 2, 4, 10 zna 23 fiours post dosing.

The hich o oup: 2 test yroups were employed similar to the
brocedure . _ue low dose. There u.re S5 animals in gr..up, C anc
yroup ' pac 20 animals. The only ditrerence 1s that grd.p B
ani- will be sacrificed at 3, b, 1V, ana 24 hours.

bample collection, preparation and calculaticns: are on appenced
page 1 from the study text.

Ke2sults:

Pilot study: peak blood levels of radioactivity for both ani=als

were at 8 hours post dosing. These results can be seen on .
appended page 2. There was still signiticant amounts of radiocactivity
in the blood by 72 hours post dosing.

Main study: Single dose Groups A + C : Peak blood radiocactirity
occurred arount 4 hours for the low go-e »3d & hours for the high
dose group with significant amounts o+ radioactivity remaining

in the plasma of both groups after 72 hours. Data can be foun

on appended peges 3 anc 4 for reference.

Serial Sacrifice (Groups B and D): Low cuse animals: uata ror tr.-
2y 4, 1V ana 24 hour sacrifices are tabulated below in tonle I.

ABLE 1

Low rose plasma levels of racgrto-ctivity ot sacricice

Time ! Body we. Lose ry/ko uCi Piasma P11 tot-] LPM e
o . o of pniasoa
2 T 4

meantl 184.7 4,2 + 7.1+ 5964 + 15,761,459 4 ¢.2R2 +
S.0. ¢ 8.2 u.l 0.3 2c8n T 692,595 ~ NEr
4 hy T T a ' ’
mean+! 19i.3 + 4.2 + 7.3 + 42861 + 16,327,353 + 1.88% 4
S.D. | 9.5 0.1 0.4 24,746 737,957 1.3~
10 prld

mean+! 188.6 + 4.2 + 7.2 % 1..110 + 15,948,659 + 4,423 +
S.h ' 12,47 0.1 0.4 1,891 1,000,008 ¢.ui3 T
<4 nr»

mean+ 166.2 + 4.1 + 7.0 - 3,630 - 15,639,616 + 9,1€. +
£.D, | 7.3 T 0.1 0.2 — 351 483,141~ 4.025

bighest r

acioactive samples taken apicar to he at 4 hours, with
significant

7
raginactivity still remasining atcer 24 hours.

High dose animals:
ihese data tor 3, v, ldJ and 24 hour sacsitic




table 11 beliow,
TABLE If 00573]

High vose plasra levels ot radginacrivity at sacritice

time Body Wwt, Jose aCa Plasma DM Tote: HPM w1, ml ot
I mny /kg plasma

3 nrl

meant 178.5 + 36.5 + 1l.1 + 14,040 + 24,664,589 + 3.709 +
b1 UL U, 9 V.5 6,85%6 1,114,229 7 1.81u —
b hri

meant 18U.5 # 36.5 + 1l.2 + 33,260 + 24,892,532 + 8.783 +
S5.0.1T 1u.vu “U.6 0.5 10,953 1,191,980 2.892
Tunr] -
mean+ 1¥0.0 + 37.1 + 11.4 + 20,528 +  25,260,74b + 5.42% +
s.D.T 1u.y 0.5 0.6 4,730 1,379,1¢cC 1.262
24hr]

meant 183.9 + 36.3 + 10.1 + 6276 + 22,496,504 + 1.594 +
s.p.T 41.3 7 0.6 1.7 1,344 3,723,032 0.372

Highest radiocactivity appeared in the & hour sacrifice plood
samples. Again, there was significant radioactivity remainiag
after 24 hours.

Discussion:

Plasma radioactivity in the low dose animals after dosing slowly
rises, indicating a slow rate of absorption from the GI tract and
the radioactivity apoears to peak at about 4 hours. The elimination
from plasw2 is equaliy slow, with signiticant radicactivity stil)
remaining in the blood at 72 hours. ,

High dcse plasma racioactivity appears t« follow a similsr course
to the low dose. However, the peak appears to be somewh&* deiayed
20 o haurs.

Usiny the piuirmacokinetic "method o: resiauals” ana tne .ow dose
sirgle dose gata i* is uitermined thet apsorprion is a irst
order process. The la, n:ime tor absciption is apprexi pately one/
halt hour, and the absorption Falf-life is aprroximatedy 1 1/2
hours. A semi-log graph of these cata are ¢n appen-.el page 5.

“he data for celculating this are tabulated in tatie i1y,

cay
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Tavie 113

Low dose plasma concentration-time data rollowing single oral
aaministration of 4 ng/ky FHC 53800 -

Low dose: “

time € mg/L ?extrapolated Ditference in% - C
plasma cens ccns (my/L)
{my/1)

1 0.15 U.54 0.75

2 U.32 0.4 0.49

3 V.43 U.73 0.3

4 U.66 0.66 0.0

5 0.61 0.61

8 0.45 0.45

16 1,36 0.36

12 u.30 0.30

24 0,11 0.11

‘the high dose data are plotted on appenced page 6. It is clear
from the plotted data that the hich dose of 35 mg,/kg has exceeded
the first -order kinetics for absorption. A furth-r calculation
nt the kinetics of absorpcion would ne be in order.
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Page

is not included in this copy.

Pages (O through (S are not included.

The

material not included contains the following type

information:

I

Identity of product inert ingredients.

Identity of product impurities.

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

The product confidential statement of forttiula.
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.

of

The information not included is generally considered confidential

by product registrants.

the individual who prepared the response to your. request.

If you have any questions, please contact
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. Secondary Keviewer: Theoduie B, Farber. B0, . . -7y
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NDATA EVALUATION RFPORT

Stucy Type: Plasma residue aralysiz ir rats - 103:_§h9g N~ 463F

T - of 14c_FMCc-54800

Acceszion No.: 264339

Test_Marerial: FHC-548Gy

Syronyms: Rifenthrin, Talstar

Study Number- (#-182

Sponsor: FMC Corporatio

esting Facility: Biological Tost Center. Irvine Ca.

r:: Analysis of I'M( 5480( residues in plasma “rom rats
osed orally with 14¢. 54800
Tullman

Report Issued: 7/22/86

Conclusions: The major metabolic route :n plasme of FMC-54800
appears to be hydro.ysis of the oster “inkage with oxidaticn of the
: resulting alcohol to the acid. Prgres- binding of radiocactive
. components or metabciites appears i- increase with time.

Core L‘atj*f cation acceptat '+

Justiiy “ssurance Statement accomizuied :he repoart dnd was signnad .
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1. iest Compound- Unlabeled FMC 54800, purity 9¢.2%. C14 1zhelled

FMC 54800 was labeled in the alcohol positicn.
Description- Labeled FMC 54800 structure is given celow.

Ch O ch
CD;\K

datch: Radiolabeled compounds were synihesized by Pathfinder Lahs
Inc. Lot # 830222 with specific activity of 33.52 mCi/mMole
Purity: 984% after repurification at the Biological Test Zenter

Pusing solution: Radiolabel vehicle was Mazo’a corn oil. doses were
4 mg/kg or 35 mg/kg and given by gavage

N
.

fest Animals:

Species: rats

Strain- Sprague NDawley
Age: not given, males
Weight: not given
Sourre: not given
Study Design:

Objectives: Determine rne plasma metabolites of FMI 54520 a. various
time periuds afi:zr dosing.
animal assignmants and Study procedures:

43 rets were subdivided inin 3 groups of § rats esch. Thers were

t groups/dose lewel. Low Gose {4 m2/hg) greup had «pimale (5/%ime

neriod) sacrificed at the 2. 4. 10, and 241 hous tiue periads whiie
the high dose (35 mg/kg) group had 5 animels/time veriod c:crificed
at 2, A 70 and 25 hours post dasing. :

Furtificatien extraction procedures. extrartion of g'asma prycedures
from the low and nigh dose groups, counting proced:.res arnd caiculatio-:
are suppiied on appended pages 1. 2, 3 and 4., frow tha study

text for details. The plasma extracticn scheire anp2a.cs on

appended pags 5.

es;}tsl

1. Forrified flasma with 14C-FMC 54800

AS can us seen o zppended page &, plasma fortified ¢i2h 23,732 954
of 13C_FMC 54800 contained 93.7% of the recovered radicactivity,




S L

c - o )
0057 3%

712 5f the added radioactivity) when deproteinized with aqueous
acetane. Another A% was recovered as protein bound and 0.8% was
re overed in the culture tube rinses. The percent recavery from
the fortified check was 76.1%.

7, Bifenthrin (RP) acid fortificatior:

ihe recovery from aqueous acetore of 3P-acid was 40.7% of the
recoveraa radioactivity (8R.9% of the added radioaciivity.:
8.6% was protein bound and tube rinsing yielded an additionsl
0.7%. Recovery from the fortified check was 98.0%

3. Plasma extraction- low dose

Data in tabular form from the study text are on appended pag« 7.
Plaswma aliquots taken at 2, 4, and 10 hours contained 12.450.
42,660, and 16.26U OPM respectively. The extraction counts are
tabelated on appended page 7. The aqueous acetone extraction
fraction contained 9.0, 88.3, and 64.6% of the total radioactivity
for the 2. 4, and 10 hzur samples respectively. The percent of
total protein bound was 9.0, 8.5, and 34.2% respectively.

Rinses of the glassware yielded 0.0, 2.82. and 1.2% respectively.
Recoveries based on the direct counts of plasma before extraction
~were 88.1, 98.8, and 99.5% of the total radioactivity for 2, 4.
and 19 hour samples respectively according to the study text.

4, Plasma extraction - high doese

Data in tabular form from the study text are on aopended page R,
Piasma aliquots taken at 3, 6, 10 and 24 hours contained 18.280.
23,400, 31,920, and 16,980 DPM of radiocactivity respectively.

As can be seen on appended page 8. aqueouS acetone extractions
contained 89, 81.6, 60.3 and 53% respectively. Protein bound
fractions contained 6.7, 15.0. 3R.: and 43,7% of the radioactivity
in 3, 6, 10 and 24 hour samples respectively. Ri+ses only
acccunted for 1.3, 3.4, 1.6, and 3.3% of the *total radiocactivity
“vspectively. Total overall percert recoveries were 27,8, 85.3,
£10.2, and 89.7% for 3, 6, 11, and 24 hours resnective:y.

5. H¥LC re<ults- low dose

Data from the study itex* :re ribulated n appended page 9,

HP_C was parfirmed on aqueous acetone extracts, except a

sample was injected directly for he * Lour iow 0se and the 6 ans
10 tour high dos2 samples. .

The méjor peaks or the HPLC profiis correspone to the nare.t
compound FMC 52800, rthe hydralysis nroayct, BP-alcuhel and

the further oxidized prounvt, BP z2¢cid for hoth low dase and

high dose HPLL results,

In the low dose group HPLL profile pareat compound remained

between 35-40% of the total matabolites for the three t- me perica:.
BP-alceriol was rcughly similar to pareni compound i4 amounts for
the ¢ and 4 hour time period, but dropped stightly 1o 27.99% hy 0
hours. BP acid rema.ned relatively the same over the three time
perieds, with 15,.7%, 19% and 17.2% of tne tota? wet.holites for

tire 2, 4, and 1Jd hour time perio0ds. There was a aydroxylated
metabolite, 4'-hydroxy FHMC 54307 which was not deterted at 2 hours

-

tu: was 0.5% at ¢ hours =:d up te 5.'% by 10 horrs. The study
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el Staloed Lial there were several uniagentiticg proquctis witin
Yetentlion times between 1 and 3 minutes and 5-7 winutes which

dappeared 1n the dgueoss acetone eXxtlacCts=. Lowevelr, the ameunts
recovered were not larye (1.7-6.7%), except tor the gdirect whole
plusa whicn neg 2.3% pelar usknowns.

Total LPMs recovered/DPh injected was 191.2%, 130.1% and

104.7% ror the 2, ., ana lu hoer cyueous exLract S3mples O,.0 2u.b: tor
the uirect pléasma injecticir Rample.

b. hPLC results- high dose

Data from the study text are on appended page 1U.

The distribution of hiagh dose rnytavclites is somewhat ditterent
from the low Jose duistribution. Fror exauple, the parent compcuad
in the aqueous extracts Jdrops from 22.2% at 3 hours and Zo.6%

at & hours to 15.2% at 10 hours and 12.2% at 24 hours. Direct
plasma injecticn samples showed similar results with 24.63% at §
hours and 8.6% at 10 hours for the parent compound. BP acid,
which remainez a tairly constant percercazye ot the foLal through—
out the low dose time periods, appears .o rise in t2 hicl: dose
aroups with time,; trom 29.4% at 3 hours, 2%.93 at 6 nourS, 39.7%
at 10 hours to 47.6% at 24 hours tor agueov- acetone extracts.
Direct injection samples tollow=d a similar course, with 34% at

6 hours and 45.4% at 10U hours. P alcohol, on the other hang,
appears to arop 1n a similar fashion to the low duse group over
similar time periods measured. The aqueous ‘etHne extraces at

3 hours are 4¢.93, 0 Lours are 40.U%, 1lu “ours is 25.3% and

<4 hours 1is !+.74. mirect 1njection sanples follow a more
precipitous couurse with 30.1% seern at 6 nours andg 9.4% recovered
Ly 1U hours. TIne nydroxylated metapolite 4'-hydroxy F!C 548ud
»as only a vary minor component ot the netabolic protile of the
high dose group. Unidentitied polar me: apolites appearea to se
more prominent with time than in the low cuse group. Agqueous
aceton - extracts yielded 2.5% at -+ hours, 0.6% at 6 hours

1<.7% at IU hours, and 25.6% at 24 hours. LD:rect 1njection
samples ylel .1 1-5% ar 6 hours ana 275.7% at 1lU hours. Ut er
unknown metazoelirss ociurrea hetveen 5.1 and 7.2% or *ne tora:
for agueous rcecone extracts anu “~1lt for d-~ect injectic.. sampl:s.
Total DPMs s.onvered/DPis injucied for aQue '€ o\ “rzcbs woers o tozy,
J9.9%, 99.9: ond 1C2.0% tor 3; 4, 10, aid 2% hours respecelrely,
and 93.93%, ar. 21.6% tor the 6 ena 13 heur arrecs iricclLion
samples.

Liscussion:

o
"
o4

ctur for the standards useca and major metarclites fzund
@ r-” T rare 1l jhe maror metanolic rovte 0 nlaswa

of ENC 54duy Zppears to be hydroiysis of the ester IIW“aCE

with oxidatics or the resulting clcone! £0 rhe a-ia. Protaeia
H1nding ©f “ne radioacrilue components or metaboitt;a aplde&Ers o
increase .iin Time.

o TR
3

.1

~ oy

[ .
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Page

is not included in this copy.

Pages Zo through 30D are not included.

The

material not included contains the following type

information:

Identity of product inert ingredients.

Identity of product impurities.

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

The product confidential statement of fortiula.

Information about a pending registration action.

V FIFRA registration data.

The document is a duplicate of page(s) .

The document is not responsive to the request.

of -

The information not included is generally considered confidential

by product registrants.

the individual who prepared the response to your request.

If you have any questions, please contact
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DATA EVALUATION REPORT Arroe ,
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Study Type: Riocaccumulation in rat Tox. Chem No. 463¢

Accessiocn No.: 264639

ezt Material: FMC 54800

Synonyms: Bifenthcin, Talstar

Study tumaber: G-182

Sponsor: FMC Coup.

Testing Facility: Huntingdon Resea:rch Center Ltd. Huntingdon,
Cambridgeshire, rE-18-6ES England
Title of Report. Bioaccumulation of 14C FMC 54800 in the -at

Author: D.R. Hawkins, L.F. Elson, R. Jackson
Report Issued: Feb. 21. 1986

Conclusions:

60 animals were orally dosed with 0.5 mg/kq/day fir up to 70 days.

3 rats/time pericd we.e sacrificad at numerous days during dousinu
and kidney, liver, fat, ovaries, sciatic nerve, s~in and bloo~ .o.e
removed and analyzed for radiocactive content. Half-lives of radio-
active components for each tissue were date-mined. Fat and skin
half lives were the longest with half-l,ves of 5 and 50 days
vespectively. The half-livez for ovaries, liver, kidneys and
sciatic nerve were 37.4, 19.0, 28.5, and 42 7ays respeciively.
Radisactive components were measured in fat at numerous time interval:
oefore and after dailv dosing. The major comporenat in fat is

parent compound FMC 54800 with a nalf-1i€e of 47.5 days. Other
unidentified cor -ne.cs includ=d - somewhat rolzr (Re N.65) rorozund
and 2 cther relat. 2.y minnp components. Fooen o the data poeseate”

it is cleas that hi.oen-azin s13nificancly biocaccumulates.

Core Classsifi~ation: acceptable

Ouality issurance Statement é~companied the -enort ana was signel.
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A. Materials:
1. Test Compound: Non-caaiocactive FMC 5480C (Batch E2823-2)
chemical purity of 96.2%
Labeled l4C FMC 54800 Lad a specific activity of
33.52mCimMole witn 90° radiochemical puerity. Repurifiod
' Huntingdon 1i. two batched to qgive > 99% purity.
2. Test Animals:
Species: rat, female
Strain: CD (Spraque Dawley)
Age: 7 weeks
Wsight: 180 gms

Source: Charles River, Margate Kent

Study Designi

Animal assignments and study procedures:

60 animals wece orally dosed for up to 70 days. Rats were weighed
weekly and doses adjusted to body weight. Nominal doses were
0.5 mg/kg body weight of FMC 54800. 20 animals :received uo
treatment and were used as contrcl animals. Groups of 4 animals
& (3 test and 1 control) were sacrifioad at 1, 3, 7, 14, 21, 28,
b *~, 42, 49, 56, 63, 70, 73, 78, 85, 92, 99, 113, 127, and 155 days
after commencement of dosing. Xidneys, ovaries, fat, skin,
and bloud were removed from an‘mals sacrificed at %6, 63, 79, 73.
99, 113, 177 and 155 days. Blood sampl2s were boti. countei as
whole ~lcod fo. radiocactivity ard centrifuged oo c .1 components.
All k7 rod damples were s-ored at 49C 2nd tissue and plasma saroles
were stored at -207°C unt’l analy:iis. Measwremen: of radioactivity
analysis of 14C 54800 in “at, thin lajer checaetogoaphy metious
and cal<ulations of half-lives are all en uprended paorss 1 and .

Resvlits:

Tabuiatss results for all mean sadioactive tissue levsels at the
various s~<crifice Uimes z:'e or appcended jage 3.

Plasma an2 whole blood:

The mean plasma concentration of zadioacriviiy .ose slowly from g
0.91 ua/ml after wry 1 to 0.06 ug/ml aftes Jay 7. At withdrawal %

, the "oncentrat.crn declined to §.02 ua/mi at 73 days ana 0.71 ug,.al »

4 at 8 da’s. thoreafter the mecu plasma .orcentratinns were belaw :

: the 1imi* of detection. whole bhlood conc~ontravions were < ivilas

4 to plasma, with a peak rvadioactivity consentration emerqging a littlse

13 sooner than plasma at 49 days. After dosine whole Lleood levels

& of .radioactivity became unidetectable ny 112 days.

- 32 ¥
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Live,:

Concentrations of radioactivity in liver rose capidly wich 0.07 uqg,’g
by day 1, rising to a peak of 0.4 ua/g by day 70. During the
withdrawal phase radioactivity slowly drcppe=d from 0.16 ug/qg &t
day 73 to 0.01 ug/qg by day 155 with a half-life of app-oximately

" 19 days. Haif-life data are tahulated on a:pended page 4.

Kidnays:

Concentrations ¢f cadiocact vity in it2 kidney were similar to those
in the liver with 0.04 ug/q by day 1, -ising to a peak of 0.32 ug/a
by day 63. During the withdrawal phase mean radioactivity
concentrations dropped slowly from 0.16 ug/a at day 73 to 0.03 ug/a
at day 155, with a half-life of approximateiy 28 days. (see anpended
paqge 4)

Fat:

Concentrations of radicactivity in fat rose ext.semely rzpidly with
0.33 ug/g recovered by day 1. The peak concentraticn was at dav
70 with 9.62 ug/a tissue. During the withdcawal piiase, mean
concentrations declined very slowly with time from 6.47 ug/c at
day 73 to 2.74 ug/g at day 155. The approximate half-life is 5!
days. (see appended page 4)

Skin:

, Skin showed a similar pattacn to fat, pe. haps because there is

i so much fat in association with skin. By day 1 skin concentrations
: were 0.08 ug/g tissue and :3s¢ to a peak of 2.06 ug/g by Jay 73
(4 days after the last dose;. Half-life in skin was 50 days,
similacr to that in fat. Levels of radioactivity started
declining i, fat after withdrawal of compound ty day 78 and

0.3 ug/g still cemained in skin by day 155.

Ovaries:
; Ovacies showed a similar patte:a to skia. This can be wraphicslly
illustrated on appended i:oqge 5.  Concentrations .7 radiocactivizy

were 0.11 ug/g by day 1 and icakel by day 70 with 1.69 uc. g
after toeatment. The levels of udiocactivity slowly dec'ined :a
0.30 ug,3 v day 155. 7Ths balf !ife was c-lculatad to he
app.oximate .y 40 days.

Sciatic neg.e:

Corcentcations of radicactivity n sciatic nesve sere mcasured =t
a few of the t.me inter-cale. 2u-ing days 56-7C th2 mean

} concent.oations were 1.91-3.2% uq/3. These lavels were Higner -
than in c¢cociresponding fat After treatment wichd.awal, leels

3

dropped to 0.14 w3/ by Zay 1353 with a half-life of 4§42 lays.

Radicactive Components in fat:
Representative auto.adiograpns and tair lavel cadiochoomatogr»=s
are 1illuztrated on apnended paqes 6 «ad 7.

Appended page 8 details the radinective component~ by thei - R¢
values an?! expressed as ¢ pevcent of the total railliocacrivity.
The wmafos component (1 Uit 1@ all sacrifice uimes accosdr; to
the study text was unnmetabclized FMC 54800 (R 0.71; with a :.ea-
propeiticon of between /2% and 85% of the total -adioacti.vity
hetween days 37 and 155.

[N
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Another component, somewhat polar {Rf 0.65', accounted fo. 9.3~
11.6% of the radioactivity between days 1-78. After dosing this
component increased to 13.3-13.8% radioactivity it 92-i27 days

and was 19.5% at 155 days.

Except for days 1-3 the mean proportions ¢# the two other compon="ts
account2d for a relatively small percentage of total radioactivity
up to Jday 730, and decreased thereafter. The calculated half-1ife
for the pa:rent compound FMC 548'9 in fat wes appynsimate ly 47.5
days.

Discussion: :

From the data presented concerning the tissue half-lives it is
clear that FMC 54800 bicaccumulates. Of the half-lives determine<
for the selected tissues, fat and skin hxlf-lives were the
longest with half-lives of 51 and 50 days respectively. Tke
half-lives for ovaries, liver, kidneys and sciatic nervc were
37.4, *9.0, 28.5, and 42 days respectiveiy.

Radioactive components were mcasured in fat at numerous time
intervals before and after daily dosing. The major component in-
fat is parent compound FMC 54800 with a half--life of 47.5 Jays.
Three other unidentified components comprised the balance of the
radioactivity and were relatively mino. in comparison to the
parent compound.
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Page is not included in this copy.

Pages 35  through 92. are not included.

The material not included contains the following +type of
information:

Identity of product inert ingredients.

Identity of product impurities.

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

The product confidential statement of fortiula.
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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DATA EVALUATION REPORT 65731

Study Type: Dermal Absorption in Rats Tex. Chem No. 3462F

Accession No.: 264639

TSt Materials l4c.rmC 54800

Synonyms: Rifenthrin, Tals.ar

Study Number: 182RATMOG

Sponsor: FMC Corp.

Testing Facility: WIL Laboratoriec Inc.. Ashland, Ohio

eport: A dermal absorption stuiy in ratec with 14c_fMC s8TY

Author- F.M, Craine
Report Issued: 8/15/86

Conclusions: 14¢c_FMC 54800 appears to be ranpidly abscrbed tarough
amounts of absorption remaining fairly constant wirh time. There
was a direct correlation between t'e concentration applied and

the amount absorbed. Approximately h_1f the amount applied =xas
absorbed. Overall recovery for the threc dose gioups was 103«
(group 1). 105% (group 2) and 105% {group 3).

Core Classification: Acceptable

Juality Assurance Staiement 4ccoizanied :he caport acd was 5 Lnec:
:nd dacted P/1%/86.
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A. Materials: - 095731

1. Test Compound- Laheled FMC 54800 was uniformly labeled in the
4 % ring of the alcohol moiety. Specific activity was
' : 4.23 mCi/mMole or 10 uCi/mg dissolved in 3.0 =] of
acetone.

NDos®ng snluticr. Wa. an agueaus susgeosion of 14C.Tahelod FML 54870
g each group received 49,7 ug, %11 ug. or 5253 ug/ra*

2. Test Animals:
Specvies: rats, male
Strain- Crl1:CD (SD) RR
Qy‘ Age: 51-57 days at study initiation
Weight: 240-303 gms
Source: Charles River Breeding Lahs, Portage Mich.
Study Design:
> Animal assignments and study procedures:
e Three groups of rats (24/group) received single doses cf either
: 49.2 ug, 514 ug, or 5253 ug/rat l4c_FMC -54800. Four rats «-re
sacrificed for each dose at either 0.5, ', 2, 4, 10 or _4 s yrec
after compound administraton.
Each dose was applied with a rubber ring ~cemented to a shaved
area cf skin, Followin_ applic=stion c¢f the dose a circle of

filter paper was cemented in place on the rubber ring tc cnver zne
application zone and the rat was plazed in a metabolise LEge.

Disposition and analvsis of 14C-FMC 54800 and irritation <-are
ranking are on appended ,ages 1. 2, and ~.

Resultis:

Eliminacion of 13C-FM( 54300 equivalents in axcreta

After darmal applic:tinr of the three doses and sac.i7%:e at vaTious
time periods, measurcaisie anrunts ¢f test material wers wor ifgure
in excreta “n group 1 during .2 first i0 hours aftar exposura.
At 24 hours there wes 0.%7 of the dose administered .n 1. "me 2ne
feces. Grouups ¢z and 3 were similer Lo group 1 in thal driectedl=
: amourts of 14C.FMC 54500 were not detected before - 1 hgour sarple
[ time, at which time 0.5% of the administered 4doze .. - presant §

excreta of grou;, 2 and 0.2% 3n group 3.

142FMC 54300 equivalents in hlood:

Tabulated data on leveis of 11C-FHC 51R00 expressad in ig/=l 2rn
on apgznded paje 5. Groups 1 ane 2 did not have -iwasuroab’s

‘ amounts of 19C.FMC 54800 at any *‘me seriod. Group * .owever

e after 4 hours tad 0.01 uco/m' which ~ose 2 0.02 ug/ 1 > ie~ 24
hours.
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14c_FMC 52800 equivalents in carcass-
Carcass after skin was removed was extracted with acetone to give
two fractions: and extract and a dried carcass which was processed
to a homoyeneous meal. Measureahle amounts of l14C.FMC54800 were
not present. in group 1 rats before 10 hours. Group 2 animals had
14¢c.FMC-54800 present after 4 hours uf exposure. Group 3 awnimals
nad test material present as ez2-ly as 7.5 hours after dosing,

Absurption of 13c.rMc_53800:

The study text defined the amount absorboed through the skin as

the sum of 14C present in excreta. the 126 in the carcass and the
14C which penetrated the skin and was not washes away with water.
The latter value calculated to include the skin of the application
site and skin adiacent to the appiication site. A tabular

summary of the amounts absorbed into the through the skin are on
appended page 6. There appears to be a fairly rapid absorption
through the skin during the first half hour after dosing, and the
amount did not appear t¢ increase with time, There was also a
direct correlation betwesr the concentration applied and the amount
absorbed, Approximately half the concentration applied was
absorbed. These percentage data are tabulated on appended page

7.

Ov:rall disposition of the radic-ctivity is on appended page §.
Overall-recovery for the three dose groups was 109% for group

1, 105% for group 2 and 105% for group 3.

Cermal Irritation:
Meoz.ytiema, edema or other findings of irritation were evident
at the site of application.

Discussion: : -
TATIFMC ~3800 appears tu be rapidly arrorbed through the skin
suring the first half hour sfter application, with th- amounts of
absorntion remaining fairly rconstant with time. There was a
direst correlation between the concentratsan applied and amount
ar.orbes. Approximately half the amount &.51ied was absor>ed.
J:xrall recovery for the three dose geoups wes 10Y< (group 1)
105% {y-oup 2}, ans *05% (groud 3).




Redeodle i

ZL)J ‘{éiﬁ?"?é

Page is not included in this copy.

Pages S through th are not included.

The material not included contains the following:  type
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Identity of product inert ingredients.

Identity of product impurities.

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

The product confidential statement of fortiula.
Information about a pending registration action.
FIFRA registration data.
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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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DATA EVALUATION REPORT

Study Type: Distribut:ca and Excretion in Rat Tox. Them No. 483F
Accession No.: 7h46.8

Test Material: FMC 54300 A syntietic nyrethcoid

Synonyms: Rifenthrin, Talscar
Study Number: 1828305

Sponsor: FMC Corp.

-

Testing Facility: FMC Corp.

Title of Report: Excretion/tissue distributiusn of altohol--1iC
FMC 54800 in rat

Author: S.G. El-Naggar

Report Issued: 12/6/83

Conclusions: Within 7 days nearly all FMC 54800 and/oz metzboliiez
are excreted in either urine or feces. The majocr:ty of radioactivity
iz excreted in the feces within 48 hours. As sezn ia previcus
studies, the wmajnr tissues to retailN FMC $2400 or mezabolites

beyond 7 days are tcot, skin in both males and females and ccnads

in females.

Core Classificaticn: Srpplementary, the numbeo of ari~zls/cooun
were 3, not 5/sex/grez) as s~commended in Section P oruidel. z2s
and no qual:ty Assurance Statement accrmpani:! the T-r2It.
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A. Materiais:
1
1. Test Compound: l4c FMc 54800, predominantly . yroduct B
(98.4% labelled in alcohol r .3)
Specific Activity = 33.52 mCi/mMole or 7.31 mCi/
mMole after isokapic dilution. Source was
Pathfinders Laboratory »99% radinact:ive pucity
Description: Unlabzled FMC 54890 used for isotopic dilutic:s
Batch: £2129:25B

Purity: 96.5% , Cis >99%

2. Test Animals:
Species: Rat
Strain: Sprague Dawley
Age: Not given
Weight: 188-252 gms
Source: Taconic‘Farms

Study Design:

Animal assignments_ and study procedures:

Three/sex were .dosed with a singie o.al gavage dose of 7.3l ~li/mMol=
(5 mg/kg) FMC 54800 afte~ an 18 hour fast. 3Section ¥ guidelines
recommend 3/sex/group for a siudy of tnis type. Appended page 2
tabolates actual asounts of bot ¢ 54829 in mg/kg anl total
radivactive dose in uCi per groupn.

frire anl Fecal Sampling:

Ucine samples were collccted &t -3 hours. 8-i2 hours, 12-24 hours,
24-18 hours, 48-72 hours, 72-%6 hours, #6-120 hours, 120-144 bours,
144~168 hours. Fecal samplaes wzre collacied for vLas :same tinme
nerinds.

Crine was fre220-trapped and fecal zampies were fr.izen upon
zollection. All urine and fecal samples wezse stored at -279c.

{age urine/fecal separators were? ciased dally with methanol and
distilled water and the whole coage was cinsaed at sacrifi.e wita
methanol and distillesd water. Risze samples were s+orad Frogin

at =209C until analysis.

CRpes £ pTDY
Tissues and Nrgans: : g?ﬁé AY!!!QF!: g;?}

Seven d se<t dosiny all s3ars w2 s3erificed. Bilood was

a 3
collecter and iiver, brain, heatt, kidreys, snleen, skin, bono,
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muscle, Eak and gonads (uterus and ovaries for ferales: testes,
prostate and seminal vesicles for males). Tissues and carcass
were weighed and stored at -20°C unt.1l analysis. 00573!

Sample prepacations foc radioassay extraction of léc residues from
feces, fecal extraction scheme, HPL{ methods, residue analysis.,
LSC and calculations are on appendeld pages 3-7.

Results:

Urine and Fecal excretion of lic.

Females excreted 83.54% + 3.23 (mean * S.D.) of total l4C-dose

in feces, (appended page 8) and 8.31% + 2.19% in urine for a tota
of 91.37 + 6.13% within seven days aftac Gosing. These data are
illustrated on appended page 9.

Males excreted 83.18 + 2.66% of the total l4C-dose in feces
{appended page 8) and 7.49 + 1.21% in ucine for a total ~f 90.65 +
1.46% cumulative average within 7 days. These data for males arce
illustrated on appended pace 10.

Tissue Residues of l4c¢

Females: Total residues for tissues are on appended page 1l1.
Average total residues ranged from 0.01l1 tno 0.117 ppm feor tissues
and blood except for fat, gonads and skin which were 1.650, 0.449
and 0.398 ppm respectively.

" Males: Total residues varied from 0.08 to 0.065 pp@ excant for

“ fat and skin which wer2 0.776 and 9.173 ppm resp-chive.y.

These data are in agreement with the previous metabolism study
which showed high residues in fat and skin remaining 7 days after
treatment. : .

i3

Analysis of l4C-residues in Feces

According to the study text, fractiznation of tho calicclive

fecal samples from 0-43 and $3-163 nours showed . 5.1, and 13.41%1 of
excret=2t radiecactivaly respectivelv for females -¢ -v in tiee
acetonitrile~) fr:ction, which contained the rasent compound.

} Moles ~howat 3..% and 30.5% of excreted activ.*y in the arstanic-ila-
‘Q » traction. These data are on appanded page 13.

HPLC aunalysis

The HPLC data acre iwv tabular form 9n appender~ pate :1, aad s.iowed

i that most o Ff the fecal 4C excreted wsas parent corpcund. Na23ligabI.
i amounts of excretaed cadiocactivity, 1.4-1.6% an? i, ~-1.5% was
: biphenyl alesaol andg biphenyl ethac cespectively The remaindars

of the radinactivity was other metahslites.

. Y i~ . . .
Analysis orf -3 -sidies in 1rine.
ale ~ad Coenale arine At $-12 hoars showed tuae 3-100% ol =ne
cadioactivity; wis coaiugate ! nolac produces.,  Tess Lhan % =atal
vadivack viny 433 parent FUC 4890,

-
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Discussion:

Within 7 days nearly all FMC 54800 and its metabolites are

excreted in either the urine or feces. The majority iz

axcreted in the feces within 48 hours. As seen in previous studies,
the major tissiues to retain “MC 54820 or its metabolites after

7 days are fatr, skin in both males and females, and aonads in
remales.

o
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DATA EVALGATION REPORT 02731
Study Tvpe- Metaholism study in -ats Tox. Chem’Nn. 463F
Accession No.: 264633
Test Materizl- FMC 54200
Synonyms: Rifentiur:n, Talstar
Study Nurber: 182RATMO2Z
sponsor: FMC Corp
Testing Facility: Biological Test Center, Irvine Ca.

Title of Report: Absorpticn, Jistribut-on and excretion of FMC 54800
in the rat.

Author: S. Selim

Report Issued: Feb, 14, 1986

Con%lus tons: Very little of the administered radioactive is expired
C CO 5 (0.028% for males and 0.053% for females). The

maJor ity of the administered ra- 1oact1v"y is found (about 70%)

in feces with about 20% found “n urine, Tissue accumulation data

were of very l1ittle value ,iace summary tables wers not rurnished

to compare males with femaies and single doses with multiple

dosing animals. Additionally, much of the data were not presented

on the tissae residue tables., calling these mi<sing data “N/A"

or not applicable, when in fact those data, if prezented, would

have ar:ed tremendously tec the quality and usefulness of this

study. 34 further yomﬁl cation in this study was that males were

administered a radioactive dece with the Tabel in the acid position

while females were administe<ed a3 radioactive dose with the 1anei

in ithe alzohol position. Twls co:ld make comparisons heiween mz'es

and females difficult. Finally. chemical purity specif-:ations

‘or the u~labeled compsunt «ere supposed o he prosentod “r

apiendix 1 according tu he stady itext hut are micsing

Core Classification: supp 2mentary

Quality issurance Statement accomparied the repor! ing +as <igned.
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A. Materials:
1. Test Compound: Unlabeled FMC 54800- purity 96.2¥, specifications
were supposed to hez in appendix 1 but are not there.
Radiolabeled FMC 54300
Alcohol labeled: synthesised by Pathfinaers Lahbs
Inc. (lot #R30222) Spec:fic Activity o
33.72 mCi uMole
Acid lateled: synthes.:cd by New ~ngland Nuclear
(Tot #1001-074) with specific activity of
11.93 mCi/mMole
Both of these labeled compounds were repacified
at Biological Tecting Center prior to initiation
of the studies. Furity was then 95% for alcohol
label and 97.3% for the acid label.

Dosing sclution- vehicle was Mazola corn uil. Specific activity
for dosing solutiors are on appended page 1.

2. Test Animals:
Species: rats, male and female
Strain: Sprague Dawley CD Cri1(SD) Br)
Age: adﬁlt
Weight: not given
Source: not givan .

Study Design:

Animal assignments and study orocedures.

Ti.c procedures used in this study are not eloaply written out

ir the stu'y teat., The cummary of the T.usy statzs thas §5 feaales
cers giver a .ingle oral! dcse of 4 mg/k. o 1§ m3-kq alconol-
P4C-FMC 54810 and 5 males were given a singlc oral aose of
mg/kg «i 35 mg/kg «cid 1AC-FMC 54800, I+ ,4uition 5/sex werw
given daily doses for 14 days of 4 mg/ka .nlaheled FMC 54200 and
of the 12th day were given 4 mo/vg radiclobeled FH4L 52800. A1l
an'mals were placed in metabolism cages «undé .-in: and feces were
¢ollected tor 7 days post dosing. After 7 dioys twne animals were
sacrificed and tissues were analyred inr radicactivity,

Howaver, i1 tre main study text, “he auth=r states:

Sincle ora' low dose (4 mg/kq)

S/sex were aiven 4 mg/kg by gavage a‘te: 15 hours fa-t. Animals wer:z
gicen food ad libi*um 6 heurs after desing., Howave: , 3t $sn't

stated whetrer this solution given by gavige is the labeled alcohy’
or acid compound.

Single oral niah dose (35 mg/kg)

oy

5/sex were given 35 mg/kg by oral gavage after 18 hours fast and ¢ 4
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treated in a nanner similar {0 low dose group. However, aqain,
the radiolaheled compound given was not defined,

Multiple oral dose CDL;?$
5/sex were given unlabeled FMC 54800 at a do.» of 3 mg/kq for 148

days. After 13 days animals were fasted for 18 hours and adnini,tered
a lateied dose of FMC 54800 and transferred to metabolism cages.
Anirals were given foed and w.ter ad libitum € hours post ¢osi.q,
Again. the lahelad compound given was not ~efine:.

20o study (4 mg/kaqg)

2 rats/sex were given an oral gavage dose of 4 mg/kg after an
18 nour fast and transferred to Roth glass metabolism cages.
Expired C0p was collected in 2:1 ethanolamine/ce!'usolve at
intervals of 4, 8, 12, 24 and 4R hours. 6 hours post dosi~nq,

Sample collection

Urine, feces and cage rinse samples were collected at 0-4, 4-9,
8-12, 12-24, 24-36, 36-4R, 48-72. 72-95, 96-120, 120-144, and
144-168 hours post dosing. Urine was freeze trapped and feces
were frozen upon collection. Cages were rinsed with water at
the end of the study.

Tissues and organs

7 days post dosing, single low and high dose animals were €ilnguinated.
81ood was taken and plasma separated. Tissues and organs were

removed and included. Tissues taker were brain, heart, pancreas

leg muscles. lTungs, adipcse, spleen, hone, skin, hair, kidney,

liver and gondds {uterus and ovaries for Temales and testes

ceminal vesicles and prostate for males) and carcas<t. Tissues an-~
organs were weighed and stored frozen at -20°C until anciysis.

Sample preparatio: for racioassay and calculations are on app-ide~

Body weights., sex and dose an: expired ClA-CG? 200 0N 5ppannett
page 3. Ferzles expired N.023% of the dcved radioactivity as
volatiles and males expired an average of 0.0653% radicacti~ ity,
Thes: data are on apcende? payve 4,

dingle low d3se- 4 mg/kg

Females: ani=a! body weights and dases given are on gndcaded

page 5. Excretion 'n the urine was 1% 65 + 4,937 as an avsrage ..~
the donse admin-stered. Appended page 6 gives individual . -ise va -es
and cumulative aerze-nt of dose administ~red for each tre;*ten

animal. Total fecal =»xcretion was 72.87 + 4.98% (data are or
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appended page 7. Total average excretion in both urine and
feces was 92.3+ 1,26™. m

Males: Animsil body weights and iadividual doses for males are

on appended page 8, Average total excretion in urine aftar 7

days was 13.39 + 5,77 of administered dose. Nata and curulative
percent dita are on appended page 9. Avarage total fecal excret T=
for 7 days was 42.80 + % _85%, An averag. total! cf 95,21 + 3.55
was excreted ia hoth uriae and feces. Data are on appended .aqge
10,

Single oral high dose (35 mg/kg)

6 females and 5 males ..ore dosed with 35 mg/kg-Cl4 FMC 54800 in
corn 0oil., All rats showed signs of toxicity 6 hours zfter dosing.
These s“gns included salivation, diarrhea, spasma. tremor,

conval ns, bleeding noses, erratic behavior. Thke study tex:
claims une male died leaving 5/sex lett,., (?2?) I assume this is

a mis-statement and the death actuaily occurred .o one female.
since the tabular data indicate that there were 5 males and 5
females for the study.

females: Animal body weights and individual doses of radioactivi=zy
for females are on appended page 11. Appended page 12 summarizes
urinary excretion of radioactivity, The total excreted percent

of radioactivity was 21.76+ 1_.85% of the total dose administered.
Appended page 13 details the percent of the dose excreted in )
feces along with the total radioactivity found in feces which was
70.9% + 5.79% when expressed as percent of total dose administera~.
Total urine and fecal excretion after 7 days was 92.70 + 3,373,

males: Animal body weights and individual doses of radioactivity
are on appended page 14, Page 15 summarizes urinary excretion of
radioactivity., The total excreticn in urine was 21.60+ 7.93%., an~
tcral fecal excretion was 68,89 + 6.64% giving a total »f 90.50 +
1.31% for combined urine and fecal excretinn. (zppended nage 1RYT

Multiple dose

fera’cs: body weights and doses ar o apcentied rage 7. Appi-der
pags 12 cetails the ex:uretion of radioactivity a4 urine “a; 7

days 2rtver *the radicactive bolus was g:ven Thr stota: percert
excreted in the urine after 7 days was 25.01 + /,247* The ta* 3!

Tec:' »xcreticn was 65.80 -~ 9.60%. Total combined ur..z aad
fecel .-oretion was 90.¥1 + 4.63%, (2o0pended paygc 19}
males: Animal body weights and doses are on appended page 9.

They excreted 1%.36 + 3.58% of the radioactivity in urine
and 73.27 + 4.82% in feces for a total ~f 381 _58g + 4.56% excreted
in hoth urine and feces over 7 days. ‘appended ;aces 21 and 22}

Fat apreared .0 be the major depct for 1"C-FMC 54800 or ratatalitcs
S with gecater than 100 times the leve! seen in blood.
Majle and famale residue data are tabulaied on appended pages 73-2°=
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Unfortunately, none oi ihese detla have heen summarized, 5o
the tissue residue data from single and multiple dose groups
could have been compared,
It is also unclear why so meay tissues and percent of doses were
categorized as "N/A" or not applicable, when zlearly both residue
data and percent of dose sziministered would have heen important
information, if provided. For example adipose tissue was missing,
There ‘s-1ittle value in analy:'ny these data until expl-nations
by the firm are given to the above questions.

Discussion:

Very little of the 14C-dose administered either with the label in
tnhe acid or alcohol position is excret'zsd in the expired air.
Females expired 0.028% and males expired 0.053% of administered
dose. .

Excretion of ra<ioactivity:

The majority of radioactivity was recovered in feces by 7 days
post dosing. Actual numbers are in table 1 below. Tissue
residue data are not included since so much of the tissue data
was unusable, and it is not clear where the tahulated numbers for
tissue residues in the final summary tables came from.

TARLE 1
Percent of tne dose administered

Group lirine Feces Total

Single Jlow dose

males 13.39 + 5.717 82.80 + 2.85 96.21 + 3.85

females 19.€5 + 4,93 72.87 + 4.93 92..3 -~ 1.26
Single high dose

wales 2:.60 4+ 7,93 68.89 - 6.64 80.50 + 4.1

females 21 .76 + 1.85 70.93 + 5.69 92.70 4.37
Mul.iple dose

males 18,26 + 5,58 73,22 + .82 Y1.5% + A55

Temales 25,01 + 7.26 55.80 + G.60 9n.81 + A.€2
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Page is not included in this copy.

Pages Zz through los~ are not included.

The material not included contains the following type of
information: _

Identity of product inert ingredients.

Identity of product impurities.

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

The product confidential statement of forfiula.
Information about a pending registration action.
v 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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Accession No.: 264638

Test Material: FMC 54800
Synonyms : Bifenthrin, Talsta.
Study Number: 182RATMO2

Sponsox: FMC Corp.

Testing Facility: Biological Test Center, Irvine, Ca.

Title of Report: Metabolism of FMC 5480G in rats- Identification of
. products in excreta P
Author: S.F. ElNaggar, I. Wu . 3

keport Issued: 7/9/86

Conclusions: The problems inherent in the previous study titled
Absorption., Distribution and excretion of FMC 54800 in the rat o
Feb. 14, 1986 (182RATMO2) a:x- also the same p-oblems inherent i
in this study, since they empioy the same protocusl and urine and :
fecr1l samples for arvalysis. Onz of the outstanding complications ]
in this study as poinr<d out in the last study, wis that R
males were adninistered a radioactive dose with the label :.:

the acid position, while females were administered a radioactive
dese with the label in the aleohol po-ition. This cuuld make
cernarisons between males and females difficult. Additionally, it
covld complicate the met~nolite pictur~ somewhat betseen males a:id
females.

The majo:it, ol rad.vaclivity excreted in the feces was the pare;
compounG and its intact hydroxy sted metabolites. Mueh of the
sadioactivity excreted in urine was hydrolyilic &nd nhydrolytic/
oviiative degrafaticn products of the paren* compound.

Core Classificatica: supplementa,y

Quality Assurznce 2tatemen* accompanied the report an< was signe.’.
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A. Materials:

1. Test Compound: Unlabeled F“C 54801~ purity 96.2%, specifications
w2re supposcd to be Ia aprendix 1 bu. =re rot there.
Radiolabeled FMC 543800
Alc ol labeled: synthesized by =.thfinders Labs
Inc. (lot #830222) Specific Activity of
33.52 mCi/mMole
Acid labgled: synthesized by New England Nuclear
(lot #1001-078) with specifiz act1v1tv of
11.93 mCi/mMole
3oth of these labeled compounds were repurified
at Biological Testing Centér prior to initiation
of the studies. Purity was then 98% for al:zohol
label and 97.3% fo. the acid label.

Dosing solu. on- vehicle was Mazola corn oil. Specific activity
for dosing seolutions are on appended page 1.

2. Test Animals:
Species: rats, male a1d female
Strain: Sprague Dawley CD Crl:(SD) Br)
Age: adult
Weight: not given’
Source: not given

Study Design:

Animal assigmments and study proceduvires:

The procedules used in thi: etudy ari not claarly writt=»n out

in the study ext. The summary of the study stac=s that 5 famales
were give.. o single oral dose of 4 mg/kg ¢r 35 mg/ kg aicohsol-
14c-FMC 54807 and 5 maies were gisen a single oral! acse of 4
ng/kg or 35 wgs/kg scid 14C-FMC 54302, In addition S/sex wers
given deily doses for 14 days ol 4 mg/ky uniibeled 7MC 54800 ard
of the 15th -day were given [ mg/kg radioiabeled FMZ 54860. all
animals were placed i metabclism cagec and urine and feces were
collected for 7 days post dosing. After 7 davs the animals were
sacrificed ard tissues were analyzed for radicaztivity.

Howeve., in the main study text. the author states:

Single o“a]_ipw doz. (4 mg/kg)

5/sex were -jivan 4 ~3/Kg by gavage atter 18 hours fast. Animals were
given foo! ac libitum 6 hours after dosism. However, it isn't

stated whether this soliution givea by gjavage is :tneée labeled alconol
or acid compound.

Single oral high dose (35 mg/kg)

5/sex were aiven 35 mg/%g by cral gavage after '3 ho:rc fast and

107
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treated in a manner similar to iow dase group. aeiver . again,
the radiolateled cumpound given was not definac
. , A=A
Multiple orai dose 05731

5/s2x were given uriabeled FML 54800 ai a dose of 4 mg/kg far 14

days. After 14 days animals were fasted for 18 hours and ediministered
3 labeled dose of FMC 548720 and transferred to me-abolism cages.
Animals were giver food and water 31d 1i%itum £ hours post dasing.
Again, thc labeied compound given Jas not defired.

Sample_collection

Yrine, feces and cage rinse samples were cdllecten at 0-4, 1.8,
8-12. 12-24, 24-36, 36 48. 48-72., 72-%6. 96-120. 120-:34, and
144-168 hours post dosing. Urine was freeze trappea and feces
were frozen upon collection. Cages were rinsed with water at
the end of the stu y.

jj§§yg§ end organs
7 days post dosing, singls low and high 40352 animals were exanguinated.
Blood was taken and plasmz ~eparated. Tissnes and orgacs were

removed end included. Tisciec tavan ware brain, heart, pan.reas

leg muscles. lungs, adipossz, sgieen, bore., skin, hair, kidnay,

liver and gonads (uterus znd ovaries for females and testes,

seminé! vesicles and prostzte for males) :nd cerczss. Tisszies and
organs were weighed and stired frozen at -200C yn<+i] Ima1ysts.

Preparation of fecal -amn7= samples for radioaszzy is s5n aplended
page 1. Extraction 2>nd fr-=ification recovery fram feces arc on
appended page Z. Extracr or “rgo urie. and TLC arz vn appenzed page
3. HPLC nrocedures are on apne.ded i2ge 4 and 5_ Preparat:i - of
-2tabolites for structure iucida.ine s o- pecs =. isolat:-n ane
purivicaticer ¢€ urinary r.223beiftes are 3n page 6. f-g chesoxrncrsph s
:nd ether deri-ative prep:-z2tior are «N aprapved nate 7. LT ~ze
cpectrometer preperation “: an page 8. MR tot-] residues LIC an]
calcuylations are on appencz:d pages 2 ans 19,

Total material bzlarce:

i

Results of urinary and fer:- excri:tion of 14C-r9°fdues ang o4
distribution of -adioactiv .y Ir the ¢Iudy are ‘0 irc Gn the = »
metabolism study intitiec ‘Ynscorotign. 2ictribuzian and exc-erier o7
FMC 54800 i~ the rat." Fe . 14, 1944 TLTZRATMOY

AT

Anaiysis of l3C_residyes <- e

|wn

Extraction zni fractionat”:n ui tie alzcaol-ane 3-dn-téy pecs
at the two rose levels in- -ated rthat 57.5-57.%% zar 55 3.
the administered dose was scated <a the acetonit~31"2 frac
2.2-3.4% and 2.9-7.0% werz - ocated in tra heyara “raction
T3.7-12.77 cern sound rasfiyes

P1.7 -13.7% and i. post ron
501 ds) for “oth iahels retiectiyaly,
After HPLC. SC/MS and NMP Toectintcopy 2valycis, ragylta e
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tabulated on appended page 11. The Fredominant excretory nracict
in feces is the parent compcund FMC 4800, The standz-ds anr
their structures are on appended page 12-15. Lesser mezanolizas
are listed on appended page 11.

Analysis of 12C residies in urine-

Data on urinary 14C meisbolites are on appended rages *5-21
fenale rats dosed with alcohol 14C FMC 54800 the prederinant
metaholites in the urine were hydrolytic such as siphenyi acir and
biphenyl alcohol., as well as ox3idatiye hydolytic produc*s. suct as
hydroxybiphenyl alcohol. hydroxybiphenyl acid. hipheny? acid,
methyl ester and monomethyl cat:ichol biphenyl alcohal.

21 fr~
a

The majority of radiocactivity excreted in the feces was iire pz-ent
compound and its intact hydroxyiatecd met.bolites. Much of ths
radioactivity excreted in urine was hydrolytic and hydraTytic/
oxidative degradation products of the parent compsund.
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Page is not included in this copy.

Pages IO through 120) are not included.

.. The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

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

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

The document is a duplicate of page(s) .
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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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DATA EVALUATIUN REPOKT A=
005731
STULY TYPE: 1l-year dog study . TOX. CHEil. dOD.:  483F :
ACCESSION NUMZER: 244637 MRID NO.: 2

TEST MATERIAL: talstar, bitenthrin

SYNOHYMS: FMC 54800, technical

STUbLY nUMBER(S): a83-821

SPONSUR: FMC Corp.

i

i

TESTING FACILITY: Hazleton Laboratories America, 920U Leesburg I
Pike, Vienna Vva. 2213V . !

TLTLE OF REPURT: >2-week chronlc oral toxicity study in aiogs

AUTHUR(S )¢ V.G. Serota

REPURT LSSUED: June 17, 1985

CUNCLUSIUNS: Trewmors were noted in groups 4 (3 mg/kg/daay)

and 5 (5 mg/kg/day). sSodium levels were increased in group 4

and 5 males at 52 weeks and chloride levels were incroased

a2t 52 weeks in group 5 males. Creatinine phosphokinase ;
(C.P.) levels appeared to drop in tsn&les in groups 3, 4 and ;
5 at week 52. There was some indication tnat this was occurring

at week 26 however one animal :n the contrc: guoup wa3 extremely

hiciie Ther. was 2 significant increase in plat.iets 3t 52 waeks

in group 3 males. No other treatmeat-reisted etfeors wero

vl d,

NOEL
LEL

«'5 mg/hg
;.3 ang/kg Desed on the increased C. P it 52 waaks.

Wl

Classitficacion: core--Miuaimum

speciel Review Criteria (40 CFR 154.7)
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MATERIALS:

l. Test compound: ¢MC-54800 technical,bescription Brown solid,
Bai.ch $k2392-105, Purity 88.35%, o

Samples were taken at weeks 14, 16, 24, 32, 40 and 52 3nd were
sent to the sponsor for stability testing.

»

Z. Test animals: Species: dogs, Strain:Beagles, Aye: 23-29 weeks
old at initiation ot the experiment.
Weight: males 7.2-11.2 Ky, temales 6.2-1U.8 kg.
bSource: Hazleton Research animals Inc.
Reston va.

. 5TLULY DESLIGN:

l. Animal assignment

Anlmals were assigned stratified by weicht anu assiqgned t« groups
using a table of random permutations of nine.

Dose in Main Study

Test diet 12 months .
Group (mg/kg/d} male female _
1 Cont. 0 4 4
2 0.75 4 4
3 1.3 G 4
4 3.9 4 4
5 5.0 4 4

Lest Article:

29
.

Test diet was analyzed periodically *or Neavy merals, antitiouics
atlatoxins, ana or a retrospestive basis for micreorganisns,
pesticvides, heasv metals, alkalinity and nalogens. :

Test article was administered in gyelatin capsules once/day

7 aays/week. Controls received only an empty capsule.

Dosages were adjustec week.y accor”ing to bedy weight ot

previous week. Uosiry occurred cetween 6:0U o and 11:0u ap.

e« Animals received tooa (Purina Lan Chow Cinlne Jieg Nn2. H006%
and water ad (ipiium.

. Statisrics = Tre procedures uvoilized a=e on apoended paces
2, and 3 trom the stuay Lext.

[
()
N
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S. WQuality assurance statemen: was enclnsed in the scudy and
dated ©/18/435.

C. METHOUS AND RESULTS:

1. Ubservations

Animals were inspected daily betore initiation of experiment
tor appearance, behavior, appetite . and fecal eiimination and
twice ga:ly tor signs of toxicity and mortality.

1oxlcity

The rindings of note include tremors in yroups 4 and 5. The
study text aetails tremors in group 4 as peiny 1lntermittant
in ons male ‘and 2 females between wieks 16 and 23. All
group 5 dogs displayed tremors between weeks 15 and 29. Males
appeared to display a yreater incidence of tremors. The
study text notes that in two group 4 and 5 group S5 animals
tremors were noted prior to the deily dosing which wouid
indicate a long-acting effect. Tremors did not persist past
week 29. No other treatment-related effects were noted.
Appended page 4 details the clinical signs seen and their
median time ‘of onset. :

2. oy weighe

Arimals were weighed cnce, ~eek Lrlo- to Swudy 1nitiaticn on
the day prior to the stody inlulation (neek 0) a0 thap weakly
tiiercatter c~tarting week 16.

Resuits: after week 1l group 5 males appearcd not o conuinte to

Galn weight. However, at no time were the Iitterences
statistically significant. No etferts were seen “n temales
coacterning body weights.

3. rocd _consumption and compound intake

Consumption wa. Jetermined weakly start.ing with -veek 1
xnd thereatter on the same schedule -5 hody “el.hts were tor-n.
and mean dailly dlet consumpzion was cvalculaced.

Rt—l‘Su}.t:‘,_'._ Mo nr2atmnent-reidted erf2gts were seen in tond

consunptionn.
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4. COphthalmsoingical examinations

Performed on all dogs prior to study initiation and auring
week 52 using an indirect ophthalmoscope. Topicamide ophthalmic
solution was used as a mydriatic accordinq to the study text,

Results:
No treatment-related oplfithalmological effect: were seen.
5. Blood was collected betore treatment ana &t weeks 26 and 52

tor hematology and c¢linical analysis trom all arimals. The
CHECKED (X) paramete:s were examined.

a. hematology

tiematocrit (HCT)*

Hemoylopin (HuB)*

Leukocyte count (WBC)*

Erythrocyte count (kBC;*

Platelet count*

Blecod Clotting !leasurements
(Thromboplastin time)
(Clotting time
(Prothrombin time)

.l Leukocyte ditrerentiai count®*
Mean corpuscular HGB /{MCH)

Mean corpuscular HC3 conc. (MCHC)
vean corpuscular volume (MCV)
Reticulocyte count

Differential and erythrocyte
morphology

- - g b

A
Lo
.
t
ixi

x H

¥2quired for subchronic and chronic studies

Results: There was 2 s:izht non-signiiiceat decrease in RBC and
HGB at 26 and 52 weeks in Jroug S males and femaiws, There

“a33 also a significant incr2ase in plate.=t3 at 52 weeks i
group 3 males. Data are appendsd on pg. 5 from ths study btaxs
*or reference. No other treatment-relate? effects were seer.
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b. Clinical Chemistyy 0
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“Flectrolytes- “Other.
X| Calcium* X| albumin* |
X| Chloride* X| Blood creatinine* W
Magnesium* Xl B ood urea nitrogen* .
X| Phosphate* (inorganic) X] Cholesterol* o |
X} Potassium* X| Globulins
X| Sodium* X]| Glucose?*
*  Enzymes X{ Total Bilirubin*
Alkaline phosphatase X| Total Ferum Protein®*
Cholinestevase$ Triglycarides
X| Creatinine phosphokinase*? Serum protein eleccrophoresis
Lactic acid dehydrogenase
X| Serum alanin2 aminotransferase (also SGPT)*
X] Serum aspartate aminotransferase {also SCOT) * R
i gyamma glutamyl transferase :
| -] glutamate dehydroqgenase

* Required Eov subchionic and chronic stuciez
# Should be vequired for 0P
° Not required for subchronic studies

There was a significant increase in sodium Jevels in group 4 and 5
males at week 52 and chloride levels were increased at wesk 52 in - >
group 5 males. Female sodium and chloride lavels were sligh~ly
increased also, but not to a statistically signiricant evtent.

Data from the study Lext ars on appended rags & for reference.
Glucose l2vels were “igher than zontrol valuc. at week 52 in qgroups
3 and 5 1r mal-s and at 26 wezk3s in greuns 4 and I in females.

Mata ave ~cesanted on appended page 7 "o sefeivence.

~reatinive phasphokinase levals appeared to dron in fema'2s wich
increasing dose, and weve significantly dec:cased at weet %% 1in
Jrouns * oand 5. The 4 data numbers appeavad tc be all vwer Lie
place f[o: bhoth contvol and low doce onimals, and it is hard co
loterpret data of this sort with so0 fag aniaals test. Hcrever. there
still appears to be a trzatment-velated effec.. At w2ek 26 n -
{emales thsre was an extremely high readin~ in the control groun,
(animal # 22117 had 797 iU/L). The othe: taree animals in -nis
groun had lower values (76, 92 and 71 i0/u). [f this extraneous
number were eliminated from the control avoup, it would anpec:

that thevc was also a tveatment-velazed 2ffect on C.7. Summary

data ave appended on paage 3 and individual data “oy ek 52 are
wpp2aded on pages 9 and 19 S referen-e,
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X

Digestive system " Cavdiovzsc./Hemat.

Tongque 'X].Aorta*

-Sailvavy gilands* XX.Heart*

.Escphagus* ‘¥!.ena macuow*

.3t-anach* ‘X|.Lymph nodes*

Dusienumn* "N .%xleen*

<Jejunum® Xj.Thymu,t

.Ileum* Jrogenital

.Cecum* (XX.Kitneya*t

.Colon* X.Urinary hladder* _

.Rectum® _ 'XX.Tesies*t weighad w
XX.Liver*t weighed w X Epididymides

Gall bladdeu* ‘X| Pro:tate

X|.Panciras*
R2spiratory
il .Trachea*

Results:

6. Urinalysis®

Urine was collacted firom fasted
initiation and at 13, 26 and 52

parameters wer2 examined.

. X
X| appearance*
X| VYolume*
X| Specific gravity*
X! pH *
X
X

Proteia*

* Required for chronic studi

o

7. Sacrifice anc Pathology

Sediment (microscopic)*

es

KK K

ko3

st requived for subchronic studies

animals priov to study
weeks. The C/IECKED (X)

Glucose*

Ketones*

Biliituhin*

Blood*

Nitrate
Urobilinogen
Reducing substances

No treatment-related effects were noted.

All animals taat died and that were sacrificed on Schedulie
were subject to gross pathological examination and the

CHECKED (X) tissues wevre collected for histological

examina-ion. The (¥X) organs in addition were weighed.

:X{.Lung*

d.

ol 4 ~t

| Seminal vesicle
XX Qvavies*t
Xx!{.Uterus*

X
weurologic
XX.Brain*t %
Perign., ner.e®
X{ Spinal coud 3 iavels)~
XX.Pituitary* %
X| Eyes {optic n.)*
Slandulax
KX.Adranals?*
, Lacrimal ¢lang
X| Mammary gland*
XX.Parathyruids*it weighed =

.Thyroids*tt -
Othex
| Bone*
X! Sreletal muscle* @
'X| Sxin*

in] All gros~ lesions
il mass:as’

* Requiced fo:r subc-_oric and chronic studias

-
1

Qrgan welahts Cessiced in subchuionic ind

chranic =iadies

0. jan weijght vequ.-ed for non-vodent studies
weithed with Jrain stem and pitaitarvy

weiched and sectic-ed with sc

tatic

nerze
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.s,1rs: No treatment-related effects
in gross pathology of the animals.

c. Micooscopic pathology

1) Noan-neoplastic and nezoplastic: Spi.ntanecus iis=ase
lesions occuried but coulda™t be ascribed .3 compou~d
administration. No treatmeat-related histcpathological
fiadings wevre noted.

Discussion:

Tremoxs were notad in groups 4 and 5, however, they seemz21 ko
disappear by week 29. Sodium levels we_ e increased in gzoup

4 and 5 males at 52 weeks aud chloride levels were also
increased in group 5 males at 52 weeks. Glucose levels <ere higrier
than controls at week 5z in groups 3 and 5 in males and at

26 weeks in group 4 and 5 females. Creatinine phosphokinase
levals appeared todrop in females with increasing dose toth at
26 and 52 weeks. At 52 weeks there was a significant drop %n
groups 3 and 5 females. There was also a significant increase
in platelets at 52 weeks in group 5 males. MNo cother treataent-
related effects were noted.
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0.75 mg/kg
LEL }

1.5 mqg/kg based on the increased C.P. at 32 week:.

Cove Classification: itinimum ) «
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Page . is not included in this copy.

Pages through are not included.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

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

‘The product confidential statement of forftula.

Information about a pending registration action.

The document is a duplicate of page(s) .

¥ FIFRA registration data.

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.




