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TO: My, Lee Tetbush
Acting Chtef
Coutination Branch
Registration Division (1-567)

SURLICT:  Altesid: Methoprenc; Isepropyl (E,F)-ll-netnox s~3,7,11~
trivethyl=2, b-dodecadisnoate, propoual for nenlipible residucs tolaiances
as a result of application to {loedwaters Lot mosquiteo coulrol:

I‘iu* and rice straw, nilk, potabie water - 0. G} prog
ish, shellfich, rmeat and weat byproducts {(axcluling fat) cf
c.d:lc, horses, sheep, puats, hogs, egps and poultry -~ 0.1 pyr
Fat of cattle, horses, sheep, goats, hops and pouliry - o. 2J ﬂpm'
T Forape grasses and forage lepumes - 0.5 prm

Pesticide Petitiea No.: AF1514 - Zoccon Ceyporatlon
' Palo Alte, California

Related Petitvion: 3G1243
No new toxicity dnta per ac are subnitted; sumsarles of chroaic
studles curzently underway “Zre Included and ave here eited.
: 1. Two year rut feeding/carcinogonicily study - six months

Levels fed - 250, 1000 and 5000 ppn
Sigus of toxicity tc date - none

2. tightecn wonth mouse carcinogenicity study ~ six nonths

Levels fed - 250, 1000 and_S6€7 ppn 'lgtﬂﬂw dd'i

Sipns of toxicity to date - nouc
3. Three gencration rat yeproduction study - cight wounths

lovels fod - 500 and 2500 ppm
Signs of toxicity to dale - none
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Metaboibe fate of afioe Wt dn o e b,

} Mow.e
Tl’ili.!l} o ltentd wan intuloted dnte 19 odce, doof vhich
core sravids Brine ano feces vere collect =1 and the setivity in cach
wan determined.  an anizal var Rilled apd shadectody autorsdicnraphs

were inide at suitable tinme intervals up Lo Yo heavs,

687 of the adninistered activity appeored inthe urine and 184
appeared in the feces. :
Autoradiesravhs shoved cocplete el inaties by 4b Lours, and sooe
£ t 4 . *
biliary excretion was neted. '

Ko transplacental traunsicr of sotivity was scen in the aravid rice.

2. Rat

A single c.al dose of KX“C}-AlLu:idtn (ER-91%) was adinin-
jstered to rats at a . -ite  ef 25 nafip (equivalent to a dievary intale
of 750 ppm), and stv o, earried out ~f b abnorstien, distritutica,
biotrunsformation ans <:. tetion of th- cempouad and iz netabolites.

inereaning to 19,6 = 2,07 after 5 deys. 31LU0 wns excreluva N
feees after 43 hours fncres ing tn 18,0 & 2.1% after 5 dave.
was excreted in the enpired alr after 24 hours lovrvasing te XS.
3.4% after 5 davs. After 5 days, a meen (C5.ESM) of 17.2 ¢ 2.7
the administerad dose had baen roetalued in the corcars.  The saxinen
excrotion half-life for about 60% of the radfeactivity war about 10
hours and 107 hours for a further 15X, ‘

The rate of bilfary cxcretion vas most rapid duriny the fivst &4
hours after dosing, and 27.4% wvas excreted after 48 hours.

Plaera cencentraticns of radiecactivity reached a peak at adout €
hours and declined slowly with a half-life of ablout 48 hours durinp the

second to the fifth days after dosirg. The total awncunt of adicactivity

in plasma at 6 hours correspended to about 1.837 of tho administered
radioactivity being equivalent to about 3teg of ZR-515,

. Tissue distribution studies shewed that, cxeept in the diver and
Ckidgnevs, co specifie uptabe of radieactivity oveurred durjns the firse
6 hours after Cesing. Later significant uptale was deteered in the
kidneys, luaps, heart, adijose tisnuce and adrensl glands.  Vhele-body
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autoradioeraphy showed that much of the cadicaci fvity vor jocated In

orypans that weuld be concerned vith Someplion, biotransforuntion ot

excretion. A relativeds high level of 2 dHoactivity win leeated in the

adreaal certes, lochrieal plands, ond adipose tissee after 49 hours,
1he metabolites esxcreted n urine and feces were nol the result

of sisple ester hydvolywis andfor O=demethylution, but probably the

products of further biotrausformution.

The results supgest that an eral dose of Z8-515 wan slewly and
incompletely absorbed and slowly eliviuated,  Entevohepatic circulation
of ¥R-515 metabolites excreted in the bile may oecur. ZR-515 was
extensively and in part completely wetaboliced.,  The major metabelice,
which cccurred in bile, may be an amino deid conjugate.

3. Guinca pig
O

) i . . e g
50.86 mg of "C-labeled altosid was piven PO te a puinea
pig and the feces, urine and expired sir were collected feor 24 hours.

These were analyzed for activity.

. Results: _ ]

Approximately 24% of the adulnistered label is exereted in the
urine; 97 in the fcecs; and 17.2% jn the exhaled CO,. A c~leulation
of the pereent of adiinisterved label remaining dn tgc blead aad tissue
was not made. The fact that 17.2% of the adninistered label was evolved
as carbon dicuide wos extrerely important. This indicated thao Altosid
is extensively depraded. Although structure elucidation cxperviments
wvere not cenducted, chromatographic analysces show that the radiosctivity
found 11 thé feces was greater than 80% Altosid; whercas, that found
in the urine contained neither Altosid nor its known metabelites. Uhe
urine radicactivity was probably in the form of polar conjugates
(rlucuronides) of the known metabolites, ZR-724, 77-725 and ZR-639.
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Steer lictabolism Study

A younp steer weiphing 276 kg. was dosed orally with 2000 wp of
{5~;“C]*r"u*~2 Altosid €3.9mC) and the fate of the label was Jotermined
using standard laboratory techniques for feces, urine and czpived CU,.
Afrer two weeks, the steer was slaughtered dnu orruv content of label
was determined.  Sece Table T,

Resulra:

Excretion was prinmarily in feces (392) with a lesser ameunl being

lost in the urine (21%). The remainder was lost via the expived €0y
(27% - calculated). :

Petitioner claims degradation of unexcreted material is xtensive

and fragments incorporate into natural body ceastituents such as
cholestcxol and cholic acid by way of intermediary acetate

Recomsendations:

1. The toxicity of MP has been defined for the purpose of c¢stablishing
negligible fesidues tolerances in racs (sce revicus of 1/14/74 and
2/13/73, D. L. Ritrer, PP 3G1343). :

Therefore, we recommend that the tolerances as proposced above for
negligible vesidues eof altosid be estal-lished.
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INFORMATION WHICH MAY REVEAL THE IDENTITY OF AN INERT INGREDIENT IS NOT INCLUDED
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David L. Ritter, Phu)mncc]ugis?
Toxicology Branch .
Registravion Division (WH-D67)
cc: Cb :

FLB

"Divisien File
Branch Reading File
Inerts File

R/D Init:Chuilliams: 872274
DLRitter:ssy 8722774
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P oan Blocisey » touse 1at Lo banane Coventfen (ndfncriee}) activity, A estivye mc.
T ho;mic, einebulic, or "'h\(~\l£lh0‘d activily.

fovte Leal - fiat , @Tx (o 1 iy (’ SN

. feete (rel - fun ' . 5,00 /iy > lD“ < 10,600 eyfhy.
el - ly Sulatite vral o fat Lo effecl at #0,063 pra. .
— 1402y Suticile Ovel - Bog X Hypertrephiic Vvers al 5,000 i end alove. Ko other effects
ClsLrved, .
28-Ley Subacute Cradl - Fat fio effect at 10,000 o
26-fay Sulicuie Oral - Pouse ) Lo ¢ffect af €000 ppan T
' €0 ey Subacute Cral - Rat . lo effect at 1,680 pyea,
$a-bey Subscute Crel « Poy Ho cffect et 500 ppm.  lacressed Mver weight at 5,800 pem.
18-Lenth Chrenie 033 /Caryines fio cffect on tody weight, feod consunpticn, or survival at any
gericity « louse doso level incliging 2,..(0 prea (BDT0). Heithor compound-re isied
. ’ fusoriceaic effccts nor gress pathelogical lesions werc ) served
. et eny level,  Anounidentiicd brown pisment ves cheery:d enon
. . . picreseepic exanination in the livers of wost mice treatac 2t
. 2,400 pyaoond 2 winerity of pite treated ot 1,000 pis.
' i . : pigrent was net fuu:u in the 1‘50 ppm ogroup.
SeYeary Chrunice Gral —-Hn.,t_ No changes related Lo co sound WOre Soon in qeneral

behavior or appearancc, opthalosscepy, hooy waichts,

food coasurption, henatoleg ical, bioc!

wrinalysis stulies. Neo conpound related grost or
microscopic P tholoqic lesiens, organ wcu,'r... variations

. or tumorigenic eficeLs wore ohserved Jn rats 2
. Rltosic at doscs up Lo and ircluding 5 Ouo pon {EOT).
S-Gerorition Popredecticon - Rat o effects ot eny Yevel including 7,000 ppo (107) o @dulv rove
. - tality, wt\ug. pregnancy end fertility rates, fcod cprav”

values, gcs( ion Jengths, effspring vizbility 2t nartums

. ' - of {spring svrvival, itler survival, and sex ratics. #o airor
’ tissues wore neted upon Recropsy. ) .
‘ ficute lr‘trap:i'iiomal « Rat ’ 1Dse * 4,000 ug/kg. K
Reprated In'.ra;ﬁ;ri(or.cﬂ - Rat ’ o cumylaiive offect at 3,000 wg/lg {107+ ). B
Eye Irritation - fabbit C ]:on‘.rritetiug. )
Privary Skin hritation - webbit Prisary .rritation-sc:\re: 0.0 (tonirritating). )
feute beipal - Rabbit 3,038 ra/lg > 1Dse < 10,250 no/ly. .
21-Day Sutacyte Benmal - Rabbit o abrf-zr'ai't-ffncis‘at 409 rafte (HOT*). .
c L heute Lerosel Iuidletion ~ Ret 1C5¢ > 710 uy/Viter (HDT*). Classififaticn: nontoxic.
. Mot Sevesel Inbalatien - Guinca Pig  1Cee > 210 ugNiter {(B274). Classificotion: nontoxic.
21-0oy Subaculs latalation - Rat N ebnoreal offects &t 20 tg/liter m:_ 7,650 e (WO
. Teratoleny - kate « o toretogente efiets ot 1,000 rafkg voit).
Teretalosy - Rablit o tc-n';'(':--,.;\‘-\ic effeats at 502 pgfhe (HaT4). ’
| Paieant Lt itstagenfefiy - Rat o Ke potegendc ctfects oL 2,800 et (7).
s o, &by Shecute Oral - Cislchen L ECe ¥ 4LA0 pra (11 ’ .
O1 .03 *"v..’;}n:_f frudies - e Do oodvoovae wffeoets .
I.kur Tive ‘ . {_"“ - N
. .
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flige > 8,000 pp/hyg (HT7).

«  Acute Opal - Ran

ow

STAUDARD TONICOLO3Y STURILS
: Wity AUTOSIDY sutasoniies

TEST

ZR-668

' 7R-724

) ZR-725

ZR-731

- - 2R-1564
ZR-1564
2R-1564

ZR-1602

2R-139845

ar

. hgute Oral - Rat

Acute Oval - Rat .
. feuale + 5,260 npfke).

Acute Oral - Rat D¢ > 6,810 ng/ky (HDTRY,

' Lbse > 6,810 mgp/he (riale).
Lhse v 4,870 wmp/ly (feaale).

Acutc Oral - Rat

7-Day Subacute Oral - Rat No cffect at 30,000 ppm {(HETF).

Lo > 5,000 mp/hg (HOT*).

Eye Irritation - Rabbit Nonirritating. '

Primary Skin Irritation - Rabbit  Nopirriteting.

Acute Oral - Rat Lbse > 5,000 mp/ky (HDT?).

LDse > 30,000 kp/kp (made).
Dz = 4,763 ng/kg (female).

Lecute Oral - Rat

.

i
———f

Lhe > 6,300 rp/hy (n:ade v &,90 g/t

Y
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1: wReiorepces to Stanadard roxicolegy studics with

Altouid echaicenl

srudy

Hormonue Bioancay - Mouse & Rat

Acute Oral - Rat
Acute Oral - Doqy

lé-Dbay
Lé~bay
28--Duy
28-Day
BO—Ddy
90-Day

Subacute

Subaculce

Sabacutoe

Subacule
Subacute

Subacutce

Oral

Oral-

Oral
Oral
Cral
Oral

Rat
bog
Rat
House
Rat

Doy

“Docunont*

18-Month Chronic Oral Carcinogenicily -~ Mouse

2-Yeay Chryonic Oral -~ Rat

3-Generation Reproduction -

Acute Intraperitoneal -~ Rat

Repeated Intraperitones:

Eye Irritation - Rabbit

at

- Rat

Primary Skin Irritation - Rabbit

hcute Dermal = Rabbit

21-Day Subacute Dermal - Rabbit

acute Aerosol Irnhalation - Rat

Acute rerosol Inhalation -- Guinca Pig

21-pay Subacute Inhalation - Rat

Yreratology - Rat

Teratology -~ Rabbit

Dominant Lethal Mutagenicity Rat

g-Day Subacuie Oral - Chicken

Oral reeding Studics ~ Bovine
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Page

12
30
51
‘2
83
98
11

111
111,
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62
32
35

159
166
171
183
191

214

279
264
289
324

45
88

281
17¢




INFORMATION WHICH MAY._REVEAL. THE IDENTITY OF A PRODUCT IMPURITY IS NOT INCLUDED
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wable J: o {continucd) peferences to Standard Yomicology

stuldics with Altoesid Jnopurities

ftudy Tupurity Docunmnu{* Paga

Acute Oral - Rat ) < 1 591

fable 1:  (continued) Standard Toxicology Studics with Altosid

Motobolitoeos

study Compound Documant™  lage
Acute Oral - Rat %ZR-669 1 .333
Acute Oral - Rat IR-724 -1 602
hcute Oral. - Rat ’ - 4R-125 1 607
Acute Oral - Rat T YR-1564 4 G2
Acute Oral - Rat . ZR-1602 1 347
Acute Oral - Rat . ZR-1945 1 339
‘Bye Yrritation -~ Rabbit - ZR-1564 4 64

Primary Skin Irritation =
Rabbit ZR-1564
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Pabile 1: (continu ) References,to Standard Toxicolegy Studies
with nitosid si-10
Study Docui rage
Acute Oral - wat k| 39
lye Ifmyitation - Rabbit : . 1 175
Primary Shin Ooritation - Rabbit 1 : 187
routae hormal - Rabbit 1 207
Acute Acrosol Inhalation - Rat 1 41
* fee Section € of:
pocument 1 ~ Pesticide pobition £3G1343 submitted in
) ) Decender, 1972.
- pocuncnt la- Pesticice potition £3G)343 submitted in
pecosber, 1972,
pocumeht 2 - Altosid Briquet Application’ £20954-EUP-5
. submilted on January 22, 1876. ’
pocumcnt 3 - Pesticide retition $5G1590 subnitted on
. Pecerher 18, 1974.
- . ’ Documeni 4 - Tasticide Fetiticen [4F1634 submitted in
dune, 1974, '
pocunent 5 - Altosid CP-10 Application £20954-2
. subniticd in Oclober, 1974, !
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