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RNV HRGMNAIINT AL PROTUCTION AL COTHCY
WASHIENGTON, D.C. 20200

Date: January 14, 1974
Reply 1
nﬂan Altosid; mxtu\pr e~ Jooprepyt (£,E)- -11-mothory-2.7, -
trimeihyl-2,4+- dodecadiencate; insect grouih lcnx’aLar to be
Silject:  uscd for LOthO] of Tlosduaier rosquilows, amendment of 11/30/73.

To:  Wr. Lee Terbuch, fcting Chief
Coordination Lluﬂﬂh
Registration Division

pesticide fetition Ko. 3G1343 Zoccon Covp.
Palo Alto, Calif.

Petitionar amends to voguest extension of ple]OH Ty aranted

towporary toicraeices Tor n.qublv residuct of altosid in fora

grasscs and Tegunes at 0.2 ppis in rice end ricc sirad at G. O} pnn.

He aiso proposes wow teporary tolerances for nealigible ves idues

of 0.1 ppm in woot, fat and meat byprodvcts of crrt!e, horses,

sheep, goats, hoos, novlivy, ©6g6s, fina and sholifish. fn accitionsd
“pew negligible residue iolerance is vroposed dn milk at 0,61 paem.

Initial toxic.ty cata arc revicwed in TO meo of 2/1 //7 1, B.L. Ritter.

Kew data of cencern to Th ere su bn:tt 4 in support of the potition.

Altosid - llew Toxicity Jata

1 Aeute Toxcity . :
Species,  Reute Fateria}  Resulis Toxic_sicys
i Mousé 28- day feeding 81% Tech C NRE=5000 ppm ycllgw Tivay
. TeCT.
Rat . fcute Inhal. Altosid SR LU,&?“(U.UH‘/L Preaniing .

Rat Acute Ural TR-G6S5* Lbyg I'E u.“ngffg gus

p=g.2 " - Dopressien’

Rat Acute (Orel IR-1945 LBy F=5.3 Je 4
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'INFORMATION WHICH MAY REVEAL THE IDENTITY OF A PRODUCT IMPURITY IS NOT INCLUDED
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1. A"I.-t‘ Teaicity {wentinued)

Species Route Hat ~1111 - Results o Toexie siaas
Rat - Acute Ol 2 1602Y/ LD5g >5 Gu/hg
Rat . Acute Cea) an 1r6:t/ Ligp »6 ~fkg

2. Sutacute Texic oo

A. Final Report. . [y Loy fg@dfug Study (Histopatialoay)

This repart cuisis’ o7 .in.l Liste o gl data reguostad in our
rev»ca of 2714773, Lo oo Rituer. 10l foveds wora @, 250, 500 and
GCO3 piar in thy diet: 1!* conired and SEMUY pr oreant urre subiccted

Lo histepatiolecioal survey ool voporad ab the Liv? of imitind sub-.-
nission, hut we vanicd to see all groug rcau]t,. Ve concluded ihat
the ro-eoffcat fording lovel T i s siut w600 pove boedd en
increanea Live s vatios ond nwcisad u'uan.uu phosy. 1iese values in
the LU prna g rovp wainels. ’

At thet time, o

ogical Yosions were notes thatl could b» atiri-
butcd to a]thﬁi .

H
Lion, .

These now data inciuce the final histopatiiolegical anmlﬁdslﬂn results
of all anials. .
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Lesults

Patlelovical examinction of roprosentative tiasves frodaninals din
all test and control aroups ccain Tails Lo denenstrale lesions
asaociated uith altosid ingestion.,

Thcﬁe data conrira our provious Tindisg thot the deonsteated b fer
thl“ study is 503 ppoe based on IRCtLJ?Ld Yiver/icay ueichi rotics and
Patal
Lo

increased athaline phosphatese values in the G20 pia anicals.

Rabbit Yeratelony Siudy - (10T 2J1083)

lctix_:i; :

low Zealong aibine docs weve fivst prarci with Pituitéry 1H and then
srtificially inscminot d with pooted buch stman on day € of gestelicn.

They were thon rancanized inte one of fu-r CTOUPS cnut\,n;r" at least
10 dv*“wlf each ard recoived €, 250 or TOD U"iw altessa techrical, or
37.5 /iy thaldadceida as a pusitive contro® by ncxetxn consule on
days 6 tirough 18 inclusive. Abeoreal reoc iens 1 ooy, were potod.
Ca QC:l.liL“";V 20 L crbryes were ehizinsd Ly cacsarinn secticn,
Cxaniini Luand}‘V, veighed, sl pleced non inctiwier Tur 20 buurs
and chasrved fer sions of vicbility., Kwliovs of i.-}.n:lzion qiirs,

Y

corpeci Tutca, resuration sites, live youg, and ns"b'lﬁ ot velus

abarted vere detoradned. .
The youny wvore killed end disecicd to dotec: anolics of soft ti'*"c
and viscera, and skeletal dcvc}cpm&nt wos craluc.od Tollouing aiizarin
staintag.

"SU] L

Body weighbts of does and cmbryos vere ot mutorially affected by
altosid ircatment. Nisbers of drplantation sites and cerpora Jutea
were unalffected by treatment.  Thore wes a rodest increase in the
nushor 6f cosorplion sites in the 500 mu/iag ordvp whon corpared ta
cortrola,  Tho nuibor of live young por 100'iup}un.uhxbn sites was
materially roduced for this greup, amd one Mgh deue doo suftered
ceuplete abortion, .

The pusitive control animals shoved increascd carly rvesorptions, ve-
guced punbar of live youny au, fncreased nusber of totsl resorplion
sites

R
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Of 1he fetu.es oxanieed, caly 2 ef 46 in the posd ti ve cuntral group,
and 1 of 35 iu the 250 vu/ky qrodp o Gownd devietions fron povoalty
thure wore 1o abnorsal feluses in thﬂ cenfrel e B0 U LG/ GreUp,
Petitionor has clas.ivicd as chnoveal such fiedings &S inceepictely
ossificd or ron-0seifi d sternms end supernueerary and thiclercd
ribsy these wore cosaon to all gqroups. :

Conelusiors,
Altiough the evidence surgesis that there may be sT1ight advaer
repraductive elfect on Joos treated with 00 ue/ .g, we Ccous 1n0’ Lh15
to be a tonicity veect.on and wnerciere Uh!C.QLLd to auy direct ve-
productive c..gbt. AR S ST

wV “{; " \ & rd »
The Yack of scricus deforitices in the young ecco xdinﬂ1\ parits us
to conclude {hat altosid is nol a terategen in the vabbit et Tevels
aiven orally tu to L00 va/ij/day on dzys 6 twrouch 16 of ausiation,

Rat Dominant Lethal Tesé - (Woodard Resc arch Cori.)

ke tx“us

Various doses uf aliusid were given hy dintrapoerit ncal fujection Lo S s
¥

cadult pele albine Fols. TILr. vore 10 palce ver Jdose Tovel, and of

these five received 4 siwgle injcction of 2030, 200 o 20 /iy onve,
wirile five veooivad 200 or 20 pofly tor {ive cens culive days, Five
also reccived 2000 va/iy only lLwice owing to insurficiont COnpRUnt.
Control greqps of five rals cach re coived saling once or fi\b tives

and posiiive conirel rets received tricthyleacaclenine (TERY 0.4 ng/hg
once or 0.03 mg/kg $ive times .

Folloving ihe "ast injection cach nole vas n vted with two untreated
acdult virgin fimales por weck for cight xe'h. {single doce oy scven
weeks ruliiple dosas).

AL day 14 of aestatien each famale was delivercd by caesaread section
and cxamined fov:

Live and coad fctuses

tteringe resorption sites

Total uterine irelantetion sites
Corpora luleda

F R the 7L g grody one Tpun choved Toranie end unilaloral
taliporanus (wisted o0}, Tor the rositive control arcup, one
pup hed unilatess? tadiponanes and anothar had talivesanus and
talipes varcs (toot turned 1u.x\d;.
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Three rales receiving 2600 maslg/day eTtesid died after two deses.

A singte-dose altocid groups thewed conception rates, numbers of
live felusen, reserpiion sites end implantaticn sites that were
siniloe Lo Lhose of (ke contrel croup. Til-tircated groups showed
deleterions roversals of values for those paraseiors ov ihe matings
c7vecks 1 throush 5, with a noraelizing trend appoering in the values
for the subsequant vecks. :

X

A similar patiern cuerced Tor the meltiple
since oaly two of the 2000 el mles sue

pight be diawn would be doubi

(5) dose groups, hovever,
ived, any conclusion that

i

ul velue.

Conclusion
Aitosid does net dinduce deleterious cffects on rale rat veproduciive
ceracity at levels wp to 207 vafvg aiven once or five tines daily.

A positive comwred Aint, Thin CRUSUS wuch Ciiecls, wheoh sou
scientists classity &s being due to alleged wutacenic preperties of
the test chowical.

C
C
2
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Hetabuliss of Altesid_in Veriows Anirnls

This study was coerducted with iritiun-latoled rmoterial and during the
coursc of the experiment 167 of the label diseppeared. Hone of this

18% vas retainad in the wouse. The whole organs as well as resaining
carcasses were analyzed and found to be cempietely devoid of radio-
activity. It was suspected thai the jobe) ‘was. lost due to poov urine

and fecal collection techniguas wherchy both urine and feces aere .
exposcd to oper atr for periods of up tc 10 hours priov to cellection
allewing for piiential cveperation. for this rcason, it was decided

to conduct a subscident study using g 1abeled Altosid and to conduct

this study in vhe rat.

2. Pat - (Stedy incempicte) .
(a) After 3 single ored dase of [1¢1-mtosic (25 ua/kg) to rats, ,
13.27 of the acministorsd duse ves exereied in tie urine after ’
24 hours, increasing te 21,47 afiar b days. 2.9% was cxcreted
R in the feces after 48 Lowrs inercasing to 20,07 after 5 davs,
o 24.67 was excieted in ile oxpired airv after 24 hours increasing
{0 36.5% after 5 davs. ffier § days, 16.7: of ihe administoered
dose was sti1l retained in the ciarcass, The paxirun excretion
half-life for 657 of the radioactivity was abwul 30 howrs and
107 hours for a further 0., . ////,
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(b) The rate of h]lw*“y excretion was most rapid during 24 hours
after dosing, and 26.6% of the adminisicred dose was excreled
arter 46 hours,

(c) Plasma concentrations of radicactivity rcached a peak at
about G hours and declined slovly. The total emount of radio-
activity in plasma at & hours corrvesponded to aboul 1.66: of the
admmnl-tulcu radioactivity.

(¢) Tissue distribution studies showed thet, except in the Tiver,
no specific uptate of vodicactivity occurred during the Tirst 6
hours after dosine. Afier 12 Lours houover, the data indiceted
lacalization of radicactivity in liver, P]dnov% Yungs, heart,
brain and fat. This ra ﬂ]Cd”L1V ty may %avo arisen frow incerpo-
ration of [14C] acetaie produced from [YMC]-Altosid by biotrans-
formation, into patlways of 1nL01;ndxur3 notabolism,  Vhole-body

<. eutereaicoraphs sx””vd that ruch of -ihie radicactivity was located
in orgons that Luuld b corcgrncd with the sbsorption, biotraus-
formation and excretion of Altesid.

3. Guinta Pig

2w-hour metabolisn of 14 C-lzbeled oltosid given Oxally to a guines pig
showed 247 excreted in the urine, 9% in the fcces und 17.2% in the
explrcd Cuz.

.-

Receroendations: .

T considers that the toxicity of altesid his been adeqrately definad

for neglicibie residucs tolerances in RAC's. fccordingly, we rc~0Lx;nd
that, CL concideraticns permitiing, the r'vw asted extensions of tou-
porary tolerances Tor negligitic vesidues of altosid [isonropyl (C,E)-
11-methoxy-3,7,11- ix1mctby1 2 f—ccd“cudxcno.to] in ferage grasses and
leguces at 0.2 ppm, end in vice and rice stavw at 0.01 ppm, and for
cstubl1shunn. of now thporarv ner11q1ble rasidues tolevences in moat,
fat and weat bypeaducts of cattle, horses, sheep, goats, hegs, p:w‘tr"
cGas, fish and shellfish at 0.1 ppm, and in milk at 0. 01 npn be granica.

g [N\A,L(»-‘,\, /19079

David 1. Ritter, Phuln}L0]091
Toxicoleoy Lranch
Registrativs Sivisian

cc:

cB biv, File PP £3G1343 .
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