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[he no effect Tevel reported for the three generation rat reproduction
slaldy in AG1444, as greater than 300 ppm is incorrect. The text of
(hn rovievers evaluation of the data cite reduced mating, fertility =
and preginancy indices for both of the F2a and F3a litters fed the 300
ppi Tevel.  There were no differences with reproductive indices be-
Len conlrols and the test groups fed 30 or 1WU ppir Tevel, The
no-nifect level for the three generation rat reproduction study is

R P

lhr nend for additional subacubte studies on the metabolite 1m1n0-
withy phosohonic acid has been raised with a review of CF1758/6H5126

hy fe, OQuaife, With reference Lo PP No, 4G1444, Chemistry Branch

merg of June 3, 1974 indicates that "significant degradation of the

paveal coupound occurs upnn incorparation intn the plant followed by .

fevimtion of patural products within the plant. In this memo CB

Adefeys Lo 6 as "to whether any further identification of the un-

crivactahles is nceded For peviwanent proposals”". TB mamo of June 4, -

1971 comcluded that "the residue on human food crop are neqgligible

anel the fraction tnat is non-extractable would Do sufficiently low

tee e toxicologically insianificant., Forages arce not human foods

and 18 does pot consider further identification of the unextractable

“peviinn of the residuc necoscary, since they are probably natural

nlant constituents.

ﬁWHSidClluw the similarity in the eliminations iprincipal]y in feces)
ol both the ;axvnt compound and its metabolite in the rat it s
doubittul 1f a sulacute feeding study on the metabolite would

conty ibute any additional data {hat vould alter the acceptance of

Lhe pyesonlly established tolerances. :
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“Hr\t-_'intﬁ Uivages vers talen e vmic ) micrasecrically from 11 male and

bl‘.m.;z). nice from atl three pronpe: erophapus, otomach, amall intestine,
Cieenm, tengue, colaon, Tiver, Fidnevs | apleen, pancreas, uwrinary bladder,
vorenad oland, testes, semival vesicles, ovary, booe marrow, thyrotid
cand, naltivars pland, prm:t:(n;u-/;:l:md, heart, aorin, }\nw_, Tvmph node,
oderal mueee b, povipberal et e, bone, spinal cord, uterus, rracheq,

ey ot be nerve, gkin and brain,

Nesults:  The number of contrel animals that dled doring the
ey imental ‘mr-iod wirs 36/50 feor the wales and 29/50 fewale animals. At
10 ppm Tevel 35750 mice died Jin each group of male awl female mice
“oine e W omonth feadirg, AU Che 300 ppm 327750 mice died In each group
P o les and Temales during the experimental pericd. CGross and micrescopic
o hetepie oxamination rovealed no correlation between the dupestion of

Cihe teelmien] material and any peoplastic lesions ohserved in the test

o, The test material did not tnduce a carcinepeunle vesponse iun this
ovopvatem, The incidence or pattern of mortalities were not affected

rhe enposure fo this mater !,:)l. :

Conelusion:  Glyphosatn is neither tumevigenic nor carclnogenic
co fed ot dietary levels up to 300 ppm to mice Tor 18 months. 57/,774/
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Torlemeyation fleproduction Stady - Rats C&ﬁ 19 141 -L

Methad:  Bight wales and 16 (emale rats were led dictarv levels
Py 0100 and 100 ppm for the ¥y parental gencration and each of the

ceeeding Ve and Foap o meverations, The study was terminated follawing

! veauing o the Fapo Antmale fuoall proups were maintained on thedir

‘ coneetiue Qv withont interyaption bl thedir sacrifice, vhieh followed
o eanine of the second Tittern. Mnl‘inf; trials vere initiated when the

‘ Ccral o andeals vere 100 dave old. The first litters (F I Fo  ond 1731)
; Paiaed e weanedsat 21 dows post-payium. The ]»;vremni' remales weore
: oo HO Say resc operiod and again mated te obtain the secend litter,
Eoemaders weves obsevved {or fertiTity, lenpth of pgestatien and Tactation
coomance. T ALY pups were exomined {or physical aloormalities ar birth
: vl the pueber of viable and sti1) born were recorded.  The weipht of the
cover s Lideevs, spleen, genads, heart, and brain vire recorded, alonr
i fon o the finad body welpht of each rar,  Statistical annlvses were conducted
i o lute orpan and upan the crean to bedy weipght and ornqan te brain
}' ok rntiees The falloving tivnoes vere examircd micvascopivally from
j : maben and five females from cach Tevel testod: heavt, trachea, lung,
crL panereasy stemach s dma !l intest fue, cacemn, colin, <pleen, lymph
; ,obidue Do taae s Blaadoy | orenr i arary, prostate, utoeras, pitaitary
Iz booadvenad phand ] cativary gland ) rhyroid pland, parathvroid gland,

Poiad e beo hone pattow, pey fpheral nerve, hroin, ceminal vesicles,

e pinal caocdd,




IR ,._';@5)1

oo d e Ingpoation of the 1o beical moterial-had ue adverse

et voen parental bodv weicht o body weieht eaing.  There were no-
' } n ) !

deat e e ing the investication which comld he attributed Lo the test :
patoriad. o ountoward bebavioral reactions were nolted samongy tesl or
cont ral ainimal o, Depan woeipht s, cvean Lo body voipht and ovpan to brain

weipht varies revenled o consivtent intergyoup diffevencesn. AL lesfons
noled di foe h{stuanhwluaic cvaluation’revealoed 1o relationship -to the
ineect ion ol rhe test material. Paramelers of reproductive abllity were
Civilar For tnst and control animals during the first (Fla Al Fyy, litters)
jenerat jon, Animals fed 00 ppm o exhibirved reduced mating, Tervrility and

Jor ¢ eraney indices during the first Mivters of both the secend and third
Fenoratien (i, and Fgy Titters) o These parametoys were comparable to

thee ol the vontrol proup doring the cecond Titters (['.).h aned I"'”)) hreeding

} per iodar the veduced parameters of vepvoductive ability whirh were observed
{' iy jup rhe a7 licters then cowmpared Favorably with the control proun values,
,‘ Theo e wvere no dntergroup differences with respect Lo repreduactive parameters
'z viil either the control or greups fed the 30 or 100 ppm level, No differences
d between test and contvrol pups vhieh conld be attributable to the testk

1 matey ial vith the pumber delivered, survival indices, bebavioral reactions,

! axtepnal anemalies, growth patterns or gross and histopatholopic examination,
! : ‘ _

| ' Conelusion:  The reproduetive no-effect level for rats fed

i sohvplincate tor three generations is greater than 300 ppm,

Nictoholiem Stadies ~ Rabbit

Hethods:  Single oral doses nf 8¢ labeled phosphonemethyl were
adminlerered i two replicate experiments to three male rabhits receiving
Phe test matevial Tabeled in'the methelene position and twe each veceived
Lhe veqr eater fot tabeled dn civher the carboxyl) or the alpho earbon position
of e ptvetne moiely. The deses ranped from 5.7 to 8.8 me/ky. After dosing
cach andmel wags heused in an individual metabolism unit for 120 hours.
Facrvern and carbon dioxide samples vere eollected at 12, 24, 4%, 72, 96
vl 1000 howree post administration, A the termination of the studv blood
sarendes weye Jdrawn and the Fallevfong tissues weve taken: liver, kidoey, .
. Far, yput, spleen, beart and teares,
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i Pranlts: More than 907 of the 146 acrivi ty c¢leared within 5 )
" daves vith 860 dn the feces and 7-11% o the urine.  TLess thas 7 was expired
i cac eavhon dioride, Within the fir 12-24 houars 25-527 of the dose wasg
cleeetb tvom the hodyo Methylens aod earboxyl Jaleled materials required

; S haras betore move than 907 of the dose was o volded Drone the bedy, At
PO b approsiaately 74-900 of the Phe: activity could he accounted for
' ! b thee ot ot s content s Tt he rabbit tisene, exelusive of the put,

’ theve v 1000 0075 and 0017 of the doeo adminictered of alpha ecarbon, _

con by b oo ety ene dabeled paterial, respectively, as compared to 0,77,

D and 00T Coy the correspomnding Tabols in Che vat. Only the glycine
wedc e appesre s Lissue residucs with the carbon-2 of the flveine most
Piledy o appear in the ticsnes, the ranking of tissue concentration of
rarbiered dabel motety was liver » Fidney 3 spleen » heart, muscle and

) genads, T emly the alpha entbon meinty was incorpotated -inte the fat in a
measurable quantity.  The 1abblt vequives 4 to 5 days to clear a single = -
dese as cempared to 95-987 cleavance iw 48 hours for the rat,
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