


bl

Ve we

BATE:

SUBJECT:

EPA FORM 1320-8 IREV. >-76)
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November 7, 1979 ‘ - .
EPA Reg.#524-308; Glyphosate; PPISF2163; PPI9H5204; petitiofis requesting
establishment of tolerances for glyphosate and its metabolite in or on the
crop groupings cucurbits, fruiting vegetables, small fruits, stone fruits
end the individual commodity hops at 0.1 ppm; sdditional tolerances are
requested in shellfish and crustaceans at 2.0 ppm and for fish at 0.2 ppm;
a food additive tolerance for potable water st 0.1 pprm is a part of this
request. CASWE 6
william Dykstra 2]t :'5‘1/
Toxicology Branch (15-769) WA p I J/
Richard Mountfort . & Residue Chemistry Branch
Product Manager#25 ' - (15-769)
Petitioner: Monsanto Agricultural Products, Inc.

800 N. Lindbergh Blvd.

St. Louis, Mo. 63166
Recommendations:
1) The requested tolerlsczs and label ‘smendment can be toxicologically

supported.
2) The recommendations of the “free-standing’ summary are contained
herein. . -

Section ¥ - Proposed Toleraﬁ&es

Tolerances are hereby requested for the combined residues of the herbicide
glyphosate (N-phosphonomethyl glycine) and its metabolite aminomethylphos-
phonic acid, resulting from the use of drrigation vater following applica-
tions on saround aquatic sites, 4n or on the crop groupings cucurbits,
fruiting vegetables, small fruits, stone fruits, and the individual
commodity hops at 0.1 ppm. .Where tolerances exist for these or other
commodities at higher levels (CFR 180.364), the higher tolerance applies
also to residues from the uses cited. , .

Additional tolerances are requested for shellfish and crustacans at % ppr
and for fish at 0.2 ppm. A food additive tolerance for potable water at
0.1 ppm is a part of this request. .
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A. Substance Identification

1. Chemical Name: Sodium N-(phosphonomethyl)glycine

2. Synonyms: MON-8000, Roundup, Glyphosate

" 3. Purity of Technical Material: 98% pure

4. Structure: ' -0
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‘§ Isopropylamine salt of glyphosate ‘E 41.00
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Inerts cleared under 180.1001 (c) & (d).

Review:

A. Memo of 8/22/78 from R. Engler to R. Taylor. Toxicology Branch has
reviewved the validated studies in support of Glyphosate.

1. Data Considered

%0ral LD50 Rabbit: 3.8 gm/kg (valid)

®90-Day Rat Feeding: NOEL = 2000 ppm (valid)

©90-pay Dog Feeding: NOEL = 2000 ppm (valid)

OTeratology (2 studies) Rabbit: mnegative at 30 mg/kg/day (highest dose)

(repeat studies with higher dose)
02-Year Dog Feeding: NOEL = 300 ppm (valid)

93-Generation Rat Reproduction: NOEL = 100 ppm (valid)

018-Month Mouse Feeding: mno cercinogenic potential at 300 ppm (highest
dogp). Study must be repeated since too many
animals are missing. '
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Coaclusions & Recommendations

.at present. t‘ Mz f}ﬂé"‘ | .
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©2-Year Rat Feeding: NOEL = 100 ppm (valid). Study is adequate to determi
the toxic effects, but only marginal with respect to

) oncogenic evaluation since too few animals examined.

As reported the study shows mo oncogenic potential.
ONeurotoxicity (hen): mnegative at 7.5 gn/kg (cumulative for 3 days) (valid

Opominant Lethal (mice): megative at 10 mg/kg. (highest dose), supplement
. study, mo records of positive controls.

Olost-Mcdiated Assay: mnegative (valid)

Ames Test: mnegative (supplemental study), mo raw data available

ORec-Assay: mnegative (supplemental study), mo raw data available

2) No new toxicity data were submitted with this petition.

3) Evaluation of the ADI

The ADI is based on the NOEL of 100 ppm (5 mg/kg/day) in a 2-year rat
feeding study. This is the most sensitive species for which chronic
toxicity data are available. A 100 fold safety factor was used to
calculate the ADI.

ADI = ROEL X ~ 1 .
100

ADI = 5 mg/kg/day X _1 = 0.05 mg/kg/day
. 700

The MP1 for a 60 kg person is 3 mg/day.
4) Tolerances have been established undes &40 CFR 180.364.

5) The published tolerances utilize 6.93% of the ADI. Unpublished, TOX
approved tolerances utilize the ADI to 10.93Z. The current action .
utilizes the ADI to 19.01Z. Therefore the current action utilizes .
8.08% of the ADI. (Computer printout attachéd)

6) .llo regulatory actions are pending against the pesticide and no RPAR
- eriteria have been exceeded.

The requested tolerances for glyphosate can be toxicologically supported.
One of the deficiencies in the glyphosate data base is the lack of an
adequate teratology study. It is however concluded that the studies at
hand together with the re production study show that glyphosate has low
potential for showing any teratology effects. The encogenic potential
of glyphosate is mot fully elucidated. The lifetime mouse and rat
however, provide adequate assurance that glyphosate has a relatively low
oncogenic potential.

4

A further assurance of low risk associated with glyphosate is found in the
fact that on a theoretical basis exposure via the diet is relatively low
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v . pile last updated 11/7/79 -
- ACCEPTABLE DAILY INTAKE DAIA .
- RAT,Older NOEL S.F. AD1 MPI )
- ~mg7/Kg__PPn ——Wg/kG/08y Wg/day/bUkg
- 5.000 100.00 100 0.0500 - 3.0000
[ J
. Published Tolerances
- » CROP Tolerance Food factor mg/day/1.5kg
e erainCrops( 64y 07100 I379 U.02069 i
- avocados( 6) . 0.200 0.03 0.00009
,-—-———'e‘ittus—ftui'tsr‘—ssr 05200 —3.81 U.UII3%
- Coffee( 36) 1.000 - 0.75 0.01119
- —Cottenseeot41) LYYy ' ry - 0. 0350
. Grapes, inc raisins( 66) 0.100 0.49 0.00074
,-————Leafy—Vegetaoiest—aor——-—07200——-——-1=ﬂ8""—“v700825*
" Molasses( 96) 2.000 0.03 0.000¢2
o —pnutstt - 200 —0330— 00 005Y
-« . . pome Fruits(126) 0.200 2.79 0.00837
.-———————ﬂzat—etop—v - 200 r ® ¥RLY 003299
- seedsPod Veg (143) 0.200 . 3.66 v.01098
‘w —soybeans (148) —5.00U 0.9<Z U.08203 .
- palm 0il(202) 0.100 "0.03 . 0.00005
- KIdney (203} U.100 U.03 0.00005
- pistachio nuts(210) 0.200 0.03 0.00009 .
e 2 LTIVET (<dd]) Ved UV T JelUJ 0. 00UUO
- Sugat.cane&beet(154) 0.100. .3.64 0.00546
. - WPl TiRC 8 ADI
.-—————1——37ﬁ000-ug1day160kg‘—-—OTivﬂa—mg7day7tTSxg ——6.93
s itttttttt?tttttttifﬁitt*ttt*tttittttit*tttttttttt*ttttttttttttti
[ ] . .
« Unpublished,Tox Approved. 882122.9H5196,9?2223.9?2162
="
- CROP Tolerance Food Factor mg/day/1.5kg
'.-——-——SUgar7canetbeEr(15!1"'”1:300 3,64 0.10369
- tiolasses( 96) 18.u00 0.03 0.00828
- —gamanas /) 0. 200 I.82 U.00320
.- Olives(104) 0.100 0.06 v.u0003
.‘—-———"'Stoné'rtufts(1517"“‘0?700 I.25 0.00374
- .
» NP1 ’ THKRC ) .12 .
- 3,0000 mg/Jay/60kg 0.3279 mg/vay/l.5kg 1v.93
,th'rn‘riz‘rﬂritn‘i‘iﬁs:tttunnnttnttnum.umttttnututttt ’
.9
, ———Current Action “9F2163,91i5204 .
'. CROPp-————"~ ——<4olerance” Food ¥acC tor—mg/day/ 1.9%g—
. Cucurbits( 49) 0.100 2.84 U.U0420
.-—f:piting-Vegutacles("bvr-"-v:tvU, 2.9 T 0043y
., Small rruit,berrics(146) 0.1uv . 0.83 v.uul2d
® === - Hops| 73)"“"0'.100"“‘7'—13".03"""—"‘0.00005 .
. pish,shellfish( 5Y) 2.0u0 l.08 0.0325V
]
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cPR-1807364- ——Glyphosste Roundup 1177719

'-“f-~"Potan1e'water(198)"""0;100‘“‘"I33733“"f‘”0;2000u




R L. 2 S ~TTIRC ¥ ADI

L eme® e 3.U000 mg/day/60kg 0.5704 mg/day/l.5kg 19.vl1
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