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- TOXICOLOGICAL EVALUATION
A. Formulations
1. Technical Product (R~2§788)
NN diallyl dichloroacetamide ---=vmm=mmevomwe- 98.0%
1N diallyl trichloroacetamide ==mmmmmmman=mmsn 0.1-0.6%

Up to 8-1/3% in terms of active herbicide content:

~y
.

Eptaﬁb»- S-ethyl dipropylthiocarbamate: 12:1 ratio
Sutar@- S-etnyl diisobutylthiocarbamate: 24:1 ratio

Vernaﬁga— S-propyl dipropylthiocarbamate: 12:1 ratio

Y R725788 is to be used as a_crop injury protectant in order teo permit the
use ¢f higher concentrations of herbicide in crops.
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A. Toxicity data
1. New Data
a. Acute toxicity (technical R-25783)

sSpecies Sex Route ' LC/LDs5q
Rat M | PO 4450 mg/kg
Rat F e | 2540
Mouse M _ PO 2200
Mouse F PO 2230
Guinea Pig M T p0 3850
Guinea Pig F ' ' PO | 2250

Rat M Ip 960

Rat . F IP 950
Mouse M IP 1320
Mouse F- IP 880
Guinea Pig M&F _ _~ 1P 1070

Potentiation Studies {aral administration of LD, of R-25788 plus LDyg

herbicide)}

Eptam LDyg + R-25788 LDy 5/10 mortality

Vernam LDyg + R-25788 LDy 5/10 mortality
~ Sutan LDyg + R-25788 LDyg 5/10 mortality
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Miscellansous Acute Siudies

Specieas Sex ' Route LDgg_or Lisg Symptoms

Rat F PO 2000 mg/kg depressio?

Rabbit - Dermal Acute no-mortality up to 4640 mg/kg

Rabbit - Acute Eye ﬁo 1ocal effects noted

Rat F PO 2710 mg/kg ~ depression

Mongrel Dogs  M&F PO Ca. 320 mg?kg tremors, prostration

b. Subacute Toxicity

Rat 13 week feeding study (Woodard Research Corps5/7/72)

Mathods

Charles River rats were divided into four groups of 15 males and 15 females
each and fed diets containing technical R-25788 at levels of 0, 10, 40 or
16C mg/kg/day for 13 weeks.

They were observed daily for habitus, beshavior and survival; food intake and
body weights were recorded weekly and each was thoroughly examinad at weighing.

Hematology consisting of Hb, Hct, coagulation time, thrombocyte and total and
differential counts were made from five males and five females each from the
control and from the high-dose groups at 4, 8 and 13 weeks.

Blood glucose, prothrombin times and SGPT were also determined in these
animals. ‘

The following tissues from all animals were prepared for histopathological
examination; (*) denotes organs weighed,

heart] lungs™
Tiver” kidneys
spleen” gonaqs:
adrenals thyroid
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prostate® uterus”
pituitary gland © duodanum
muscla bladder
pancreas Tymph nod=
mammary gland : bone marrow
stomach . brain
eyes
Results
arance was unaffected and behavior was not impaired. Sowe body

Apnﬁ
weignt-rate-gain loss was npted in the 160 and 40 mg/Kg groups as compared
to controls. This appearad more prevalent in the later weeks of the

expariment, Food intake was somswhat reduced at the 40 and 160 mg/ kg

levels; this could have been dus to reduced weight gain rate in these animals.

Hematological and clinical findings were unremarkabie for effect of R-25738
Organ weight ratics were not significantly affected.

“Slight to moderate increase in cell size, vacuolization and degranulation of
nepatic cell cytoplasm was evident in the 160 and 40 mg/kg males, and in the
160 mg/kg females but not the controls.

Conclusions

The no-effect level for this study is 10 mg/kg/day or 200 ppm in the diet,
bazed on systemic effects.

13 week feeding study in dogs (Hoodard Research Corp., 5/17/72).
Methods '

Young pure-bred beagles were divided into groups containing 4 males and 4
females each. Tney received 0, 80, 240 or 940 ppm of technical R-25788 for
thirteen waeks in the diet. Observat1ons were made for clinical effects, weight,
behavior, stool or urinary changes and emesis. Weekly body weights, TPR's and
physical examination results were recorded including condition of tha pellage
and altaration of Tocomotor activity. Blood pressures and ECG's were obtained
at 0, 5, 8 and 13 weeks; a thorough opthaimalogical examination was performed at
thase times also.

Hematology was done initially and at 4, 8 and 13 week§ and included Hct.,

Hb., Sed. rate, total and differential Teukocyte and thrombocyte counts and
coagulation time.

o
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Ciinical chauistry Caterminations inciuding UM, atkaline phospnal davg giucose,
prothrembin times, SGOT and SGPT wevre performed at in2 same intervals.

Urinalyses initially and at 4, 8 and 13 weeks incliuded examination for appearance,
pH, Sp. Gr., albumin, glucose and formed elements. .

Fo]10:1ng death by exsanguination the foliowing argans from the control and 960
ppin dogs were prhpared and exam1nad h1sLopa.nosogzcg11J (*) = organs also
weighed.

heart” - lungs®

Tiver™ kidnays" .
- splaen thyroid
adrena] prostate™
uterus” N gonaas
pituitary’ brain’
peripheral N. esophagqus
intestine stomach

pancreas ' salivary G1.
thymus ‘ trachea 2
gall bladder : muscle

urinary bladder e lympnh node

bona marrow . spinal cord
mammary Gl. ‘ skin (abdeminal)

Resylts

Careful examination of the data Tailed to reveal any affect that could be
attributed to administration of R-25788 to dogs for 13 weeks.

Conclusions

A no-effect level for toxic action of R-25738 is greater than 950 ppm in the
iet of dogs for thirteen weeks.

Rat Teratology Study (Weodard Research Corp., 1/28/72).

Metnods

Twenty impregnated female Charles River rats per group were exposed to O,
10 or 40 mg/kg/day of R-25788 in the diet from day 6 through day 15 of

gastation. Body weight and feed consumption were measured initially and at
days 6, 15 and 20 of gestation.

NUAN
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Uterine implantation and resorption sites were counted. MNumbers of corpora
lutea was also determined.

Ona third of tha fetuses wers pressrvad in Bouin's fixative and the heads were
sactioned for gross examination. The visceral cavities were opened and their
contents were examined for abnormalities. The remaining fetuses were cleared
and stainad for skeletal examination. ’ p

Resuits

The data showed that there were no diffarencas between the three groups; no
gross abnormalities could be detectad that mignt have resulted from R-25738
trzatmant, and the groups were comparabie for visceral and skeletal effects.

Maternal Effects

Dose Lavel -~ mg/kg/day

“R~£5/68

B Control 40"’“““i19‘
Females pregnant per group 20/20  18/20  18/20
Total Jive fetuses 277 200 219
Total dead fetuses -0 0 : 4]
Live T2tiuses per litter 11.4 11.1 12.2
Total fetal body wt. (g) 846 707 804
Maan fetal body wt. (g) 3.73 3.54 3.84
Total male fetuses 113 95 112
Total female fetuses | ' - 114 105 107
Total implantation sites | 241 216 234
Implantation sites, left horn 106 107 103
Impiantation sites, right horn 135 109 126
Total resorpton sites 14 16 15
Par cent resorption 5.8 7.4 6.4
Corpora lutea of pregnancy 243 235 245
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Conclusions

R-25783 is not teratogenic in rats at levels up to 40 mg/kg when administered
rally from day 6 through 15 of gestation.

C. Recommendations

The most sensitive test animal appears 1o be the rat, with a 13 week feeding
no-efTect leval of 200 ppm R-25788 in the diet. Those symptoms noted at

higher levels ware not in my opinion severe. In summary, this material has a very
lou Tavm1 oT toxicity in the tested animals and an exemption Trom tolerances

wouid seem to be appropriate.

Wia nots that the purposs in addlﬂg this cnemical to certain herbicides is to
protact crop plants against injury by higher than normal concentration of the
herbicide. We defer to CB as to the effect such increase in tank concentration
of harbicide might hdave on residue levels of those herbicides in RAC's.

Petitiover has added certain ommisions to the data in section "D" (Tetter of
7/5/72), and has requested filing under 408.(e) of FFD&CA as an inert (%attar
of 5/25/72). It will be filaed under 408.(d) instead (letter of 8/2/72, 0.t
Bakgr) These .ang haye no bearing on the above conclusions and recommendatfons.
t’ —
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