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T0: Robert Taylor
Product Manager (25)

Applicant: Monsanto Agriculture Products Co.
800 N Lindoergh
St. Louis, Missouri 63166

Active Ingredient: 2-chloro-N,N-diallyacetamide 20%
Inprt Ingredient: 80%
Background:

.In response to Mr. Jonnson's letter of October 17, 1979 -an Acute

Oral, Acute Dermal, Eye ‘and Skin Irritation studies were submitted

in lieu of validation of the Younger data. These new studies were
conducted. by Bi1o/dynamics, Inc. cf East Millstone, N.J, The data, . ——

S, - . ¥ ) ; d ."
_are under Accessicn Number 241302..ﬁ.qy;L,-/::-447;x'lAJ.-—.AI¥ et AT

Recommendation:

1. Acute Dermal, Eye and Skin Irritation Studies are acceptable to
support conditional registration of this product. For future
submissions; please noute,

a. In the Acute Dermal Study must submit individual necropsy
reports for all animals and LD50 and 953 confidence levels
for males and females separately. T
b. In the Eye Irritation Study dosage must be 100 mg.
(eran ane iy st
2. The Acute Oral Study would ggﬁggre Minimum Data,with a-toxicity
Category of III-CAUTICN uponiclarification of the following; on
Table I at 2.3g/Xg rat 38584F is listed as dead, but on Table
III at 2.83/X3 rat #8589F 1is listed. Also for future submissionz .
Y OUS MU OR—Sepsrme? \ndividial necropsy reports for all animals and w2~ 7% .
LDS0 and 953 confidence levels for males and females separatwlyfw-uJTi/“ ot
% Termnt “W ey 2 ;W‘.d&m magh "6
3. amAAcute Inhalation Study must be validated orssubmitted.

— Y

4. The acute Dermal, Eye and Skin Irritation studies are acceptable
in lieu of the Younger Labs data. :

5. As determined dy the Eye Irrization Study the aporopriate signal
word i1s DANGER.
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The appropriate signal word for this product is DANGER.

Precautionary statement under the heading "Hazards to Humans

and Domestic Animals” must be revised similar to the following:
DANGER. Corrosive, causes eye and skin damage. Do not
get in eyes, on skin or on clothing. Wear goggles or face
shield and rubber gloves when handling. May be harmful if
swallowed. Wash thoroughly contaminated clothing before
reusa. Do not contaminate feed or foodstuffs.

The heading "Hazards to Humans and Domestic Animals®™ must
precede the following statement:

"extreme care must be used when handling Randox Granular
*o prevent irritation of the skin and eyes. During hot
weather, granules or dust may adhere to moist skin causing
irritation. If the particles are brushed from the skin,
little or no irritation should occur. HWhen pouring the
granules from the container into the application hopper,
wear goggles to prevent dust from getting into the eyes.
Aavoid breathing dust.” '

The Statement of Practical.Treatment must be revised similar to
following:

In case of contact with eyes, immediately flush eyes with
plenty of water for at least 15 minutes. Call a
physician. In case of contact with skin wash with soap
and water. Call a physician. If swallowed, call a
physician.

There should be a referral statement "Please See Side Panel For
Additional Precautionary Statements” on the front panel.

The heading "ATTENTION"” which appears on the side panel should
be replaced with the heading "precautionary Statements”.

The statement "Calibrate application equipment carefully to
avoid applying too little or too much material.” should appear
under the heading "Calibrating Granular Equipment”.
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10.

11.

12.

13.

The statement “This product is toxic to fish. Keep out of
lakes, ponds and streams. Do not apply tc any area not
specified on the label. Do not contaminate water by cieaning
of equipment or disposal of wastes™. must appear under the
subheading, "ENVIRONMENTAL HAZARDS".

The heading "WARNING NOTICE® should be replaced by a more
appropriate heading "WARRANTY NOTICE". :

The statement "It is a violation of Federal law to use this
product in a manner inconsistent with its labeling™ must appear
on the labeling. The proper placement for such a statement is
beneath a “"Directions For Use® section heading.

A "Storage and Disposal® statement must appeat on the labeling,
placed under the set of Use directions. Please see the
enclosed Storage and Disposal sheet for the appropriate
statement.

please see enclosed labeling procedure and format.
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Review:

1. aAcute Oral Toxicitv Study: 3io/dynamics, Inc., March 30, 1979;
Project No. 4975-77.

Procedure: Five grdups, each group consisting of 5M and SF
Sprague—-Dawley rats (200 to 315g) were dosed at one of the following
dose levels: 1.0, l.4, 2.0, 2.8, and 4.0g/Kg. The test material
{Randox granular) was administered by oral incubation as a 25% w/v
solution in distilled water. Cbservations were made at 0-2 and 4-6
hours after dosing and daily thereafter for 14 days. Body weights
were recorded. Necropsy was performed on all ttvehdied dunng Mskdf

Results: At 1.0g/Kg dose level no mortalities; at 1.4, 3/5F died;
at 2.0, 4/54 and S5/5F died; at 2.8, 2/5M and 3/5F died; at 4.0,
10/10 died. All surviving animals gained weight. Symptoms observed
included red and clear nasal discharge, red and clear oral
discharge, urinary staining, soft stool, piloerection, motor
activity decrease and increase, ataxia, fine tremors, respiratory

‘rate decrease, labored breathing, prostration, irritable,

hypothermia, opacity, coarse tremors, clear ocular discharge,
tlanching, abdominal griping, fecal staining.

" Necropsy of mortalities revealed clear oral discharge; lungs: pale

with dark edges; pale with dark red patches; bright red; liver: pale
rad; dark, mottled, red , cark red and tan; light patches on left
lobe; dark red with clear edges; stomach: distended with gas and
compound, distended with clear fluid and granular solid;
vascularized, walls red, concains yellow fluid; contents tan, mucosa
red; spleen: pale, dark edges: small intestine: contents yellow-red;
yellow fluid and gas; contents clear yellow, red fluid, red,
contains thick vellow fluid; adrenals: cted, xidney: pale, dark, darck
red; caecum: contains red fluid; red oral discharge; red nasal
discharge; clear nasal discharge; fecal staining of the abdomen;
urinary staining of the abdomen. The LD50 is 1.9g9/Kg with 95%

“confidence limits of 1.51 to 2.29g9/Kg.

Studv Classification: Invalid

2. Acute Dermal Toxicitv Studv: Bio/dynamics, Inc., May 17, 1979;

Project No. 4976-~77.

orocedure: Four groups, 2ach group consisting of 2M and 2F New
Zealand white rabbits (2.3-3..Rg) were administared one of the
following doses (2.0, 2.8, 4.0 and 5.6a/Kg) under occlusive wrap for
24 hours. The skin of half the animals (14 and 1F) was abraded.
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Observations were made 0-2 and 4-6 hours following dosing and daily
thereafter for l& fdays. Body weights were recorded. Necropsy was
performed or. all amwcls which died donveng tis shddy,

Results: At dose level of 2.0g9/Kg, 1M animal died; at 2.8g9/Xg, 0/4;
at 4.0g/Kg, 1M died; and at 5.6g/Kg, 2M, 1F died. Majority of the
animals lost weight. Severe erythema and edema in all animals
recorded at 24 hours. Two animals that died spontaneously were not
recorded. : .

Necropsy revealed heart: right ventricle dark brown; right atrium
enlarged, heavy vascularizat.on of ventricles; stomach: 25% black,
mucosal ulcerations; lining white; kidneys: mottled, 25%
hemorrhaged; spleen: pale, small, light colored with tan patches;
thymus: red; lungs: mottled, mottled with red patches; liver:
mottled, mottled with tan patches. LD50 is 4.759/Kg with 95%
confidence limits of 2.91 to 6.599/Kg.

Stuiy Classifications: Core Minimum Data. Must submit individual
necropsy reports of all animals and LD50 and 95% confidence limits
separately for males and females.

Toxicitv Categorv: III-CAUTION

3. Eve Irritatioa Studv: Bio/dynamics, 1lnc., August 6, 1979;
Project No. 4977-77.

Procedure: Six New Zealand white rabbits received 0.lcc of the test
material into one eye. Observations were made on days 1, 2, 3, 4,
7, 10 and 14 following instillation. )

Results: At day 1, 2/6 animals had corneal opacity (/6 = 15, 1/6 =
20); 4/6 iris irritation (2/6 = 5, 2/6 = 10); 6/6 conjunctival
redness (6/6 = 3); chemosis (1/6 =1, 2/6 = 2, 2/6 = 3, 1/6 = 4);
discharge (1/6 =1, 4/6 = 2, 1/6 = 3). Other symptoms observed
included purulent discharge and necrosis. AT day 7, 3/6 animals had
corneal opacity (l/6 =5, 1/6 = 10, 1/6 = 40); 2/6 iris irritation
(/6 = 5, 1/3 = 10); 6/6 conjunctival redness (4/6 = 1, 1/6 = 1, 1/6
= 3): 5/6 conjunctival chemosis (3/6 = 1, 1/6 = 2, 1/6 = 3); 1/6
conjunctival discharge (1/5 = 2). Other symptoms observed included
pannus, alooecia, wnite ar=a on cornea, necrosis. AT day 14, the
corneal opacity in 1/6 animals was of such severity that this
parameter could not be evaluated. Corneal opacity, iris and
conjunctival irritation had reversed itself in 5/6 animals.
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Study Classifications: Core Minimum Data. Dosace must be 100 mg.

Toxicity Cateqory: I-DANGER

4, Skin Irritation Study: Bio/dynamics, IncC., August 6, 1979;
Project No. 4978-177.

procedure: Six New Zealand white rabbits (2.65 to 3/0Kg) were
administered a 0.5 ml dose of the test material at 1 abraded and 1
intact site per rabbit under occlusive wrap for 24 hours.
Observations were made at 24 and 72 hours after application.

Results: At 24 hours, 6/6 intact sites and 5/6 abraded sites had
severe erythema (6/6 = 4, 5/6 = 4) and 1/6 abraded sites had
moderate tc severe erythema; all animals had slight to moderate
edema at both intact and abraded sites. At 72 hours at all intact
and abraded had very slight edema. Primary Irritation Index = 6.1.

Study Classification: Core Guideline Data

Toxicity Category: II-WARNING
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