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re: February 15, 1978
:1:  Ontrack WE-1 EPA Registration £100-520 Caswel1496

m:  Krystyna K. Locke ‘,) 'i J - l 30 1 .
Toxicology Branch [V a_\/-\f»‘-f'v — -

h R. J. Taylor g 3/”7/7!

Product Manager #25

Action Type: Submission of 5 acute toxicity studies.

Summa T
Ciba-Geigy Corporation submitted acute toxicity studies in order to *
update files and approval of signal word and precautionary statements il
on the herbicide formulation Ontrack HE-1. The EPA - registered label -
that is currently being used for this product carries the signal word B
WARNING. Acute toxicity studies submitted now support the signal
word DANGER and associated precautionary statements. This forrulation .
consists of 22.8%Z prometon (a symmetrical triazime compound}, 8.8% .
pentachlorophenol, 1% other phenols- and 67.6% inert ingredients. It ="
should be noted that pentachlorophenol and other phenols are on the
RPAR 1ist (DSPR Chemical Status Report, 11/1/77). 1t should also _be
“pnoted that prometon appears on the 1ist of "Chemicals Potentially
“ontaining Nitrosamines” (Hemos from Dr. Rogoff and %r. Camot,- :0/20/7€).

Ontrack WE-1 is clear brown liquid and was used as such in the studies
summarized below. Specifically, the tast product was identified as

Ontrack HE-1 (FL-761495). -
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EPA. FORM 1320-6 {REV. 3-76}
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The report om the inhalation study (IBT Mo. 8562 - 09391) from g
the Industrial Bio-Test Laboratories to Ciba-5eigy Corporation is -

. dated 8/1€/76. The report on the remaining four studies

(IBT No. 8530 - 09312) is dated 10/14/76. All of these studies but

L’.-..
one, the oral toxicity study, meet the core-minirum data require- P
ments. The oral toxicity study can te accepted only as a suosle- - .
mentary study for the reasons listed below.

1) Too few rats (2 males and 2 females) per dose level were

wsed and, therefore, the core-minimum data requirements
are not met.

R lan, LA B
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2) There are certain ambiguities in the Industrial Bio-Test's .
reporting of this study (see p. 4 of this evaluation]. -

Ontrack WE-1 is extremely irritating to skin and eves (Toxicity -
Category I), and the laktel pdoposed by Ciba-Seigy (p.4 of this e
submission) contains the appropriate word NAMGER and other pertinent -
precautionary statements. Detailed comrments with redard to first aid : .
and utmost immortance of correct diagnosis {since poisoning by - -
pentachlorophenol may be mistaken for poisoning by an oraganic 3

phosphate compound) are also included. 3oth the sianal word and the

precautionary statements are accentable .as oronosed by Ciba-Geiay.
g v S

Studies - - 5o

1. Acute Oral Toxicity (16 rats). b

Procedure

Four groups of Sprague-Dawley rats {weighing 152-252 g), 2 males and .
2 females per group, received single doses of Ontrack HE-1 at the

following lewels (mg/kg of body weight): €00, 900, 1350 and 2025. - .
The observation period was- 14 days. All of the animals were

necropsied shortly after death or at the end of the observation period.

The LDgg value was calculated by the methods of lleil, Thomnson, and
Thompseon and Heil.

Results:

There was no mortality at the 600 mg dese level, 2 rats (50%) died at - «
the 900 mg level and all of the animals died at the higher dosage

levels used. All of the deaths, but ome, occurred within £-22 hours -
after dosing. The following symptoms were abserved: hynoactivity,

muscular weakness, salivation, labored breathing and diuresis (in
female rats enly).

‘Mecropsy on. the non-surviving animals revealed red lungs, pale kidneys
and necrosis of the stomach 1ining (ir some animals). The results of '
the necropsy on the surviving rats are not clear (see Comments belcv). .
Thgigﬂsg value (mg/kg of body weight) =as 907 ggIOE (standard deviation). ~
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Comments ;_:
There are certain irregularities, or unclariti~s, in the Industrial -
Bip-Test's reporting of experimental data. These ambiguities are v
specified below. Lo
+‘~
1). It is stated on p. 2 of this submission that "Necropsy of ’ B ﬁ;f
the survivors at 14 days revealed no daross lesions except i
necrosis ¢f the stomach lining in a femaie dosed at 400 ; -
mg/kg."” Yet, one sees in TABLE I, page 9, that the lowest ia
dose level reported is 600 mg/kg of body weight. i
-
2). It is stated on p. 8 of this submission that “Examination of te
the survivors revealed necrotic tissue in the stomach . o
linings in animals Mo. 6-#, 7-F, &-F and 11-F." Yet, one H
tees in TABLE I, paga 9, that the animals He. 6-1, 2-F and -
11-F were not survivors. They died within 6-22 hours after .
dosing. )
Considering these unclarities and the fact that only 2 rats/sex/dose .
level were used, this study is acceptable as a supplementary study. -
Cntrack WE-1 fa]lf into the Toxicity Cateaory IIL, based on the -
reported LDSO value. g }j_
2. Acute Dermal Toxicity (24 rabbits)l. . ;;;
Procedure '

Ontrack WE-1 was applied to the hairless backs of rabbits, using 2
males and 2 “emales per dose level. Six levels were used (ma/kg of
body weight): 266.7, 400, 600, 200, 1350 and 2000. The rabbits
(ew Zealand strain) weighed 2.36-2.86 kg. The skin of one male and
one feriale rabbit was abraded. After 24-hour exposure, the skin was
left unwashed and the animails were observed for 14 days.

-

Results .
None of the rabbits died at the two Towest dose levels, all of them

died at the two highest levels, and one male rabbit died at each of

the 600 mg and the 900 mg levels. All of the deaths occurred within
6-22 hours after dosing. In the case of the 2000 mg dose level, 3 -
rabbits (out of a total of 4) died 4 hours after dosing. The

following toxic reactions were observed: hyooactivity, muscular
veakness, salivation, labored breathing, weight loss, erythema, edema
(moderate to severe), 2-nd and 3-rd degree chemical burns, zrd
escharosis and necrosis at the site of application.

Necropsy on the non-surviving animals reveaied pale, discolorec livers
and hemorrhagic lungs. lecronsy on the survivors revealed enlarged
gall bladder and emaciation in 2 animals, gastroenteritis (1 an1ma1)
pale&kzdney {1 animal) and dep]etxon of body fat. 

S R Rl

'-».
o

£ R TER .

-

o

L]
. g i -
[ AT il

o ABVESERT Y < Y T



SWM L e o
,,_‘._\:,--’
A e <t

 —

006713 ;

. -
oy

L]
—vay

The LD50 value was 900 ¥ 130 mg/kae of body weight.
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Comments .

Based on the LDg, value, Ontrack WE-1 falls into the Toxicity
Category II. Tgls study meets the recuirements of the core-minimum
data category.
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3. Eye Irritation (6 rabbits).

Prccedure

T

Ontrack WE-X, 0.1 ml, was placed into the conjunctival sac of the
right eye of & rabbits (New Zealand strain}. The eyes of 3 rabbits
were then left unwashed, whereas the eyes of 3 other rabbits were
washed with water after 30 seconds of exposure. The eyes (cornea, -
iris, conjunctiva) of 2ll animals were examined at 1 hour, and then
at 1, 2, 3, 7 and 14 days, following exposure. The appearance of
eyes was evaiuateu by the Draize procedure.

N . -
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Results

Ontrack WE-1 was extremely irritating to the rabbit eves, whether or
not the eyes were washed after treatment with this formulation. The
following symptoms viere observed: corneal wasculdrization and op:city,
and conjunctival redness, swelling and discharge. At 24 hours after
exposure, the average irritation score was 37.7/110 for both washed
and unwashed gves. At 7 days after exposure, the average irritation
score was 45.5/110 and 29.6/110 for washed and unwashed eves,
respectively. The irritation still persisted in both groups, 14 days
after treatment. :

Comments

Ontrack WE-1 Falls into the Toxicity Category I. This study conforms
to the core-minimum data requirements. .

4. Primary Skin Irritaticn (6 rabbits).

Procedure .

.

Ontrack WE-1, 0.5 ml was applied to the hairless backs of rabbits (Mew
Zealand strain). One of the two test sites on each rabLit was abraded.
The unwashed skin, both intact and abraded, was then 2xamined for
erythema and edema at 24 hours and 72 hours after exposure.
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Results .
ontrack HE-1 was extremely jrritating to both jntact and abraded skin. . ‘
At 72 hours after expcsure, 2-nd degree and 3-rd dearee chemical &=
burns were seen in all animals. :'f
Comments ; . :
Ontrack HE-1 falls into the Toxicity Category I. this study can be 3:;
accepted as the core-minimum data. i
{7
5. Acute Inhalation Study (10 rats). . *;‘
Procedure ?t
Five male and 5 female rats (Charles River straim]) were continuously 4
exposed tc an aerosol of Ontrack WE-1 (20890 mg/ of air}, in an -

80-1iter chanmber. Followina the 4-hour exposure, the animals were
observed Tor 14 days and then they were necropsied.

JF‘

Results

A1l of the animals experienced hypoactivity, ptosis, enophthalamus ‘and
dyspnea, and had ruffed fur. These symptoms appeared within 4-10 min.
after exposure and disappeared with 30-60 mir.. after the exnosure was
discontinued. Cne female rat died during exposure. The body weight
gain during the 14-day obtservation period was 160 g for male rats and
39 g for female rats. Mecropsy on all animals revealed no gross
pathological alteration.

The LC_. valye is greater than 20.89 mg/liter of air, based on the
nomina??y - determined concentration of Ontrack ¥e-1 in the exposure
chamber . : .

Comments

Ontrack YE-i falls into the Toxicity Category IV. This study meets
the core-minimum data recuirements.
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Herbicide

- Forweed control on rall-
road rights-of-way and
industrial sites

Active Ingredients:
2,4-bis (isopropyl-
aming)-6-
methoxy-s-
triazine .....228%
Fentachioro-
phenoi .......86%
Other Chloro-
phenols and

- related
compounds ...1.0%

324%

Inert Ingredients: 67.6%

Total: 10Q.0%

EPA Reg. No. 100-520

Warning:
Keep out of reach of
children.

Harmtul if swallowed. Avoid contacttwith
eyes and skin. Harmlul if absorbed
through skin. in case of skin contacyt,
wash with soap and water. Avoid intrala-
tion of spray mist. Avoid contamination
of food and feed. Do not get on clothimyg.

DIRECTIONS FOR USE ANID CONDS-
TIONS OF SALE AND WARRANTY

BAPORTANT: Read the entire Directionss
For Use and the Conditions OSSale Andtt ™
Warranty before using this praduct.

Conditions Of Sale And Warzanty

The Directions For Use of this product
refiect the opinion of experts Based on—
feld use a..d tests. The directions are
believed to be refiable and showid be
followed carefully. However, it #s impos—
sidble 19 eliminate all risks inherently
associated with use of this product. Cropp
snjury_ineffectiveness or other wnin-
tended conseguences may fresuit be-
cause of such factors as weatther condi—
gions, presence of other matemiais, or thes e
manner of use or applicatior il of whici
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are beyond the controt of Geigy or the T
Setler. All such sisks shall be assumea ™ ° "
by the Buyer. b

Geigy warrants that this procuct con- et
fiorms 10 the cherical descngtiion on the
el and is reasonably it for ghe pur-
poses referred 3o in the Directlions For
Use, subject tc the inherent nsks re-
fizrred 10 above. Gelgy makes mo other
express or implied warranty eff Fitness orr
Bferchantabli'ty or any other express o
Emplied warranty. In no case s2all Geigy
ar the Seller be Gable for consequential,,
special or indirect damages resulting
&om the use or handling of ttus product.
Geeigy and the Sefller offer this product,
amd the Buyer and user accepttif, subject:
&0 the foregoing Conditions Cf Sale And!
Warranty which may be varie¢ onty by
agreement in wniting signed by a duly
&gthorized representative of Geigy.

Didrections For Use

- Wash thoroughiy after hanahing.

Do not use or store near heat or opem
flame.

Store at temperatures above 32°F.

Precautionary Stalement:

Do not c~ntaminate water used for irmiga-
tion or domestic purposes. Do not siore
near fertilizers, seeds. insecticides ar
fungicides. Thoroughly ciean equipment
with a suitable cleaner before using ftor
other purposes.

Fish and Wiidlife Caution:

This product is toxic to fish and wildlifts_
Birds and other wildlife in treated areses
may be killed. Keep out of laxes, stremms
or ponds. Do not contaminate water toy
cleaning of equipment or disposal of
wastes.

1y 5-30 galions of Ontrack WE-1in a
smmumum of 50 gailons of water per acre
&S a pre-emergence of post-esmergence
treatment. Use the lower rate 2 control
amnual and susceplible perenmial weeds
fsuch as downy Dromeqrass. gatgrass,
@ooseqrass, guackgrass, pupcinrevineg,
apigen; ang piantaig). Use Ize higher
rate 10 control hard-to-kill peremmial
weeds and grasses (such as Johmson-
arass, bindweed and wild caerm).

8o not aoply to areas underiaid by roots

of gesirable rees and shrubs. Axoid

soray doft to deserable plants

Gg’xgy Agricultural Chemicais

.
.
I
.
.

COmtrack™ trademark of CIBA-GEIGY
US. Patent No. 2.909,.420 :

.

Ositsion of CIBA-GEIGY Corparation ¥
Amisley, New York 10502 //7 .
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