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Pesticide Petition: 1F1105_

Food Additive Petition: 2H50i6

Petitioner: Pennwalt Corporation

Recommendations:

1. The Acute toxicity studies can be added to the petitioner's file
on endothall formulations. )

2. Some studies are by IBT and need to be validated.
I. Review of Subﬁitted Studies.

Section VII. Human Safety.
txhibit 136. Letter and data A.R. Latven to Obren‘Keckemet -~ Nov. 18, 1975.

Letter .summarizes primary eye irritation and dermal toxicity of seven (7)

products submitted for evaluation. "WHashing the eye within 30 sec. after
instillation decreased the irritant reaction significantly. This applies

. primarily to the incidence of corneal opacity since washing had little

effect upon conjunctival inflammation or iridal congestion. That the
rabbit may be hypersensitive to endothall is a distinct possibility. The
rat has been shown to be much more resistant. Thus the question remains
open whether the rat or the rabbit reflects man's sensitivity to this
product. The lack of toxicological accidents under field conditions
suggest that the rabbit may very well be h%%rsensitive.

1. Endothall Technical-(N.B. 58-196-2) (Pharmacology Research, Inc.,
11.18/75), white powder; Method: 0.1 gm was placed in the conjunctival
sac of one eye of each of six albino rabbits. The treated eye of three
of these animals was washed following with flowing water initiated 20
to 30 seconds after instillation and continued for one minute.

. EPA FORM 1320-6 {REV. 3-76) : ) 1 a‘




| . ~ 0DD&&Y

Results: Unwashed: Conjunctival inflammation (score 2) with iridal
- congestion (score”<;1) developed promptly and corneal
opacification (score 2) appeared with 2 hours. Each of the
three rabbits died overnight.

Washed: The reaction in two of the rabbits was confined to
conjunctival inflammation and iridal congestion with full
recovery within 5 days. In the third animal the reaction
developed in greater intensity, included corneal opacifica-
- ’ tion, and persisted for at least 7 days.

Classification: Core-Minimum Data TOX Category I: DANGER
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b. Acute Dermal Toxicity in Rabbits; Method: A single dose of 200
mg/kg was spread upon the wetted skin of the fur-clipped trunk of
each of six albino rabbits, covered with a wet two-ply layer of
gauze, and overcovered with an impervious sleeve. Intended skin
contact time was 24 hours.

_ResuTts: Fach of the six rabbits died overnight.

Classification : Supplementary Data TOX Category: I: DANGER

(1) LDgy was not determired.
50 .

(:)ZAﬁEéTEFEfe (4.B. 58-196-3) a clear yellow liquid. a. Eye Irritation

“'Study. Method: 0.1 ml was placed in the conjunctival Hac of the
left eye of six albino rabbits. In three of these animals the right
eye was also treated but was washed with flowing water 20 to 30 sec.

After instillation and continued for a period of 4ne minute.

Results: Unwashed: conjunctival inflammation with iridal congestion
-- developed promptly and corneal clouding appeared 24 to 72 hours
after instillation. These effects persisted for at least 7 days
in all but one animal; the latter showed no corneal effects and
recovered completely within 5 days. e

, : Washed: The reaction was confined to conjunctival inflammation
: with full recovery within 5 days.

Classification: Core-Minimum Data T0X Category I: DA!GER

@\Aqdatho] K (N.B. 58-196-4) a clear, ambers liquid. density = 1.270 gm/ml

‘a. Eye Irritancy in Rabbits. Method: 0.1 ml was placed in the conjunctival
. , sac of the left eye of each of six
albino rabbits. In three of these
animals the right eye was also treated
but was washed with flowing water
" initiated 20 to 30 sec. after instilla-
tion and continued for a period of one
minute. :
2
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i Results: Unwashed: conjunctival inflammation with iridal congestion

; developed prcmptly and corneal clouding appeared four to

; six days after instillation. These effects persisted for
at least 7 days following treatment.

Yashed: The reaction was confined to conjunctival inflam-
mation and iridal congestion with full recovery within 5
days. .

Classification: Core-Minimum Data TOX tategory I: DANGER

b. Acute Dermal Toxicity in Rabbits.

Method: A single dose of 200 mg/kg (0.1 ml of a 20% w/v aqueous dilu-
“ tion) was spread upon the skin of the fur-clinped trunk of
each of six albino rabbits and covered with'en impervious
sleeve. After a skin-contact period of 24 haurs, the sieeve
was removed from the surviving animal and <he treated area
was cleansed with tepid water, the animéls we-e then observed

for 7 days.

Results: five of the six rabbits died overnight.

The sole survivor lost body weight for th-ee days because of
anorexia: However, this was recovered within 7 days after o
treatment. ) . if

LR

TOX Cateqory I: DANGER Classification supplementary Data

(1) The LDgg was nct determined.
(:) Herbicide 283 (N.B. 58-196-5) a clear, amber liquid censity = 1.04 gm/ml

a. Eye Irritancy in Rabbits.

Method: 0.1 ml was placed in the conjunctival sac uf one eye of each of six
albino rabbits. _The treated eye of three of these animals was
washed with flowing water initiated 20 to 30 seconds after instilla-
tion and continued for one minute.

Results: Unwashed: Conjunctival inflammation, iridal congestion, and corneal -
opacification developed promptly. These effects persisted for at

i least 7 days.

Washed: The reaction in two of the rabbizs was confined to con-
Junctival inflammation and iridal congestion with full recovery

within 6 days. In the third animal the reaction developed in
greater intensity, included cornea’ opacification, and persisted
for at least 7 days. ' B

* Classification: Core-Minimum Data TOX Categpry41: DANGER
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b. Acute Dermal “oxicity in Rabbits.

Method: A single dose of 200 mg/kg (1.0 ml/kg of a 20% w/v aqueous
dilution) was spread upon the skin of the fur-clipped trunk
of each of six albino rabbits and covered with an impervious
sleeve. The intended time of skin contact was 24 hours.

Results: Each of the six rabbits died over night. Three additional
animals exposed to the same dose for one hour (rather than

24 hours) showed nc i11 effects. ,

Classification: ~Supplementary Data TOX Category I: DANGER

(1) LDg, was not determined.
(©)_tydrothol 47 (N.B. 58-1966) a clear, amber Tiquid; Density - 0.98 gn/ml.

a. Acute Dermal Toxicity in Rabbits. .

Method: A single dose of 200 mo/kg (1.0 mi/kg of a 205 w/v aqueous dilution)
was cpread upon the skin of the fur-clipped trunk of each of six
albino rabbits and covered with an impervious sleeve. After 2 skin-
contact period of 24 hours, the sleeves were reroved from the
surviving animals and the treated areas were cleansed with tepid
water; These arnimals were then observed for 7 days.,

B8

Results: five of tho six rabbits died within 4 days. MNone of these animals
ingested any food or water after treatment. TOX Category I:

. DANGER. The sole survivor lost body weight ~or three days because
of anorexia; However, this was recovered within 7 days after

treatment.

Classification: Supplementary Data

(1) LDgy was not determined.
(;C:) .Aqirathol Granular~(N.B. 58-196-7) A brown-gray, granular solid.

a. Eye Irritancy in Rabbits.

Methed: The sample was ground to a fine powder for use in this study. 0.1
gm was placed in the conjunctival sac of the left eye of each of
six albino rabbits. In three of these animals tae right eye was
also treated but was washed with flowing water jaitiated 20 to 30

seconds after instillation and continued for a pariod of one minute.
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Unwashed: Conjunctival inflammation with iridal ébngestion

Results:

¢ _l_{ydrothoi 47 Granular (N.B. 58-196-8) a browrgray, granular solid.

a. Eye
Method:

Results:

developed promptly whereas corneal opacification appeared
slowly and was compiete within 5 days. These effects
persisted for at least 7 days after treatment.

Hashed: The reaction was ccnfined to conjunctival inflam-
mation with full recovery within 5 days.

Classification: Core-Minimum Data TOX Category I: DANGER

Irritancy in Rabbits.-

The sample was ground into a fine powder for use in this study.
0.1 gm was placed in the conjunctival sac of the left eye of
six alpino rabbits. In three of these animals the right eye was
also treated but was washed with flowing water initiated 20 to
30 seconds after instillation and continued for a period of one
minute. :

Unwashed: Conjunctival inflammation with iridal congestion

-

Method:

Results:

b. Acute Dermal Toxicity in Rabbits. -

developed promptly and corneal opacificat  on appeared within
24 hours. These effects persisted for at least 7 days after
treatment. ’ .

Hlashed: The reaction was confined to con;unctival inflammation
HasShed M
with full recovery within four days. )

Classification: Core-Mihimum Data T0.. Category I: DANGER

Doses of the granular sample were spread upon the wetted skin o€
the fur-clipped trunks of albino rabbits, covered with a two-ply
layer of gauze, and overcovered with an impervious sleeve. After
a skin-contact period of 24 hours, the sleeves were removed and the
treated arcas cleansed with tepid water. ~he animals were observed
for 7 days. Three rabbits were treated with 2000 mg/kg and six
rabbits were treated with 200 mg/kg. .

2000 mg/kqg. one death. Two rabbits lost body weight.

200 mg/kg. lone of the six rabbits showed any i1l effects and all
cained weight during post exposure period of observation. TOX
Category III: CAUTION. Classification: Supplementary Data

(1) LDgp was not determined.




Exhibit 137. Letter and data A.R. Latven to Obren Keckemet - bune 26, 1975.

Letter states that reports presenting toxicological findings with Alcoholic
Ripenthol and with aqueous Riperthol show statistically simialr acute oral
LDgc and acute dermal LDgg. The oral LDz, js Toxicity Category III (575 mg/kg;
Cau%ion) but the Acute Dermal LDgq is 12 mg/kg (Toxicity Category I:
Danger.) Although the rabbit is b times more sensitive than us the rat to
these product, the matter of importance is the rapid and efficient percuta-
neous absorption of ‘either liquid. This property renders the products
hazardous insofar as humans are concerned. '

1
The undiluted liquids were corrosive foliowing contact with the eye and skin
¢f rabbits. In summary, the principle hazards of both. formulations appear to
be (1) eye and skin corrosivity of the concentrate and (2) skin absorption
of either the concentrate or dilutions thereof. U
A) Ripenthol N.B. 58-196-3 (isopropyl-butano]formulation) (Pharmacology

Research, Inc., 6/25/75) .

" Test material is an amber colored liquid; ambient density = 1.018 gm/ml.

Summar

(1) Acute Oral LD (rats) (male) = 590 ma/kg TO{ CAT. III CAUTIOM
(2) Acute Dermal LUgg (rabbits) = 120 mg/kg  TOX CAT. 1: DANGER ~°
(3) Eye Irritation in Rabbits: corrosive. DANGER

(4) skin Irritation in Rabbits: necrosis. DANGER

1. Acute Oral Toxicity in Rats.

Five gfoups of 5 male WBS/Wistar Rats, 230 b gm bods w2ight, received by
stomach_tube an oral dose of £350, 350, 500, 700 aad 1000 mg/kg of test
material. The animals were observed for 3 days. MNocropsy and body weights
were determined. . .
Results: LDgy = 590 mg/kg (males)

Toxic Signs: General depression

Body Height: Anorexia caused marked loss

Mecropsy: gastric inflamation

Classification: Core-Minimum Data

TOX Category III: CAUTIOH
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2. Acute Dermal Toxicity in Rabbits.

Aqueous dilutions of the sample were -spread upon the skin of the fur-
clipped trunks of albino rabbits and covered with an impervious sleeve;
all doses were contained in 2.0 ml/kg. Three animals per dose level were
treated at 70, 100, 140 and 200 mg/kg. After a skin-contact period of

24 hours, the sleeves were removed and the treated areas-were cleansed
with tepid water. Observation was for 14 days.

Results: LDgg = 120 mg/kg

Toxic Signs: General depfession

Necropsy: Dead rabbits were in g%épthotonic position.
Body Weight: Weight loss in survivors .

Classification: Core-Minimum Data

) Method: 0.1 ml of the undiluted sample was plaéad “n the conjunctival sac

TOX Category I: DANGER

3. Eye Irritancy in Rabbits.

of one eye of six albino rabbits. The reactions were scored
periodically for one week.

Rasults: The cornea became totally opacified witain 4 hcurs and the iris 5
" was seen to be congested before obscuration. A white discharge
appeared within 24 hours. Mo signasof re:covary were evident
seven days after instillation. .

Classification: Core-Minimum Data

TOX Category I: DANGER

4. skin Irritancy in Rabbits.

0.5 ml of the undiluted sample was applied to one jutact and one abraded skin
site under standard gauze patches on opposite flanks of each of six albino
rabbits. The entire fur-clipped trunk was then covered with an impervious
sleeve for a skin-contact period of 24 hours.

_Results: Ail of the rabbits died overnight as a resuii of percutabeous

toxicity. In all case the treated sites were distinctly necrotic
in appearance. :

Classification: Core-Minimum Data

TOX Category I: DANGER
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' Ri.pentho] 4.B. 58-191-2 (water only formulation) (Pharmaco:fogy Zesearch,
Inc., 6/25/75)

An amber colored liguid; ambient density = 1.027 gm/ml.
Summar
(1) Acute Oral LDcy = 560 mg/kg (rats, males) TOX CAT III: CAUTION
(2) Acute Dermal E850 = 130 mg/kg (rabbits) TOX CAT. I: DANGER
(3) Sye Irritancy in Rabbits - corrosive. TOX CAT. I: DAHGER
1. Acute Oral Toxicity in Rats.
Five groups of 5 male WBS/Wistar Rats, 230 gm body weight, received by
stomach tube doses of 250, 350, 500, 700 and 1000 mg/kg of test materiai.
Observation for 8 days.
Results: LDgg = 560 wg/kg (males)
Toxic Signs: General depression
Necropsy: gastric inflammation
‘Body Weight: marked weight loss in survivors

Classification: Core-Minimum Data

TOX Cateqgory III: CAUTION

2. Acute Dermal ToxicityAin Rabbits.

Aqueous dilutions of the sample (5 to 10% w/v), were spread upon the skin of
the fur-clipped trunks of three rapbits per group ard covered with an
impervious sleeve. Doses of 100, 140 and 200 mg/kg were applied to three
groups. After a skin contact period of 24 hours, thte sleeves were removed
aad the treated areas cleansed with tepid areas cleznsed with tepid water.
Observation for 14 days.

Results: LDgg = 130 mg/kg

Toxic Signs: General depression

ilecropsy: opisthotonic position

Cody Weight: weight loss in survivors

Classification: Core-Minimum Data

TOX Category I: DANGER
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3. Eye Irritancy in Rabbits.

0.1 ml of the undiluted sample was placed into the conjunctival sac of one
eye of each of six albino rabbits. The reactions were scored periodically
. for one week.

Results: The cornea became totally opacified within 4 hours and the iris
was seen to be congested before obscuration. Rapidly developing
. edema. White discharge at 24 hours. Mo signs of recovery vere
evident seven days after instillation. .

Classification: Core-Minimum Data

TOX Category I: DANGER

Exhibit 138, (Pharmaco]ogy.Research, Inc.) 8/14/75 Letter and data A.R.
Latven to Obren Keckemet - August 14, 1975 .

Letter indicates that Dermal LDgg of Ripenthol in rats is 590 mg/kg which
is essentially the same as oral 8050 (560 mg/kg). This differs greatly
" from the rabbit data thereby questioning the latter in any decision making
process. It also dispels the notion that Riper.thol may be more toxic
dermally than by oral jngestion. Rapid and efficieat percutaneous absorp-
tion explains mortalities. .

=

(jj) Ripenthol N.B.'58-1§1—2 (23.4%) an amber colored liguid; ambient density
: /= 1.027 gm/ml. .

Summary: Acute Dermal LDgg = 590 mé/kg in male rats. Applied doses were
absorbed within 4 hours.

Method: Aqueous dilutions of the sample were spread upon the skin of the
fur-clipped -trunks of rats (male TAC/SD, 34) ¥ gm BW) and covered
with impervious sleeves; all doses were contained in 2.0 ml/kg.
Five groups of 5 rats per_ group received doses of 350, 500, 700,
260 and 1000 (4 hours only). After a skin-contact period ¢f-24
hours, the sleeves were removed and the treited areas cleansed with
tepid water. Surviving animals were observed until lost body
weight was restored (8 to 13 days). .

IREsults: LDgg = 590 mg/kg (male rats)

= ‘ 100% mortality at 1000 mg/kg for 4 hours.
Toxic Signs: General depression
Body Height: survivors lost weight for 3 days.
Hecropsy: not reported

Classifitation: Core-Minimum Data

P
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TOX Category II: WARNING

Exhib{t 139. Letter and data A.R. Latven to Obren Keckemet. Jan. 29, 1976.
(Pharmacology Research, Inc.) .

Letter is a summary of submitted data.

Summary: Hhen skin-contaét time was limited to one hour, none of the four
endothall products was lethal to rabbits at the 200 mg/kg dosage
level. :

(:i) Endothall Products, permal Toxicity After Limited Exposure.

Method: A single dose of 200 mg/kg (1.0 ml/kg of a 20% w/v aqueous dilution)

. was spread upon the skin of the fur-clipped trunks of albino rabbits
and covered with an impervious sleeve. After a specified skin-
contact time, the sleeve were removed and the treated areas were
thoroughly washed with flowing water. The animals were then observed
for at least 7 days. ’ ,

The products investigated were identifiad 1s follows:
(1) Hydrothol 191 §.B. 77-23-8 (23.4% Endothall,

(2) Sodium Endothall, N.B. 77-23-1 (15.8% ‘ndothall)
(3) Potassium Endothall, H.B. 77-23-2 (28.5% Indothall)

g (4) Herbicide 283, N.B. 77-23-4 (25.0% Indithall),

. ' Results:

' * ° Ho.. laboits Time of
Product ‘ Contact time Cead/Tota’ : Death
Hydrothol 191 3 hour 1/2 3 days
. : .2 hour 0/2 -

: 1 hour 0/2 -

: Sodium endothall 24 hour - 0/2 -

: Potassium endothall 1 hour 0/2 -

. Harbicide 283 24 hour 2/2 £.24 hour -

Toxic Signs: All surviving animals refused food or water for three or four
days after treatment which resulted ia significant lossesf in
body weight. These were restored witain a week after fooc
ingestion resumed. : T

Classificatica: Supplementary Data

~ .
.(};;) Hydrothol 47 Granular. N.B. 72-23-7 (5.0% endothall}

Summary: Dermal Toxicity in Rabbits. fion-1ethal at -2J0 mg/kg

-
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Method: The fur was clipped from the trunks of three albino rabbits
- and the skin was moistened with a 1% solution of polysorbate
2G. The sample was reduced to a fine powder and spread upon
the trunk of each animal at the single dosage level of 200
mg/kg; this was covered with a wet 2-ply layer of gauze and
. ) overcovered with an impervious sleeve. After a skin contact
‘ feriod of 24 hours, the dressings were removed and the trunk
~ of each animal was thoroughly washed with running water. The
anirals were then observed for 7 days. :

. Results: No deaths LDsp 200 mg/kg
Toxic_Signs: None produced - _
Body Weight: moderate loss in body weight but recovery within a week.

Classification: Supplementary Daté .ﬂ

(1) LDgg was not determined and.only 3 animals at one dose level were
tested. ' !

@ Hydout N.B. 77-23-6 (10.3% Endothall}
Summary: Dermal toxicity in Rabbits: Non-lethal at 230 mg/kg

Method: Fur clipped trunks of 3 a’bino rabbits and the skin was moistened
with a 1% solution of polyporbate 20. The sampie was reduced to

a' fine powder and spread upon the trunk o~ each animal at the

single dosage level of 200 mg/kg; this was covered with a wet

2-ply layer of gauze and overcovered with an inpervious sleeve.

After a skin contact period of 24 hours, tse dressings were removed
and the trunk of each animal was thoroughly washed with running water.

The animals were then observed for at least 7 days.

=

Results: No deaths  LDsg > 200 mg/kg

Toxic Signs: Anorexia
Body Weight: loss for 3 or 4 days; recovery in 7 diys.

Classification: Supplementary Data

(1) The LDgg was not determined and only 3 animals it one dose jevel viere
tested.

e gbdium endofhall N.B. 77-23-1 (15.8% Endothall) A clear, colorless liquid;
ambient density = 1.133 g/ml. ’ » B

Summary: Washing the eyes of rabbits 5 or 15 minutes following instillation
_ did not alter the irritant reaction in any discernible manner.
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Washed eye irritancy in rabbits:

Method: 0.1 ml of sample was placed in the conjunctival sacs of both
eyes of each of 4 albino rabbits. One eye of two if these
. albino rabbits. One eye of two of these animals was washed
' - 5 minutes later and one eye of the other two was washed 15
minute later; washing was accomplished with continuously
flowing water directed under the eyelids for a period of one
minute. The resulting raactions vere scored periodically for
7 days.

Results: The reaction in all eyes incliuded severe conjunctival inflam-
mation and chemosis, iridal congestion, and delayed corneal
clouding. "In every animal the reaction in the washed eye
was identical with that in the contralateral unwashed eye.

Classification: Core-Minimun Data

T0X Category I: DANGER

(::) Accelerate N.B. 77-23-5 (5.5% Endothall) A clear, yellow liquid;
ambient density = 1.147 gm/mi. .

© Summary: Washing the eyes of rabbits 5 or 15 minutes following instilla-
tion did not alter the irritant react:on in any discernible
manner. : :

BT 3

" Method: 0.1 ml of sample was placed in the conjunczival sacs of both eyes
of each of four albino rabbits. One ey2 of tvo of these animals
was washed five winutes later and one ey2 of the other two animals
was washed 15 minutes later; washing was a-conplished with con-
tinuous flowing water directed under the eselids for a period of
‘one minute. The resulting reactions were scored periodically for
seven days.

Results: The reaction in all eyes included severe conjunctival inflammation
o and chemosis, iridal congestion, and delayed corneal clouding. In
every animal the reaction in the washed eye was identical with
that in the contralateral unwashed eye. ' .

Classification: Core-Minimum Data

70 Category I: DANGER

Exhibit 140. Letter and data J.C. Calandra to Obren.Kackemet - June 3, ]976.
(ii:> Hydrothol 191 (23.4% endothall - M.B. 77-28-2) - S

1. Acute Dermal Toxicity Study with Hydrothol 191 in Albino Rabbits (I.B.T.
HHo. 8530-08497, 6/3/16) g

*
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Two groups of 4 rabbits (2M & 2F), one‘ha}f abraded and one half unabraded,
received 23.41 and 52.67 mg/kg for 24 hr. under an impervious cutf.
Observations for 14 days. At 23.41 mg/kg, 2 out of 4 died; at.52.67 mg/kg,

4 out of 4 died.

Results: LDgg = 23.41 mg/kg (approximate)
Body Weight: loss after 14 days in survivors
Toxic Signs: muscular weakness, ataxia, prostation

Classification: Supplementary Data

(1) LDg was not determined aceurated accurately.

NOTE: This acute dermal dermal LD o may exceed an RPAﬁ criterion (less
than 40 mg/kg as formulated?. However the study is considerated
as supplementary data. R

Exhibit 141. Letter and data A.R. Latven to Obren Kec<emet - August 12, 1975.

(Pharmacology Research, Inc.)

Hydrothol 47 N.B. 58-194;8 (18.7%) An amber coloréd 1iquid; ambient-denéity=
.945 gm/mi. ' o

Summary: (]} Acute Oral LDen = 730 mg/kg (ma1e'ra:s) TOX.CAT. 11I: CAUTION
(2) Acute Dermal EB o = 160 mg/kg (rabbizs) TOX CAT. I: DANGER
(3) Eye Irritation in Rabbits: corrosive, TOx CAT. I: DANGER

et

. (4) skin Irritancy in Rabbits: necrosis, 7OX CAT. I: DANGER

(1) Acute Oral Toxicity in Rats.

“Method: 5 groups of 5 male WBS/distar rats, 220 gm BW, were administered

by stomach tube doses of 350, 500, 700, 1000 and 1400 mg/kg.
Surviving animals were observed for 7 days. '

Results: LDgo = 730 mg/ig (male rats)

Toxic Signs: General depression

Body Weight: Anorexia for one or two days, rqgéined
Necropsy: not performed ’

Classification: Core-Minimum Data

TOX Catggorj 111: CAUTIOR

(2) Acute Dermal Toxicity in Rabbits.

tlethod: Three groups of 3 rabbits received aqueous dilutions of the sample
at doses of 100, 140 and 200 mg/kg spread upon the skin of fur-
clipped trunks and covered with impervious sleeves for 24 hr; all’

(continue on next page)

BE
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(continue from page 13) .

doses were contained in 2.0 ml/kg. Surviving animals were observed for
seven days.

. Results: LDgy = 160 mg/kg (Rabbits)

Toxic Signs: General depression; rabbits which succumbed were found in
opisthotonic position. Survivors showed anorexia.

Necropsy: not performed

Classification: Core-Minimum Data

10X Category I: DANGER

(3) Eye Irritancy in Rabbits.

Method: 0.1 ml of the undiluted sample was placed in the conjunctival sac
of one eye of each of six albino rabbits. The resulting reactions
were scored periodically for one week.

Results: corrosive; corneal opacity completely covered eye at 7 days.

B R e oL i R I ikl b o g Lo

% White discharge. X
‘)% Claséification: Core-Minimum Data

% TOX Category I: DANGER

§ (4) Skin Irritancy in Rabbits.

Method: 0.5 ml of the undiluted sample was applied to cne intact and one
abraded skin site under standard gauze patches on opposite flanks
on each of six albino rabbits. The entire fur-clipped trunk was
then covered with an imprevious sleeve for an intended skin-contact -
period of 24 hours. ’

Results: A1l rabbits died overnight as a result of percutaneous toxicity.
In all cases the treated sites were distinitly necrotic in
appearance. .

==

Classification: Core-Minimum Data

" 70X Category I: DANGER

Exhibit 142. Letter and data T.C. Calandra to Obren Keckemet - June 3, 1976
{Industrial Biotest; 1BT#8530-08497) Acute Dermal Toxicity Studies with
Herbicide 273 and Hydrothol 191 in Albino Rabbits. _

TR

e
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. (éj) Test Material: Herbicide 273 (potassium endothall, 28.6% endothall -

X.B. 77-28-1) 4 .

Method: Four groups of 4 rabbits (21 7 2F) received 35.12, 52.67, 79.01
and 177.8 mg/kg of test material on fur clipped skin that was
abraded in one half of the animals. Test material was covered
with imprevious sleeves for 24 hr.

Results: LDgq = 35.12 mg/kg (approximate)

Toxic Signs: cyanosis, prosd%tion, convulsions

Necropsy: not performed

Body Meight: Temporary loss in survivors

Classification: SupplementaryiData

(1) LDcq was not accurately calculated. Both 35.12 & 79.01 mg/kg doses
50
gave 50% mortality.

TOX Category I: DANGER

Exhibit 143. Letter and data A.R. Lat?en to Harold L. Lindébeny. September
9, 1971 (Pharmacology Research, Inc.) ..

( 1.’ Accelerate - a clear pale yellow liquid

Summary: TOX Category I: DANGER, corneal opacificntion. jridal congestion
conjunctival inflammation and chemosis.

Eye Irritancy in Rabbits.

Method: 0.1 ml was placed in the conjunctival sac >f one eye of each of 3
albino rabbits and the resulting reaction was scored up to 11 days
thereafter.

Results: Instillation caused immediated blepharospasm and pain. Corneal
opacity present at 11 days.

Classification: Core-Minimum Data

TOX Category I: DAWHGER

' Exhibit 144. Report - The Acute Dermal LDgg of Hydrotho? 191 liquid on

New Zealand Albino Rabbits - Cannon Laboratories, Inc - May 4, 1977.

Nethod: Three groups of 4 albino (one-half abraded) rabbits (24 & 2F),

: 2.3-3.0 kg, received dermal applications of 50, 100 and 300 mg/kg
of test material for 24 hours under an impervious cuff. The
animals were observed daily for adverse reaction and survival for

*a'period of 14 days.

Results: 'L050 = 50 mg/kg (rabbits, both sexes) , 15
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 Exhibit 145. Report - The effects of Hydrothol 191 Liquid on the eye

R . 000669

Toxic Sians: Decreased activity, loss of righting reflex, edema, eschar,
: erythema and death. - -

Body Weight: not reported
Necropsy: not repqrted

Classification: Core-Minimum Data

" TOX Category I: DANGER

mucosa of iHew Zealand Albino Rabbits + Cannon Laboratoriess
May 4, 1977. _ .

Method: 0.1 ml of undiluted liquid was instilled into the left eye of &
rabbits. The riaht eye served as a control. Treated eyes were
observed and scored at 24, 48, 72 hours and 4 & 7 days after
instillation. .

.

" Results: 3 animals dead by 72 hours. Corrosive and Complete corneal

opacification at 7 cays.

Classification: Core-Minirmum Data

T0X Cateqory I: "DAMGER

Exhibit 146: Report - A Primary Dermal Irritation 3tudy of Hydrothol 191
Liquid on Abraded and don-Abraded Skia of ilew Zealand Albino
Rabbits - Cannon Labs., Inc., - April 12, 977.
vethod: 0.5 ml applied to abraded & non-abraded fu- clipped -skin sites on
backs of 6 albino rabbits under an imperviaus cuff for 24 hour.
Observations at 24 & 72 hours after exposure.

Results: All the test anihals died before the 24 hur score. No scores

were made.

Classification: Core-Minimum Data (a) Dermal LD5g results showed eschar at
T 24 hours.

TOX Category I: DANGER

Exhibit 147. Report - Oral LDg, in Rats - Cannon Laborazories Inc. - S/1V/77.

Test Material: Hydrothol 191 Liquid '

Method: Six groups of 10 Sprague-Dawley rats (Sif & 5F), 200-300 grams,
received by intubation, doses of 50, 150, 250, 350, 450 and 500 mg/kg
BW of test material. Observations for 14 days. :

Results: LDgq = 221 mg/kg (both sexes) ‘

Toxic Signs: decreased locomotor activity, piloerect%on,PtOSiS
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“ecropsy: greenish-white fluid in stomach
Body Weight: losses regained by survivors

Classification: Core-Minimum Data

TOX Category II: UARNING

Exhibit 148. Report - Acute Innalation Toxicity of Agquathol “K",
Hydrothol 191 liquid, Hydrothol 47 liquid, Aquathol - Cannon
.Laboratories. Inc. ~ April 25, 1977. .

Summary: Acute Inhalation Toxicitj of

«(a) Aguathol K; LCgy> 20 mg/L  TOX Category IV: CAUTION

+(b) Hydrothol 191 Elquid; LCsp > 20 mg/L TOX Category IV: CAUTION

(c) Hydrothol 47 Liquid; LCgg > 20 mg/L TOX Category 1V: CAUTION .

«(d) Aquathol; LC5q9 D 20 mg/L TOX Category Iv: CAUTIOY

«(e) Des-i-CATE Accelerate; LCgp > 20 mg/L TOX Category 1V: CAUTION

(f) knox-eut 2 FM; LC5g > 20 mg/L  TOX Category IV: CAUTION

lethnd: Ten rats (51 & 5F) were exposed for 1 hr. to a nominal concentration
of 20 mg/L of test material ina 40 L glass ecposure chamber. Obser-
vation for 14 days. :

Results: 1 hr. corcentration

(a) Aquathol X; 4/10 died at 20.78 mg/L

gb) Hydrothol 191 Liquid; 4/10 died at 22.12 mg/i
c) Hydrothol 47 Liquid; 5/10 died at 20.47 mg/.
(d) Aquathol; 2/10 died at 20.97 mg/L '

§e) Des-i-cate Accelerate; 2/10 died at 21.87 mgsL
f) Knox-OUT 2 FM; 0/10 at 22.42 mg/L

Toxic Signs: All groups - grooming, eye membrane ivritation, lacrimation
labored respiration, salivation, blocd a~cund eyes and nose.

Hecropsy: A1l groups - slight to moderate ling congestion & hemorrhage,
mucousin trachea. .

Body Weight: Losses regained by survivors.

Classification: Core-Minimun Data

(a) LDS0 was not accurately determined.

TOX Category 1V: CAUTION

Mlt
.
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Exhibit 149. Report - The Acute Dermal LDg - of Hydrothol 47 liquid on
flew Zealand Albino Rabbits - 8annon Laboratories, Inc. -
April 12, 1977. ' :
Test Material: Hydrothol 47 li.uid
Method: 4 groups of 4 New Zealand albino rabbits (2 males & 2 females),
2.3-3.0 kg BW, received dermal applications of 50, 100, 300 and
- 500 mg/kg of test material (one-half of animals were abraded)
under an imprevious cuff for 24 hours. Observations were for
14 days. ' : '
Results: LDgy = 300 mg/kg (both sexes)
Toxic Signs: eschar at skin sites.
Bodz Weight: not reported
tlecropsy: not reported

Classification: Core-Hinimum Data

TOX Category II: WARHIUG

Exhibit 150 - Report - The effects of Hydrothol 47 1iqu%8 on the eye mucosa
of Hew Zealand Albino Rabbits - Cannon Laboratories, Inc -
April 12, 1977. ) :

Yest Haterial: Hydrothol 47 liquid

Method: 0.1 ml of test material was instilled in the left eye 6f 6 New

Zealand Albino rabbits 2.0-2.5 kg BW, with the right eye serving as
a control. The treated eyes were observed and scored at 24, 48 &
72 hours as well as 4 & 7 days.

Results: Hortaiity in 2 rabbits at 72 hours maximum scave - corrosive,
corneal opacity in all rabbits at 7 days.

Classification: ~Core-Hinimum Data

TOX Cateqory I: DANGER

Exhibit 151 Report - A primary Dermal Irritatioh Study of Hydrothol 47 liquid
on Abraded and tion-Abraded Skin of Hew Zealand Albino Rabbits -
Cannon Laboratories - April 12, 1977.

Test Haterial: Hydrothol 47 liquid
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Method: 0.5 ml of test material was applied to abraded and nor -abraded
~  test sites on fur clipped trunk of six albino rabbits- for 24
hours under an impervious cuff. Observation at 24 & 72 hours
after exposure for evaluation. :

Results: All the test animals died before the 24 hour score.

Classification: Core-Minimun Data

(a) _Survivors of Dermal LD5g with Hydrothol 47 showed necrotic eschar
lesions at 24 hours. :

TOX Category I: DANGER

Exhibit 152 Report of Oral LDgg in Rats - Cannon Laboratories, inc - May 11,
. 1977. : .

Test Material: Hydrothol 47 liquid
(10% aqueous solution)

Method: Five groups of 10 Sprague-Dawley rats (5M & SF), 200-300 gm BW, were
administered by oral intubation a 10% aqueous solution-of 200, 350,
500, 1000 and 5000 mg/kg body weight of test material. Observation
for 14 days.

Results: LDgg = 381 mg/kg (both?sexes)

Toxic Signs: A1l deaths in 1Ist day, ptosis, peloerection, decreased activity,
. death. A . ‘

Necropsy: Hemorrhage of stomach
Body Weight: Losses regained after one week.

4 Classification: Core-Minimum Data .

(a) Test matefiél was a 10% solution of Hydrothol 47 liquid,'ggg_undiluted‘
formulation,

TOX Category II: WARNING

Exhibit 153 - The effects of Aquathol K on the eye mucosa of Hew Zealand
Albino Rabbits - Cannon Laboratories, Inc - April 12, 1977.

Test Material: ‘Aquathol K liquid

Method: 0.1 ml of test material was instilled into the left eye of six
albino rabbits, 2.0-2.5 kg BY, with the untreated right eye serving
as a control. The treated eyes were observed periodically for 7
days.

Results: 'Cbrneal opacity irreversible in all rabbits at 7 days conjunctivitis.

19
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C]assification: Core~-Minimum Data

T0X Category I: DANGER

Exhibit 154 - Report - A Primary Dermal Irritation Study of Aquathol K
. . . on abraded and non-abraded skin of iew Zealand Albino Rabbits,
Cannon Laboratories. Inc. - May 4, 1977.

Test Material: Aquathol K Liquid

Method: 0.5 ml of test material was applied dermally to abraded and non-
abraded test sites on backs of six albino rabbits under an imprevious
cuff for 24 hours. Observation at 24 & 72 hours after exposure.

Results: Slight erythema and edema were exhibited on one skin site at 24
hours. No irritation was exhibited at 72 hours.

Classification: Core-Minimum Data

TOX Category IV: CAUTION

Exhibit 155 - Report - The Acute Dermal LDgg of Aquathol K on New Zealand
Albino Rabbits - Cannon Laboratories, Inc - May 4, 1977.

Test iaterial: Aquathol K liquid

g -

Method: Three groups of 4 New Zealand Albino rabbizs (2M & 2F), 2.3-3.0
' kg BW, received dermal application of 2, 5 ani 10 gn/kg test

material on fur clipped trunk (one-half.of animals were abraded)

for 24 hours under an impervious cuff. Observation for 14 days.

Results: one death at 10 gnf/kg
‘ LD5g > 10 ¢§/kg (both sexes)

Toxic Signs: erythema and edema of skin
: ' Body Meight: not reported
' ilecropsy: not reported

Classification: Core-Minimum Data

TOX Category I11: CAUTION

Exhibjt 156 - Report on Oral LDSO in Rats - Cannon Laboratories, Inc. -
May 10, 1977.

Test Material: Aquathol K liquid




§

_ Classification: <Core-Minimum Data

' Method: 0.5 ml of test material was applied dermally tc the abraded and non-

- Results: Mo irritation at 24 or 72 hours.

. .. 000669

Method: Five groups of 10 Sprague-Dawley rats (5! & 5F), 200-300 gm BY,
*  received by oral intubation doses of 60, 70, 100, 250- and 5000
mg/kg BW of test material. Observation for 14 days.
Results: LDsg = 280 mg/kg (both sexes) |
Toxic Signs: decreased activity, ptosis, piloerection
Necropsy: no abnormal gross changes
Body ileight: Survivors regained BYW in 2 dayé.

Classification: Core-Minimum Data

TOX Category II: WARKNING

Exhibit 157 - Report - The effects of Aquathol on thé'Eye Mucosa of New 1
‘ Zealand Albino Rabbits - Cannon Laboratories, Inc - April 12, 1977. g

Test Mate' .al: Aquathol liquid

Podie-dicai-ABRLE Rt e

Method: 0.1 ml of test material wac instilled into.the conjunctival sac of the
left eye of six New Zealand albino rabbits, 2.0-2.5 kg, with the &
untreated right eye serving as a control. The treated eyes were scored .fs3
periodically up to 7 days. o o

Results: At 4 days, 6/6 rabbits showed corneal ipacity. Azt 7 days, 1/6
rabbits showed corneal Gpacity and conjunctivilis. The remaining
five rabbits showed no irritation in cornea, iris or conjunctival.
The score of 1 was given to the corneal opacity present in the
rabbit at day 7. .

TOX Category II: WARNING

Exhibit 158 - Report - A Primary Dermal Irritation Study of Aquathol on
o Abraded and Non-Abraded Skin of New Zealand Albino Rabbits -
Cannon Laboratories, INc - April 12, 1977.

Test Material: Aquathol liquid

abraded skin of fur clipped trunks of six albino rabbits under an.
imprevious cuff for 24 hours. Observation was at 24 & 72 hours after
exposure. o

Classification: Core-Minimum Data

10X Categery IV: CAUTIOHN
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Exhibit 159 - Report - The Acute Dermal LDg of Aquathol on New Zealand
. Albino Rabbits - Cannon Laborgtories, Inc - May 4, 1977.
Test Material: Aquathol liquid : ’ .
Method : Three groups of 4 MNew Zealand albino rabbits (2M & 2F), 2.3-3.0
~ kg BW, received 2, 5 and 10 gm/kg BW doses of Aquathol on fur
clipped backsfone half of the animals were abraded) under an
imprevious cuff for 24 hours. Observation for.14 days.
Results: LDgy = 5.0 gm/kg (both sexes)
Toxic Signs: edema, erythema
Bocy Weight: not reported '
Necropsy: not reported

Classification: Core-Minimum Data

70X Category III: CAUTION .

Exhibit 160 - Report on Oral LDgp in Rats - Cannon Laboratories Inc - May 4,
1977. : :

Test Material: Aquathol

Method: Five groups of 10 Sprague-Oaw]ey rats (5M & SF) received by oral
intubation 150, 250, 350, 450 and 5000 mg/kg BW doses of test
« ' material. Observation was for 14 days.
Results: LDSO = 329 mg/kg (boﬁh sexes)
Toxic Signs: decreased activity, ptosis, piloerection
Body Weight: Losses regzined within 5 days
Necropsy: Wo outstanding gross pathology

Classification: Core-Minimum Data

70X Category Il: HARNING

Exhibit 161 - Report - A Primary Dermal Irritatioh Study of Aquatol Granular
on Abraded and Hon-Abraded Skin of Hew Zealand Albino Rabbits -
Cannon Laboratories, Inc - April 12, 1977.

Test Material: Aquathol Granular
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Method: 0.5 gm of test material was applied dermally to abraded & non-
abraded fur clipped skin of backs of six male albino rabbits
under an imprevious cuff for 24 hours. Observations were made
at 24 & 72 hours. after exposure.

Results: Ho irritation at 24 or 72 hours

Classification: Core-Minimum Data

TOX Category IV: CAUTION

Exhibit 162 - Report - The effects of Aquathol Granular on eye muscosa of
New Zealand Albino Rabbits - Cannon Laboratories, Inc -
May -2, 19717. ‘

Test Material: Aquathol Granular

Method: 0.1 am of test material was instilled (ground up in a motar by )
pestle for about 3 hours before administrations; into the conjunct-
jval sac of the left eye, with the untreated right eye serving
a control, of six New Zealand albino rabbits, £.0-2.5 kg BW.

Observation was made periodically for 7 days.

Results: Corneal opacity present in all treated eyes (€/6) at 7 days;
conjunctivitis & iritis present at 7 days. Corrosive.

Classification: Core-Minimum Data

>

TOX Category 1: DANGER

Exhibii 163 Peport - The Acute Dermal LD50 of Aquathol Granular on New
- Zealand Albino Rabbits. )

Test Material: Aquathal. Granular

Method: Three groups of 4 rabbits (2M & 2F) received 2, 5 and 10 gm/kg of
test material on fur clipped trunks (one-half of animals were
abraded) under an imprevious cuff for 24 hours. Observation was
for 14 days. )

Results: LDgg > 10 gm/kg (both sexes) no deaths

Body Weight: not reported

‘ Hecropsy: not reported
Toxic Signs: No toxic-signs occurred

Classification: Core-Minimum Data

TOX Category II1I: CAUTION

- *
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Exhibit 164'Report on Oral L050 in Rats - Carnon Laboratories,-Inc -
May 11, 1977.

Test Material: Aquafhol Granular

Hethod: Five groups of 10 Spragué—Daw1ey Rats (5M & 5F), 200-300 gm Bﬂ;
- - _ received by oral intubation doses of 100, 500, 1000, 2500, and

5000 gm/kg of test material. Observation was for 14 days.

Results: LDgy = 1340 mg/kg (both sexes) ‘

Toxic Signs: Tloss of righting reflex, ptosis, death

Body Weight: Regain in body weight within 7 days.

- HNecropsy: HNo outstanding gross pathological changes.

Classification: Core-Minimum Data

TOX Category III: CAUTION

Exhibit 165-Report A Primary Dermal Irritation Study of I'ydrothol 191 Granu-
lar on Abraded .and Non-Abraded Skin of -New Zealand Albino Rabbits.
Cannon Laboratories, Inc. April 12, 1977.

(::> Test Material: Hydrothol 191 Granular

Method: 0.5 gm of test material was applied dermaly ¢ abraded and non-
abraded surfaces on fur clipped backs of s:x nzie Albino rabbits,
2.0-2.5 kg BY, under an imprevious cuff.for 2% hours. Observation
at 24 and 72 hours after exposure. X .

o : ‘Results: No irritation was exhi ited at 24 or 72 hours. ., .
Classisieeficu, (€U Mincmeun Aﬁk;7?atﬂr§9eny2w-gﬁuﬂ2£d
Exhibit 166 - Repart The Effects of Hydrothol 191 Granular on the eye
mocosa of Mew Zealand Albino Rabbits. Cannon Laboratories,

Inc. - May 2, 1977.
Test Material: Hydrothol 191 Granular

Method: 0.1 om of test material (ground up in a motar by pestle for 3 hrs.)
was instilled in the conjunctival sac of the left eye with the
- right eye serving as an untreated control in Six Hew Zealand Albino
Rabbits, 2.0-2.5 kg BW. Observations were made periodically for 7
days. . :

Results: Corrosive; severe corneal opacity in all rabbits (6/6) at 7 days
iritis, conjunctivitis also present.

Classification: -Core-HMinmimum Data

TOX Cateaory I: DAHGER -
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Exhibit 167 Report - The Acute Dermal LDgq of Hydrothol 191 Granular
on New Zealand Albino Rabbits. Cannon Laboratories, Inc.
May 4, 1977. » :

Test Material: Hydrothol 191 Granular
Method: Three groups of 4 llew Zealand albino rabbits (2m & 2F), 2.3-3.0
. kg BW, received dermally doses of 2, 5 and 10 gm/kg B of test
material on fur clipped trunks {one half of the animals were

abraded) for 24 hours under an impervious cuff. Observation was
for 14 days. )

Results: Mo deaths LDgg > 10 gm/kg
Toxic Signs: edema, erythema

Body Weight: not reported
Necropsy: no t reported

Classification: Core-Minimdm Data

TOX Category I11: CAUTION

Exhibit 168 - Report on Cral LDgg in Rats - Cannon Labcratories, Inc. -
May 11, 1977.

Test Material: Hydrothol 191 Granular (10% Suspension)
Method: Five groups of 10 Sprague-Dawley rats (5M & SF), 200-300 gm BN,
. received by oral intubation doses of 1000, 2000, 3000, 4000 and
5000 mg/kg BY as a 19% suspension in distilled water. Observa-
tion was for 14 days.
Results: LDgg = 1540 mg/kg (both sexes)

Toxic Signs: decreased motor activity, ptosis, piloerection

‘Body Height: Body weight loscess regained after'7 days.

Mecropsy: ‘o outstanding gross pathological changes.

Classification: Core-Minimum Data

TOX Category III: CAUTION

Exhibit 169 Peport - A Primary Dermal Irritation Study of Hydrothol 47 Granular

on Abranded and Hon-Abraded skin of New Zealand Albino
Rabbits - Cannon Laboratories, INc. - April 12, 1977.

Test Material: Hydrothol 47 Granular

25
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TOX Catedory III: CAUTION

~ ' 000669

Method: 0.5 gm of test material was applied dermally tp abraded and
- non-abraded skin sites on fur clipped back of six New. Zealand
Albino rabbits, 2.0-2.5 kg under an impervious cuff for 24 hrs.
Observations at 24 and 72 hour after exposure.

Results: mild edema on abraded skin at 24 hours; no irritation at 72
hours. :

Classification: Core-Minimum Data

TOX Category IV: CAUTION

Exhibit 170 Report - The effects of Hydrothol 47 Granular on the eye
mucosa of lew Zealand Albino Rabbits - Cannon Laboratories, Inc.,
May 2, 1977. :

Test Material: Hydrothol 47 Granular

Method: 0.1 grm of test material (ground up in a mortar by pestle for 3
hours) was instilled in the conjunctival sac of the left eye of
six New Zealand albino rabbits, 2.0-2.5 kg BH, with the untreated
right eye serving as a control. The treated eyes were scored
periodically for 7 days. :

Results: Comp]eté corneal opacity iritis and conju}ctiVitis at_7 days.

Classification: Core-Minimum Data

TOX Category I: DANGER

Exhibit 171 Report - The Acute Dermal LD_  of Hycrothcl 47 Granular on New
Zealand Albino Rabbits - CannBn Laboratories, Inc. - May 4, 1977.

Test Material: Hydrothol 47 Granular - ground-up with mortardnd pestle
before used. :

Hethod:. Three groups of 4 dew Zealand a sino rabbits (2M & 2F) per group,
2.3-3.0 kg BW, received dermally doses of 2, 5 and 10 gm/kg BW on
the fur clipped trunks (one half of the animals were abraded) for
24 hours under an impervious cuff. Observation was for 14 days.

Results: No deaths, LDg5g > 10 gm/kg (both sexes)

Toxic Sians: erythema

Body Weight: not réported

lecropsy: not reported

Classification: Core-Hinimum Déta

28
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} ' Exhibit 172-Report on Oral LD, in Rats - Cannon Laboratories, Inc.,
Hay 11, 1977. ) .

Test Material: Hydrothol 47 Graaular - a 10% suspension in distilled
water.

e A R AT T,

Hethod: Five groups of 10 Sprague-Dawley rats (54 & 5F), 200-300 gm BW,
received by oral intubation doses of 250, 500, 1000, 2000 and H
5000 mg/kg BW of test material. Observation was 14 days. :

P i

Results: LDgq = 1860 mg/kg (both sexes)

AR FEAT < %

Toxic Signs: decreased locomotor activity, piloerection ptosis, death.

': Body Weight: Body weight lossess regained in 5 days.

% Necropsy: Ho outstanding gross pathological orgah changes.

% Classification: Core-Minimum Data

TOX Category II1: CAUTION

% (e

§ Exhibit 173. Report - The effects of Hydrothol on the eye mucosa of MNew

¢ Zealand Albino rabbits - Cannon Laboratoriss, INc., April 12,

F 1977. - ' ‘

3 . .

g @ Test Material: Hydout TH (i.B. 77-99-5)

:15, .

% “ethod: 0.1 gm of test material was jnstilled intc tne conjunctival sac of

3 the left eye of six New Zealand albino ratbits, 2.0-2.5 kg BY,

: ‘with the untreated right eye serving as a contrdol. Observations

§ were made periodically for 7 days. -

% Results: Complete corneal opacity iritis. conjunctivitf; in all rabbits

i (6/6) at 7 days. Corrosive.

% Classification: Core-tinimum Data ;

TOX Category I: DANGER

§ Exhibit 174. Report - A Primary Dermal Irritation Study of Hydout on Abraded

; : and llon-Abraded skin of ‘lew Zealand Albino Rabbits - Cannon

; Laboratories, Inc., April 12, 1977.

; Test Material: Hydout (TM)

-WE B Method: 9.5 gm of test material was applied dermally to abraded and non-

4 abraded skin sited on fur clipped trunks of six New Zealand albino -
rabbits under an impervious cuff for 24 hours. Observations were
at 24 and 72 hours after exoosure. '

i : Results:” erythema and edema in abraded skin at 24 hours in 3/6 rabbits. Ho

5 jrritation at 72 hours.

27
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~Classification: Core-Minimum Data 4

TOX Category 1V: CAUTIOH

Exhibit 175. Report - The Acute Dermal L05 of Hydout on New Zealand
Albino Rabbits - Cannon Labofatories, Inc., May 4, 1977.

Test Material: Hydout (TM) .

Method: Three groups of 4 albino New Zealand rabbits (2M & 2F); 2.3-3.0
kg BW, received dermally doses of 2, 5 and 10 gm/kg BW of test
material (one-half of animals were abraded) under an impervious
cuff for 24 hours. Observation was for 14 days.

Results: Mo deaths, LDgg 210 gm/kg

Toxic Signs: normal

Body Weight: not reported

Necropsy: not reporfed

Classification: Core-Minimum Data

TOX Cateqory III: CAUTION

‘Exhibit 176. Report on Oral LDgg in Rats - Cannon Laborato}ies. Inc.,

May 11, 1976.

Test Material: Hydout (TM) 10% solution in distilled water.

Method: Five groups of 10 Sprague-Dawley Rats (5M & 5F), 200-390 gm B,
received by oral intubation doses of 100, 500, 1000, 2000 and
5000 mg/kg BW of 10% aqueous solution of test material. Observa-

_ tion for 14 days. .

Results: LDgg = 600 ﬁg/kg (both sexes)

Toxic Signs: decreased ]otomotor activity, ptosis

Body Weights: - Losses regained within 3 days.

Jdecropsy: pale kidney in 5009 mg/kg group

Classification: Core-Minimum Data

T0X Category 11I: CAUTION

£
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Exhibit 177 Report - The effects of Des-i-cate/Accelerate on the eye
: mucosa of Hew Zealand albino rabbits - Cannon Laboratories
Inc., April 12, 1977. :

Test Material: Nes-I-cate/Accelerate
Method: 0.1 ml of test material vas instilled into the conjunctival
sac of the left eye of Six New Zealand albino rabbits, 2.0-

2.5 kg BY, with the untreated right eye serving as a control.
Observations were made periodically for 7 days.

Results: Corrosive (2/6) rabbits died at 72 hours. Complete 6 corneal
opacity, iritis, conjunctivitis in survivors at 7 days.

Classification: Core-Minimum Data

T0X Category I: DANGER

Exhibit 178 Report - The Acute Dermal LDgq of Des-1-cate/Accelerate on
New Zealand Albino Rabbits - eannon'Laboratcries, Inc.,
May 4, 1977.
Test Materig]:' Des-1-Cate/Accelerate
Method: Thtee groups of 4 rabbits (2M & 2F) received cermally on fur
clipped trunks {one half of animals arradedh_ccses-of 100, 300

and 500 mg/kg BW under an impervious cuff for 24 hours. Observa-
tions were for 14 days. ' .

Resulis: LDgq = 300 mg/kg4(both~sexes)

Body Weight: nﬂt reported '

Toxic Signs: decreased locomotor activity, edema, eschar
Necropsy: not reported

Classification: Core-iinimum Data

T0X Category 11: WARUING

Exhibit 179. Report on Oral LDgq in Rats - Cannon Laboratories, Inc.,
ilay 4, 1977. ] '

Test Material: Des-I-Cate/Accelerate

Method: .five aroups of 10 Sprague pawley rats (SM & SF), 200-300 gm BW,
peceived by oral intubation doses of 250, 500, 750, 1000, and
5000 mg/kg B\ of test material. Observation was for 14 days.

Result: LDgg = 800 mg/kg (both sexes) .

Body Height: Losses regained in 6 days

Toxic Signs: decreased locomotor activity, ptosis, death ' 29
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Classification: Core-Minimum Data

" PResults: LCgp = 5.32 mg/L (both sexes) ‘ ' v*“p T
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Wecropsy: Thickening of pyloric stomach, hemorrahaging lungs .

Classification: Core-Minimum Data

TOX Category III: CAUTISW

Exhibit 180. Report - Acute Inhalation Toxicity of Aqualthol Granular,
Hydrothol 191 Granular, Hydrothol 47 Granular, Hydout -
Cannon Laboratories, Inc., May 23, 1977.
1. LCgq of Aquathol Granular
Test Material: Aquqﬂ%hol Granular
Method: Three groups of 10 rats (5M & SF), 200-300 gms, were exposed to
test material in a 40-L chamber at doses of 1.5, 2.5 and 16.66
mg/L for one hour. Observations were for 14 days.
Results: LCgq = 2.26 mg/L (both sexes)

Toxic Signs: Grooming, labored respiration, eye membrane irritation, in-
. activity, corneal opacity.

Body lleight: Weight losses regained after 7 days.

Jlecropsy: hemor#hage on lungs, mucous in lungs.

TOX Category 111: CAUTION

2. Test Material: Hydrothol 191 Granular

tlethod: Three groups of 10 rats (5i & SF), 200-300 gmd, were exposed to
test material in a 40-L chamber at doses of 1.9, 6.1 and 9.5 mg/L -
. for one hour. Observations were for 14 days.

Toxic Signs: Grooming, eye merbrane irritation, inactivity, corneal opacity, b

laboraed respiration. i

Body Height: Weight Tosses reqained after 7 days. - I

lecropsy: hemorrahage on lungs, mucous in lungs and trachea.

Classification: Core-Minimum Dat.

TOX Cateqory II: CAUTIOH

3. Test Haterial: Hydrothol 47 Granular

Method: T4ree groups of 10 rats (5M & SF), 290 to 300 gm B¥, were exposed
to-test material in a 40-L chamber at doses of 1.2, 2.3 and 4.1

mo/L for ome hour- Observations were for 14 days.

30




enyia 1 e s

R T IS

i

B 2]
3

D ot R

Classification: Core-Minimum Data

-31- - . - 000669
Y . ‘\
Results: LCg - 2.30 mg/L (both sexes)

Toxic Signas: Grooming, eye membrane irritation, inactivity, labored
respiration.

Body Height: Losses regained slowly.
Necropsy: hemorrahage on lungs, mucous in lungs and trachea.

Classification: Core-Minimum Data

TOX Cateaory I11: CAUTION

4. Test Material: Hydout

Method: Three groups of 10 rats (5M & 5F), 200-300 gm BW, were exﬁosed to
test material in a 40-L chamber at doses of 2.2, 3.7, 5.4 mg/L
for one hour. Obseryations were for 14 days.

Results: LCgg.= 3.70 mg/L (both sexes)

Toxic Signs: Grooming, eye membrane irritation, inactivity, labored
respiration.

Body Weight: Recovered slowly

Necropsy: hemorrahage on lungé, mucous in lungs and t+achea.

~ TOX Cateqory III: CAUTION

" TOX/HED: th:R.Engler:10-20-78 : - ~ -
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