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Recommendations:

Acute oral LDgy, acute dermal LDgn, acute inhalation LC 0; skin and eye
irritation stug1es and the paﬁ%ﬁag1on study are adequate. The TOX I
Category label proposed by the registrant requires the fol]owing change :

“Harmfu] or fatal if swa11owed" to “Harmfu] if swa]]owed, 1nha1ed or

~ absorbed through the skin."

The formulation is a skin sensitizer and appears to induce phototox1c1ty.
However, the phototoxicity study is classified "Invalid" until further
c]ar1f1ed accord1ng to reasons stated in the review.

*The formulation is a candidate for the Restricted Use classification

" because. corneal opac1t1es which were not reversible dur1ng 7 days post-

treatment were observed in the eye 1rr1tat1on study.
**No RPAR criteria have been exceeded.

*xxStudies by Industrial Bio-Test Laboratories, Inc. were submitted and will
require va}idation prior to registration of the product. .

Review:

I. Acute Oral Potentiation Study with Onyxide - 200 and deium Omad1ne,
40% in Albino Rats (Industrial Bio-Test Laboratories, Inc., IBT No. 8530-
10054, 3/11/77, submitted by Olin Corp., 10/5/77, Acc. #232145)

A. Acute Oral Potentiation Study

1. Procedure

a). Young a1b1no rats (COBS), 150-262g, were divided into 12 groups of 10
animals each (5 males and 5 females) and were administered the following
by gavage: 400, 600, 900, or 1350 mg/kg of Onyxide - 200, 900, 1350,
2025, or 3038 mg/kg of Sodium Omadine, 40%; 900, 1350, 2025 or 3038 mg/k¢
of a mixture of 24.19% Omyxide - 200 and 75.81% Sodium Omadine, 40%. ;

EPA FORM 1320-6 (ﬁEV. 3-76)




Animals were fasted 24 hours prior to treatment. Observations of mortality,
body weight changes, and reactions were cont1nued dur1ng 14 days post-
treatment. Necropsies were done.

2. Results

a). Mortality: OUnyxide - 200 LDgn = 710.77 - (234 51-954.43) mg/kg; Sodlum
: Omadine, 40% LDgq = 2125. 8 ( ?892 9-2669.4) mg/kg, Equitoxic mixture of

Onyxide - 200 ang Sodium Omadine, 40% LD50 = 1464.1 (1187 6-1804.9) mg/kg.
b). Body Weight Changes Unremarkable

c). Toxic Symptoms Onyx ide-200 - Hypoactivity, salivation,lacrimation,’
muscular weakness, prostration, labored breathing, d1arrhea Sodium
Omadine, 40% - Lacrimation, cyclic running, vasodilation, hypoactivity,

ptosis, 1abored breathing, sa]1vat1on diarrhea, excretion at nostrils, diu-
resis, intermittent convulsions, muscular weakness, prostration; Mix-
ture of Ongfide-200 and Sod1um.0mad1ne, 40% Same as for Sodium Omadine,

. 40% less ptosis. : —

d). Necropsy:

i. Decedents: 0nyx1de -200 - Red 1ungs, gastro1ntest1na1 hemorrhages,
s]1ght1y pale kidneys, abnormally dark spleens; Sodium Omadine, 40% -
Same as for Ony ide - 200 plus pale areas on livers; Mixture of Onyxide-20(
and Sodium Omadine, 40% - Same as for Sodium Omadine 40%.

ii. Survivors: Unremark able except for necrotic stomach 1ini 3s in 3 anima 1
_given the m1xture of Onyxide-200 and Sodium Omad1ne, 40%.

':3. Conc]us1ons
a). -C]ass1f1cat1on Core Guide]ines

b). Neither sample potentiated acute oral toxicity of the other, i.e., the
observed LD5p, 1.464 g/kg and the theoretical LDgg, 1.418 g/kg, values
of the equitoxic mixture are approximately equa]

II. Acute Aerosol Inhalation Tox1c1ty Study with Triadine-10, 70% Active,
Sample No. 873158 “in Rats (Industrial Bio-Test Laboratories, Inc., IBT
No. 8562-10345, 3/14/77, submitted by O01in Corp., 10/5/77 Acc. #232145).

A. Acute Aeroso] Inha]at1on Toxicity Study
1. Pnocedure

a). Ten (5 males and 5 females) albino rats (Charles River) were exposed
for 1 hour in an 80L inhalation Chamber to 7.44 mg/1 air of test
material (nominal concentration) generated as aerosol in clean dry air
(6 t/min). After exposure, animals were bathed, dried, ‘and observed
for mortality, body weight changes, and toxic symotoms during 14 days
post-treatment. Necropsies were done.
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Results
Mortality: NoneilCgy = /. 44 mg/ air.

Body Weight Changes (Gain): Males, 81 g, Females, 22 g.

. Toxic'Symptoms: Unremarkable

Necropsy: Unremarkable

. Conclusions

Classification: Core-Minimum Data

Although only 1 dosage level was used, results show that 1t was adequate]y‘
high to show low toxicity of the test compound.

TOX Category: III. 7 A
Acute Toxicity Studies w1fh Triadine- 10, 70% Active (Industr1a7 Bio-Test
Laboratories, Inc., .IBT No. 8530- 10344 7/14/77 submltted by 011n Corp.
10/5/77 Acc. #232145) ‘

Acute Oral Toxicity Study - A1b1no Rats -
Procedure '

Young albino rats (COBS), 174 -296g, were d1v1ded into 6 groups of 4

animals - each ( 2 males and 2 females) and were administered 266.7, 400, 6(

900, 1350 or 2025 mg/kg of test material by gavage. Observations for

mortality, body weight changes, and redtions were recorded dur1ng 14 days .

post-treatment. Necropsies were done.

Results
Mortality: LDgg = 734.86 (485.99-1176.5) mg/kg.
Body Weight Changes: ‘Unremarkable -

Toxic Symptoms: Hypoactivity, salivation, muscular weakness, diarrhea,
labored breathing, prostration,diuresis, emaciation.

Necropsy
Survivors: Necrosis in stomach lining.
Decedents: Pale kidneys, gastro1ntest1na1 hemorrhages, chemical burns
: : in stomach linings, a red lung in one animal, pale liver,
pale spleen, fat depletion in one animal, distended
gastrointestinal tract.

Conclusions
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Classification: Core-Minimum Data

Only 2 animals/sex/dose were used; but use of b aose ievels’ improves
acceptability of the study.

'TOX-Categdry: 111

. Acute Dermal Toxicity Study - Albino Rabbits

Procedure

Thirty-two young adult albino rabbits (Mew Zealand}, 2.3-3.46 kg, were. = .
divided into 8 groups of 4 animals each (2 males and 2 females) which '
received dermal applicationsof 177.8, 266.7, 400, 600, 900, 1350, 2025
or 3038 mg/kg of undiluted test material under occlusive dressing. Backs

were shaved 24 hours before application. Test sites of (1 male and 1 '
female)/dose were abraded. Dressing and residual test material were

removed at 24 hours post-treatment. Observations of mortality, ‘local

 reactions, toxic symptoms, and body weight changes were continued during

‘14 days after treatment. Necropsies were done.
Reéu]ts / : . ;

Mortality: LDgg = 854.4 (409.2-1784.2) mg/kg.
Body)wgight Changes: Unremarkable

Toxic Symptoms: Diarrhea, tonic convulsions, hypoactivity, diuresis,
prostration.. .

Lbcal Reactions:' Erythema, edema, second degree burns, focal third
' degree burns, subdermal hemorrhages at 24 hours post-
treatment; erythema and edema at 7 days post-treatment;
' .second degree burns, escharosis, and focal necrosis
at 7 and 14 days post-treatment. :
Necropsy | B
Survivors: Pale kidneys, enlarged gall bladder, body fat depletion,
discolored large intestine, red lung, emaciation, pale liver,’
pale spleen, lung edema. : . ,
Decedents: Moderate and advanced post-mortem autolysis. -
Coﬁclusiohs |
Classification: Core-Minimum Data

Only 2 animals/sex/dose were used, but use of 8 dose levels improves
acceptability of the study. S . ‘

. TOX Category: I



a).
b).
IV.

.- Procedure

. P.I. Index = 6.3/8.0

Eye Irritation Study - Albino Rabbits

. N ramion

Into each right eye of 6 young albino rabbits (Mew Zealand), 10-13

weeks old, was instilled 0.1 ml of undiluted test material. Untreated
left eyes were controls. Eyes were not washed after treatment. Injuries
were scored according to Draize et al (1944) at 1, 24, 48, and 72 hours
and 7 and 14 days after treatment. : ' :

Results

Corneal damage, iritis, and conjunctivitis were evident throughout 14°

. days' post-treatment. Corneal opacity was observed in all rabbits

throughout 14 days' post-treatment.
Conclusions. |

Classification: Core-Minimum Data
Effgct of washing eyes after_treatment was not eva]uéted.

TOX Category: 1 , |
Priméky Skin Irritation Test - Albino Rabbits
Procedhre .

Onto intact and abraded teét sites, each of- 6 young albino rabbits
(New Zealand), 10-13 weeks old, received dermal -applicationsof 0.5 ml
of undiluted test material under occulsive dressing. Test sites were
shaved prior to application. Dressing and residual test material were
removed at 24 hours post-treatment. Injuries were scored according to
Draize et al. (1944) at 24 hours and 72 hours post-treatment. ‘

Results

RN

Local Reactions: »E?ythema, edema, subdermal hemorrhages, second degree
‘ chemical burns.

Coné]usions

Classification: Core Guidelines

TOX Category: II

'Skin Sensitization Test with Triadine-10 (70%) in Albino Guinea Pigs .

(Industrial Bio-Test Laboratories, Inc., IBT No. 8530-10667, 8/25/77,
submitted by 01in Corp., 10/15/66, Acc.#232145).

e

zed



b).

b).

Skin Sensitization Test
Procedure ‘ I e
Irritation Range —~Finding Test

Eight guinea pigs were divided into groups of 2 which were insulted’ -
with 0.5 ml of 0.1% ¢w/v), 1%, 10% or undiluted test material for 5
hours. Irritation was scored at 24 and 48 hours following applicatien
of test material onto each of 2 test sites/animal . ’ 2

Skin Sensitization Test

Ten guinea pigs were insulted with .5 ml of undiluted- test material
forShours. Four animals from the same population were controls. Each
treated animal was insulted 3 times/week/3 weeks with a single.closed
patch containing 0.5 ml of test material. Four weeks after final

exposure, test and control animals were challenged with test material.

Test sites were depilated, 24 hours post-challenge, and were scored for

irritation 3-5 hours after depilation. Irritation was scored, 24 and

48 hours after initial insult, 24 hours aftér each intermédiate insult,
and 24 and 48 hours after challenge. Test animals and new controls were
rechallenged (challenge 2), and irritation was scored 24 and 48 hours
post-challenge. . ' /

Results

Results of the range - finding test were unremarkable except for minimal )
erythema at 24 hours post-treatment on 1 test site. , ; Lo

Skin reactions included edema, erythema, chemical burns, and fissures.
Erythema and edema were evident following challenges 1 and 2 before and
after depilation. Escharosis was observed after challenge 2. Reactions
of control animals were unremarkable except for minimal erythema on 1
test site through 48 hours after challenge. Local reactions similar to
those exhibited by animals exposed to Triadine-10 were reported for anothe
group of test animals challenged with 0.05% (w/v) DNCB in. ethanol.

Conclusibns ’

Classification: Core Guidelines

Test material is a skin sensitizer. |
Phototoxicity Test with Triadine-10 (70%) in Albino Guinea Pigs

(Industrial Bio-Test Laboratories, Inc., IBT No. 8530-10667, 8/25/77,
submitted by 0lin Corp., 10/5/77, Acc.#232145).

‘Phototoxicity Test

Procedure

LN



a);

a).

ii.
b).
VI.

Sixteen albino guinea pigs were divided into 2 groups of 8 which were
designated Irradiated and Nonirradiated test groups. Test sites were
~depilated at 24 hours before dosing. Topically applied was 0.5 ml of
0.1% (w/v), 1%, 10%, or undiluted test material. Each concentration

of test material was applied to 4 animals. Local reactions were

evaluated at 24 and 48 hours post-treatment. Irradiated animals were

exposed to irradiation (2900-3200A) for 15 minutes at a distance of

- 35 cm from the source.

'Resu1ts :

Test data were reported for each test material concentration evaluated
on 4 an1mak/group for both Irradiated and Nonirradiated groups. Erythema
was evident on irriadiated and nonirriadiated animals receiving undiluted
‘test material and on'1 irradiated animal receiving 10% test material. \

Conclusions

‘Classification: Invalid (Prov1s1onal)

Numbers of an1mals d1v1ded into dosage and treatment groups are not

" clearly reported and require further exp1antat1on

Control data should be included with the results.
The test material is shown to be a skin photosensitizer.
Final Conclusions

Use of the signal word "Danger" propsed by the reg1strant is supported
as follows: N

Test Indicator \ - Tox. Category.
Acute oral LD5O , ‘ ITI
Acute inhalation LCgg : I
ﬂ(er(\'\(v’
Acute™LDeg 11
Eye irritation | ‘ I
. Skin irritation \ : ‘ I11



