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Recommendations:

1. The Acute Oral LD_., Acute Dermal LD 0’ Primary Skin
Irritation and Eye Irritation Studies are adequate to
partially meet the complete acute toxicological data
requirements for the conditional registration of this
product.

2. An acute inhalation study was not submitted with this
application. However, under the “"cite all"™ method of
support, this study will not be required.

3. The signal word should be changed to "Warning” based on the
regults of the Eye Irritation study..

4. Labeling revisions should be made as noted below.

S. PFHB/TSS would have no cbjection on the basis of adverse
effects to man, domestic animals and the environment, to the
conditional registration of this product with the label
revisions indicated below.

Labeling:

1. Based on the Eye Irritation study, the appropriate signal
word is “"Warning®.

EPA FORM 1320-6 (REV. 3-76)
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- white areas in 1nnqu7 5P showed lung abnormalities (1/5

darkened and mottled; 4/5 darkensd with white areas. At
2.034 g/kg, 8% &ied (5/8 no visible lesions, 2/8 blood at
nose and mouth, 1/8 hemorrhage in stomach); 3F died (3/3
bloody nose and/or ocular discharge); 3P showed lumg
abnorsalities (1/3 darkenmed snd mottled, 2/3 raised white
areas), 17 had no visible lasions. At 2.632 g/kg, 8K died
(7/8 bloody mnasal and/or oculer discharge, 2/8 brown material
around mouth); SP died (2/5 no lesioms, 1/5 blocdy ocular
discharge, 2/3 bloody comteants in stomsach); 1P ghowsd lung
abnormalities (red foci and raised white areas); 2F had no
visible lesioms. At 3.229 g/kg, 8M died (4/8 mo visible
lesions, 3/8 bloody ocular dischargs, 4/8 brown material at
2ose and mouth); 87 died {(4/8 bloody nmsal and/or ocular
discharge, 4/8 no visible lesiomns). At 5,126 g/kg, 8M died
(6/8 bloody sasal and/or ooulsar 4ischarge, 1/8 brown
material at sose and mouth, 2/8 no visible lasions); 8F died
(6/8 bloody nasal and/er ocular discharge, 1/8 darkened
longs, 2/8 no visikble lesions.

1D . calculated for M is 0.916 g/kg with 95% confidence

ra from 0,686 to 1.247; LD__ for ¥ is 2.322 g/kg with
958 confidesce range from 1.929 to 2.658. Slope of the dose
responrse curves are 2.318(M) and 2.876(¥). Average hody
veights increassd from day 0 to day V4.

Study Classification: Core Guideline Data.
Product Classification: Tox. Cat, III.
Acute Dermal Screen

Procedure: 3, 5P Mew Zealand White rabbits (2329-2735 q)
with abraded skin received an application of 2.0 g/kg of
the test sudstance with 24 hours occluded saxposure. Animale
vers observed for 14 days, sacrificed and subjected to gross
BECLOPSY .

Regults: Wo mortalities, micreoscopic examination of skin
showed 7/10 had slightly diffuse fibrosis of cuter dermis, 2/
10 had superficial infection of epidermis and 1/10 appeared
acrmal. At gross necropsy 8/10 had no visible lesions, 2/10
showed white areas on liver. One animal showed external
signs of diarrhea. Average body weights incresased through
dly 14.
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Study Classification: Core Guideline Data

Product Classifica t  Tox. Cate XI1I., The 4ata
sufficiently astablished that ths acute dermal LD

greater than 2 g/kg.

Bys Irritatiom

Procedurs: ¢.! ml of test material was applied into ome

ays of each of 9 Rev Zealand white rabbits. yc treatsd eyes
of 3 rabbits were flushed with lukewarm water for { minute
starting no sconer than 30 seconds after exposure; remaining
6 rshbbicts were unwashed. Scoring done at 24, 43, 72 hours,
4, 7, 4 and 21 days.

50 is

Resulte: At 24 hours cormneal opacity observed ia 6/6
unvashed ayes (soores = 1.0-1.5), 3/3 showed no signs of
orasal opacity in washsd eyes; 6/56 unweshsd eyes showed
slight ({ris abnormality {(ecores = 1.0), 3/3 washed eyes
showsd no advarss iris reaction. Conjunctivae in 9/9 showed
redness (scores = 1,5-3.0); 9/9 chemosis exhibited swelling
(scores = 1.0-2.5)7 3/6 unwashed eyes showed purulent
discharge (scores = 1.5-2.0). 1/6 unwashed e¢yss haéd no
discharge. Couorneal epithelial peeling (10%) seen 1/9 (in
unvashed eye groupi. At 7 days, 7/9 exhibitad no adverse
effects; 1/9 showed very slight rednesss in conjunctivae
(scors = 0.3) and 1/9 exhibited pannus (score = 0.5) in less
than one gquarter of the cornsa (score = 0.5) with redness in
conjunctivas {(score = 1,5). WNegative results 8/9 in sodium
fluoreacein exam, 1/9 read positive (less than 5%). At day
21 all sodium fluoroscein exams were negatives.

Study Classification: Core Guideline Data.

Product Classificat 1 Tax. Cat. 1I1,5/6 eyes with
oorneal opacity recoversd by Say 7.

Primary Skin Irritatiom

Procedure: 0.5 ml test material was applisd to each of 2
sites (1 abraded, t fmtact) on each of 6 Mew Zealand white
rabbits. All animals were exposed for 24 hours under
occlugsive wrap. Draise socering at 24, 72 and 96 hours.
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a
The subheading "Razards to Bumans®™ should be changed to rse
socmething like “HNazards to Numens and Domestic Animals”.

Under the human hasards section, the ststement "Aveid
coutact .e¢» Or clothing® must be dsleted. Instesd a
statement such as the fellowing must appear:

“Causes eye irritatiom. Do pot get in eyss,

on gkin or on clothing.®

A "Statement of Practical Treatment™ section should be added
to the precautionary statemeats and should read something
1ike:

®In case of comtact with eyss, flush eyes

with pleaty of water for at least 15 minutes.

Call a physicien.”

A precautionary statament shouid be addoed which reads

something 1ike the fellowing:
Avoid coataminaticn of £o00d and feed.”

Reviow:

The following studies wers oconducted om the product for
registration, EPIC 78, at Raltech Scientific Services, Irc., in
Madison, WI. Studies were dome wumder parchase order number
D-477390-R, reported August 9, 1979,

i )

Oral Defined Q“

Frocedure: Groups of 8M,8F »nm-buﬂny rats (200~
299%g) received orail dosages at levels of 0.308, 0.807, 1.201,

24834, 2.632, 3.229 and $.126 ¢/kg. Observations made at 1,

2.5, 4 hours and daily thereafter for 14 days. MNortalitiass
noted; survivors sacrifioced at 14 days. All amimals received
gross pathologiocal examinstion.

Rasulte: At §.508 g/kg M diea (bloody mose and meuth
Severs hemorrhage in thymus)) SK showes lung nhnomu;iu
{4/5 darkensd, 3/5 showed whiite arsas); 2% had mo visible
¢ 5P showed lung abnormilities (2/5 Sarksned, 5/%

white foci); 2P Bada %o visible lesioms. At 0.807 kg, &M
::::5 : !/: stemach hemorrhage, 1/4 darkened lungs, 2/4 no
Mestey ® lesions)) M ghowsa lung abnormalities (vhite areas);
— 4 1o visible lesions; 67 showed lung sbuormalities {5/6
mhud[-onlod, 3/6 white aress); 1r exhibited bemorrhagic

48 in thyaus; 27 had no vigidle lesions. at 1.28% §/kg
6% died (4/¢ bBlooa &t noss and mowth, 1/¢ cannibel izged cnd'
Bacous in smeil intestine, 1/6 no visible lesion); 28 hag




WO

Results: At 24 bours, 34/24 sites showed erythama

(scores = 0.%5-2.0), 3/12 {ntact sites sxhibited edemzs (scoress
= 0,5-2.8) and 10/12 abraded sites showed edema (scores = 1.0
=2:.0)+ At 72 hours &/12 abraded sites exhibited erythesa
{wcores = 0.5-2.8) and 11/12 abraded sites showed erythema
{scores =0.5-2.5); 4/12 intact sites showed edema (ecores =
1.0-2.0) and 6/12 abraded sites exhibited sdoma (scoras »0,.5-
1.8} Eowaver, in 8/12 N erythema scores increassd and 3/12
N edema scores increased from 24 to 72 hours. o P scores

incresssé.
8 Classif t Core Rinimsm Bata

Product Clasgification: Tox. Cat. III.
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