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DATE: October 30, 1973
SUBJECT: EPA File Symbol 352-
s Lorox 4L, Caswell @
FROM: Snerell A. Stgrling
: FHB/TSS 4
TO:

Robert Taylor
Product Manager (25)

Applicant: E. I. du Pont de Nemours & Co., Ince.
Biochemical Dept.
Wilmington, DE
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Backgzound

DuPont has submitted Acute Oral, Acute Dermal, Eye and Skin
Irritation studies in support of the conditional registration of
this product. Each of the studies was conducted at the Haskel
Laboratory for Toxicology and Industrial Medicine. In all of the
studies the test material was Lorox 4L. The method of support is
#cite~-All.” The Accession Number is 2378290.

Recommendations:

1. The signal word is “Caution” as proposed by the registrant.

2. The Acute Oral study is Core Supplementary Data until such

time as the 95% confidence range for the Acute Oral LDS

test can be explained. Also, the number of animals tesged
per dosage level (i.e., 20 at 1900 mg/kg; 30 at 2000 mg/kg
should be included with these data. After the submisgion of
this additional information, PHB/TSS can consider upgrading
the study classification to Core Minimum Data.

3. The Acute Dermal, Eye and Skin Irritation studies are
adequats and acceptable for the conditional registration of
this product.

4. An Acute Inhalation study was not submitted. Under the
wcite-All” method of support, this study need not be
submitted at this time.
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FHB/TES has nc objecticn, based on aéverse effecte on humans
en¢ domegtic animele, to the concitional registration of
thie product provideé that the following labeling revisions
are msde anc adéditional information or the Acute Ooral study
ig submitted (see Fecommencaticn &2). :

Lekelinc

1s

3.

she statemert "It is 2 viclation of Federal lsw to uEe this
prodoct in a manner ipconeisftent with ite labelirng™ must
appear directly underneath thke heading "Directiore for Use.”

The headinc "Hazerds to Humang™ shotld be changed to
®iazarce to Humare and Domestic animalz.® Thir stztement
must be preceded by the gignal worc. Therefore, the OICer
of Precautionary Statements should be (1) Child Bazard
warrning, (2) Signal Woxdé, (3) “"Harards to Humans angd
Domestic Apimels® heading fcllowed by the appropriate
precautionary etatements, (4) *pnvirommertal Hazarcgs”
beeding fcllowed by the appropriate statemernte. Format
labels have been enclosed for the convenience of the
regiegtrant.

Because cf the Toxicity Caztegory 1II reting or the Fye
Irritation stvdy, the followirg precautionary stztemente
mest be added to the labeling:

*In case of contact with eyes, immediately
flueh with plenty of water. Get medical
attention if irritation pereists.”

Review:

1.

Orsl LD,  Test; Report & 161-79; Marchk 6, 1979. -

50~

Procedure: 11 groups of 1¢ M ChR-CD strain rats received

oral dosages of 100C, 1500, 18506, 190¢, 19¢Q, 195G, 2000,
2660, 20€0, 3600, anc 4000 mg/kg of the test subegtance.

six groups of 1GF ChR-CLD etrain rate received oral dossges
of 1800, 200G, 2506C, 250¢, 3500, 4000 ma/kg cf the test
substarce. animals were observed 13-15 days, EUIrvivors
sacrificed at terminaticn of study ancé all anim:zls subjectec
tc gross pathological examinetion

Results: In the M groups nc deatks ezt 1G6C and 150C Eg/ kg2

at 1850 mao/kc 3/10 died; 1/20 deaths at 13C0 mg/kgs no
deathe at 1950 mo/kgy 16/30 cied at 2060 mg/kgs 9/10 diec at
both 3006 and 40G6 mc/kg. The LD_ . wze 2437 mg/kg with &
99 confidence range of 2059-56€1 mg/kg, slope was Be7e



2.

3.

Faw P groups saowed 2/1¢ deachs at 1289 a3/ kg; /310 daaias
at 2953 ag kgs 3723 gmaths st 2500 myg/ xeg; +/13 deaiks et

3330 aad £/13 dezanis 2n $0l5 m3irg. 2 W28 3935 ag/xg

s e o N L Ry .
with 1 953 confidence range of s5128-13430 By kg, slape wis
3.27.

Iyaproms wncludsd ataxia, Delly-toe-cxgs posTars,
carcmodasryorrizs, latharyy, stained faca/Ffur, exophthal=os,
lacrimation, prosiration, #alivatios, waadkniss, wel prrinedl
area, alodecia, snallow and rapid breathing, <Y2DOS13,
diarrnea, cornsal opacity, hulpsd postarz, iimpness, pallor
and piioecection. Patnological exsaination revealed: lungo—
heavy, nyperinflated, discolorely iiwer - darx, lobalar
markiags prominent; tuymas - discolored, mottieds
gastrointestibal tract = fillel warn paste-like maverial,
slougaing of Sguaacus =Fucasa and glanaclazr section) RIAXT -
firm: spleen - dimcolored; abnormal sizsj braisn - chasgz2 in
consistsncy; trachea - foamy exudate; kidneys -
nydroneparosis; tustis - sazliy adrenals ~ discolored.

stully Classification: Cors Supplamumiazy Data uatil such

ri®e a8 adlitional information is salmitted. An sxplasation
for the wides 953 confidence range iz the Acuce Orzl Lb,
study should e submitted. Also, tak reason for dosing 30
many aalsals iac the Vr7ul and 2000 mg/kxg lzvel snonlid be
eapiaincie.

3%kin Absorps-ion Lni“ in Kale and Female Rabbits;

Keport ¢ 746-73) Decamber 15, 1373,

Pro-elure: 5S¢ and S5F aidino rabbits with abraded skin
razaives an application of 2 g/kg of thes tesi matarisal.
sSxposure was for 24 hours under occlusive wrepe. Animals

wers observea for 14 days. At terminatioa of stady 28, 2r -
survivors wers: supiectead te pathologicai examination

Rasults: Ko morralities. ¥o siganificant gross
pathological alueratioas wsersz observad.

tncy Slasaification: Cors Minlaun Datae

Foxicity Category: ILI=CAUTIIE.

« 1mhabbiza ~ FPaderal Hazardous Substancaes
25 owceabar 13, 1373,

Procedur<: S.1 Al of w23t materill wis appiled into sas eye

of each of 5 albims rabpits. &Hcoriny At 2+, 439 and 72 kours.
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2asulrs: Ho «ffact obsarve? 20 COrnwe OI iIis. 3/8

exniblesd conjusctival redness, 4/5 exnibited ceajwactival
swelliang on Say 1; all scorzs werw O by 43y 2.

Stady —iagarfizatisg:  Cors Aipimaz Dato.

Toxiclzy Category 231l = ZAU0TLi0n

®alaral dazardous Subalancsas ALt -~ 3Xla Ircization T3l on
Rapbits; Report #673-78; ODeceaber 3, 1373

Procedurz: D.5 ml of test matarisl was applisd to 1atact
and abraded skin of 53 albino rabbits. Iha anliaals wers
eEposad wndar occlusive wiap £or 24 houwrs; observations at
2% anz 7Z DBOoWTk.

fdesults: Priaary Irricaction Iandsx was 1.1
BRI

Stady Slassification: corr Minimum Data. Individasl
escores wera not sudmitted.

Ponicity Tatezgory: IV

BD/PKB:SSterlinq:rt:274tDCR!13558:237!8:479-2018:12/13/79
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