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Dear TSCA Declassification Coordinator:

This submission is made in connection with the EPA 2010 CBI Declassification Challenge

initiative.
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to the first page of the enclosed revised public copy of the submission.

Very truly yours,

AndreaVf aiosi-

Enclosure

8 911 00 00 18 8

E.1 du Pont de Nemours and Company



Revised Public Copy - Submitted 03.16.11

Originally Assigned 8EHQ Number: 8EHQ-07-1 6807
Originally Assigned Bar Code: 88070000225

FO-R-DV PO USE ONLY Du Pont IlL S529-47

Scull Title

Inhalation Approximate Lethal Concentration of: roventin 7

Author

Rudolph Valentine

Study Completed On

September 29, 1987

Perforing Laboratory

E. 1. du Pont de ?lemours and Company,. Inc.
Haskell Laboratory for Toxicology and Industrial Medicine

Elkton Rnad, P. 0. Box 50
Newark, Delaware 19714

Medical Research No.

8119-001

Labaratory Project 10

Haskell Laboratory Report No. 529-87

Page 1 of 8

LL W46 4~ - klw



OU Pont JeLR 52947

GENERAL INFORMATION

Naterlal Tested: Ieidodlcarbonimidic diamide, N-(Z-vethyl-
phenyl )-

Medical Research No.: 8119-001

Haskel No.: 16.908

Ph~ial Form: White powder

Puri tvy Approximately 100%

Synonyms: a Proventln 7
a o-Tolyl biguanide

CAS Registry Number: 93-69-6-

Other Codes: NRO-317
lEot 1 N -35.908 8627C N.H., Item 3862

Stability: The test material was assumed to be stable
throughout the exposure phase of the test.

Sponsor: Textile Fibers Department
E. 1. du Pont de Nemours and Company, Inc.
Wilmington, Del aware

Material Submitted By: U. R. Kidder
Textile Fibers Department
E. 1. du Pont de Nemours and Company, Inc.
Seaford., Delaware

in-Life Phase
Initiated - Cmleted: 8/24/87 - 9/23/87

Notebooks: E-51312, pp. 71-145.

There are 8 pages in this report.
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Inhalation AMroximate Lethal Concentration -(ALC) of ,Proventin I

SUMMAR Y

Groups of-4, male Cr1 :CDOBR rats .iere exposed to particulate atmospheres
orProvent;. 7 lor a single, 4-hour period. 3Under the conditions of this
S't'f5, the ALO io6r Provent in I was 1400 mg/rn3. Based on the 'atmospheric
concentration of Proventin 7, this material is considered to be slightly
toxic on an acute inhalation basis.

Work by: ~, * I A.fw / ~
Robert T, Turner

Technician

Study Dlrect.ir: 'I S
Rudolph Valentine, Ph.D.
Research Toxicologist

Approved by:

Section Supervisor,
Acute and Developmental Toxicology Section

RV-.snk :1LR69. 12
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QUALITY ASSURACE DOCUMENTATION

STUDYs MR 8119-001 Inhalation Approximate Lethal
li# 16,908 Concentration of Proverstin 7

Because short-term studies are numerous and routine in nature,
representative studies from this test type are audited quarterly to ensure the
studies are designed and conducted in compliance vith the Good Laboratory
Prac tice Standards.

Repor ted byj 9-79 99a~lun,( ~
Kathleen L. Reed Date

Quality Assurance Auditor
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INTRODUCTION

The puepee of this study was to determine a 4-hour inhalation ALC for
Proventln 7 fa .41.e rats. The ALC was defined as the lowest atmospheric

co~cetrtt~itested that caused the death of 1 or more rats either on the
day of exposure or within 14 days post exposure. Except as documented in the
Study records, this study was conducted according to the applicable Good
Laboratory Practice Regulations.

MATERIALS AND METHODS

A. Animal Husbandry

Young adult male '"ri :CDOBR rats were received from Charles Rivet
Breeding Laboratories. Kingston, New York. Each -rat was assigned a
unique 6-digit identification number which corresponded to a numbered
card affixed to the cage. Rats were quarantined for one week prior to
testing, and were weighed arnd observed twice during the quarantine
period. During the test, rats were housed in pairs in 8" x 14" x 8'
susoended, stainless steel, wire-mesh cages. The rat assigned the lowerSnumber in each cage was identified by a slash In the right ear. Prior to
exposure. rats' tails and cage cards were color-coded with water-
insoluble markers so that individual rats could be identified after
exposure. Except during exposure, Purina Certified Rodent Chow* 05002
and water were available ad libitum.

Animal rooms were maintained on a timer-controlled, 12 houi-/12 hour
light/dark cycle. Environmental conditions of the rooms were targeted
for a temperature of 23" + VC and relative humidity of 50% + 10%.
Excursions outside these Fanges were judged to have been of Tnsufficient
magnitude and/or duration to have adversely affected the validity of the
Study.

B. Exposure Protocol

Groups of 6 rats. 8 weeks old and weighing between 229 and 288 grams.
were restrained in perforated, stainless steel cylinders with conical
nose pieces. Each group was exposed -nose-only *of a single, 4-hour
period to a particulate atmosphere of-,Proventin 71Tin air. Rats were
weighed prior to exposure, and were ofte-eved for'clnical signs of
toxicity during exposure. Surviving rats were weighed and observed daily
for at least 14 days post exposure, weekends included when warranted by
the rats' condition.
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C-A~lhere neraton

Particulate atmospheres of"Proventin 7.4ere generated by suspension
of the test material, either as 1upplied '6-9-after trituration with a jet
Mill. in an air stream. For two exposures, the test material was
delivered to a mixing tube with a K-TROll Model T-20 Twin Screw Volumnetric
Feeder and suspended with a high pressure air jet. The air flow
(approximately 30-70 L/mln) swept the suspended dust Into a 6000 m1
cyclonic elutriator. The cyclone removed the larger particles by
Impaction and allowed the smaller particles to enter the.38-L glass
exposure chamber. For other exposures, a jet millI was' used in the
generation system to Increase the amount of inhalable test material1. For
these exposures, the test material was metered into a Fluid Energy
Process A Equipment Company Model 00 Jet--Mi zer with a IC-TRON Model T-20
Twin Screw Volumnetric Feeder. Test material entering the jet mill was
entrained in an air stream (approximately 30 1/mmn) and pulverized by
impaction with other particles within a reduction chamber. The test
material exited the reduction chamber of the jet mill with a smaller
particle size and was swept into the exposure chamber. Particles
entering the exposure chamber were dispersed with a baffle to promote
uniform distribution within the chamber. Atmospheric concentrations of
Proventir, 7 were controlled by varying the test material feed rate and/or
the air flow rate. Chamber atmospheres were exhausted through a high
capacity fiberpac dust filter and a NSA filter cartridge prior to
discharge into a fume hood.

0. Analytical

Atmospheric concentrations ofiP-roventin 7 Pere determined at
approximately 30-minute intervals ly gravlmeti~c analysis during each
exposure. Known volumes of chamber atmospheres were drawn through
preweighed Gelman glass fiber filters. Filt-rs were weighed on a Cahn
Model 28 Automatic Electrobalances. Atmospheric concentrations of
Proventin 7 were calculated from the filter weight gain, determined from
the pre- and post-sampling filter weights.

Particle size (mass median aerodynamic diameter and percent particles
less than 10 um) was letermined with a Sierra Series 210 cascade impactor
during each exposure. During each exposure, chamber temperature was
measured with a mercury thermometer, relative humidity was measured with
a Bendix Model 566 psychrometer, and chamber oxygen content was measured
with a Biosystems, Inc., Model 3100 oxygen analyzer.

E. Records Retention

All raw data and the final report will be stored in the archives of
Haskell Laboratory for Toxicology and Indusirial Medicine, Newark,
Delaware, or in the flu Poqt Hall of Records, E. 1. du Pont de Newuours and5 Company, Inc., Wilmington. Delaware.
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RESULTS

A. Exposure Conditions and Associated Mortality

During most exposures, dense dust atmospheres of' -Proventin 7 b6ere
generated. Chamber temperature was 200C, relative h'XDIdity ra"Wg~ from
52-72%, and chamber oxygen content was 21%. Atmospheric characterization
and associated rat mortality data are summnarized below.

Characterization of Proventin 7 ;'Atmospheres
an socia ced Rat Mort ality

Concentration (g/&)a % Particles b Mortality
Mean S.D. Range < 10 umn ADb MWum)c (I deaths/# exposed)

250d 96 130 - 460 9 74 7.0 016
1600d 840 130 - 3100 9 40 12 0/6
830e 87 660 - 940 9 93 2.3 0/6

14,,e 160 1100 - 1600 9 91 3.0 116S2MOe 260 1900 - 2900 9 84 3.6 6/6

a Values shown represent the mean, standard deviation (S.D.), range and number
b of observations (n) for each exposure.Percent by weight of particles with aerodynamic diameter less than 10 urn.
C Mass median aerodynamic diameter.d Dust atmospheres were generated by suspension of the test material in an air

e stream and cyclonic elutriation.Dust atmospheres were generated~by s.uspension of the test material after
trituration in a jet mill.

B. Clinical Observations

Clinical signs of toxicity could not be detern~ned during the
exposures at atmospheric concentrations of 830 mg/rn or greater since the
dense particulate atmospherl prevented visual observation of the eats.
During exposure at 260 mg/in , rats did not exhibit an accoustic startle
response and had compound-c Ivered faces.* Immedi atel y following exposure,
all rats fromu the 2300 iug/m group were found dead. Surviving rats from
the other exposure groups exhi bi ted compound-covered faces, .3and red nasal
and ocular discharges. In addition, rats fronm the 250 mg/in group had red
eyes and rats from the 830 and 1400 mg/n groups exhibited gaspi~g;
labored breathing and dark eyes were also noted in the 140D ag/rn groupS rats immediately after exposure.
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*One rat from the 1400 rug/rn3 group was 'found dead within 24 hours of
exposure. Comion clinical signs or toxicity observed In surviving rats
during the postexposure period included compoumnd- itained faces, brOWn- or
compound-discolored fur, and bloid- or urine-stained perinefse. Rats from
the 250, 830, 1400 and 1600 mg/rn groups also exhibited 16sal and/or
ocular discharges. Same rats fromt the 830 and 1400 mg/rn groups had lung
noise and I rat fram the 1400 mg/m3 group exhibited hyperactivity and
hunched posture. Most rats from all exposure groups exhibited severe (up
to 23% of initial body weight) weight losses within 24 hours of exposure&

DISCUSSION AND CONCLUSION

Atmsphricconentatins fProventin 7 xceeding 1600 mg/rn3 (MW 12
urn) could not be generated with thre test mateyi1 as supplied and Initially
tested. To increase the atmospheric concentration of Proventin 7 and the
percentage of inhalable particles (particles with an aerodynamic diameter
less than 10 urn were considered inhalable), test atmospheres were Swerated

ijsng a jet mill . Uinder the conditions of this study, the ALr, for, Provent~n
7as 1400 mg/rn . Based on the atmospheric concentration of Pr~vekfn 7.
this material is considered to3be slightly toxic on an acute' fahaiati on bess
(AIC between 800 and 2000 mg/rm)

Calculation described in Sierra Instruments, Inc., Bulletin 7-79-2191M,
Instruction Manual: Series 210 Ambient Cascade IMpactors and Cyclone
Preators.
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