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Dear Sir or Madam:

This notice is being submitted by Rhéne-Poulenc Ag Company (RPAC) to the Environmental
Protection Agency (EPA) in accordance with the provisions of Section 8(e) of the Toxic
Substances Control Act (TSCA), 15 USC § 2607 (e).

We are submitting the resuits of several toxicity studies on RP 020630 [CAS number and name:
39807-15-3 and 3-[2,4-dichloro-5-(2-propynyloxy)phenyi]-5-(1,1-dimethylathyl)-
1,3,4-oxadiazol-2(3H)-one]. This compound is being study for research and development
purposes and is currently in development as a pesticide.

No claims of confidentiality are made for this submission.
Results from several toxicity studies are summarized in the following paragraphs.

Dogs: Two 28-day dietary studies were conducted and included levels ranging from 30 to
27,000 ppm. Dietary levels of 3000 ppm and higher produced decreases in food consumption
and body weight gain. Dark yellow urine was noted sporadically at 3000 and 27,000 ppm.
Statistically significant increases in alanine amino transferase and alkaline phosphatase along
with pigment accumulation in the liver were observed at 800 ppm and higher. A 52-week
study was initiated at dietary levels intended to achieve doses of 1, 5, and 50 mg/kg/day. This
study was terminated early due to significant a decreases in food consumption and body wesght
gain. Statistically significant increases in alanine amino transferase and alkaline phosphatase
and orange urine along with increased porphyrins in the urine were also noted at 50 mg kg day.
Since this study was terminated early, histopathology was not performed.

Teratology: In a definitive developmental toxicity study, rats were administered doses of 20,
100, or 500 mg/kg/day (25 females/group) on gestation days 6 through 15 inclusive. At 500
mg/kg/day, maternal body weight gain was significantly lower than control for gestation days
16 through 20, but no effect on body weight was noted during the dosing period. A signiticant
decrease in the mean number of live fetuses per litter and increases in the mean number of dead
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fetuses per litter, late resorptions per litter, and percent post implantation loss were observed
at 500 mg/kg/day. Fetal weights were significantly decreased at 100 and 500 mg/kg/day (see
attached table). Significant increases in pales fetuses, dark amniotic fiuid, spongy appearance
of heart muscle (fixed fetuses only), fluid in abdominal and thoracic cavities, less than 5 caudal
vertebrae, and incomplete ossification of nasal, frontal, parietal, and occipital bones were
reported at 100 and 500 mg/kg/day. Increases in the incidences of edematous fetuses,
abnormal shaped hearts, large anterior fontanelle, abnormal ossification of occipital bone,
unossified inferior incisors, wavy ribs, abnormally ossified ribs, bent scapula, bent acromion,
abnormally ossified atlas arch, and incomplete ossification of interparietal, tympanal,
basisphenoid, basiocciopital, sternebrae, vertebrae, pubic, ischium bones, and phalanges were
also reported at 500 mg/kg/day. Many of these findings, particularly for the fetal skeletal
evaluations, were previously observed in the preliminary developmental toxicity study in rats
and reported to EPA under Section 8(e) on September 1, 1994. However, edematous fetuses at
500 mg/kg/day and indications of this effect at 100 mg/kg/day were not observed in the
preliminary study.

A preliminary developmental toxicity study was conducted in rabbits at doses of 0, 50, 100,
250, and 500 mg/kg/day (10 females/group) administered on gestation days 6 to 18 inclusive.
Spontaneous abortions occurred in two females at 250 mg/kg/day and in five females at 500
mg/kg/day. Statistically lower maternal body weight gains were observed at 250 and 100
mg/kg/day. Weights of male fetuses were statistically lower than control at all doses but
without any dose-response relationship. Weights of female fetuses were also lower than control
at all doses, but statistical differences were observed only at 50 and 500 mg/kg/day. No
significant findings were noted in the external, visceral, and skeletal examinations of the
fetuses.

Mice: Dietary levels of 200, 2000, and 7000 ppm were administered to CD-1 mice
(10/sex/group) in both the 28-day and 90-day studies. No evidence of toxicity was observed
" during the in-life phases of either study. Microscopic evaluation showed hepatic centrilobular
hypertrophy and hepatic accumulation of dark brown pigment at 2000 and 7000 ppm. The
accumulation of pigment in the liver is consistent with a compound producing porphyruria.

Rats: In a four-week study, RP 020630 was administered to rats via dietary admixture at
levels of 0, 600, 6000, or 20,000 ppm (5 rats/sex/group). No indications of significant
toxicity were noted during the in-life phase of the study. At study termination, microscopic
examination revealed a higher incidence of follicular hypertrophy in the thyroid at 6000 ppm
in males and 20,000 ppm in males and females and hepatocellular hypertrophy at 20,000 ppm
in females.

In an ongoing two year rat study with dietary levels of 0, 20, 50, 500, and 5000/10,000
ppm, an increase in urinary porphyrin level has been observed at the highest dose level after 7,
12, and 25 weeks of treatment. No change in urinary porphyrin has been observed in the other
dose groups. The high dose level in this study was decreased from 10,000 to 5000 ppm in Week
10 after animals failed to gain any weight between Weeks 5 and 10.

Further questions regarding this submission may be directed to the undersigned at 919-549-
2222.

Sincerely,

Glenn S. Simon, PhD, DABT
Director of Toxicology
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: 2 3 _ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
i g WASHINGTON, D.C. 20460

Glenn S. Simon, Ph.D., DABT

Director of Toxicology ' OFFICE OF
F.-héne-Poulenc PREVENTION, PESTICIDES AND
P.O. Box 12014 TOXIC SUBSTANCES

2 T.W. Alexander Drive
Research Triangle Park, North Carolina 27709

‘APR 1 8 1995

your oi-garjization under Section :'(e)! of' the Toxic Substances
Controi' A {(TSCA). For your re arence, copies of the first
page(s) of your submission(s) are enclosed and display the TSCA
§8(e) Document Control Number (e.g., 8EHQ-00~-0000) assigned by
EPA to your submission(s). i
$5339 :-_fll. ‘1' ., LOW—Uup_ ©O1

W ! i o
to the reverse side of this

EP@ azknowledges the receip* of information submitted by

=19 11 LI3 L
page for “EPA Information Requests" .

All TSCA 8(e) submissions are placed in the public files
unless confidentiality is claimed according to the procedures
outlined in Part X of EPA's TSCA §8(e) policy statement (43 FR
11110, March 16. 1978). Confidential submissions received
pursuant to the TSCA §8(e) Compliance Audit Program (CAP) should

already contain information supporting confidentiality claims.

This information is required and should be submitted if not done
so previously. To substantiate claims, submit responses to the
questions in the enclosure "Support Information for Confiden-
tiality Claims". This same enclosure is used to support

confidentiality claims for non-CAP submissions.

Please address any further correspondence with the Agency
related to this TSCA 8(e) submission to:

Document Processing Center (7407)

Attn: TSCA Section 8(e) Coordinator
office of Pollution Prevention and Toxics
U.S. Environmental Protection Agency
Washington, D.C. 20460-0001

EPA looks forward to continued cooperation with your
organization in its ongoing efforts to evaluate and manage
potential risks posed by chemicals to health and the environment.

Sincerely,

/ j‘”j’ K’ &)%A-J
Terf{ik. O'Bry&n
Enclosure ‘ BB;IE ) A Risk Analy=is Branch

(D Recycled/Recyclable
% Printed with Soy/Canola ink on paper that
contains at least 50% recycied fiber




Triage of 8(e) Submissions

Date sent to triage: APR 19 iac 3 CAP

Submission number: 4'/ 3 SZS-A' TSCA Inventory: Y N @

Study type (circle appropriate):

Group 1 - Dick Clements (1 copy total)
ECO AQUATO

Group 2 - Ernie Falke (1 copy total)

SEN w/NEUR

Group 3 - Elizabeth Margosches (1 copy each)

O {CTOX/ONCO IMMUNO

STOX/ONC CYTO NEUR

Other (FATE, EXPO, MET, etc.):

Notes:

THIS IS THE ORIGINAL 8(e) SUBMISSION; PLEASE REFILE AFTER TRIAGE DATABASE ENTRY

For Contractor Use Only

entire documenb 1 2 pages 1' & pages {1 Z
3

Notes:

Contractor reviewer : | Date: .4’/ 3’/ 7 ‘r




CECATS\TRIAGE TRACKING DBASE ENTRY FURM

CECATS DATA: = .
Submission # 8EHQ. ORAS —133A5 ™ sk, : : ONS:
0501 NO INFO REQUESTED _ INO ACTION RI PORTI D
TYPEGNTSUPP FLWP 0502 INFO REQUESTED (TECH) 0402 STUDIES PLANNE DAINDE RW AY
N 0 0503 INFO REQUESTED (VOL ACTIONS) 0407 NOTIFICATION Of WORKS ROTYIERY
v::z:._; NaMme,_Khone - Vo vlenc : 0504 INFO REQUESTED (REPORTING RATIONALF) 0404 LAREIMSDS (HIANGES
SPOS! : 0403 PROCESSMANDIL ING (HANGLES
4] S AUO.J)N EFER TO CHEMICAL SCREENING 0406 APP/USE DISCONTINUED
0678 CAP NOTICE 0407 PRODUCTION DISCONTINUED
0408 CONFIDENTIAL
sUB. DATE__O2 _OG [35 OTS DATE:___ O.b_r\w_ 95 CSRAD DATE: Ow_o_ T,m
+ \ v 1
CHEMICAL NAME: CAS#
1,2 4 - oxadiazol - _a(zH) - e 3- T q- 29807-15-3 < RP 020630
d.éhlovo ~ 5 - A 2 “Propy DYy | J-5- :
(11 - dimadiag| P+T,.. _Vl
: PEC . INFORMATION TYPE: PEC INFORMATION TYPE: PEC
0201  ONCO (HUMAN) o1 02 04 0216 EPVCLIN 010204 0241 IMMUNO (ANIMAL) 01 02 04
0202  ONCO (ANIMAL) o1 0204 0217  HUMAN EXPOS (PROD CONTAM) 01 0204 0242  IMMUNO (HUMAN) 01 02 04
0203  CELL TRANS (IN VITRO) 01 0204 0218  HUMAN EXPOS (ACCIDENTAL) 010204 043  CHEM/PHYS PROP 010204
0204  MUTA (IN VITRO) 01 0204 0219  HUMAN EXPOS (MONITORING) 01 0204 0244  CLASTO (IN VITRO) 010204
0205  MUTA (IN VIVO) 00204 0220  ECO/AQUA TOX 010204 0245  CLASTO (ANIMAL) 01 02 04
0206  REPRO/SERATO (HUMAN) 1 0204 021  ENV. OCCCRELFATE 01 0204 046  CLASTO (HUMAN) 01 02 04
©@28P REPRO/TERATO (ANIMAL) 01 0204 0222  EMER INCI OF ENV CONTAM 01 02 %4 & DNA DAMREPAIR 010204
0208  NEURO (HUMAN) 01 0204 0223  RESPONSE REQEST DELAY 010204 , PROD/USE/PROC " 010204
0209 NEURO (ANIMAL) 010204 0224  PROD/COMP/CHEM ID 010204 0251  MSDS 0102 04
0210  ACUTE, TOX. (HUMAN) 0l 02204 0225  REPORTING RATIONALE 01 6204 0299  OTHER 01 02 04
0211  CHR. TOX. (HUMAN) 1 02 04 026  CONFIDENTIAL : 01 0204
02 ACUTE TOX. (ANIMAL) . aee 0227  ALLERG (HUMAN) 016204
(21D  SUB ACUTE TOX (ANIMAL) nae 0228  ALLERG (ANIMAL) 010204
o214D  SUB CHRONIC TOX (ANIMAL) 616284 029  METABPHARMACO (ANIMAL) 01 0204
< 0215) CHRONIC TOX (ANIMAL) anezes 0240  METABFHARMACO (HUMAN) 01 0204
R10X
'DATA; NONCBIINVENTORY  ONGOING REVIEW SPECIES TOXICOLOGICAL CONCERN: USE: PRODUCTION:
YES vEs RroPREFER)KET ) e
(&)
CASSR  no No (CoNTINUE) "V Ra ‘

<IN .
Ly fDov - ¢ \?&\P g \Q\\R VQQ&\\MF;WR\\\\W“.\\\

\1§ — Lo - e BW &&MWM\W%
| o J




CECATS\TRIAGE TRACKING DBASE ENTRY FORM

: ) AT RIEPORTID

L g, 0295 -13325 ®ae A

o501 NO REQUESTED

. TYPECNTSUPP FLWP 0362 INFO REQUESTED (TECH) o 0482 STUDIS PLANNI DAINIE KW AY
| . _ 0 0303 INFO REQUESTED (VOL ACTIONS) 0083 NOTIFICATION (F WORKD RO IHI HY
SUBMITTER NAME: N.)O_)ﬂ QC...FBP . 0384 INFO REQUESTED (REPORTING RATIONALF) 0400 LABELAMSDS (VANGE S
: Cso » 0488 PROCESSHANDA.ING CHANGI S :
Aa S ompony JO CHEMICAL SCREENING 0406 APPAUSE DISCONTINUED
, _ - , _ CAP NOTICE - , , 9487 PRODUCTION DISCONTINUED
sus.oate__O2]ow [95 OTSDATE___ Ob__v_._w __ CSRAD DATE: OWT. ?w - _, _
. v T R T , S
y  CHEMICAL NAME - | CAS®

L3 4 -oxadyagel -2(sW)-ene 3-[394- © _2ou-15-3 < RP 020630
d.éhlero =5 .AD -propyny YohanytJ-5- -

(i1 -d ledgl)— LI | R
INFORMATION TYPE: | LEC - RSURMATONTY? o LEC RSFORMATION TYPE: LEC
@8 ONCO (HUMAN) aae @ evaN 00 641 IMMUNO (ANIMAL) 204
6202 ONCO (ANIMAL) Qe €217  HUMAN EXPOS (PROD CONTAM) @02  BMUNO (HUMAN) 2 04
0203  CELL TRANS (IN VITRO) T 6218  HUMAN EXPOS (ACCIDENTAL) 643  CHEMPHYS PROP 204
6284  MUTA (IN VITRO) | fnee - 6219  HUMAN EXPOS (MONITORING) ‘624  CLASTO (IN VITRO) 2 04
0205 MUTA (IN VIVO) Qo @3  BODAQUA TOX €4S CLASTO (ANIMAL) 2 04
@ * REPRO/SERATO (HUMAN) 2 @21  BNV.OCCCRELFATE €4  CLASTO (HUMAN) 204
REPRO/TERATO (ANIMAL) an e €222 - BMER INCI OF BNV CONTAM & ' DNA DAMREPAIR 204 -
638 . NEURO (HUMAN) Qe €223  RESPONSE RBQEST DELAY PRODASEAROC 204
9 NEURO (ANIMAL) T @  PROD/COMPICHEM ID es1  MsDS , 2 04
e TOX. (HUMAN) nee . 6223 . REPORTING RATIONALE ©» OoMHER = 2 04
0211  CHR TOX (HUMAN) (Y1) 622  CONFIDENTIAL R , .
212 ACUTE TOX. (ANIMAL) " . €221  ALLBRO (HUMAN) LT
(R1Y SUB ACUTE TOX (ANIMAL) au 6228  ALLERO (ANMIMAL) ,
m SUB CHRONIC TOX (ANIMAL) @ 0384 ” METARPHARMACD (ANIMAL) ) .
< 02130 CHRONIC TOX (ANSMAL) aa . METAMPHARMACO (HUMAN) R
yes - ves onoemeren) R8T, 0O 15, R«0D ]
CAS SR  no | NG (CoNI ms, Rar (i pshads a
wamrly Non - e S o _ . werke brrkqa:u
e e ki onemi ., Podnad ety 0. YA Davalepunckod $5) 2 2
o;?po\ Lev ASen gl ) e\ c?.v‘fn\ wb%.t\ €s o I 0 bsw? OPD.W}J\S)TJ. Dicrsr A \(l}\»\y%\f‘f\..

_, C Lt AE felise af 2\ dnes ou\u\. 0,250 asd STVT S P , )
: LT . N 7 - < . . . | , bowo
Comhidebdye Aot i oty 1, ot sy BT 52557 T

. . ’ - ‘ . .
(R 27 Ao ) dnys Spsliis fppred



’ . . CECATS\TRIAGE TRACKING DRASE ENTRY FORM R
Mﬁﬁ-..l).....«tib».—.mm%ﬁb.. o5 -123325 o, A A . FLWP : , u
: ; - 0381 NO INFO REQUESTED %.Ez.;! K1 PORTI D
. TYPEGNTSUPP FLWP ‘ €302 INFO REQUESTED (TECH) s . eeal STUDMS PLANNI-DAMN
, 0563 INFO REQUESTED (VOL ACTIONS) 0403 NOTIFICATION (H WOR
susmrTeR Nave_Rhone = Poulanc. : €504 INFO REQUESTED (REPORTING RATIONALF) 0004 LARPLAMSDS CHANGH
| Qs C.omy , %3%2% | o psamuuﬂ.“.z..ﬂ-ﬂ
— A POb&.l CAP NOTICE - I #4807 PRODUCTION DISCONTIN
SUB. DATE: .OU__O.LuM OTSDATE_ Ob_r.w_u.m CSRAD DATE; va_?m , o
4 - oxadiagol -A3H) e -3-034- 29801-1s-3 < RP 020630
b i N i -‘\- . s -, - . o . . . . »
| Ty e EBVON 0 «aad 1 IMMUNO (ANIMAL) 102
e 6217  HUMAN EXPOS (PROD CONTAM) 01 6204 6M2  IMMUNO (HUMAN) 102
0) . 16368 . 18  HUMAN EXPOS (ACCIDENTAL) 1 6304  6M3  CHEMHYS PROP o
T €219  HUMAN EXPOS (MONTTORING) 01 Q204 Q4 CLASTO (IN VITRO) 102
10204 0220  BOOAQUA TOX. T €45 CLASTO (ANIMAL) 102
Qe 621  ENV.OCCCRELFATE . Ak €4  CLASTO (HUMAN) o
aan @2 EMERNCIOF ENVCONTAM 018204 & ' DNA DAMREPAIR o
Qaw 6223  RESFONSE REQESTDELAY = 610284 PROD/AUSEPROC o102
T 24  PROD/ICOMPICHEM ID T T @t MIDS ‘ 10
™ 6225 . REPORTING RATIONALE *TTE €9 - OTHER 10
T @ CONFIDBNTIAL . = #%1Qe - -
T €27  ALLERG (HUMAN) = naee - :
T 228  ALLBRG (AMIMAL) nesn g
T W%  METAMPHARMACO (ANIMAL) 016304 A
aK 08 METAMPHARMACO (HUMAN) 918204 Lo
ves normeren) KRBT, DS ow - - ﬂao o
woconrmgy 5 RAT 0w\ . pshads :
\LeMarl (o e g\ﬁ\\&ﬁfwi}.ws\epvﬁln\n\f;\SVm-?bQ\u\t(\an\Lgi
\é\rﬂv&f ot 8 jotrem 4 v IDpag §2 Loedes m?\mw, 'y, : _
NoREL. M)re . 24 . Vo , X J S, ¢ Jad?
o /aretb R ﬂﬂl&xﬁdtﬂ?\vﬁi&hoo\Nb .
MMHQF&J wﬁﬁ&dﬂx%ﬂdﬂuﬂvw J , vs,Nm “ ) . TA NoREL
A hebha by e abs \.JT’ iaﬁ)ﬁ% T <0¥rn~\mwol..c(




CECATS\TRIAGE TRACKING DBASE ENTRY FORM

CECATS DATA: = .
Suoasgion # 8EHQ. O3S -12325 Tska_fA INFORMATION REQUESTED: FLWP DATE:
050) NO INFO REQUESTED

TYPEGRTSUPP FLWP 03502 INFO REQUESTED (TECH)

Q Q 03503 INFO REQUESTED (VOL ACTIONS)
SUBMITTER NAME_Shone — Vo vleng : 0504 INFO REQUESTED (REPORTING RATIONALF)

: ) ISPOS 2
D @[/Q 003) mv é EFER TO CHEMICAL SCREENING
= 0678 CAP NOTICE .

SUB. DATE;__O2 _ Oplﬂ 1B OTSDATE___ Ob_ nL 95 CSRAD DATE: O&O. \ 95

CHEMICAL NAME: CAS®

12 4 - oxadiazol -2(3H)-one . 3-L2,4- 29307-15-3 < RP 020630
L \ - .
deehloro =5 ~(2 -propy 1]-5- \
(11 - dpadngledin 1) — ,
INFORMATION TYPE: LEC . EEEE LEC INFORMATION TYPE: PEC
0201 ONCO (HUMAN) o1 e204 0216 EPUCLIN o120 0241  IMMUNO (ANIMAL) 01 02 04
0202 ONCO (ANIMAL) 010204 0217 HUMAN EXPOS (PROD CONTAM) 010204 0242 IMMUNO (HUMAN) 01 02 04
0203  CELL TRANS (IN VITRO) ol 0204 6218  HUMAN EXPOS (ACCIDENTAL) 010204 0243  CHEM/PHYS PROP 01 02 04
0204  MUTA (IN VITRO) 0020 0219  HUMAN EXPOS (MONITORING) 01 0204 0244  CLASTO (IN VITRO) 01 02 04
0205 MUTA (IN VIVO) 0Nz 0220  ECO/AQUA TOX 010204 0245  CLASTO (ANIMAL) 01 02 04
o REPRO/IERATO (HUMAN) 0 0204 021  ENV. OCCCRELFATE 010204 0246  CLASTO (HUMAN) 01 0204
% REPRO/TERATO (ANIMAL) 0 0204 0222  EMER INCI OF ENV CONTAM 010204 ponV DNA DAMREPAIR 010204
0208  NEURO (HUMAN) 0o 0223  RESPONSE REQEST DELAY 016204 PROD/USE/PROC 010204
0209  NEURO (ANIMAL) 002 024  PROD/COMP/ICHEM ID 01 0204 0251  MSDS 01 02 04
0210  ACUTE, TOX. (HUMAN) 610204 0225  REPORTING RATIONALE o1 6204 0299  OTHER 01 0204
0211  CHR. TOX. (HUMAN) o 0204 0226  CONFIDENTIAL : 010204
02)2 ACUTE TOX. (ANIMAL) . s €27  ALLERG (HUMAN) 01020¢
(521D SUB ACUTE TOX (ANIMAL) 0o e28  ALLERG (ANIMAL) 010204
0214 SUB CHRONIC TOX (ANIMAL) new 0239  METABPHARMACO (ANIMAL) 010204
< 0213) CHRONIC TOX (ANIMAL) nee 0240  METABPHARMACO (HUMAN) 010204
S@TO% ,
IRIAGRDATA: NON-CBI INVENTORY  ONGOING REVIEW SPECIES TOXICOLOGICAL CONCERN; USE: PRODUCTION:
YES ves rormerer)RET) Doe Low ReD
CAS SR "wo No (coNTnug) T Rar MED

Cornmd G

wamirly o - e

U ONS:
NO ACTION RI PORTID
0401 STUDIES PLANNIE DAUINDE RW AY
000Y NOTIFICATION Of WORK] H O THE R
0004 LARPIMSDS CTHIANGES
0403 PROCESSHANDILING (HANGE S
0406 APPASE DISCONTINUED
0407 PRODUCTION DISCONTINULD
0408 CONFIDENTIAL

ozhads




8 (E) -13325A

/M /1/L/L/L Obsorae how

pmc /USJ&L

SUBACUTE ORAL TOXICITY IN DOGS IS OF «MEDIUM CONCERN; BASED—ON .

PIGMENT ACCUMULATION IN LIVER AND INCREASES IN ALANINE AMINO
TRANSFERASE AND ALKALINE PHOSPHATASE AT 800 PPM (20 MG/KG/DAY) AND
HIGHER. DOSAGE (DIET, 28 DAYS) WAS 30 PPM TO 27,000 PPM (1
MG/KG/DAY TO 675 MG/KG/DAY, GROUP SIZE NOT REPORTED). NO
MORTALITIES OCCURRED. LEVELS OF 3000 PPM (75 MG/KG/DAY) AND ABOVE
PRODUCED DECREASES IN FOOD CONSUMPTION AND BODY WEI%ET GAIN.

Ste

ORAL DEVELOPMENTAL TOXICITY IN RATS IS OF% CONCERN, BASED—ON—
A SIGNIFICANT INCREASE IN NUMBER OF DEAD FETUSES IN nTREATMENT . #4«¢

GROUPHR. DOSAGES WITH 25 DAMS/GROUP (GAVAGE ON DAYS 6-15 OF
GESTATION) WERE 20, 100, AND 500 MG/KG/DAY. NO MATERNAL DEATHS WERE
REPORTED. A LOWER BODY WEIGHT GAIN WAS SEEN AT 500 MG/KG/DAY ON
DAYS 16-20 OF GESTATION. AT 100 MG/KG/DAY AND 500 MG/KG/DAY, FETAL
SKELETAL EVALUATION INDICATED INCOMPLETE OSSIFICATION OF NASAL,
FRONTAL, PARIETAL, AND OCCIPITAL BONES WITH LESS THAN 5 CAUDAL
VERTEBRAE. SIGNIFICANT DECREASES IN FETAL WEIGHTS AND IN PALE
FETUSES, DARK AMNIOTIC FLUID, SPONGY APPEARANCE OF THE HEART MUSCLE
AND FLUID IN THE ABDOMINAL AND THORACIC CAVITIES. INCREASES IN THE
INCIDENCE OF EDEMATOUS FETUSES, ABNORMAL SHAPED HEARTS, LARGE
ANTERIOR FONTANELLE, ABNORMAL OSSIFICATION OF THE OCCIPITAL BONE,
UNOSSIFIED INFERIOR INCISORS, WAVY RIBS, ABNORMALLY OSSIFIED RIBS,
BENT SCAPULA, BENT ACROMION, ABNORMALLY OSSIFIED ATLAS ARCH, AND
INCOMPLETE OSSIFICATION OF THE INTERPARIETAL, TYMPANAL,
BASISPHENOID, BASIOCCIPITAL, STERNEBRAE, VERTEBRAE, PUBIC, ISCHIUM
BONES, AND PHALANGES WERE ALSO REPORTED AT 500 MG/KG/DAY.

ORAL DEVELOPMENTAL TOXICITY IN FEMALE RABBITS IS OF HIGH CONCERN.
DOSAGES (GAVAGE. ON DAYS 6-18 OF GESTATION) WITH 10 DAMS/GROUP WERE
50, 100, 250, AND 500 MG/KG/DAY. NO MATERNAL MORTALITY OCCURRED.
SPONTANEOUS ABORTIONS OCCURRED AT 250 MG/KG/DAY (2/10) AND AT 500
MG/KG/DAY (5/10) AND STATISTICALLY LOWER MATERNAL BODY WEIGHT AT
THESE TWO DOSE LEVELS. MALE FETAL WEIGHTS WERE LOWER THAN CONTROLS
AT ALL DOSE LEVELS AND FEMALES WERE LOWER AT 50 MG/KG/DAY AND 500
MG/KG/DAY.

SUBACUTE ORAL TOXICITY IN RATS IS OF LOW CONCERN. DOSAGES (DIET, 28
DAYS, 5/SEX/GROUP) WERE 600 PPM (30 MG/KG/DAY); 6000 PPM (300
MG/KG/DAY); AND 20,000 PPM (1000 MG/KG/DAY). NO MORTALITY OR
TOXICITY SIGNS WERE OBSERVED. MALES AT 6000 PPM AND ABOVE AND
FEMALES AT 20,000 PPM EXHIBITED FOLLICULAR HYPERTROPHY IN THE
THYROID. HEPATOCELLULAR HYPERTROPHY WAS SEEN IN FEMALES AT 20,000
PPM.

SUBACUTE/SUBCHRONIC ORAL TOXICITY IN CD-1 MICE IS OF LOW CONCERN.
DOSAGES (DIET, 28 DAYS AND 90 DAYS, 10/SEX/DOSE) WERE 200 PPM (24
MG/KG/DAY) ; 2000 PPM (240 MG/KG/DAY) ; AND 7000 PPM (840 MG/KG/DAY) .
NO MORTALITY OR SIGN OF TOXICITY WERE OBSERVED. AT 2000 PPM (240
MG/KG/DAY) AND 7000 PPM (840 MG/KG/DAY), MICROSCOPIC EVALUATION
SHOWED HEPATIC CENTRILOBULAR HYPERTROPHY AND HEPATIC ACCUMULATION
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SUBACUTE/SUBCHRONIC ORAL TOXICITY IN RATS IS OF LOW CONCERN.
DOSAGES (DIET, 25 WEEKS) WERE 20 PPM (1 MG/KG/DAY); 50 PPM (3
MG/KG/DAY) ; AND 5000/10,000 PPM (250/500 MG/KG/DAY) . NO MORTALITIES
OCCURRED. THE HIGH DOSE GROUP WAS DECREASED FROM 10,000 PPM TO 5000
PPM (500 MG/KG TO 250 MG/KG) IN WEEK 10, AFTER ANIMALS FAILED TO
GAIN WEIGHT. AN INCREASE IN URINARY PORPHYRIN LEVEL WAS OBSERVED AT
THE HIGHEST DOSE LEVEL AFTER 7, 12, AND 25 WEEKS OF TREATMENT.
GROUP SIZE WAS NOT REPORTED. THIS IS AN ONGOING TWO YEAR STUDY.




8(E)-13325A
NAME (S) :

1,3,4-0XADIAZOL-2(3H)-ONE, 3-[2,4-DICHLORO-5-(2-PROPYNYLOXY)PHENYL]-5-(1,1-
DIMETHYLETHYL) - /RP 020630

CAS #:
039807-15-3

STUDY TYPE: TOX CONCERN:
RTOX/CTOX/STOX/SBTOX M(CTOX) /M(RTOX) /M{ STOX)

DOGS - 28 DAY STUDY AT 30 TO 27000 PPM (DIETARY) DECREASED WEIGHT AT 3000 PPM.
DOGS 52 WEEKS STUDY AT 1, 5, AND 50 MG/KG/DAY (DIETARY), TERMINATED BECAUSE OF
REDUCED BODY WEIGHT GAIN. DEVELOPMENTAL STUDY IN RATS AT 20, 100 OR 500 MG
(DIETARY) HAD EDEMATOUS FETUSES AT THE 2 HIGH DOSE GROUPS. DECREASED WEIGHT
IGAINS IN RABBIT FETUSES AT ALL DOSES, 50, 100, 250 AND 500. IN MICE 28 AND 90
DAY STUDIES SHOWED CENTRILOBULAR HYPERTROPHY AT THE HIGH DOSE. RATS 28 DAY
STUDY AT 600, 6000, 20000 HAD LIVER AND THYROID LESIONS AT 2 HIGH DOSE GROUPS.
RTOX: PRELIMINARY STUDY, RABBITS - ABORTIONS AT 250 AND 500 MG/KG, DECREASE
RONY WEIGHT AT 100 AND 250 MG/KG NO STGNTFTCANT EFFECTS ON FETHSES  GAVAGE |

PROD: L




