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DATE: 2/7/78 0573653 L}/’O
SUBJECT: EPA Reg. No. 359-684 ard -685, Chipco 26019 )ﬁ(

[3-3,5-dichlorophe yl-i-(l-methyletiyl)-2,4-dioxo~1~-
imidacolidinecarboxamide]

FROM: R.B,Jaeger
B

TO: Eugene Wilson
M 21
Data submitted on EPA Reg. iio. 359-685 (50% WP) are reviewed as follows:

1. "Acuze Oral Toxici:y in Rats", Food Ard Dmug Research Labs., Inc.,
8/26/76, Lab ko. 5170, submiited by Rhodia, Irc., 1/13/78 (Acci23270G).

ze rrotocol: Acute Oral LDS50

Substance Tested: EFA. Reg. io. 359-685, 50% WP (same a.2. as above)

Speciess Wistar Rats
Sex and Age: M/F, yourg adult (wt 200-L00 g and 150-240g, respectively)

Iurmber of Animals: 5i/SF per each of 5 dosage groups (5, 7.5, 10, 20

and 25 g/kg); as a 50% solution,

Conduch of Test:

DosagefDuration: Anirals noused in wire mesh botiom cages Wi~z

food ard water available ad lib after dosage. “osages adminis-ered
by irtragastric intubation, Arimals wéighed prior to dosing azd
at termiration (1l days). Anirals observed daily for 1k days,
#0TE: Trere were <wo AU LD50 s-udies following -ie exact sare
proiocol ard *.-l‘i‘h same Lab. lo. and date,

b. Results:

cor.ali-y:
Li50 calculated o be: 12,5 + 2,15 g/kg a:d
s 11k £ 1.8 g/kg
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Teaths deroted by sex were rnot reporied separately, Tie
2bove LD50's are tierefore, cozbined values for boih M & F.
T;o necropsy report.
20 slope rerored.
ToXic sympions were noT reroried,

c. Conczusions:

Study is considered SUPPIZ:ENTARY Data, Several omissions in <he
protocol, as noted above, reed fur:trer clarification. Since this is
a2 new Troduct, TB rneeds to know tre zoxXic symptoms, gereral beravior,
ard otzer mearirgful observeions (includirg w:. gain or loss) which
supposedly were corducted but not rerorted. Further, IZ50 values
should be reported accordirg -0 sex, Also, were necrousy evaluations
conduc-ed abd if so, what iissues or organs were exarized?

"Acute Derwal Toxicity Study Iz aobi:s", Fodd ard Drug Researcn Leds,,
Irc., 8/30/76, Leb lio 5170, submitied by Riodia, Inc., 1/13/78
(Aco232790).

a. rrotocol: Acute Dermal LD50

Substarnce Tested: Sare as 1. a2bove

Stecies:Albiro Rabbit
ol aram———

gex ard Age: Adult, sex :ow given

surber of Ar.mals» 25 wizh 5 ter dose (20, 200, 2000, 2000, 50CO nmg/kg)

Conduc~ of Test:

Dosing/Duration: [etailis of pro-ocol irde-ermira-e as submizied.
b. Resulis: |

LDS0>5 g/kg
ce Coiclusions:

Stugy is considered SUPFIicFZITARTY Zata because the protocol Is

iradeguately described ard results reported are insufZicient, Zor
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many of the same reasons as 1. above, When complete information above

is submitted it will be reevaluated in light of such data to determine
if the study can be upgraded., As is, the study does not support the
registration. Further, what type of "albino rabbit" was used?

3. "Primary Skin Irritation Study with Rabbits", Food and Srug Research Labs,
Inc., 8/16/76, lab lo 5170, submitted by Rhodia, Inc., 1/13/78
(Acc#232709). '

2. Protocol: Primary Skin Irritation Study with Rabbits .

Substance Tested: Seme as 1. above (it is not clear whether it was

administered as a WP or as dry powder).
Species: Albino Rabbits
Sex and Age: Adult, sex rot stated.

wumber of Anizals: 6

Conduct of Test:

Dosing/Duration: The back of each anizal was shaved free of hair;

an abraded and intact skin site on each animal. 0.5 g of test
material was introduced under a 1 inch sq. patch of gaucze;
removed after 24 hrs ard observed., Cbservations again at T2 hrs.
b. Resulis:
P.I. Index = 2.5/8.0 (zoderately irri:ating)
Erythema and edema present in 6/6 throughout the study. There
was no apparent differences between intact and sbraded skin
reactionz, Readirgs shoy.'e(l signs of increased irritation both
for erythema (2/6) ard ederma (1/6).
c. Conclusions:
Study is cornsidered CORE:Minimum Data
Some questions which reed to be answered:
(1) was material administered as a WP (moistered) or "as
received” (in vowder form)?

»



{2) row was material removed --- washing, wiping, ? 0073 _‘3
U -
{3) how was the skin abraded ard how deer?
- - TR

Toxicity Categoxy III "CAUTICI

k, "Eye Irrization Test In Rabbits", Food 2:4 Drug Research Labs. Inc.,
8/15/7<, Lab Lo 5170, submitted by Zhodia, I:c., 1/13/78 (Acci#2327C9)

a. Proctocol: Zye Irritation

Subszance Tested: Same as 3. above

Species: Albino Rebbit (what strainz, ezc.?)
Sex and Age: Young adult, se= rot stated

lwzber of Anirals:® 9

Con&uecr »f Test:

“osing/Curation: Test material at the ievel of 0.1 ml or 0.1 g

was applied to the right epe of each aniral, 6/9 rabbits received
=aterial and remaired wwasied; w:ile 3/9 received material zand
+<ren wasked I sec. after instiliation. All eyes were observed and

»eadirgs taken at 2L, L8, 72 nir; a:d 7 days afier iustillation

o tesi material.

Twashed - ro correal involvere:-: miid iritis clear in T2 nrss

severe redress and iiscrarge roted in 2/6 at 2k nrs,

mild at 72 nrs. ~o irri-ation at 7 days.

w»ashed - o correal irvolvere:~: :o iriiis; ro discharge ard
mild fed.ness of co:rjuw.eziva, Clear in T days.
c. ConcZusions:
Siudy is considered CCORE: inlmun Data,
Tome questions which reed to be answered:

f7) was tie test material admi:is‘ered as a WP (moistered) cr

"as received" (dry powder):
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(2) now were eye reactions read - had-held lit lamp, etc.?
(3) was sodium fluorescein used to evaluate cornea reaction?
Toxicity Category Iz= “CAUTICL"

5. "Acute Inhalation Toxici:y™, Huntington Research Center, 3/19/77,
RIP Th/TT2L1l, submittied by Rhodie, inec., 1/13/78 {Accs232709).

a, Prozocol: Acute InhalaiZon ILCS50

Substance Tested: Sare 25 in 1, above (formulated rroduct - dust)

Species: Hysterectomy-Zerived, barrier sustained, SPF Albiro Rats
(Sprague-Dawley)
Sex and Age: M/F, age ot stated

iutber of Animals: Ti/7= ter eac- of 3 dose levels

Conduct of Test:

Dosing[Dura':ion: ArZ=als caged in groups of T of save sex; free

access to food (Sprazt's Leb Diet) arnd water. A control group
received only clean 2ir (Gp 1); one treatmant group was exposed
to the dust ger.eréte«:i from tke racked bulk yowéer samrle (Gp 2);
tre ovher treatment Zroup was exXposed to the fraciicn of the
bulk sample that passed Shroug: a 53 um mes: sieve (gp 3).
Cbserved for 1k days rost exzosure. 2M/2F from eaci: croup were
rilled immediately followirg exposure to assess ary Trirary
irritant effects of tZe Jdusi o: the lur:gs and respiratory tract.

rescription of Fgquii-e:5: lust was gererated using a Wright Tust

Cernerator. A sérgﬁer blade reroves the powder from 2 pre-packed
canr.ister, As the rowcder is scrared off, dry compressed air rasses
into the canister anc disyerses the powder inio an exposure
crmmber at a rate of 20 1/min. Interrnal volure of chazber is

0.1 m3 . Galvanized retal griils divide each chasber into &

u

serarate comparinei.tcs, iinto wiich tle auimals are rlaced Jduris:

/"4”.
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exposure, The dust dispersed everly througiout each chamber and
exited through & series of smali holes around the base of each
chamber, below animal level, Ani-als were exposed for 4 hrs
(dust gererated coutinuously). Particle size was sampled twice
during the 4 hr exposure; concentration sampled each hr.
(approx. 5-16 min) durirg the & nr period.

Observations: Rats observed "frequently" éuring exposures for
appearance, behavior, mortality.
lecropsy: All anirals had their lungs reroved and weighed and
macroscopically examired, '

b. Rgsults:
Mortality: Iiore

Dust Concentration:
Gp 2 - 1.96 g/m3 (1.96 mg/1)

Gp 3 - 1.57 g/m3 (1.57 rg/1)

Particle Size:

&
&
’A{,‘,
£
&

Gp 2 - T less the: 5.5 u-

Gp 3 ~ 63" iess tran 5.5 u~
sbservations: Blirking,sneezing, licking I:szide moutny difficulty
in breathing. Appeared rorrmal 2 Iirs post-treatrens and for the
remainirg 14 days of observatiorn reriod. o chenge in body wt.
lecropsy:

lio significarni differerces were roted or repcried.
c. Conclusio:s:

Study® is considered CCRZ:lliiinu= Zata,
Problems roted are as follows:

(1) it would appear tie group mearn body wo5s. were biased towards
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the treatment groups (i.e. Cp 2 animals weighed more ttan
Gp 3 weighed more than Gp 1 - arpears to depend on exposure
concentration). Why? This makes it very difficul: to comrare
body wt. changes and pathological changes, particularly
since the treatment groups are either older or avparently
healthier animals,
(2) insufficient examination of lung and associated tissues
(3) the dust concentration generated was not sufficiently great
enough to place the caterial in Tox, Cat. III (i.e. l.9%.and
1.77 mg/1l), which are less than the upper limit of 2 rg/1)f
However, based on the informaticn provided, the fact that no
mortality occurred, a-d the highest concentration of 1.96 mg/l
riake it possible to zosign this material to Tox. Cat, IIX
"CAUTION ".
TB recormends against reg_iéi:ration of EFA Reg. o 359-085 untii the
discrepancies noted above are answered satisfactorily. *
The Toxicity Data submitted for EPA Zeg. Jo. 359-684 are reviewed as follows:
6. "Acute Toxicity and Local Toleza:.ce", Sociésé des Usines Czimiques
ZZie-Poulenc, 4/7/Th, Exemplaire lo 3, submitted by Rhodis, Irc.
1/18/78 (Acc#232701)

a2, Protocols: Acute Oral, Acute Termal, Eye and Skin Irritation

S e T P

Substance Tested: Techrical _oorropylearbomoyl-i(diciloro-3,5 chenyl)

-3 hydantoin  CcONHCH(CH3),

\
N 20 co
OLJ@ \
&g

} For AC 1D50 - 107 agueous solu” ion of arabic frgbin]

For AD 1050 - susrension ir aceiorie-oil mizture

Por Eye/Skin Irri-atior - tezi:ical grade a3 received

-~
>
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- Acute oral toxicity (mouse, rat and doe} ‘ S 5c2

A & Protocol - 007363

The experimental protocol is described in the following f

table and paragraphs.

. Gzal Observacion
Animals acmiziszraszion parind
. Mumber per dosd Doses Unizt
Species | Strain | Veighet (g/xg voluma Days
RE wales| females p.0.J (al/kg)
10.0
Mouse 19t z-z
- o -t
(C.?.?.S.) ) CDI | 22¢ 5 5 3.0 50 13
* 2.0
1.3
Racs 2 ,
(c.0.3.s.)| o to 10 10 s B 15
(=) . 290 g
) 2 (=3l 7s
Dogs Beagle | , o 5 2 2 15
or :
Commca {190°7 ¥8 L 3 )

{x) Caesarcan Qriginated, Barrier Sustained (animzis coming from Charles
tiver France) '

(zx)Maximal possible dose for the volume of adminlszracion chosen.

Wt. neasured before treatment before treaiment, at 5, 10, and 15 days afte
Macroscopic exam (rat only) of traciea, Lumgs, 3.I. Tract, liver, kidneys,
spleen after 15 days (or a: deati.) - v
b. Resul:s:
Louse ~ LD50 approx. L g/kg (2 b0, T bL)
Symptoms: depressior, C7sprea, ermacia‘ed
Rat - LDSOD> 2g/kg
Symptoms: ro significa:s differe:ces {ir w gain or
macrosppic exar)

Dog - LD50 > 2 g/kg , slig:’ vomivisg ard ar.orexia
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= Dercutancous acuze toxicitv (rat and rabdit) Ua 303

A « Protocol .

The exper.mental protocoi is dasc-xbed in the following

table and the paragraphs : L
L . {  Percutancous iObservazion
Animals R aunmz.st'a:icn period
- Number per dose ;_Doses (m)‘ Unit i e————
S ccie4 Strain| Weighe. - (g/kg volume
P s wales| females.j ?.¢.)  {(ml/xg) (Days)
1
Rats 180 . s
(€.0.3.5.) <o to 10 20 2.5 5 : a5
(=) . 220 g ’
i New= 2.3 e i : .
abbits | zealand to - % 4 1.0 2 5
wWhite 3.1 kﬁ . l

(=) Caesarean Orxg-na‘eé 2arrier Sustained (anizals from Charles River
France). .
. (xx) Maximal possible dose for the chosen voluze of adminiscracion.

t
3 -

Material applied as a suspension ir 2 mix ure of 2 ba.rr.s acetore and
1 part peanut oil on the shaved skin area of the back, After application
animals are placed in individual cages and ccclusive dressing applied,
After 24 hrs collars or occlusive dressi: g are removed and frea ted area
carefully washed with warm goapy water, thers dried.
Animals weighed before and 5 s 10, and 15 days afier treatmenr
Hacroscppic exam of trachea, lungs, G.l.tract, liver, kidneys, and spleen
b. Results: |
Rat - LD50> 2.5 g/kg
Symptoms: deceeased wi gai: i zales; ro moritality; r
macroscopic fi:di:gs

RabBit - LD50, etc. rot reror-ed (assumed L3S0 is> 1.0 g/ks)
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- Eye Irritation

a, Protooml - Draixe method, G ilew Zealand White Rabbiss (weighirg

3- 3;7 kg) received 100 hg of techuical produc: applied in the
conjunctival sac of oie eye. Zyes evaluated at 1, 24, 48, T2,
84 hrs and 7 days after application,
b« Results:
No irritation noted.

- Skin Irritation

+ Protocol: Draize meuhod, 6 li, Zealard Wnite Rabbits (weighirg 2,

3 kg) received 0.5 g of -echnical product (apdlded .; paste; water

added) applied to shaved (intact § abraded) areas of the skin.
Material maintained in contac: for 24 hrs . Local resction

observed after 24 and 72 hrs.

b. Besults:
no irritation roted
¢. Corclusions:
Studies are considered CCRZ: Minirum Data

T. "Acute Cral Toxiciy inr Rats", Tood and : rug Labz., Ine., 11/22/75,
iab. ilo. 5274, submi-ted by Riodia, Inc. 1/13/78 (Acci232701).

a2, Proiceol: Acute Oral LDS0

Substance Tested: Technical grade raterial (same as . zbove)
administered as 25}, in cor: oil
Species: Wistar Rat

Sex ard Age: Young adult :/f

turber of Anirals: 5:/5F per each of 5 dosage groups (1.25, 2.5, 5,

s 10, and 20 g/kg)

592
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(:onduct of Zmest: Sare as 1, sbove

(€2

3
w ey
Cs
G O

b, ‘Rresults- 00

:ortal:.ﬁw* LD50 3.T: 0.63 g/kg
_same as 1. above

e, Conclusionss

\s';udy is considered SUPPILEIEITARY Data. Same comments as szudy l.

8. ”Acu De:r:mal Toxicity Study inRabbits", Food and Drug Research Labs.,
11/22/76, Lab io 527h, submisted by Rusdia, Inc., 1/13/78
(Acqﬁesam)

Protocol- Bente Termel LDSO

‘Substance Tested: sa=e as T. abo ve {excer- administered as received)

§Ec1es: E7biro Rebbit (7)
Sex and Age:z Adult, sex not given

imﬁex?:‘iof Arimgls: 25 with 5 rer dose (2, 5, 10 and 30 g/ke)

Conduct of Test: saze as 2, abowve

b. Results:
LD50 > 30 g/kg

c. Conclusionrss

' Study is considered SUPFIZIIITARY [ate Tor sare reasons as study

2. above,

a, "Pr:v.ma.ry gkin Trritatiorn Study in Zabbi-s", Food ard Lrug Recearch Labs.,
Inc., 11/22/76 Lab lo 52714», submizzed by Rhgdia, Inc., 1/13/78
(Acc#232701)

Promcol Primary Sxin Irritatlio:.

Su’ostarce ~“es<ed:sa-e as 8. above

<=Ibino Reboit (?)




Conduct of Test: same 25 study 3. above

b. Results:
No irritation noted

ce. Conclsions:
Study is considered CCRE:Mi-—imum Data
Same questions as study 3. 2bove,

10. "Eye Irritation Test In Rabbius", Tood and Drug Research ILabs., Inc.,
11/22/76, 1ab No 527k, submitzed Rhodia, Inc., 1/13/78 (Accs232701)

a, Protocol: Eye Irritation

Substance Tested: Same as &, zrove

Species: Albiro Rabbit (?)
Sex and Age: Young aduit, sex -ot stated
Number of Animals: 9

Conduct of Test: same as &, zbove

b. Resulise

Urwashed - no correel irvoiwerent or iritis; =ild redress, chemosis
and disciarge a 73 hrs, lo irritation at 7 days
Washed (4 sec) - ro corseal oraciry or iritiss ro irriiation roted
ce Conclusions:
Study is considered COBRZ:ii=Zmum fata
Same questions as nozed in s-udy L. above

11l. "Acute Inhalation Toxicity™, Hw.ii:g.on Research Cer-er, 1/29/77,
RiP T75/T75, submitted by Eiodia, :.c. 1/13/78, (Accs232701)

2. Protocol: Acute Inhalazion _CEo

Substarnce Tested: same as £, ztove

Species: sare as 5. above

¥ Sex axd Age: i IF, 2ge rct sa-ed

12
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Iumber of Arimalsnm Ti/7F per each of 3 dose lewels 303
Concuct of Test: sane as study 5. above

b. Results:

Fortalitys:  ICOIE

Dust Concentrabion:

Group 2 0.65@/33 (0.65 =g/1)

Group 2 3.29/m3  (3.29 g/1)
Particle Size:

Group 2 7T1% less than 5.5 ux

Group 3 637 less than 5.5 un

FThsexrvatiors a:d ecropsy:

same as study 5. above

Cce. Corclusionss:

Study is cormidered CCRE:limirum Lata
Samre quest@ors—as stuwdy 5. zbove

TB recommends agains: regissrazion of ZZi Rer. ‘o. 359-7CL4 ur-il
discrepancies roted above arye arswere satisfaclorily,
/” 'r
Tl s /..//J—" s

~y g
Robert B. Jaeger,/rnysiologish
Toxicology Zrazch

f 2/11/2e




