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' SUBJECT: Technical nir-nroqunt (Avenge: AC 84,777):
Evaluation of a T.rutoloqy study with Rats

can-no.s 0223
.. Recorda No.: 2867783
Y . HED Project No.: 0-1675
! 'I'ox. Chu. No.: 363A

xryut na K. I.ockt, 'roxicalaqist

s.cticn I, Toxicol Branch I (IRB)‘RQT}M ]Q_l[,od\,__ EO}M}QD

Health Effects Division (H7509C)

Terri Stows PM/RN Team No. O
Rtmistraticn Branch
Sp.cill miw/nouqistrution Division (msouc)

noq-r Gurdnor, Saction Head /E-w-« '
Section I, Toxicology Branch 1 (IR8) ;2 viguqy 2

ﬁ
Haalth Erroctu Division (H7509C) 7 7/;,

'I'oxicoloqy Brunch/}ikn hua conplotad an evaluation of tho
: followinq atudy: g , e
An Oral Davczlop:antul Toxicity (Enbryo-?etal
Toxicity/Teratogenicity) Study with AC 84,777 in. Rats, M:gua
Research Laboratories, Inc.; Study No.: 101-008; Spon jor's
Study No.: 971-89-146; Hnrch 22, 1990.
HRID NO.. ‘1521203- N T

| ’I'his study neets tha D&E;nbu 24, 1989 uccaptahcd érii:eria .
-.for 83~) Teratology Study and was classified as Core Guideline.
Maternal ana dmulapuontal NORLs and LOELsS wers as ronm.

lﬂlnturnul llom.: : 60 uq/kg S ' R

Naternal LOEL: 120 mg/kg (Rocurrm sxcessive salivation
-and decreased hody weight gnin and food
con-unption ‘during the dos vy period).

' -Devolopaontal
'roxicity RORI-* 120 -q/kq o
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Dnvolopalntal '
Toxicity LOEL: 240 aq/kq (Sliqhtly decreansd body waiqhtn ot
male and female fetusxas)

raitihzoaﬂit.wii adninistered bydéiéaqO;;t‘dJ:;nloéiii of 30,

‘60, 120 and 240 mg/kg of hody weight/day.: The control group

received deionized water which was a vehicle for Difsnzoquat.

This ntﬁdy ‘ﬁs wa;{i 'p\'linr'led,' ‘conducted and repérlted. A
detailed evaluation (DER) is attached.
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GUTDRLINE: 83-3

'Prinary Rsvinw by. - i = ,
Krystyna K. Lock-, Review SQction I, Toxicoloqy Brnnch I/HRD 12.L. Lot

' Gecondary Review by: Roger Gardner A}“—M fl"f‘!-?’() lo/v9 } qo
Section Head, Review Ssction I, Toxicology Branch I/HED

S PR
'y o DATA EVALUATION nnccao

&;nﬂz_f&n.: Toratoloqv Dcvaloplcntal Toxicity
Gpecies: ' Rut ‘
Guidolino- 83-3

nza_zdnn:ifinntinnwunin EPA unrn (Acc-ssion) No. 41521203
. BPA ID Ko. 241-239; Case No., 0223
+ ERA Record No. 267783
EPA Shaughnessy No. 106401
Caswall No. 363A
HED Project No. 01675

Illlmuﬁtltilli Difanzoquat (Technioal) _ R
Synonyes: Avanqo, AC 84,777 . s

c: Anuriaan Cyanauid co:pany, Agricnltural Research
Division, Prinouton, New Jarsay.

Study Number(s): 101-008 (tasting laboratory's) and
. . 971~89-146 (sponsor’s)

mgg;;ng_xggi;i;x: Argus Rasanr¢h Laboratories, Inc., Parkasie, PA

Title of Rapart: A Dral Davalopnantal Toxicity (Enbryo—?atal :
Toxicity/Teratogenicity) Study with
AC 84,777 in Rats.

Author{g): Elizabeth A. Lochry
Report Issued: March 22, 1990 =
: ] - I . I : b

Charlon Rivor rnta were traated with rechnicai Ditunzoquat
during gestation days & through 15 and ware sacrificed on
gestation day 20. ' The nominal doses of Difenzoquat, adninistarod
by Lavage, were 0, 30, 60, 120 and 240 mg/kg of body weight/day.
Wy #nalytical concmtrations of dosing solutions ranged from 98
to 102% of the nominal concentrationa. The dose levels used vere
" based on the results of a preliminary study. . uator1a1 and

davuloplental NOELa and LOELS were as followa - iy T
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uattrnul HO#L = 60 lq/kq Do

Haternal LOEL = 120 mg/kg (!xuossivu suliv:tion and
decreased body welight gain and food
consumption during the aosinq
poriod) '

' Dnv.lopnnntll Toxicity NG!L = 120 Iq/k :

Developmental Toxicity LOBL = 240 mg/kg (slight dccrclsod body

wcights ot nnlo and tnnalo fetuses).

Classification of Study: Core Guidoline
The :tudy is well planned, conductnd and tiportod, and meets the
Dacenber 24, 1939 acccptanca criteria for 83-3 Teratology study.

A, Hltl:illt e
- A copy of tho “Hatarialu and nothods“ section frun tho
1nvostiqutor'c rcport in appundad {(Attachment I).

Test Compound: Purity: 99.4% - ‘
Description: uhite crystallino solid, lolubla in

water.
COntalinant' CBI appendix was not suhuittod, but
: analytical dnta nre available from the
_ sponsor.
horT e el
‘¥shicle: R.O. dnioniznd water, obtainod hy palsinq 1ocn1 wator
through a reverse osmosis wmembrane, and analyzed monthly for possible
bacterial contaminaticn and annually for possible cheamical
contamination. Resultu of analyses wore subuitted.
M_.Anml.tﬂl SPQCiGI&. Rat i‘( {' 1.-«. ‘1 A ::z )
Strain: Charles kiver crl: cn°(8D)BR, nnles and fenales.
Source: Charles River Laboratories, Inc.,
Portaga, Michigan, (females)
Charles River Laboratories, Inc.,
. 8t, Constant, Canada (male=s). ...
Age (at receipt): 71 days {females) and 73 daya (aalcu)
Weight: Females: 180~228 g on the day following arrival
and 215-259 g on day 0 of prosu:od
gestation.
Halcs. 213-336 g on the day follawinq arrivnl
.and 505-874 g at the initiation of the
‘cohabitation period.

' B. Study Desiqn
o : ‘\ '
Thia study was deaigned to assess tho dtVtIOplnntal toxicit

potential of AC 24,777 (Difenzoquat; Avenge) when adlinictcrad by
qavaqc to female rats on gektation dayn 5 through 15, inclusiva.

,
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Followinq o two-wook acclimatiou p-riod, h-nlthy virqin
fomnla rats were placed into cohabitation with breeder male rats
(one fenale was paired with one male rat).  Female rats with.

' sparmatozoa observed in a vaginal lavage or a copulatory plug

> obmerved in gity were considered to be at day 0 of presumed
‘gestation and assigned to individual houzing. Day 0 of presumed
gastation occurred during the four~day period, on September 26
through September 29, 1989, The male rats were used only for the
purpose of bresding, vers not administered the test substance and
were not considered by the testing laboratory to be part of the
Test System. _

".y...tﬁ-‘iié]"

Group Arrangemsnt: = . .
| | | S .
(nglkg/day*} '

I ' 0 (Vehicle) - 25

11 30 , 25

III &0 25

Iv ‘ 120 25

v 240 1

R “ - N

*Based on nouinnl concentrntiona of Direnzoqunt in dosing
solutions and adjusted for purity. The analytical S
concentrations of Difenzoguat in sclutions used for dosing of
groups II, III, IV and V averaged %8, 102, 100 and 102 § of
nominal concentrationa, raspectively.

Tha nbova dose levals, aalactad by tha sponsor, wera based
on tha results of a pilot study (Argus Research laboratorises,
Ine., Protocel No. 101-008P, 10/25/89; Sponsor’s Study No. %71~
B9-145).

All doses wera in a volume of 5 nl/kg of body weiqht/day.
Doxinq was based on daily body weights obtained for sach female
just before intubation.  Dosing solutione were prepared weskly
during the treatment period and were stored refrigerated,:

- protected from light. All dosing solutions were analyzed for the -
concentration of Difenzoquat, but no reference is made to the
analyses for stnbility. .

thn;gn;inqn

The animels wers checked for wortality or abnormal condition
from the initiation of dosing to the terminaticn of the study.
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Dams were llcriticod on day ZW'ot goutution. !xuuinltionl at
sacrifice consisted of 1l gross necropsy: 2) oxaisinq and =
welghing the intact gravid uterus; 3) examination of thoracic and
_abdoninal cavities for gross lesions; 4) preserving of tissues
.with gross lesions in neutral 10% formalin for poesible future
hiatopathological evaluation; and 5) examination of the abdomen
for pregnancy, humber and placement of implantations, early and
late resorpt ons, live and dead fetuses and number of corpora
lutea. Dead fetuses and late resorptions wers differentiated by
the degree of autolysis present; marked to extrenme autolysil
indicat«d that the fatus was a late rllorptior 1
The totusmu were oxaninod in the tollowing nannor.
. eyl . BN R ‘ s N RSt Tl
Each tatul was woighod, aaxed and axatined tor axtcrnal
alterations. - Live fetuses ucsre sacrificed by immersion in the
appropriate fixative. = Apy "“ximately one=~half of the fetuses in
each litter were fixed in touin’s solution and e<amined for soft
tissue alterations using a variation of Wilson’s ssctioning
technique*. The remaining fetuses in each litter were
.vilcoratod, cleared, stained with alizarin red 8° and exanined -
for skeletal alterations. _ L

Hiatorical control data wers pravidcd to allow conpari-an with
concurrent controls. A full report on the pilot study was algo
provided.

.

- Statiéticnl analysis meﬁﬁcds enploycd are detailed in
Attachuent I, paqen 25 nnd 26.

‘One 60 mg/kg/day dosage group rat nnd ona 240 mg/kg/day daaaqe
group rat were lnadvertently sacrificed on day 19 rather than cn
day 20 of gestation. Cesarean-sectioning and litter data for
these dams/litters were excluded from statistical analyses; but
were included in the appropriate taples of individual data. All
fetuses appeared normal for their gestational ages at gross
‘nfternal soft tissue and/or skeletal examination of both

. litters.

*Wilson, J.G. (1965). Mathods for ndninistaring agonts and

. detecting malformations in experimental animals. Teratology:
Principles and Technigues (Wilson, J.G. and Warkany, J., eds).
University of Chicage Prnan, PpP. 262=277.

‘Modifcation of method of staplas, R.E. and schnull V.L. (1963).
Refinement in rapid clearing technigque in the KOH-alizarin red S
method for fetal bone. 8Stain Technol. 39:61-63. .
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Compliancs
: . N signed statolont of No Data Canidcntiality Claims vas
"'providod.

Y liqncd Statement of COuplianco with EPA GLP'n vas
providod. ‘

A liqn-d Quality Axluranc. statllant was provided.
C. Results |
.o : .

L] i’ HaY \.‘ .'.’ N f"'ﬂ.‘i‘

- Chronodacryorrhca occurrod in two rcta :ran tht control
group.  Bxcessive salivation was observed in 6 rats (24%)
- from tho 60 mg/kg group, in 18 rats (72%) from the 120 mg/kg
group and in 19 rats (76%) from the 240 mg/kg group. In the
‘last two groups, this salivstion was long-lasting, recurrent
and statistically signiricant (p < 0.01), whereas only
transient, single occurrences (and statistically ‘
insignificant) of exceseive ralivation were observed 1n th.a :
60 my/kg group. 1 One rat in the 246G mg/kg group also had
descreased motor activity, head-tilt and tremors, and another
rat in the same group had red urine., Nothing remarkable was
obaarved in the 30 mg/kg group.

R Traatnant-rolated dcnths did not occur. - One rat in
each of the 60, 120, and 240 my/kg groups was tound dead on
gestation days 10, 15 and 8, respectively. Based on necropsy
findings, these deaths were attributed to intubation accidents.
The rat in the 60 mg/kg group was not pregnant, whereas the
reeaining two rats were pregnant.

Clinical obsarvations
Eody Weight _
The investigators supplied the foiloﬁinq data: .

. . . I - R .a-‘

Group . ' b SR 11X IV v

Bifonzoqnatb _ 30 : 60

Predoilng
Pericd
(Days 0-6)
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Dosing
Period . . o ‘ :
(Days 6~16) 54,7 - 82.4 |- . 850.7 45,2% 46,0

Pontdosing
Feriod - o : . - .
(Days 16-20) 58.9 60.8 58.8 61.4 63.0

s . _ " i

Entire
Gestation _
Period ... - : - 1
(Days 0-20) 143.7 | . " 148.6 142.6 137.0 | 138.3

-

Corrected
Body gnight . . ) .
Gains - 65.3 70.5 67.1 59.9 60.2

R T : T . T o LA
Apata extracted from Argus Research Laboratories Pvotocol
No. 101-008, Table 4 ge 46. Rats found dead during the

- etudy and those sncrif ced inadvertently on gestation day
19 rather than 20 (one in sach 60 and 240 mg/Xg group) were
sxcluded from Table 4.

PP PPNy

Yug/Xg of body weight/day.

: °¢dri§ct¢d'b6dy Qkiqht gaina-for entire qoutatidﬁ périod -
body weight gain for entire gestaticn period wminus gravid
utezus weight. N _ .

*Significantly different from the vehicle control (Group I)
value; p < 0.05. _ | _ o

T T RIS SR . "
Difenzoquat reduced maternal body weight gains only in the

_:izo and 240 wg/kg groups, and only during the dosing period.

Maternal body weight gains for thesza respective groups averaged

-82.6% and 84.1% of the control group value for the entire desing
- periocd. The absence of statistical significance for the 240 mg/ky

group was attributed by the testing laboratory to the large ..
standard deviation that occurred for this group, 46.0 * 10.7 g vs
45.2 + 7.8 g (120 mg/kg group). MNean gravid uterine waights were
similar among the five test groups. ‘

m"m ’ m‘ 4
Thé.invqitigators}iuppli.d the rbllowing data:
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Table IX: Msan Maternal Food Consumption (g/kg h.w./day)®
R S . o - '
Tha I A - - T VY] - el

Group . 1 X I1x v v’

Predosing _ .
Period o o N
- (Days 0-6) 85.7 90.1 89.0 87.6 | 89.9

Dosing
fFeriod

(Days 6-16) 82.9 | . 79.7% 79.6% . T7.8% TA.4nw

postdosing |. - : o .
Period L - o = X
(Days 16-20) 76.% .| .75.9 ‘7€.0 | 7%5.9 75.5

Entire '

Gastation !
Period . ‘e ; . . o
(Daya 0~-20) 78.5% 78.0 77.9 76.8 76.2

Data cxtractad tron Argul Rolclrch Laborltorics Protacol e

- No. 101-u08, Table 5, page 48. -Rats found dead during the study
and those sacrificed inadvertently on gastation day 19 rather than
20 (one in each 60 and 240 mg/kg group) were excluded from Table 5.

signiticantly difturant trou thc vahicle control (Group I)
value: * p < 0. 05 and i p s 0 01.
. [’ (BT I.",.E:._ ,—r-‘\., )

Matarn;i tood consunption, raportud an nbnolut. (q/rat/day)-

uand relativn (g/kg of body weight/day), was similar among the

five tost groups during the predosing and postdosing periods.
During the dosing pericd, abaclute and relative food consumption
values were -ignitioantly lovwer (p § 0.01) for the 120 and 240
mg/kg groups, as comparad with tha control group values. .

. Relative food consumption decreases for thess respective groups
- averaged 93.8% and 89.7% of the control group value for the
- antire dosing period. The corresponding absolute food .

consumption decreases ware 91.6% and 87.8% of the control group
value. - These decreases wers most pronounced during the first

" three days (gestation days 6 to 9) and last four dayt (gtﬂtatioh ¥
days 12 to 16) ot the douing pcriod. . ,

siqnificant dcorcauon {p = 0 05 to p s 0. 01) in mean abnolutc
and relative food consumption values ccturred also at several -
intervals during the douing p.riod in thc 30 and 60 mg/kg qroupc.

-

|‘I
M
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HSQ‘V@E,thdlc di&fotno. were qdnof;iij d&liQihdipéﬁdgﬁt“iﬁd very
small, Relative food consumption decreases for these respective
groups averaged 96.1% (p < 0.05) and 96.0% (p S 0.05) of the
‘control group value for the entire doeing pericd. The i .-

corresponding absolute food consumption decreases vere 96.6% and
95.3% of the control value, and were statistically insignificant.

Groas Pathological Qhaervations . i

BN AN CL TERIBMETT b e e ho I:.- ) L RNCICTR

w - The investigators supplied the following data: 1) Sumsary of
nscropay findings; and 2) Individual observations at scheduled
and unscheduled sacrifices., - At scheduled sacrifice, slight, - .
moderate or maxked dilation of the palvis of one of both kidneys
occurred in 2, 3, 2, 1 and 2 pregnant rats from the control, 30,

60, 120 and 240 mg/Kg groups, respectively. : One rat from the 240
ng/kq group, which had moderante dilation of the pelvis of both
kKidneys, had also tan, hard, granular substance in the pelvis of
one Kidney and a thick-walled urinary bladder containing a stone-
like, off-white mass. Based on the currently observed incidence,
as well as the submitted historical control data, none ¢f these .
lesions wers attributed to treatment. : . i

S R ST - : s

- No gross lesions were found in the nonsurviving rat from the 60
- ®mg/kg group. Red areas on the apical lobe of the lungs was the
only lesion observed in the nonsurvivor from the 120 mg/Kg group.
The nonsurviving rat in the 240 mg/kg group had distended lungs
and white frothy liquid in the traches.

Cesaraan Section Observations _
i Takle XXL:  Cesarean Section Obsorvations®
RS b Bt A
Difenzoguat t o
(ng/kg/day) 0 30 60 120 240
fAnimals '
‘Assigned 25 25 25 25 = . 25
#Aanimals
Mated . 25 25 25 25 25
Prenancy B
Rate (%) 96 92 96 100 100
Maternal ' '
Wastage
#Died o 0 1 1 ‘1
 #pieas CA
pregnant 0 0. 0 1 - 1

10 .-
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e : ' - #Non .
A pregnant 0 0 1 0o 0

. #Aborted 0 0 0 0 0
? o fere- '

¥ natura ,

Dalivery - 0 0 0 - 0 0

Total Corp- R .
ora Lutsa 408 393 T 396 . 427 414

.~ corpora o ﬂ |

¥ Total o : o , _
P Implantations 348 ' 340 . 331 . 350 45 . |
r?- aER - :.j‘};_“_ . . s

fIiﬁiaﬁt- o - R : L i

Total Live o o ' S
- Fetuses 329 318 - 314 29 326

Live
- Fetuses/ . - .
.. Dam - 13.7 13.8 13.6 13.7 14.2

Total

: Rescrpt- _ ' o '

i .t dons 19 23 18" - 21 18
n Barly 19 ‘22 18 " 20 17
Late o 1 o 1 1

Raséfét- ' : : .
ions/Dam ... 0.8 1.0 ‘ 0.8 0.9 » . 0.8

Total . Dead : . o S
- Fetuses R A o -0 .. 0 0

':3_ . ' - 'Dend
i ~ Fetuses/ : - s : _ .
S D“ o [+] ) . 0 oy . 0 . - 0 T o . ’

| Mean Petar . . . - B [FR—
| Weight (¢m) . 3.50 3.48 . 3.43 . 3.53 3,39
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Preimplant= : oo R .
.ion Loss (%) - 14.7 13.4 16.3 18.0 1e.7
Postimplant=- : : :
“ion Loss (%) 5.5 6.8 . 5,5 6.2 5.3
| Sex Ratio : L i e

.%Data extracted from Argus Research Laboratories Protocol No. .
101~008, Tables 6 and 7, pages 49 and 50. Rats found dead during
the study and those sacrificed inadvertently on gestatien day 19
rather than 20 (one in each 60 and 240 mg/kg group) wers excluded
by the testing lsboratory from the Cesarean section observation

~ data. - ‘ ,
.+ Cesarean section ob;trvitiénn w;io,hntcd'on the 24, 23, 23; 24

and 23 pregnant rets thst were sacrificed on gestation day 20 in

the control, 20, §0 120 and 240.mg/Xg groups, respectively.

Difenzoquat, at all level:; tested, hed no effect on any of the

- above parameters sxamined. - Slight decreases in the mean fetal .
- weights, in the 240 mg/kg group, vere not statistically
- significant and did not appear to bha biologically remarkable.

The mean fetal weights (percent of control values) were: 96.9
(males and femalea), 96.4 (malees) and 97.9 (fesmales).

- . - — v"
Difenzogquat : -
(ag/kg/day) 0 30 . 60 120 240
#Pupa S ; ' o
axanined 329 318 314 329 v 326
#Pﬁéu b
atfected 1 ‘ 0 0 0 - 0
Fetal
- incidence : - , . -
(%) .. 0.3 -0 .0 L S+
#Litters : ' L o o N
exanined © 24 23 235 24 23
fLitters - |
- affected 1 0 . 0 o . 0
Litter - SR
incidence . ' : : c A
(¥ - 4.2 . .0 . o0 0. 0

12
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: ;11; _

| 8ngta extracted from Argus Research Laboratories Protocol
No. 101~-008, Table 9, page 52. titters from the rats .
sacrificed’ inadvertantly on gestation day 19 rather than 20
(one in sach 60 and 240 mg/kg Qroups) weras axcluded from the
above data.
bone control group fetus had a ;hread—lika tail. No other
gross external alterstions were observed in this ana other
groups.

Difenzogquat . : _
(mg/Kkg/day) 0 .30 60 120

fPups .
e;anined 156

#f&p;
affected
P 1%
Featal
incidence

- (¥)

fLitters
axapined

fLitters
affected
Littir
incidence : _
i (‘) . . 402 . 403 Cooant 0 . 4.2 e 0

8pata extracted from Argus Research Laboratories Protoool

. No. 101~-008, Table 10, pags 33. Litters from the rats
sacrificed inadvertently on gestation day 19 rather than 20
(gg; ig sach 50 and 240 mg/kg groups) were sxcluded from the
a e data.

b31iqht or moderate dilation ot'thc pelvis of one or both
xidneys was observed in these fetuses. No other soft tissue -
_alterations occurred in this and other groups.
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- Ditenzoquat

{mg/kg/day)

30

60

“240

#Pups
axanined
#Pﬁbl .
affectad
?itai
incidence

170

4.7

165

3.6

162

4.9

167

3.6

fLitters .
exanined
fLitters
affected
LRl
Litter .
incidencs
- (%) ..

24

16.7

23

13.0

23

21.7

a3

|-

13.0

Ribs (wavy,

cervical or
1n¢onplot31y

oquifitd)
Fetal

" incidence:

LAY

E Litter
incidence:
N (%)

1 (0.6)

b | (4.5)

1 (0.6)

1 (4.3)

5 (3.1)

4 (17.4)

1 (0.6)]-

1 (4.3)

(Bifia
¢entrum or
delayed
on:iﬁiclt-
ion)

rlﬁal

_1qa1dcnco='

Litter
incidence:
N (%)

3 (1,8)

3 (12.8)

2 (1.2)

' 1_(‘.3)

.14
14




PR 7
IR |- VRSP

Starnal._Cantsrs

and Palvis
(Incomplete =
ossifrication and/gr
non-ossification)
. Fatal
incidence!: _ _ : o
N (%) 4 (2.3) 3 (1.8) 3 (1.8) 2 (1.1) 5 (3.0)
Litter . _
incidence: .:.-. D S : o -
N (%), 3 (12.5) 3 (13.0) 3 (13.0) ° 1 (4.2) 3 (13.0)

%Data extracted from Argug Research Laboratories Protocol -
No. 101-008, Table 11, pages 354-58 and the summary of the
results section, pages 35 and 36, Litters from the rats
saorificed inadvertently on geastation day 19 rather than 20

(one in sach 60 anbd 240 wg/X¢ groups) wers excluded from the .

above data.

bs- Attachment IX of this review for detalils on skeletal -

" alterations.

D.

B.
i.

‘Discussion/Conciusions
mm_mxmz

Ths'fdlld;iﬁq ;Efaé%i'w;;cﬂéﬁiirvad'in thi 120 and 240 mg/kg

- groups: l1l)long~lasting, recurrent and statistically
significant (p < 0.01) sexcessive salivation; and 21 o
Decreasad body weight gain end food consumption during the
dosing pericd. Decreased motor activity, heed-tilt and
tremors were noted in one rat from the 240 mg/kg group and
red urine in another rat from the same group. .

Davelopsental Toxigity:

n.nthu/nnuoiptionts -

- Thera wers no dead fstuses in cny'grcuﬁ.J Total reasorptions, -

0.8 = 1.0/dam, ware very simiiar in all groups.

1i. Altered Growth:

Difenzogquat had no effect on growth (body weights) of the
- fetuses in the 30, 60 and 120 mg/kqg groups. A slight
decrease in the meen fetel weights (96.9% of the control
valual, in the 240 aqg/kg group, was not statistically
signficant and did not appesr to be biologicelly
significent. .o ' ‘

v}

2

-
4y
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111 Dovalopunntal Anonnlias-

__,;3 -5 31 g,ai#" o, ,-_ L ,"."_ ey :_‘“ . 'f ,{1!

Trnatunnt—rnlatad anonalins (altarations) did not ocour.
The incidence of visceral alterations (dilated kidney

. pelvis) and/or skeletal alterations (mostly incomplete - ©
"ossification of ribs, vertebrae, sternal centers and pelvisa)

was either similar in all five test groups or was higher in
the control and the 30 and 60 mg/kg groups than in the 120
and 240 ng/kg groups.

| Halforaations'

3t i

Traataent-related nalfornations did not occur. The only
malformations observed were a thread~like tail in one fetus
from the contxol group.and wevy ribs (one or more) in the
fetusee from the following groups: One in each the 30 and
240 mg/kg groups, and two in the 60 mg/kg group.

aﬁnﬂx_natininnninlz

Data on the .tahility of doling lolutiann wtra not .
submitted. ' However, according to the Ragintration stlndnrd
prepared by Residue Chemistry Branch (currently Dietary -
Expoeure Branch) in 1988, Difenzoquat le very steble et wid-
range of temparaturee, as follows: 1) Aqueous solution wae
stable for > 24 months at 25° C; 2) Aquecus solutions could
be stored indefinitely at SN'Cs and 3) Only 2.2% loss of
nct}v- ingredient occurred during 160 huurs of incubation at
120 C,

i
i ri .t

No reason was qivan why female rats ueed in thil etudy ware
obtained from Charles River lLaboratoriee in Portage,
Michigan, and malee from charlcl River Lahoratories in st.
Constant, Canada.

cnxu_nlaanizisn:xnn ﬁniﬂnlinn

Hatnrnul NDIL = 50 uq/k :

Maternel LOEL = 120 my/Rg (Exceseive
-salivation, and
. decreesed body waight
"gain end food
sonsumption during the
dosing period).

Developmental Toxiéify NOEL -;120 »ng/kg

Developmentel Toxicity LOEL = 240 mg/kg (Slightly
. decrsessd body weights
- of male and female
fetuses),

.16
16
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BRisk Assssamant: (Xf a canciin is suqqciﬁtd by the rniﬁlﬁs
- of this study, a margin of safety should bs estimated for
both dintary and occupational axposures ). ,

No concern is auqqestad.
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Page is not included iIn this copy.

Pages 19 through 37 are not included in this copy.

The material not included contains the following type of
information:

Identity of product inert ingredients.

Identity of product impurities.

Description of the product manufacturing process.
Description of quality control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label.

The product confidential statement of formula.
Information about a pending registration action.
X FIFRA registration data.

The document is a duplicate of page(s) _

The document i1s not responsive to the request.
Internal deliberative information.
Attorney-Client work product.

Claimed Confidential by submitter upon submission to the
Agency .
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