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XECCMMENDATTON o

It is recorenced -mz- tais stucy (WIL #93003, 6/26/36) be classitizd as
Ccre Minimum Zacs.

Demmal appiicacion of 3.2, U.6, 1.2, and 2.0 ml/kg (96, 288, 573, a-d 353
G/kg, respectively) of 3ladex 4L to rapbics during the perica of major rcano-
jeresis (cays &-13 or zestaticn) resulted in dersal irrication ;slight ezvenema,
Iissuring, anc zssqua—gc:icn)., A ocsitive trena cecrease :n bedy weignt znd
IoQa censurption was 21se Soung ia all treaced graups. Under toe conditions of
1s investigarica, tne metsrnal CEL 1S estapiisned ac less than Y6 mg/vg
\LCWEeST cose zsstaa).

Zvicence cr i careurc-ralaisc increase 1n —rank teratqyenic ertfects was
7CC apparent rm ne suOmiIisc cata.  dowever, & slignc cecrease 1n sker2ral
T

>ssirlication centars was IZund 1n fetuses or the 959 ogskg (hichest acse zasteq).

-

-nCer the JonClIiins I <aLis STUCY, 4 Ceve.opnental COx1city DMUEL 1S estzdlisnec

3t 373 mg/kg anc ne 1Tzt 3353 axc/kg.

Sy wre cermal routs of axgosure, the calculaced A/D ratio Zor Bladex 4L is
-ess wan ! suocsstine tnac cevelopmental TOX1C1Ty OCQUrS 2t Qose levels
z3s5ocilateg with macerma’ TIXicity.
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Chemical: <rénaz: ne, Bladex
Test Material: 3izcex 4L, Off-wnize _—wuzz, “RC sample No.
Study/Action Type: levelcomental toxicity
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CONCLUSICNS AND RECIMMINTATTIIN

Dermal acmi-:
Irgancgenesis .Cay
and desquamation.
Jacrease in oGy -
sitn statistics sznces Zound at the 128, ITI, = 235 =g kg Zosage levels.
LC dese-relateC 2ITSCIS IT ssoricuctive Lncigss 1t The traaved
SI2Ups. Under e ncitizos TE Thls study, > - “Xiclty NOEL is
sstablisnec zt .esSs man % g, <C/cay (lowest Iose =3,

Bvicence ot = >xyrTounc-r2izia
70t apparent {ram @ IEDCITSC 28ta. MO STIERISIioa
stoictural variacices wers ~ctec smong all rauss. Hoees=r, 2 slight increase
in the litter incicences of Ttn sternebrae, <TUT r=Sacrz_ vmrradrae, ard hyoid
Doy unossifieg was nctes 1n the 3955 mg/kg crous ESTD. A ight gecrease in
tetal weight was Zzumc =2 =72 ana Y$S>3 TG/ ws CSape _avels oub a stacistical
JiIference Was it ATILIlEC

Uncer the CChnCIiiIns I InL3 stucy, Ine IZxicity NCEL is

2staplisneg ac s7: o, & &G Ine kL at ¥5s g, F=ST LCse testad).

i
(N ]
y
:
i
(2]
(3
[}
rt
b
[
Ial
5
QO
[
[
=
o

;
h
5
i
:

a

Iz is recomasncec 178D INIS 3ZTuQy ce oiz zre Minimum Data.



005331

PROCEDURES

A COpy OL e STaTy TICOSCUFSS 1S appendec. 1ne roliowing nighlignes ana
COmments are nctac:

b

L. Amimals ~ere cestraing 71 Stock Qurlny ne exposure period (6 acursy/cally
from gestatioral lzvs o-i13) Zoilowed Ty wearing a <olilar [Or the remalncer

Of fach cay .3 "ours.zallvi.

2. Two conorsi zroups wers ssed: naive ang venicle. These two contral
Jroubs were It SoncurTently 2and were 2xposel o the same conditicns ({stock,
collar, envircamens, 222 ) as the Blacex-animals.

3. The authers si=tec Inat artllficlal insemlnatlon &8s used 1n thls stugy
with semen coilectzd Zrom 20 males of zhe same strain obtained from che
same commercia. ; Jrutec segen rca 2ach male «@S then usec s
inseminat2 in 2qual amo2r of Iemales in 2ach group. However, insaminacicn
data were nCT 2ppents: WiLT 015 final report £O suostantiate the authers'
statement.

4. Feral crain ==s xzmineg ov a mid—coronal slice. This approeacn apearently
1S the usual 2xEinatico concuctad oy the testing tacilitcy (WIL) ana ncc
3 aesign o€ e stuoy srotocci. It is this reviewer's coinion thac 1o «eulc

lave Deen ZellsD T SXETINe The LALra—Iranla. structures in s=riai siices.

>. The autncrs nat llve retuses ~ere "killed sy T-ol® injeczion®.
MO cescription € 31 1njeCTicn {lntracardiac? latravencus?),
volume or Ln-ecziio, Dat.r2 or tne T-ol® solurion wers siven.
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WSULTS

L. MATERNAL TCXICITY

1. Clinical Ckser=cizrs

Scattered incicercss I alopecia, clear oculzr discharge, soft stool,

decreased urinaticn, zao Serecaticn wers notaa in all groups inclicin:
che cocntrols. Thsse cl_onzzzl nS apparentiv wer2 incidencal and not trsacenc-
melated.

Four animals 2iec xring tnis investicaction: D oin tne 296 Wg/Kg graup and
3 in the hignest zcse o x¢/Kg). The autnhors incicactea that cre geach
in the 955 mg/kg srmur - I3 the animal's escape Irm the rescraining
StoCK and 1ngesticn I 2rial frmn the sonpllcation sitae,  The sause
OL deain tor Tne tionar S2Uld "OC S¢ Ietemined oV Aecrogsy sindines.
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<. Jermal Irritaticn

vermal irritaticn 3is s-arzc
=ZelMd #¥as notea 1n atld
=lema, moCerate erytn

3iaQex groups.

Jemmal Cbservat:icns (exare

e v 3lixm
2ETLLS al,
lesguamatian,

18

- 2T/TNera ane very slicn
2 dcwever,
3L T13Sxing wer2 found caly in

Im2is <ith findings)

Naive

g/}

<

NC. Of Zams 4
siight erythema 4
loCerate 2rythema O
“Yery sliznt edema )
Z€squamation J
Tissuring J

{¥) Stacisticallv

3. Qv Weicht Cata

Matemal tody weiches -
-nvestigation.  Non—gravic

[

t.

Co Crd "1 v de

20
19*
11*
14r
20

Lo*

at Jv.d5 lovel

Naive
~E 3704
&7 .3 3380
<7 - toul

=CCY weLlontl u3ln \Grams

-¢vS o=y iz
~IvS ld—49 34

uring the treatment pericd
-~ ooy weight gains were nocec i
siznificances (p < 0.05) founa =t
z7oup (96 mg/kg). A repounc increase in >ecy
tr2aced roups attar cessatica ~fF
zignificance noted ac -me nighest

6=~1d}, o0 1 o albs o
Bizcdex~ireates grouos with scati
all ccsage isvels 2xcer

Wt = e e
:I‘Qe oo

<. Foocd Consurpticn Data

The mean food consumes

SCse-relatec Zecrsases
.the lowest cose

a 3tat




' T
Jean Tood Tonsumed (grams/ kg oodv weighc/day) CC - 33 ]

naive  enicle 96 ma/ka 286 ra/kg 573 » ke 955 ma/kg

Days J-s =5 %2 41 42 41 40
Days 6-18 39 3a 38 3u* 25* 20*
Bays 1g-29 3 37 39 35 31 39

(*) Staeistically ZifZféerent fram vehicle concrol ac 0.05 level

Jrior to the Irearmnc period (cays U-6), no a.frerences in food consumed
were noted among ail jrougs.  However, demmal apgplication of Bladex (days 6-18)
signiricantly recuce: te mean foou consumed at the 286, 573, and 55 m3/kg
Josege levels. No cnanges :n “cod consumed were noted arter cessation of
Bladex exposure {cays :c-:9). ihe reductions 1a fooa consunmptlicn noceq during
tne expcesure perioc 'S =13} may have resulted, tnerefore, in the signiricanc
aecreases in the oog, 1ZT 4108 alscusseq pravicusly. -
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3. Reprocuctive Catz arc SCIICSY -

The following tanle summerizes the tindings at necrcpsy:

Naive  enicle 9 ma/kg 286 mg/ka 573 ma/ka 955 ma/ka

# dams assigned 0 P 20 20 20 20
$ dams pregnant i i3 19 -8 19 18
Pregnancy rate (i) 33 30 95 20 25 30
3 aled 2 b 0 i J 3
3 aborted - Z Z - 3 I
# litcer rescrzec - 2 J 2 0V
# dams witn

Zetuses 2z - 23 ) % 14
;( coroera lutea “ves PRV J.6 L2 1.7 .y
X implantacions Tl i.s 7.8 3.5 3.3 7.4
X preimplant. lcss 3. 2.3 2.4 2.7 24 2.6
X vianle fetuses 5.3 7.5 6.4 7.3 6.3 5.3
X postimplant. lcss 2.4 .3 1.2 1. 2.0 L.i

‘he pregnancy £3Iss I 3CIa re control ana tfedted gloups were wichin tne
accepraole range of tte assiorical concrol daca {34.33) for artiricial
insemination. No camounc-relaced <LLects were evicent relative to the numoer
of dead ana/or aocrtac animals. All graups, including the highest dose tested
(955 mg/kg), haa an acequzte nmoer of litters for examiration (inore than 12
litcters reguired oy =me 1342 FITrA Guicelines). Ne significant deviaticns in
the means of ccroera lutasz, .TTiantacion sites, or Jreimplancacticon loss were
noted among the grouss.  lic statistically significanc differences in the number
of viaole fetuses wers “ound wren cata fram the treated groups were compared o
elther concurrent cr niszorica control data (mean viable fetuses = 7.0). A trend
increase {(not stacistically siznificant) in the mean postimplantation loss was
noted in ail treacsd crovos zs capared to either naive cr vehicle contral
data. However, 2 iCss-refznse relaticnship was moc aoted. :
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I . DEVELCPMENTAL TCXICITV

L. Fetzl Weicnt

-~
as mentionec previcusly, no significant differences in li: er size were nccec

among the groups.  rectal cata at marernal Iinal sacrizice are as follaws:

saeire  vehicle 26 mg/kg 486 c/ks 373 wc/kg 955 ma/kae
3 Jams witn
viaple retuses 35 ib N io i 14
3 viable fetuses 39 12y . luy 120 Ly 48
3 males SRR 78 7 53 44 44 -t
7 Zemales 25 31 c4 7 io 44
sex ratio (M:F J.3L 1.23 L. lJli J.78* 1.00
T2ral weight (gmj <4.3 42.0 5.3 2.3 38.3 40.3

(*) Significancly difrerent Zram venicle ccacr=i ar 1.35 level

Yo svicence oL a ccse-relateq efrect ca fetal w2ligac ,as acparent from the
zata suomitied. Altnoucn the fecal welcht of the 573 and 9,3 IG/Kg groups was
siightly less than tne venicle zcntrol valuss, a statisticai signiricance was
10T attained and tnese Zindings are ccasidered by this reviewer as coincidencal.
Tre historical ccnrroi Zectai weicnt was 39.6 grams.. An wnlikely compound-relatsce
ziteration in tne tne sex ratic was Sound ar the 373 mc/%c dosage level and this

ding apparent v rssuited fran e untsually dign maie:Zomale ratio of the
Iorcurrent venicle sonirei grous 1.335. ZTown~rIp lencTn waS et measured o

INls stu/.

2. ixtermali JoservatTion

All Zztuses wers sxamined 2xzernalily
Zound 1n one I2TLS each In the 486 ang 2=
~121 SACIT T21. 10 Tne 36 Tg/XC Irous.

. larpe. anc, cor zarsal Slexure was
3 Ig/Ky ITTLUS. e IiTus was reportec

. SOrt 7rissue Zxaminzzions .

SCatiered nfloencas <t Aycroceunaly/, Teart anc,/cr r=3g vessel QPQTB.LV'
TeCIo-vestlioilar Iistuesz, ":’!;Dia:'af a0Sell Ot smalli, ax £ trocaval ureter
~2re tourda in Doth cre ocatrol ena creacsd ZXQAIPS. 'l—c...f‘f:'.s &t were not
Cserved Ln eirther naive or venicle conorals inciusec Qistanced uareter and
“EmOrrnacic rir arounrc the iris. sotT TISEUe Ligls CS ar2 sumarized 1n the
2XT tacie
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enicle 56 - /ka

fetuses (litter)
2xamined

4

*wyarocepnaly

*recrovestloular
zistula

*Rerrocaval urerer

*memerrnagic ring
arcunc the 1ir:ts

>2ail Dlaccer smail
-r zbsent

*Zistenced uretsr or
ncr cevelcped

*_efz carstid zrises

STUnK

’Recrcescehageal z¢

229(35)

3
J

-(2)

J

L)

Teral

*laanon Truncus arsariisus
ncompiste s

286 ma/kqg

573 ma/kg
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955 ma/ka

129(16)

J J J

+{ 1) J +{ 3)

sepilla(e;
J ’ IRQY! J

. Zrzcalecesnalic

3(2) 2(2 3

.8 3rzn

[
<.

~2Vl1&N 3rises ncepencently
h) )
J - -\ =)
{0 J v

intervencricular septum
J L J

108(15) 120(1se)

1u0(14)

(1)

(1)

ih)

2{2)

i

[

38(14)

U
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2(2)
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(L)
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4. Sk

eletal Findings

Skeletal fincings of interest are

surmarized in che next tabie:

:&.;.L..AL FINDINGS

o

on
-

—
~—

(@]
(WX

2ANCTE LY L

Maive  Vehicle 36 og/Xc 286 —q/ka 573 /< 383 =crke 3
+ fetuses {litter)
2xamined 239(3s5) 129(1ls; W91z 120(19) Jo(l4) 38(14)
% 3
°Ffuseq sternecrae U 11y (L M J 3 .
°Vertepral anomaly with/wichout 1
rio anamaly 3(7) 1) 3 - J oI ) 3
*vertebral centra
anomaly 2(2) U 3 3 J < I 3
°25 presacral .
vertaprae J U J -i1) . Y 7
°27 presacral 3
verteprae 36(21)  23(8 3903 2T(12) 22(4; S TS 3
°7th sternesrze (1 i J J J 3.4
“Hyoid body./arches .
uncssified J J 3 D 3 2.z
°Sternebrae 5 and/cr -
0 uncssified 2Ll R L3z a(5) {3 LB
2Accessory skull
ocnes ] e R =2} iz :
No statistically significant ;;::e:ences “=re lound in any o e sge.=sTs]
Iindings. Scattered incidences cof L3e, vertepral

without assoc:ateq Tib anornaly, xe- _-OE_J. czac

2LZ., were Zound In »oth

titzer inciasnces or 7th suerre.,r
va4.2%), 28 presacral vertenras
~ere noted in the 355 mg/kg Sroup
venlcie and naive ccntrols.

4o

contrzl ang
~sere founc in che Createq grcuss oLt ot
Jerteprae ang "IVOlu OOCY ana/or arches Lnessiziaa.

roaly, steroeprae TEe_ziigneg,

STR2ate2 srups.  Skeletzl incicences =mat
i e onorols incl xeq z3co cresecrai
Slight incrsaszs i3 :re
c~8.0%.  avciC Dody ancsor arceses WACSSillen :
T.%), and sToa sresacral vertaprze | Ts.oz! -

V11ONeST Iose ;EQLD) as conpare? 16 e -2
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DISCUSSI

Dermal administration of Zladex 4L formulation to racbits during the pericd
of major crgancgenesis (cays =18 cf gestation) at 0.2, 0.5, 1.2, and 2.9 ml/kg
and tissuring at all cosage levels :ested. The severity of the injury was
proportional o the dosage level used. Slighe erythema was also observed in
animals treatec with the Zormuiztion olank. Compound-relatea cecreases in cody
weight gains were noted in all zrearag graups with statiszical significances
observec at the 286, 573, anc 353 mg/ky ccsage levels. siynificant reductions
in zcod consumption were also Zcunc at tnhe 286, 573, and 355 mg/kg cosage
levels. : y

~0 3cse-r=latea effects ca apcrtion and mortality were noted. Pregnan.y
races as well 2s the means or ccrpera lucaa, impiantitlols, vladie fetuses and
Iesorpticas were not statisticzlly zifferent fram control values. A slignt
lncrease .n DCSTIMPLANtatlcn 1CSS wes aoted 1t all treaceq JLOULS 4dS comparec
“O D0t The Coacurrent nelve anG venlCle contol data DUt =vigence OfF a dose—
response relationship was not —cunc.

Unler tne conditicns Of ils STuCy, the macternal NORL 1S cetermined o ce
less than Y6 mc/kg (loweSt ocse zeszad) oased iTCN Cermal lrricaticn and
systemic toxicity.

{96, 286, 573, and 955 mg/xg, Tespectively) praduced slight erythema, desquamaticn,

Zvigsnce <f a cawpounc-rR2latec increase in Srank Terzrocenic erLiects was
aCL cbserved 1n CNlS StuCy. SCaCiarsc lnciCences of awirccephaly, recto—
vestidular tistula, carpal ancsor tarsal flexure, and snorc tail were notea
amcrg the rourss. The incicencss o skelecal variations .ere not statisticatly
iiZZerent zmong all jroups. ¢ zoss-relatec increases in che frequency of eacn

7artaticn 2ng 1o the incicencss £ _izzars arc fetuses wiin variatlcns were Sound
1= =mne 2=xcepuion of sliznet incrsases in T2h sgerneorae, 27Hn Sresacral verzaprze,

w
2nc 1yoic sody urossifiec in e 253 og/kg stoup (highest zose tested). slicnt
cecreases in fetal weight wers Ztunc st the 573 and 955 nc/kg desage levels nut
2 statistical cirference wes ncteC zt-iined.

Under the conditions of tais sticv, tne cevelopmental toxicity NCEL is
2staplisrec at 373 mg/kg anc The L at 953 mg/kg {(highest cose testad).

3y n2 Zermal route of acmalstrzticn, Rne calculatec a/D rztio Zor
3lacex 4L wvas isss rnan 1 SUGGesSTi: at cevelopmental ISXICLLY scourred at

Cse l2ve s asscciated with matemmal 3X1CiTV .

*E recommenced tiel tils Stucy De classlrlec as Ccre Minimum Data.
Soolmam cdtd.e
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Page

is not included in this copy.

pages \!  through 20 are not included.

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.
Descriptidn of quélity control procedures.
Identity of the source of product ingredients.
Sales or other commercial/financial information.
A draft product label. )

The product confidential stétement of fofmula.
Information about a pending registration action.

FIFRA registration data.

The document is a duplicate of page(s)

The document is not responsive to the request.

Fl

The information not included is generally considered confidential
by product registrants. TIf you have any questions, please contact
the individual who prepared the response to your request.




