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The

material hot included contains the following type of

information:

Identity of product inert ingredients.

K

Identity of productkimpurities.

Description of the product manufacturing process.
Descriptién of quélity‘control procedures.
Identity of the source of product ingredients.

% e e s . . A
Sales or other commercial/financial information.

A draft product label.

The product confidential statement of formula.
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.

.T

The infofmation not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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Page is not included in this copy.

Pages fﬁf] through.2§é> are not included.

The material not included contains the following type of
information: ~ ot

__ Identity of product inert ingredients.

—— Identity of product impurities.

— Description of the product manufacturing process.
- Descriptién of quality control procedures.

—_____ Identity of the sourcé of product ingredients.

% s . . ?
Sales or other commercial/financial information.

B A draft product label. )

The product confidenﬁial statement of formula.

Information about a pending registration action.

FIFRA registration data.

The document is a duplicate of page(s)

K

The document is not responsive to the request.

P
d

The infofmation not included is generally considered confidential
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.
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feome of the ehove values were calomlated by the reviewer from
individual animal data]

Phare wore no ctetistically significant differences in food
consunption betweon the ¢, 32.8, ard the 160 By kg groups.
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3.0 3.35 2.83
3.2 3.45 2.95™
L 0.6 +0.5
3,57 3.27 2.75"
0.2 0.4 0.5
3.3 . 5.5 ..8.6
6.0 6.9 - 16.8
(mmz 3..@* 1.0 0.8

Aﬁ mm {mmf w;uh@r "%ﬁ & @!}?%ﬁs 12 appendix € pp. 85-
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Rlthough the number of viable fetuses in the 325 mg/ kg group was
jower than the study control (-19.9%) the difference was not
statistically significant (the decrease was =20.4% relative to
the historical control). Although the preimplantation loss for
the 325 mg/kg group is increased (77.8%) relative to the study
conirol, the value is not as vastly different when compared to
the historical control (18.5%). The mean number of resorption
sites per dem was also increased for the 325 mglkyg group (2235%
relative te the study control, and 271% velative to the
historical control). One female in the 3295 mg/kg group totally
rescvped a litter of 18. Anothey female in this group vesorbed
13 of 14 implantations, while another daw resorbed 9 of 15
implants. Tnese findings apparently account for the dose-related
increase in post-implantation lose (13.2, 30.2, and 217% were the
incresses for the 32.5, 100, and 325 mg/kg groups respectively,
relative to the study control, and 33.3, 53.3, and 273.3%
relative to the historical contrel). The mean nunber of males
per litter statistically indicated a linear resporn:'a related to
the dose levels (the nunber of pales/litter was -16.%, ~15.2, and
=35.4% vezpectively for the 32.5, 100, and 325 nmg/kyg levels
relative to the control). Mesw fetal weight at 325 ng/kg was -
17.8% of the study control and -19.8% of the historiczl control
for litter 3 -15.2% of the study control and ~18.1% of the
nistorical control for meles; and ~17.2% of the study control ang i
~19.6% of the historical contrel for fewunles.

el Pomicliy

sahie & Exberna) Exsninztions
Observations’ Conkxol low Dose Kid Dage Hlg Dose

Externzl Malformations®

#pups(Litters) examined 4622(30) 352(27) 382(28) 272(23)
Edematous o( 0} 11 0( ¢ (D
Filementous tazil o O o( &) ‘ G( 0) 202)
Exencephaly 0 0} 1( 1) e{ 03 0( O
Protruding tongue 0( 0} (1L I IgN )] o 0)
Eye bulge(s) - absent 6( 0) 2( 2) 0 0 2( 2)
Eye bulgs(s) - small o{ 0) o @ Q] (1
Total External Halformstions
Fetal Incidence N(%) o o 2(0.6) 6( 9 5¢ 1.8)° ;
Litter Incidence N(%) 0( 0) 2(7.4) 0( 27 5(21.7)° ?‘%
Externel Variazions® y
#tpups(litters} examined 432(30) 352(273 38228y 272(23)

Shiny (glassy) appearance 0{ 0) 3L -6 3 2¢ 1)
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Tozal Exéexnal Variations
Fatal Incidence N{%) a( Gy 3¢0.93 L{ 1.0) 2(6.7)
Licter Incidsnce N(%) o( 0 1(3.7) ey 1¢46.3)

* some observations may be grouped together

® faral (litter) incidence

* gignificently different from control (pg0.05) '
Data taken from study nuwbor HET K-006666-012 eppondix L pp. 250-251

The incidence of external malformatlions et the 3285 mgo/kg level
vas significantly different from conlvel whan evaluated on the
fetal and littey basisz. The edows, buleing eyee, and protruding
tongue were ohsexved in one fetus of the lew-dose group.

‘The only external varlation notod wae shiny skin. This is
nt skin of developmeatally
retarded fetuses. The finding was net dosgerelated and
therefors, not -attribulted te treatment.

Table € Viseomsl B

Ghseryosians Gansy Hid lope  Bish.Baca
FIDERN 183{37} 199985 144033)
&L G i L TS 2¢ 23
¢{ 0} 6L Gy G 0 af &y
6 &) {8y G¢ 0y 2601
Lateral Cerchial -
Ventriclelay - 4 ndad LT O 4y 80 03 11
sovelo sreh Halformation 3 @) Gf @ 8¢ 03 1{ 1)
Covdien Interveniriculsy
Septal Defact T 4 O LT L 1)
Tetel Visceval Hanlfeviatious .
Potel incidesice NIG) T 1¢0.5% 6¢ 0y 6.9y
Litter ireldemce W(L) 6 ©) 137 o{ & 6¢26.1)°
VAR TR I)] 18e%y 188208} LA4(23)
C Distendes Renel Pelvis
(pepills presont) 2( 2} al ) 8¢ &} i 1)
3 {g) - distendad &€ &3 WL 2( 2% L 33
v{8) - tevtusug 1 &) 13 % 2 6 &5
Potel Viscoral Varletiens ‘
Fetal ineldense H($) 10 6.6y 18{ 6.6} 8¢ 2.9) 8¢ §.3)
Litter ineldonce H(% TC21, %) S35, 310, 8434.8)

e © e s ——
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* gonme chesrvatiens wey be grouped together

b feenl (Litter) ineldonas

¢ gignificencly éifferent from eovtrol (pgh.C3)

Pete cakon from study wuwber HEY §-008866-012 eppendiz H py. 230-314

grere were ne viscorael malfermaticns ln the 0, and 100 wmu/kg
aooup. Tho only vigoeersl palfornation in the 32.5 my/hg grovp
vas anophthalmis. tforpnations of the eve (wlevo~ and
anopbhthalpia) were @ s ino four 325 no/ky febuses eof four
ciffavent Litters. Tho cardisc defects were eboerved in the
nishedone fotus found o have edena of the cervieal and theracie
reglens ¢uring extornal evaminationsg.

3

Paviuens endlor leten od vreatsrs were the mnost commenly obscxved
vir rarel varietliens. %ne incidence ef this and Che other
2

vir orel verlstions wvere reledively compeveble o the coatrel.
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Fabte 7 Skaleta) Faaxivstions

Coptiol Lgv Dogs Mid Doge  Kizh Dosze

2G3{30) 170{27) 183(28) 131(23)
B in Cravdus 6 0} IAORY 04 G 0 0)
i - fured ¢ N ¢{ 0} 0 0)
miptesl(s) « mizsheper Ge 0) 1{ 1} ¢ ¢} ¢ 6)
U mieelrpen ¢ 0y LIRS o & 0 6
e 6¢ 0) 0L 0) ¢ ) (1)
TEN )] GL O G( ©) (1)
GL 0y T’ 11 W
TR L) £ O3 1) 0{ G)
GO G{B) i 1) 0¢ &)
A AR Lo 1 1)
o 1% 0¢ @) ¢ ©)
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of o ¢l 0 2 2)
o] O( 0) (Y
Ry i €} 0L 03 LE4B §)
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Table 7 Skeletsal Examinstions - cont’'d

C Cantrol Low Pose  Mid Doges  E gh Doge
Sacral 2
Process(es) - ine. ous. 5(C 3) 2( 5) 7¢ &) 10( 6)
Oss. Adj. to 7th
Cervical Vertebra(an) 2D 1( 1) (L 10( 6)
Thcra:ic Centrun{a) -
noat og 2(¢ 2) (L 4( 3) & &)
Thex ***z Centiumf(a) -
split o( ) 0( G} o O 3( 3)
Sacval Centvuw(a) -
Dot 08s. o 0; 0¢ O} o 0 2(2)
Ssoeral Contrum{s) - ’
LG . 055, 0{ Oy 1¢ 1) 1( 1) 37 1)
Caudal Ceutrumia) -
not oss. 2D 1¢LD 6{ &) 150 8
Zpd Steruenra - nNoT CES. 40 3) 1L ) 5S¢ &)
3rd Stervnusbra - inc. oss. 4( 2) ITGNY; o &) 7¢ €)
4 Stervcbra - 2L OsE. 1C 1) GO U\ ) ETEY
: " PR ous. 81 g &) 25(15) 40437
not Oss 1L L) of 0) 3( 2> G{ 3)
niot ; GO(23) LE(LT) 63(24) 104(272)
Lot o, 26(12) n{ 6) 29(14) 49(i6)
el oslepe ¢ o) o O o¢ 0} 2( 2)
3( 2) &{ &) 7( 6) 11¢ 6)
0( 0) e 9 5¢ &) 120 7)
ine.nss, &{ 4D INER ] 6( 6) 130 6)
ino,Gs8, 1) 2015 &{ 4) e
SEER WD D (L 5( &)
oe B{% TTH(RE.2Z) 13%(8L.8)  152(83.1) 127(36.9)"
Licter imcidance K{ 30(100) 27100 28(100) 3(109)
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Page is not included in this copy.

Pages [bf;~ through IE;EI 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.
L Descriptién of quality control procedures.

______ Identity of £he source of product ingredients.
_____%ales or other commercial/financial information.
______ A draft product label.

. The product confidential stétement of formula.
—— Information about a pending registration action.
_Zg_ FIFRA registration data. |

The document is a duplicate of page(s)

: The document is not responsive to the request.

il

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




