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-In a developmental toxicity study (MRID 46062616), polyxylenol tetrasulfide or PXTS (100%
a.i., lot/batch # 1685-23) was administered to at least 30 mated female New Zealand White
rabbits/dose by gavage at dose levels of 0, 1, 5, 20, or 62.5 mg/kg bwiday from days 6 through 18
of gestation.

Maternal toxicity was observed in all smdy groups, including the control, and consisted of
mortality, clinical signs of toxicity (cyanosis, diarrhea, scant feces, no feces, and red urine), body
weight loss, premature delivery, and gross morphological changes (molted lungs anﬂ paic izwt}
Additional gross morphological alterations related to treatment include red/brown pi tation
in the large intestine, fluid in the thoracic cavity, and various iypes of Wmﬁ in ﬁtc? ungs
liver, and large intestine; however, these changes did not oceur in the control group. Maternal
deaths consisted of four control dams, six 1- mgfkgfday dose dams, four 5-mg/kg/day dams, seven
20-mg/kg/day dams, and eighteen 62.5-mg/kg/day dams. Premature delivery occurred in seven

control dams, eight 1-mg/kg/day dams, eight 5-mg/kg/day dams, ten Bu«mg{ig!day dams, and six
62.5-mg/kg/day dams. Based on similar results that were observed in previous studies that

‘ ntal toxicity of PXTS in rabbits (Ralph Fre .
personal communication), it is apyawnt that the vehicle, Mca;:rylm, shows mxxmty 10 rabbxm in




 resulted in an insufficient number of dams and litters for analysis.
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.the a%wmc of any chcmca! tmatment That the apparent mcapzyimmatemai toxicity ohsuwd
inthisr po! ies
" conducte | in rats using the same vehicle (MRID’s 46062614; 46062615) in which rats w

it study appears to be species-specific is supported by repeated oral dosing

10 500 mg/kg/day of PXTS in tricaprylin with no deaths occurving. Additionally,
e/developmental toxicity screen conducted in rats showed no adverse effects on
doses up to 500 mg/kg/day, supporting the lack of developmental or reproductiv

XTS. Dams in the present study administered 62.5 mg/kg/day exhibiteda
‘ ratio and an increased preimplantation loss; these alterations did not reach
statistical significance. High mortality in all groups, especially the 62.5-mg/kg/day group,

d in a small sample size of litters/fetuses. The decreased sex ratio is likelytobean
artefact of the small number of litters at the top dose. For preimplantation loss, the lack ofa
clear dose-response relationship, as well as the small sample size, again limit ssessment

his e maternal LOAEL is 1 mg/kg/day; a maternal NOAEL ¢a
d because adverse effects ocenrred at all dose Jevels. &

A significant increase in the incidence of kidney dilation was observed in fefuses at 62.5
mg/kg/day. Without histopathology data on this organ, however, it is not possible to determine if

©the dilation was caused by kidney or ureter obstruction, or by another effect. Further, inthe
 absence of historical data, it is not possible to determine the frequency of this endpointin
 igboratory controls. According to guidelines, at least 20 litters are needed to make pro
~ compa . In this study there were only 13 control litters, twelve 1-mg/kg/day litters

fitters, nine 20-mg/kg/day flitters, and five 62.5-mg/kg/day litter
pmental NOAEL is 20 mg/kg/day and the LOAEL is 62.5 mg
cy dilation, which is comwaﬁvéiy considered an adverse effect.

 This developmental toxicity study in the rabbit is classified as Unacceptable-guideline and does

satisfy the guideline requirements for a developmental toxicity study (OPPTS 870.3700;

'OECD 414) in rabbits. Matemal toxicity was evident in all study groups, including the control.

The vehicle used (tricaprylin) likely was a contributing factor to the observed matemal effects.
Jevertheless, the high level of maternal mortality and premature delivery in all study groups

ANCE: Signed and dated GLP, Quality Assurance, Data Confidentiality, and Flagging
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Polyxylenol tetrasulfide (PXTS)

A solid material with the consistency of road tar

1685-23 '

100% n.i. ,

Stable at roofn Emperature

The strucrure js provided in Appendix B (page 51) of the study report.

e control: The vehicle was tricaprylin (CHsoOg; Lot # 022K1209;
colorless to light yellow liquid.

Rabbit .

New Zealand White

Females: 5 months old upon receiptrandom sarnple (20 rabbits) weighed 2.95-4.38 kg the
day afber roceipt :

Males: 9 months old upon receipt/random sample {5 rabbits)y weighed 3.27-3.47 kg the day
Covance Rescarch Products, Inc. (Kalsmazoo, MI) »
Individusliy-housed (except during mating) in suspended, stainless-steel cages with
automatic watering systems and excremer - pans lined with disposable poly pads

During the quarantine period, animals received 150 g/day of either 50:50 mixture of Centified
Hig Fiber Rabbit Diet and Certified Rabbit Diet (#5325 and 5322, respectively, Mt
Nutrition International, Inc., Brentwood, MO)Y or 100% of the high fiver diet. Spermepositive
females received the $0:50 mixture ad libitsm for the rest of the study. The diet reportediy
did not contain levels of contaminants that would interfors with the study,

Tap water {City of Chicago) was provided ad libitum. Water reportedly did not contain
tevels of contanvnnnts that would interdere with the study.

Temperature: 2226 %C

Humidity: A2 %

Alr changes: Not provided
Photoperiod: 13 hs darks )2 hes Tight

i days:

1. In life dates: Start: July 15, 2002 End: August 23, 2002

2. Mating: Mating was conducted over an eight-day period using a staggered-start design to
ensure adequate evaluation of developmental toxicity in the fetuses. Approximately 25-50% of
each study group was mated on approximately 2 to 4 consecutive workdays. One female and one
male rabbit were housed together until mating was observed, for a period of not longer than one
hour. Males were of the same strain and from the same source. Mating was c¢ med via
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mm-posmve vagmai impnnts. The day thata spenn—pns:twe vaginal imprint was obtained was
des;gaated as gestation day (gd) 0.

3. Mmz Sperm-positive females were assigned to dose groups usinga.
computerized randomization procedure based on body weight as indicated in Table 1. Each
animal was identified by a number written on its inner ear with a nontoxic, permanent marker. © -

| ection rationale: Acwr&;ng to the study protocol, the dose levels were sciﬁct&i on
the basxs ef 3 prevmus range-finding study (IITRI Project Number 16368SN1). No ﬁmherdmis

( pr and apalysis: Dosing formulations at taﬂcmm of03, 1.7, 5,? md

2{} 8 mgf’mL (tc tiﬁiaver i 5 20 ami 62.5 mg/kg) were prepared weekly bymxxmg appr .
amounts of heated test substance (approximately 90°C) with tricaprylin. Dilution to final wﬁm .
was performed afler the dosing formulations were cooled and stirred; dosing formulations were
then placed in amber glass jars and stored at room temperature until use. Samples (~2 mL) were
collected from all four preparations to evaluate achieved concentration. To evaluate . .
homogeneity, replicate samples taken from the top, middie, and bottom stratus of the high- and

. low-dose levels and replicate samples from the mid-dose level were analyzed on 7/18/02 and

. 7/25/02; these samples were prepared on the same day as analysis. Stability was evaluated on
7/18/02 (Day 0), 7/25/02 (Day 7), 7/29/02 (Day 11), and 8/1/02 (Day 14) from replicate samples
taken from the mp* middle, and bottom stratus of the high and Jow doses that were prepared on
an 0

: . Results
Homogeneity Analysis: The low dose was determined to be homogeneous witha

relative standard deviation (R.S.D.) of 3%, and the high dose was determined to be
' hnmx}gémuamﬁi anRS.D. nﬁ%

Siai)ﬂitg Aaniysis* For the low dose the stability ranged from 97-100%; for the iugh
dsase, the stabxhty ranged ﬁ‘em 100-104%.

x Cuncentmﬁou Analysis: The mean coﬂcemratmns of all doses prepared for ihe ﬁmi and
second wecks of dosing were 101-107% and 104-110%, rcspactweiy, of the targét
concentrations.

The analytical data indicated that the mixing procedure was adequa:a and that ihe vmm
‘_ b@tween nominal and actual dosage 1o the study animals was meptabi#

&
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stration: All doses were azimmasie:e& once daily by gavage, on gd 6 through
‘ af 3 0 mUk,g of body wmg!w’day “{he stuéy report dose not state whether dosing

wst a::ec daziy dmag qmuae and gd G to 5 I}umg mam:mt, mxmals were

wice daily, at least 4 hours apart, for mortality. Clinical @bsmatxm were

ly 0-3 h;mm after dosing or once daily on non-dosing days. Full physical
exami jations were conducted on day 0 and at study termination (gd 29). Body weights were
recorded on ﬂwdayaﬁarrecmgft, at randomization, and on gd 0,3, 6, 9, 12, 15, 18, 21, 24,27,
and 29. Food consumption was recorded on the same gestational days as body weights.
Surviving animals were sacrificed and necropsied on gd 29; moribund animals were sacrificed in
- extremis ami ma;:md and animals that died spontancously were removed and necropsied.

Exammatmns at smnﬁce consisted of a gross necropsy, cesarean section, and tissue collection.
~ Tissue masses and suspected lesions were dissected, sliced into appropriate-sized sections, and

o fixed ‘buffered formalin. The uterus from each female was removed, trimmed of excess
. fa, and weighed prior to the removal of the fetuses from the uterine homns. The uterus was then
o wmgimﬁ ‘with the ovaries, and the number of corpora lutea was recorded for the right and left
~ ovaries. The uterine homs were examined for tissue resorptions and fetal deaths.

- Resorptions/deaths were counted, recorded, and classified as early resorption (placenta unl:ﬂ, late
*resorption (placenta and fetal remains), carly death (fetus weighing <10 grams), or late M

. (f@taswsagmagk}i}gams) zvmalmwmmmcvedan&wghe&

~ 2 E&Lﬁﬁg&m All viable feixmes were removed, counted, identified in a syﬁemam
fashion, weighed, sexed, and examined for any gross abnormalities. The gross extemal
,mox;;haiﬁgmai examination consisted of the following: evaluation of body and head shape;
- sizing and extension of limbs; counting of separate digits; and inspection of skin, umhstmus
, regwn, amzs genitals, nares, pinna, eyes, and the oral cavity.

AH Zwe f&zuses received a wet v 1ss:eral examination of all recommended structures by a
modification of the Staples” method and were sexed internally for verification pusposes. =
(,t:phahc examinations were conducted on a random collection of live fetuses from each litter. |
The selected fetusés were decapitated, and each head was fi xed in Bouin’s solution for a
minimum of 48 hours prior to an etammaiwn using a modified Wﬁmn s Razor Biad&
Technique. A stercomicroscope was ed to examine all pmmi- c

Ahnormaf ties were recsrded and | heads were simed in 78% aﬁm&a} Mi fetu
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solution, Guideline-recommended bones were counted and examined with a stereomicroscope.
Skeletal abnormalities were recorded, and fetal skeletons were preserved in glycerin.

1. Statistical analvses: Systat software {Systat Software Inc., Richmond, CA, version 5.0) was
used to perform all statistical comparisons (minimum significance level of p<0.05). The body
weights of the dams and fetuses were compared by analysis of variance, followed, where
appropriate, by the post-hoc Dunnett’s test, Gross, visceral, and skeletal data were analyzed by
Chi-Squarc/Fisher exact tests {fetal N) or a log-linear model (nesting pups within dam) when the
incidence in the treated rabbits was higher than control rabbits.

2. Indices: The preimplantaion loss was calculated from cesarean section records of animals in
the study using the following formula:

* % preimplantation loss = {total corpora lutea - total implants)/total corpora hitea X 100

3. Historical control data: Historical contro] data are ot provided.

II. RESULTS

- 1. Mortality and Clinical Observations: Select mortality and clinical observation data are
- presented in Table 2. Maternal toxicity was evident in all dose groups, including the control
- group. Thirty-nine animals died prior to scheduled sacrifice, including four control dams, six 1-
'}ngfkgfday dose dams, four 5-mg/kg/day dams, seven 20-mg/kg/day dams, and eighteen 62.5-
- mg/kg/day dams. The number of deaths in the control group was comparable to the 1-, 5, and

- 20-mg/kg/day dose groups, indicating that the vehicle (tricaprylin) had toxic effects on the
rabbits,

- Clinical observations related to the test substance or to the vehicle include cyanosis, diarrhea,
scant feces, no feces, and red urine. Other spontancous clhinical signs that are not considered
treatment-related include salivation, discoloration around the mouth, clear nasal dlscbx:gg
alopecia, cold to touch, vaginal discharge, bloody diarrhea, and brown mucus dmckarge
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Dose bw/day]

2. Body Weight: There were no statistically significant changes in mean body weights in any
~ treatment group throughout the study. Bady weaght gain data are summarized in Table 3. The
only statistically significant finding is an increase in body weight gain during gd 9-12inthe 5-
. mg/kg/day dose group compared to the control. There were no significant differencés between
i mmem groups and the coatm! with raspect to corrected body wmghi and ccrrecied body

' w:ighi }m 'Becausﬁ ﬁaese wc:ght lasﬁas were cam;sarable in tmaimm and wmrol grmxps and
were izmmd to the meatmem pcrmd, ﬁ;cy are most tikely an effect of the veh!ctﬁ

; 'r«umz: 3 Meazz s:sm Maternal Body Weight ¢ Gain

| Pretrestment

Days 83 ] ooanqiz | oosso0sr | 007:0078
Days 36 | oozs00ss | 00210069 | 0010078

| _Treatment

Days 69 3 1540.092 0,150,678

Days 912 ' 00420071 | 030:0072 | -0.09%0071 | 0.
Days 12:15 _ ‘ 0.00:0076 | 01150067 | 01120087 | 0.

BAGEOO0E ]

_0.1640.067
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e
Dose (mg/kg bw/day)

|

i

[ interval ot .. ; ! 2 1!}

| Posurestment , , 4
| pavsiza 00120171 | 00250124 | 00450123 | voos0108 | 00050124 §
Days 21-24 00720155 | 00610486 | 01120189 | 00720207 | 00040142
Days 2437 00620043 | 0070135 | 012:0055 | 0162012 | ea3009
_Days27.29 0090087 | 007:0078 | 0017:0058 | 00620088 | 0.15s0.147 |
I FomtCain 005:0339 | 00340269 | 0040207 | po1s0147 | 0284058 |

| Corrected BW Gain | 032:0191 | -032:0231 | 0260246 | 05750377

8 Dmabtamedm;ngm S S b AR
‘* Stat:sucaﬂy different (p <0.05) from the control.

3. and Caggg;;mﬁum There wete no statistically significant changes in mean food
cﬂnsum;&tioﬁ in the female rabbiis at any time during the study.

4. Gross Patkg}m Necropsy absewaiams include mottled and red pigmentation in the iuuga, a
pale liver. md:‘bmwn mgms:mauon in the large intestine, fluid in the thoracic cavity, and various
types of pigmentation in the lungs, liver, and large intestine. Other sporadic findings include red
urine, a cyst or tan pus in the uterine horn, a cyst in the fallopian tubes, a subcutaneous abscess in
the skin, hair and a white, mucousy substance in the stomach, and a ruptured stomach. There
were no treatment-related effects observed in mean liver or uterine weights. Select gross
, necmpsy findings are presented in Table 4.

Table 4. Qe!ect ETOSS NECTops vbservatmm

P s S

Observations ., - |
e ..A.M_W.,.MM..MMW,WW NS5, RSSO MRS CStestl SO K 5

| Number exammed | 25 28 28 30 29

| No gross lesions 2 19 n 18 1

Lungs’ |

- pxgxm:miwa. mottied j 2 4 1 $ 9
i 3

Large intestine
0 - pggmemaﬁnn, red/brown T &

Thoracie cavity

3 Dam obtained from pages !{i and 2627 inthe smdy ftpan




Prenatal Developmental Tosicity Study (non-rodents) (2083) / Page 9 of 14
OPPTS 870.3700/ OECD 414

- [Potyxylenol tetrasuifide|

* 5. Cesarean Section Data: Thirty-nine dams delivered prematurely (seven control dams, eight
1-mg/kg/day dams, eight 5-mg/kg/day dams, ten 20-mg/kg/day dams, and six 62.5-mg/kg/day
dams). This finding is a further indication of vehicle toxicity since the number of premature

_ deliveries in the control group was comparable to the treated groups. There were no test-
substance related effects on group mean number of corpora lutea, implantations, live or dead
fetuses, resorptions, mean fetal body weight, sex ratio, or preimplantation loss. Cesarean section
data are summarized in Table 5.

TABLE 5: Section Observations *

Pi-egnaacy Rate (%) b
Noupregnant
Maternal Wastage
 #Died
# Died Pregnant
4 Died Nonpregnant
# Aborted
_ # Premature Delivery
i Total # Corpora Lutes -
i (Corpora Lutea/Dam)
Total # Implantatiens
i {Implantations/Dam)
Total # Litters
! Total # Live Fetuses
i (Live Fetoses/Dam)
i Total # Dead Fetuses
{Dead Fetuses/Dam)
4§ Total # Resorptions

Early b

| Late ®

| Resorptions/Dam

: Early ¥ 0+0.4 1208 1£1.6 2425
Late b 0£0. 040 0£0 0+0.4

| Litters with Tots] Resorptions  § N NA NA NA NA |
I Mean Feral Weight {g) J 340445232 1 35.8626.563 | 32.9%28.1%4 | 324425205 | 31.570.963
S Males | 337654630 | 36.00:6.285 | 335018361 | 322245874 | 333501 905 |

 Females. | 344125033 | 353227833 | 32288051 | 320085495 | 20mariss |
| Sex Ratio (% Malc) 50 | @ 50 P )
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: RE andl?mibe midv repnﬁ :
b Caiwimd by ICF reviewers
NA «Not mmiaﬁiﬁ, mar Teviewers cannot dm&m this mf«:mnmmn based on the Fow the individual animal data m pr&mted

1. External ggggg;zgstiag There were no treatment-related effects on gross external
abnormalities. Observations include absent nares (one 5-mg/kg/day fetus), malpositioned eyes
(one S-mg/kg/day fetus), hypoplasia of the head (one S-mg/kg/day fetus), misshapen head (one 5-

 'mg/kg/day fetus and one 62.5-mg/kg/day fetus), herniated abdominal cavity (one S-mp/kg/day -
fetus), and cleft palate (one §~mgfkg!day fetus). External observations are summanm& in Table

fa b&iow

Visce: xamination: There wm no observations during the visceral examinations that are
co:mdered to be test-substance related. Dilation of the kidneys was the most common finding
during the visceral evaluations, ocourring in one 1-mg/kg/day fetus, two S-mg/kg/day fetuses,

- two 20-meg/kg/day fetuses, and four 62.5-mg/kg/day fetuses. Although the fetal incidence of

kidney dilation in the high-dose group was statistically significant compared to the control group,

 the observation is considered to be sporadic in nature. Other visceral observations include

. bifurcated renal artery (one contro! and one 1-mg/kg/day fetus), cor biloculare (one 1-mg/kg/day
. fetus and one 20-mg/kg/day fetus), hemiated diaphragm (one 5-mg/kg/day fetus), and enlarged
~ heart (one S-mg/krjday fetus). V;scemi observations are summarized in Table 6b below.

3. Ceg}galic Examination: *{‘hm: were no txeatmmt«rciated cephalic abnormalities; Spotadic
cephalic observations include eye lens misshaped {one control fetus), vitreous chamber/optical
cup m:sshapeﬁ (one control fetus), small diencephalons (one 5-mg/kg/day fetus), cerebral

' hemisphere missing (one S-mg/kg/day fetus), and enlarged lateral ventricles (one 20-mg/kg/day

fetus and one 62.5-mg/kg/day fetus). Cephalic observations are summarized in Table 6¢ below.

4, keietgi Examination: There were no treatment-related skeletal abnormalities. ‘A sagmﬁaani
(p=0.05) decrease in the percentage of fetuses with unossified stemebrae was obsewe«i at the 1-
and 62.5-mg/kg/day dose levels (9.1% and 21.9%, respectively) when compared to the cantroi
group (25.5%), while a significant increase was observed at 20 mg/kg/day (44. 3%). This

- increase is not considered treatment-related due to the lack of dose-respmse Seiect skﬁietat
~ observations are presented in Table 6d below. L

|
]
i
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' ‘}‘&BLF ﬁa' Extemal Examiﬁatmns

—

:
£
I

——

Dose (mg/kg bw/day)

-

b

|
|
|
|

#Femseé {?iiitrs) examined

i
T2

8

105 (14)

2

61 {9)

T — o

#Femses @i!ters) affected 8{n

313

0D

4{4)

040

o

14

G{0)

‘Absent nares

_0(0)

_0(0)

00

1

Mal s;iﬁm;e& eves AUl 0{0) [Re3) 040)
Hypoplasia of the fiead 0 _0(@) 1(1) 010}

00y

_0(0)

o0

1

0 (0}

00

i 1 A SIS
prsmm—

040

A omm——_

#Fem' es { iiters exammed

102)

10514

; } #Fttusaes tters) affected

1(h

RS

4{n

mfun:xmd renal artery 1

(1)

0(0)

Cor i}dﬁwizre 040

1{1)

040}

Dilation 1 of the Kidney o

ERALY

2

| mma@

by

M

s Data mbtmmui fivm wﬁ# vage 30 i '. study
* Statigtically dsffcrm i ’@{3 &5 3 from tt;e ccmtm!

TABLE 6¢; (L‘ephaik Examinaﬁtms

E
|
f Observations ; : o
% #Fetuws {iiizem) examined '

sz |
o

39012)
040

l #Fetnses ¥]im*rs) iffected.f )

| Mlssiy pen eve lans

(1) I 0{0)
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7702 108 (14)

NA NA

0O 0% 3(3).29% 040y 0% 3(2:94% |
00 0% 1{):1.0% 0(0):. 0% 2(0:63%

0 (0): 0% 0(0%0% 1(1):. 1.6% 1531% 3

| 26001):255% | 7(6:91% | 20005276% | 278k 443% | 704y 21.9% |
| a@naen | s0k6s% | 1(10x10% : 3.3% 040): 0% |
1(1% 1.0% 001 0% 1(LO)1.0% 4. 1(1;31%

GiE},?S% '8(6}.76%
2%

3132 and 115137 mthe ;su@ wpm'x “results o ;m&wde percentage of fetuses affected,

"Smumaﬂ?y different fmmm controf (pe008Y.
NA- m avai!abie our reviewers cannot determine thig mfanmtm based on the how the individual animal data are presented.

’4 ili* i)iSCUSSiON and CONCLHSiGNS

Al WVES}:!QAT(}RS* Ci)‘i&;&ﬁﬁﬂﬁ The study author concluded that oral admtmmm
of polyxylenol tetrasulfide (PXTS) and vehicle tricaprylin resulted in matemal toxicity (i.e.,
mortality and premature delivery) for all dams treated during gd 6 through 18, including the
control dams. Treatment-related clinical observations include diarrhea, scant fec '
cvanem, and red urine. No other significant maternal effects were observed. Based.

results, the sxudy author concluded that doses of PXTS ranging from 1 10 62.5 mg/kg!éay ,
tricaprylin vehicle induced matemal toxicity in rabbits during organogenesis. There wereno
developmental effect observed; thmferc, the NOAEL for fetuses is >62.5 mgfkgfday‘




[F‘ngz ~$v§ma§ tetrasulfidel

Addlimmiiy, the effects of mca;;ryim observed in this rabbit study may be sp&cws»sgeet , 8
a previous study (1636/SN4) in which rats were dosed with up to 500 mg/kg/day of FX"_?S in
tnﬁaprylm rcponed}y did not pmducx: any deaths over the 8-week treatment period.

' 1 Mgiernai m@ ty: Oral admxmstmnon of PX’I‘S in tricaprylin as well as mcapryim

V {i.e., as the vehicle control) resulted in maternal toxicity (mortality, clinical signs, body weight e

, Znss, and premature delivery) in all study groups, including the control. The m:;imi

: ﬁndmgs indicate that the vehicle, tricaprylin, may be a factor in the mater
the treatment groups. In addition, the incidence of certain gross alterations @m wbe
treatment-related because they occurred primarily in animals that died prior ‘
sacrifice. These changes include: mottled and pigmented lungs, red pxgmfm

: mdfbmwn mgmemanen in the iarge intestine, fluid in the thoracic cavity,

- pigmentamn m the hmgs, l;ver, and 133‘3& intestine.. The pigmenxatz

:' gze:mpiantatmn iass' these aiwratmns did not reach stausucal s@uﬁcame Hzgh mortamym all

groups, especially the 62.5-mg/ke/day group, resulted in a small sample size of litters/fetuses. It
is likely that the change in the sex ratio is an artefact of the small sample size, gi ’envthe mck ef a

oo ‘tmaimeniwreiawd eff‘ect on most deveiapmmta% endpoints (dlswssud beinw'

a. Deathsmemrpﬁws' There were no !reatmem»m}atcd effects on f‘etal dcaths or
rssoqﬁmns
~b. Altered Growth: Fetal gmwth was not altered by the test material.

¢, Developmental Varmtions* There were no :reat:ncnt-rciawd dﬁvﬂimmm}
: vammens :

v 1scera1,, cephaim, or skcletai), however a statasucally mgmﬁcam mcmam
mcldemf: of kidney dﬁatmn was observed at 62.5 mgfkgfday ' '

A significant increase in the mmdem of kidney dilation was observed at
Without additional data on the metabolism of this compound and mﬂwuif hi
hawever it 1s not poss:bie m conciudc ihc mechamsm of ﬁus effcc! or
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assessment of this effect. According to guidelines, at least 20 litters are needed to make proper
‘comparisons. In this study there were only 13 control litters, twelve 1-mg/kg/day litters, fourteen
- 5-mg/kg/day litters, nine 20-mg/kg/litters, and five 62.5-mg/kg/day litters. Consequently, the
developmental LOAEL is considered to be 62.5 mg/kg/day for kidney dilation; the
developmental NOAEL is 20 mg/kg/day. There is considerable uncertainty regarding thesc
values because of the small sample sizes. If historical data, provided by the study laboratory,
- indicated that the response at the high dose was within historical ranges for this effect, then the
- high dose could be considered a NOAEL,

] ENCIES: The major study deficiency is the choice of vehicle. The vehicle
appears been at least partially responsible for the matemal toxic effects. Asa result, it is
not possible to definitively relate the study findings to treatment with the test substance. In
addition, the high level of maternal mortality and premature delivery in all study groups resulted
in an insufficient number of dams and litters for analysis.

; ; ‘Other minor study design and/or reporting deficiencies are:

. The number of air changes in the study room was not provided.
. The study report does not state whether dosing was based on the most recently

determined body weight. '

 D. STUDY CLASSIFICATION: This study is classified as Unacceptable-guideline and
satisfies the guideline requirements for a developmental foxicity study (OPPTS 870.3700; OECD
414) in rabbits. Maternal toxicity was evident in all groups, including the control. The vehicle
used (tricaprylin) likely was a contributing factor to the observed maternal effects. Nevertheless,
the high level of maternal mortality and premature delivery in all study groups resulted inan
insufficient number of dams and litters for analysis. : '




