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mxtchL1c.n:

i 1- is recommerded that the pilot (rarngefinding) teratoliogy
claszsificd as Supplemzrtary Data. The results of the

that the WOEL for materral toxicity is 20 mg/kg and

1L for feto“OVicity is 80 mg/kg. Parameters to assess

notertizl teratogernic activity were not moritored ir this study.

- i3 recommended thast the primary teratology stucly be
Core Guidelires. The results of the study suggest
35l for materral toxicity is 10 mg/kg and that for
t s 60 mg/kg. No embryctoxic or teratogeric effects
4 at doses up to 360 mg/kg (highest Jose tested).

neview of Deta:

L

piioct (Rargefirndirg) Teratology Study in Rats. Conducted by

Argus Jesearch Labs, Perkasie, pPA., and sporsored by Chevron
Chericazl) Co., Richmond, CA. Firal report date 3/7/83
Arcus Project No. 303-011P)

Cr1:{338-CD~-1SD)-3R rats,
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rancomly assigned to 5 groups with 8 arnimals ir each group. The
groups received gavage doses of 0 (vehicle), 20, 80, 320 and 640

mg/kg/day of Folpet techrical (89.5% a.i.; batch ro. 5X-1388) once
Gaily on days 6-19 of gestatiorn {(day 0 was the day of insemiratior).

The vehicle solutiorn consisted of Tweer 80 ard carboxymethylcellulose

suspended in distilled water. Formulatiors of agueous suspensions

of Folpet technical were aralyzed anrd the purity level confirmed
by gas chromatography. ’

The females wsre obsz2rved for viability twice daily on days

0-28 of gestation, ard fo: physical signs twice daily or days 6-19

of gestation. FBEody weights weve recorded on days 0, 3, ard 6-20
of gestation., Food corsunption was measured for days 0-6, 6-13,
ard 13-20 of gestation.

All females were killed with COp or day 20 of gestatiorn.
The uterus and ovaries were surgically exposed and the following
informatior recorded: nunber and location of live and dead
fetuses, early and later resorptions, implantations; number
of corpeora lutea; uterine weight. Fetuses vere weighed and
exanired externally for
Ho statistical eveluations were performed in this study because
of the limited rumber of animals tested.

cirdirgs that oscurwysd in a dese~related manner or ornly at
the highes:z dose level avs summarized ir Table 1.
peeths occurred in 2 females: 1/8 at 20 mg/kg or gestation
dzy 15 possibly du=z to hyirornephrosis (both kidreys were dilated
ard the urirary bladder disterded with white fluid at necropsyl.
ard 1/§ at €40 ng/kg on csstation day 12 due to an intubation
“h ferales wero proun cxhibited implartations
foatn lone dose andd 132 ioge) which were rormally
gr.s opserved in females that appeared to be
tos ircludec: {z) rales at doses of 80 mg/kg or
jyaticor at coses of 320 mg/kg or more; and
r of the 61 tract with gas, thir appearance, anrd
iG feces at the nhighest dose of 640 mg/Xg.

)

o
or gross anomalies. All fetuses were discarded,
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Mater-al body weicht gair was reduced at 80 mg/kg or more
dose-relatesd marnrer or gestaticn days 6-19 A similar trend
weight cair was roted for dams without intact gravid uteri on
estatior days 0-20.
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materral food consumption was reduced at 320 and 640‘mg/kg
ir a dose-related manner on gestation days 6-13 ard 13-20.

211 8 arimals were pregrant at each dose level. Litter
sizes ir all treatment groups were similar to the contrnl group;
all fetuses were alive. Average live fetal body weights/litter
were lower ir tne 320 and 640 mg/kg dose groups at day 20 compared
to the cornirols (Table 1}.

Ir this study there were no differences betwser control and
treatmert groups with respect to number of corpora lutea,
implartations, resorptiorns (all were early, except foxr orne late
each ir 20 ard 640 mg/kg groups), & dead or resorbed
implartations/littexr, or % live fetuses/litter. No gross fetal
aroralies weve ohserved. Histological examirations of fetuses
were not parformed.




Table 1.

Summary cof Conpourd-Irnduced Charges irn

yigav9

Pilot Teratology Study in Rats

Dose of Folpet (mg/kg)

0 290 80 320 640
Materral deaths 0/38 i/8 0/8 0/8 .1/8
Clirical sigrs:
Rales 0/8 0/3 2/8 6/8 7/8
Salivation 0/8 0/3 0/8 5/8 5/8
GI tract distersion 0/8 0/3 3/8 0/8 4/8
Thir appearance 0/8 0/3 0/8 0/8 4/8
soft/liquid feces 0/8 0/8 a/8 0/8 6/8
Materral weight gain (gm)
Days 6-19 (uteri intact) +01 +29 +82 +67 +41
Days 0-20 {(mirus uteri) +65 +69 +56 +35 +21
materral fead consumption (¢gm)
Days 6-13 +1329 +153 +141 4121 +97
Days 13-20 +1€1 +162 +159 +132 110
tive foevnd iy owoignt
per litter () 3.5 3.4 3 e 3.4 .8

Conc}usion

irtenses

; = ilo
£
ievel arcd complete fetal exam

(dosing
error)
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2. Teratology Study ir Rats. Corducted by Argus Research Labs,
Perkasie, PA., anrnd sponsored by Chevron Chemical Co., Richmord,
CA. Firal report date 8/23/83. (Agrus Project No. 303-001). i .

Methods:

Cr1:COBS-CD-{SD)~BR rats, 72 days old, were acclimated for 4 .
weeks prior to irnsemiration. virgin female rats were mated with iy /
nales from the same source and strairn. Females wvere randomly :
assigred to 4 groups with 25 arimals ir each group. The groups %
received gavage doses of 0 (vehicle), 10, 60 ard 360 mg/sg/day cf S |
Folpet techrical (89.5% a.i., batch ro. SX-1388) once daily on o i
days 6-19 of gestation (day 0 was the day of irsemiratiorn). The o
vehicle sclutior corsisted of Tweer 80 anrd carboxymethylcellulose G
susperded in deiornized water. Forrulations of agueous s:spersicrs : §
of Folpet techrical were aralyzed and the purity level corfirmed Ty
by gas chromatography.

The females were observed for viability and clirical signs o
of toxicity twice daily on days 6-1i% of gestatior., Body weights 3 .
were recorded onr days 0, 3, and 6-20 of gestatior. Food corsumgtion N i
was measured for days 0-6, 6-13, ard 13-20 of gestatior.

ay 27 ot zestation.
- v e + - .
Tncatior of live and dzad £

iors, implantations; nu
retuses were individual

anomzlies

1987
1y weighed
!

Firdirgs that

nestks occurred in 3 high dose (360 mg/x3) females o geo
davs 12, 17 and 20, Two of these cerales died due to irntubation
eyrors; hoth were pregrnant ang exhibited implaentation in utero
{7 irn ore Zam erd 13 in t ) 3am) which were noYma:iy
developad. The third Srom Unkpnown causes, and was
noL precnzEnii.
e
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iirical signs irn females that appeared to be chemical-
related ircluded several effects at the highest dose of
360 mg/kg; i.e., rales, szlivatior, chromorrhinorhea, decreased
motor activity, and soft or liguid feces. No compound-related
postmortem materral gross lesions were observed.

Marerral body weight gain was reduced over gestation days
0-20 at £0 mg’kg in dams without irtact gravid uteri, arnd at
350 mg/kg both in dams with and without intact gravid vteri}.
Materral feed consumption was also reduced over days 6-13 and
13-30 at 360 wmg/kg. The decreases in fcod consumption were
abott 15% at each time interval.

The following caesarean delivery data ard litter data
srezmeters were not significantly altered by chemical admiristration:
pregnart arimals, ro. of corpora lutea, ro. of implartatiors,
. of rescrptions (early or late), mearn litter size or rno. of
ve fotuses {rc fetuses were dead), live fetal body weights/littex
nales ard fenmales combired ox each sex separately), % dead ox
resorbad implantations/litter, and fetal sex ratios.
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Fxariratiors for gross-exterral aromalies: No sig
cifects for the 8§ of fetuses with any variation observ
feotuses with any variation chserved/litter, or % of 1i
fetuses ~ith zrny wariatios ved. A firnding seen ©
(205 R T ' g - I feroe. g O a0 ),

nie av gheletzl exand
courred in 1/239 (
kg, but ro caudal

r.. These ircidence

cernsidered compound

ies: A firdimg seern only
iored cardiac vessels plus
o~ the stomsch o in the
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: ter inciden~e 3.3%).
1y sigrificarc ard rnot
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Examinations for skeletal! malformations arnd average rumbers
of ossificatior sites: Observations at the high dose included b
orne shortened rib, maligred thoracic vertebrae, ard ronossified
caudal vertebrae (1/124 or 0.8% fetuses each; litter irnciderce
5.3%). Ircomplete ossification of ore or both pubes and/or
eschia were observed irn 3 fetuses of one cortrol litter (3/39 orxr
4.2%: litter ircidence 4.8%) and ir 1 fetus ir each of 3 high
dose litters (3/124 or 2.4%; litter incidence 15.8%). These
incidences were rot statistically sigrificart but could be.
considered suggestive of a mild fetotoxic effect. No other
compound related changes ir fetal ossification site averages
were apparent.

Table 2. Summary of Compound-Irduced Charges in
Primary Terz-ology Study ir Rats

pose of Folpet (mg/kg)
0 10 60 360

Maternal deatns 0/25 0/25 0/25 3/25* (7 were
dosirng errors)

Clirical Signs:

Rales 0/25 0725 9/25%
zxion 0’235 02 G/ 25

. [N LETRAA Ll HEN g, L
Mo or aTtivity 0725 0725 37257
soft/liguid feces 0n/s25 6/25 3/25*
+3132 +121 +122 +1311**

N +50 L55% L 4TF
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compared to vehicle control
compared to vghicle corntrol
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Core Classificatiorn: It is recommerded that this study be
Classified zs Core Guidelire. The study was adequately conducted
ard reported, and ir several irstarces the procedures in the

study actuelly exceeced those prescribed ir our Guidelires (e.g..
they used more aninals/dose group thar. were required, administered
the chemical or gestatior days 6-19 rather than days 6-15, adjusted
dosages or a daily basis rather than on the basis of day & weight
alone, obtaired materral weights at more frequernt intervals than

we require, etc,).




