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Dear 8(e) Coordinator:

8EHQ-06-16436/8EHQ-06-16478

2,3,3,3-tetrafluoro-2-(heptafluoropropoxy)propionic acid, ammonium salt
CAS # 62037-80-3

This letter is a supplement to our letter of July 15, 2010 and summarizes the final results of a

reproduction/developmental toxicity screening study in mice with the above referenced test substance. This test
substance is subject to a Consent Order, P-08-509.

The test substance was administered once daily via oral gavage to groups of Fy mice (CD-1; 25 per sex per dose
group) at doses of 0 (deionized water), 0.1, 0.5, or 5 mg/kg/day at a dose volume of 10 ml/kg/day. Male mice (Fo)
were dosed for a minimum of 70 days prior to mating and continued until the day of scheduled euthanasia. Female
mice (Fy) were dosed for a minimum of 14 days prior to mating and continued throughout mating, gestation, and
lactation until the day of scheduled euthanasia following weaning of offspring. For females that did not have
positive signs of mating or delivery, dosing continued until the day of euthanasia. F; males and females were dosed
beginning in postnatal day (PND) 21 until the day of euthanasia. Clinical signs, body weights, and food
consumption were recorded throughout the study. At scheduled euthanasia, all animals underwent a gross external
and internal examination; selected organs/tissues were weighed and/or retained for histopathologic examination.
Reproductive performance was assessed by gonadal function, mating behavior, conception, parturition and lactation
of the F, generation and the development of offspring from conception through day 40 of postnatal life.
Developmental landmark data (vaginal patency and balanopreputial separation) were collected for F, offspring.
Plasma samples for toxicokinetic analyses were collected from culled pups and pooled by litter on PND 4. Plasma
samples for toxicokinetic analyses were also prepared from a terminal bleed for F, females, weanlings that were not
selected for developmental landmarks (PND 21), and weanlings designated for developmental landmarks (PND 40).

F, and F, survival were unaffected by test substance administration at al! dosage levels. Test substance-related, but
non-adverse increases in body weights/gains and food consumption were observed in Fy males and females at 5 and
0.5 mg/kg/day. Test substance-related lower mean body weights and body weight gains were noted for F, males and
females in the 5 mg/kg/day group throughout the pre-weaning period. Mean body weights in the S mg/kg/day
females were similar to the control group by PND 35 and the differences in body weights observed in the males
were progressively less from PND 21-40. There were no test substance-related body weight or body weight gain
differences from the control group in F; males and females in the 0.1 and 0.5 mg/kg/day groups.

Delays in the attainment of balanopreputial separation and vaginal patency were noted in the F, males and females

in the 5 mg/kg/day group when compared to the control group. However, these delays were attributed to the effects
on mean body weight noted in this group during the pre-weaning period and not considered to be a direct effect of
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test substance administration. No test substance-related effects were observed on F, reproductive performance
(mating, fertility, or copulation indices, and mean days between pairing and coitus), mean gestation length, the
process of parturition, mean numbers of implantation sites, or unaccounted-for sites. Mean numbers of F, pups
born, live litter size, percentage of males at birth, postnatal survival, and the general physical condition of the F,
pups were unaffected by test substance administration at all dosage levels.

A slight increase in the incidence of gross white areas in liver in the 5 mg/kg/day F,, females correlated with
microscopic focal necrosis. There were no test substance-related gross findings in the F, males and females in the
0.1 and 0.5 mg/kg/day groups or in the F, males in the 5 mg/kg/day group. F, necropsy findings did not indicate any
correlation to test substance administration.

Microscopic examination of the reproductive organs of both males and females revealed no test substance-related
effects at any dose level tested. Microscopically, minimal to moderate hepatocellular hypertrophy was present in
both sexes of Fy adults at dose levels of 0.5 and 5 mg/kg/day. A corresponding increase in liver weight parameters
was observed at both dose levels. Hepatocellular hypertrophy was characterized by cytoplasmic eosinophilic
stippling that is consistent with peroxisome proliferation. In the 5 mg/kg/day Fymales and females, other liver
lesions included increases in single cell necrosis, mitotic figures, lipofuscin pigment, and focal necrosis (females
only). A low incidence of single cell necrosis was also present in the 0.5 mg/kg/day male group. Microscopic
examination of the kidneys of all F, adults revealed a minimal increase in non-adverse tubular cell hypertrophy in
males given 0.5 and 5 mg/kg/day. This finding correlated with an increase in mean absolute kidney weight in both
sexes given 5 mg/kg/day.

The mean maternal plasma concentrations of test substance measured two hours after dosing on day 21 of lactation
were 903, 4966, and 36420 ng/ml in the 0.1, 0.5, and 5 mg/kg/day dose groups, respectively. In postnatal day 4 F,
pups, mean plasma levels were lower (approximately 2- to 4-fold) than the lactation day 21 maternal values. In
postnatal day 21 F, pups, mean plasma levels of test substance in all dose groups were markedly less (approximately
40- to 60-fold lower) than the respective lactation day 21 maternal values. In the F, offspring samples on postnatal
day 40 that had been directly dosed since weaning on postnatal day 21, mean plasma levels of test substance were
similar to those of the respective maternal dose groups sampled at postnatal day 21.

This information is submitted in accordance with current guidance issued by EPA indicating EPA’s interpretation of
Section 8(e) of the Toxic Substances Control Act or, where it is not clear that reporting criteria have been met, it is
submitted as a precautionary measure and because it is information in which EPA may have an interest.

Sincerely,

R N :
S%atheesh Anand, Ph.D., DABT !

Senior Research Toxicologist

SSA/SMM: clp
(302) 366-5314



\‘—\——-—~——-———..-.—_

?J
j’§

. FedEx. usaiil g a729 8u?7 nosl

Express

RECIPIENT: PEEL HERE

1 From
This pomoncanhe zemovedjor?nggmem’s records, . _ 8739484770081

Date / / c} - /j Tracking Number

Send T - . L
s hiea { et d pone 303 2410 453/ ¢/

Company FYi i ikl 4 CRED L STIME HMASKEL

Address 4 £ Bl K TN RD

Oapts/Foor/Suite/Room

\

Oy WE AR Swe DE 2P {GT]{eS07

2 Yo?ur Internal Billing Reference

/ r "

Recipients /

OLD Weekday

tion add

REGUIHED NoT. nll tbie for

Address ) Fodex st Overnigh.

We cannot daliver ta"F.0. boxes or P.0. 2IP code!
HOLD Saturdav
REﬂUMH) Mﬂd’b(mlﬂu

Address Dm&mmm htand

Usa this lina for the HOLD location address of for continustion of your shipping addrass. FedEx ey tn salactlocations.

o g T, Lo opy
City /- ur = Jﬁu Aa State /(¢ ap NN <f
e # - T 7

;—, ] -]
REATRTLITY

T

8729 8477 0081




4a Exjiress Package Service  +Tamasiocssom. Packages up to 150 Ibs.
‘: D FedEx Priority Overrmght Q%eg& Standard Overnlght D FedEx First Overnight

cht husiness moming.* F businass aftarnoo Earliest next businass mbmmn
i shipmants will e delivarad on Mondey Saturday Delivery NOT avmlable delivery to select locations.®
i upless SATURDAY Duhvary is selacted.
H
, FedEx 20ay ~ 0 Fedfx Express Saver
Second business day* Thursday Third business day.*
. verits will be dalivered on Monday Saturday Delivary NOT available,
’ unlns SATUHDAV Delivery is selected
n 4b Express Freight Service  «Tomontocetion. Packages over 150 Ibs.
¥ D FedEx 1Da¥ Fraight
- Next business day.™ Friday shipmants wilt —
f be delivered on Manday FedEx 1DayF
l’ Delivary is selaciad.
! FedEx 2Day Freight
b Second hu:mns day, & “Thursday shipmes wil be delivered D FedEx 308}( Fraight
I on Monday unless SATURDAY Daiivery is salected. Third business day.™ Sawrday Dalivery NOT available.

'5 Packaging  +vectared valus limits500.

E] FedEx (7] Fedex Pak* [Jredtx  [JFedtx [ Oter
: Envelope* mgmg;: Emell Pak and Box Tubs

6 Special Handling and Delivery Signature Options

] SATURDAY Dsivery
NOT available for FedEx Standard Overnight, FedEx Express Saver, or FedEx 30=y Freight.

Indirect Signature

No Signature Required Diwrect Sl nature Jf bl at
D Packaoag ma be laft without D Someone mgscmmm/s address u;:r::: ;!u;:l:x;:u :t!a rr‘:ﬁg‘nan(;q
abitaining a st umturu for dalivary. may sign for delivary, Fee appliss. address may sigr for delivery. For

residential defivarias onty. Fes applias.
Does this shipment contain dangerous goods?

— nm box must be checked, —————

Yes Yes
As sm er's Daclerat
g No Shlppe(s Declummn D nmprgqulre areton D Dry nca,S UN 1845 — X kg
Dangarous goods {including dry ice) cannot be shipped in FedEx packaging
or placed in a FedEx Express Drop Box. e ’:] Ca rgo Aircraft Only

7 Payment Billto:
Obtain recip.
Entor FedEx Atct. No. or Credit Card No. below. Acct. No.

Sender
"7 Recipient [] Third Party D CrednCard O Cash/Check

Acct No. in Section
1wl be billed.

Total Packages TotalWelght

/ "

NS
"Qurliabifty i imitad to $100 unless you declara & highar velue, Sea tha current FedEx Sanvce Guids for detais. E D 5

Aoy Date 2/10+ Part #158279 + ©1994-2010 FadEx « PRINTED IN U.S.A. SRS

BECCEIY0081 X3IP84090081 WOI X3Py




