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2 COMPLIANCE WITH GOOD LABORATORY PRACTICE STANDARDS

The study described in this report was conducted in accordance with the OECD Principles of
Good Laboratory Practicc as incorporated into the United Kingdom Statutory Instrument for
GLP and as acceptable to the United States of America (EPA) as per 40 CFR 160 and Japan
(MHLW, MAFF, METT). The study was conducted according to the procedures herein
described and this report amendment represents a true and accurate record of the results
obtained.

Date: 0+ gee em8el 20049

Study Dircctor
Charles River

The compliance statement in the original final report was signed on 27 November 2009

Date: 08 DEC 2‘”’?

Sponser

Daikin Industries, L.TD.

Date:

Submitter
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3 REASON FOR ISSUE OF AMENDMENT

This report was re-issued due to formatting errors present in the original final report. The
page numbering was incorrect and has therefore been updated in agreement with the Sponsor.

As a result of the above amendment, the report pagination and section numbering has changed
from that in the original report. This page has been added, the total number of pages has been
altered, and there have been corresponding changes in the Table of Contents.

A new Compliance Statement (page 3) and Quality Assurance Statement (page 11) are also

included, as required for the issue of this report amendment. Report issue dates have also
been included on Page 1 of the report for clarification purposes.
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4 QUALITY ASSURANCE STATEMENT
Test Facility Study No: 190300

Study Title: The Excretion and Tissue Distribution of [*C]-Ammonium
Perfluorohexanoate in the Mouse and the Rat Following a Multiple Oral Administration at
50 mg/kg

The Charles River Quality Assurance Unit conducted a protocol review, protocol amendment
review (s), study-based inspections and report audits on this study, as detailed below.

Date(s) of QA Activity Activity Date of Report to Management and

Study Director*

19 December 2008 Protocol Review 19 December 2008

23 February 2009 Protocol Amendment 1 Review Not Applicable

25 March 2009 Protocol Amendment 2 Review Not Applicable

05 May 2009 Protocol Amendment 3 Review 05 May 2009

25 June 2009 Dosing Preparation Review/ 26 June 2009
Dosing/Protocol Compliance

08 July 2009 Dosing Preparation Review/ 09 July 2009
Dosing/Protocol Compliance

07-11 September 2009 Draft Report Audit 11 September 2009

19 November 2009 Final Report Audit 19 November 2009

01 December 2009 Final Report Amendment 1 Audit 01 December 2009

* Protocol amendment reviews before 27 April 2009 were not reported to management if no
observations were noted.

Process-based inspections relevant to this study are scheduled once every quarter. The outcome
of each inspection is reported to Management and, where relevant, the Study Director.

Facilitics relevant to this study are included in Charles River’s annual facility inspection
programme. The outcome of each inspection is reported to Management.

This report is considered to describe accurately and completely the procedures used in the study
and the results obtained.

__O4 December 2009

Date

Quality Assurance

The Quality Assurance statement in the original final report was signed on 27 November 2009

Report Amendment 1



CONFIDENTIAL

Page 12 of 54
Test Facility Study No. 190300

5 RESPONSIBLE PERSONNEL

Study Director:

Report Compilation:

Scientific Staff:

Quality Assurance:
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6 SUMMARY

Perfluorohexanoic acid is the ultimate degradation product of a number of new compounds
that Daikin Industries Limited is introducing to the market. In aqueous conditions, including
in-vivo situations, the acid readily dissociates the C6 ion, which is the moiety of interest.
Ammonium Perfluorohexanoate, which also readily dissociates in the same situations to the
same C6 ion, is an alternative to the acid, avoiding the possible issues of acid toxicity and
allowing introduction of a significant amount of the ion.

The objective of this study was to examine excretion patterns and rates following a multiple
(13 daily doses) oral administration of Ammonium Perfluorohexanoate followed by a single
oral administration of [**C]-Ammonium Perfluorohexanoate to male and female mice and rats
at a target dose level of 50 mg/kg.

Following multiple (13 daily doses) oral administration of Ammonium Perfluorohexanoate
followed by a single oral administration of [**C]-Ammonium Perfluorohexanoate to male and
female rats, the major route of elimination was via the urine with means of 80.7 and 77.8% of
the dose in males and females, respectively. Faecal elimination accounted for 12.9 and 12.6%
of the dose in males and females respectively. Excretion of the C6 ion was rapid, with means
of 93.7 and 90.4% (equivalent to 98.5 and 96.5 % of the ultimately recovered material)
recovered by 24 h post dose, in males and females, respectively.

At 168 h post dose, mean recoveries of total radioactivity were 95.1 and 93.7% of the
administered dose for males and females, respectively. Excretion was almost complete with
approximately 0.2% of the dose still remaining in the gastrointestinal tract and carcass.

Following multiple (13 daily doses) oral administration of Ammonium Perfluorohexanoate
followed by a single oral administration of [**C]-Ammonium Perfluorohexanoate to male and
female mice, the major route of elimination was via the urine with means of 81.1 and 83.4%
of the dose in males and females, respectively. Faecal elimination accounted for 10.6 and
9.6% of the dose in males and females respectively. Excretion of total radioactivity was rapid
with means of 93.5 and 92.2% (equivalent to 96.4 and 95.6 % of the ultimately recovered
material) recovered by 24 h post dose, in males and females, respectively.

At 168 h post dose mean recoveries of total radioactivity were 97.0 and 96.4% of the
administered dose for males and females, respectively. Excretion was almost complete with
approximately 0.1% of the dose still remaining in the gastrointestinal tract and carcass.

At 168 h post dose in rats and mice, circulating radioactivity in most tissues were below blood
concentrations, with the exception of liver.
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At 12 h post dose in rats, mean plasma concentrations were to 0.8 and 0.4 pg/mL in males and
females, respectively. By 24 h post dose, mean plasma values decreased to 0.5 and
0.3 pg/mL in males and females, respectively.

At 12 h post dose in mice, mean plasma concentrations were to 1.3 and 1.0 pg/mL in males

and females, respectively. By 24 h post dose, mean plasma values decreased to 1.0 and
0.5 pg/mL in males and females, respectively.
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7 INTRODUCTION

Perfluorohexanoic acid is the ultimate degradation product of a number of new compounds
that Daikin Industries Limited is introducing to the market. In aqueous conditions, including
in-vivo situations, the acid readily dissociates the C6 ion, which is the moiety of interest.
Ammonium Perfluorohexanoate, which also readily dissociates in the same situations to the
same C6 ion, is an alternative to the acid, avoiding the possible issues of toxicity and allowing
introduction of a significant amount of the ion.

This study was designed to fulfil the EEC, EPA and JMAFF requirements for toxicokinetic
studies. This study design is in accordance with the OPPTS Guideline for Testing of
Chemicals 870.7485.

This study was carried out at Charles River Preclinical Services, Tranent, Edinburgh, EH33
2NE, UK according to Study No. 190300 and amendments 1-3 and the following timetable:

Study Initiation: 16 December 2008
Experimental Start Date 12 June 2009

Experimental Completion Date 21 September 2009
Study Completion Date 27 November 2009

All raw data generated and recorded during this study, will be stored in the Scientific Archive
of Charles River, Preclinical Services Edinburgh for 2 years after the issue of the final report.
After the 2 year period the Sponsor will be consulted regarding the disposal, transfer or
continued storage of the raw data.

The original signed copy of the final report will be stored indefinitely in the Scientific
Archives of Charles River, Preclinical Services Edinburgh.

Biological samples generated during the course of this study will be held deep frozen for a
period of 16 weeks following the date of issue of the final report. Samples will then be
disposed of unless Charles River receives prior written instructions regarding shipment of the
samples to the Sponsor or continued storage at Charles River.
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8 EXPERIMENTAL PROCEDURE
8.1 Test Item

Carbon 14 labelled Ammonium Perfluorohexanoate (Batch No. CFQ40595 Batch B1) was
supplied by GE Healthcare Ltd and was stored at -20°C in the dark. The radiolabelled
material was supplied as a powder with a stated specific activity of 6.59 MBg/mg. The
Certificate of Analysis is presented in Appendix 1.

Non-radiolabelled Ammonium Perfluorohexanoate (also known as C-1500N: Batch No. LOT
7005) was supplied by the Sponsor as an aqueous solution at a concentration of 474 mg/mL.
It was used as a reference for chromatographic purposes and for radiodilution of
[**C]-Ammonium Perfluorohexanoate in the dose formulations. The non-radiolabelled
material was stored at ambient in the dark. The Certificate of Analysis is presented in
Appendix 2.

8.2 General Materials

Sterile water was obtained from Hameln Pharmaceuticals Ltd, UK.

Aquasafe 500 Plus® liquid scintillation fluid was obtained from Zinsser Analytic,
Maidenhead, UK.

Carbo-Sorb® CO, absorbing solution and Permafluor® E* scintillation fluid were used in
conjunction with the PerkinElmer Model 307 Sample Oxidiser and were supplied by
PerkinElmer Life Science and Analytical Instruments Inc, Sears Green, UK.

Spec-Check "-**C was used to estimate efficiencies of combustion and was also obtained from
PerkinElmer.

Flowlogic "-M scintillant was obtained from PerkinElmer Analytical Instruments, UK.
All other materials and chemicals used were of analytical grade where available.

8.3 Animals and Husbandry

Eight male and 8 female Sprague Dawley (Crl:CD(SD)) rats, age approximately 7-10 weeks
at dosing (body weights 182-362 g), were supplied by Charles River (UK) Limited. Sixteen
male and 17 female CD-1 mice, age approximately 7-10 weeks at dosing (body weights
23-34 g), were also supplied by Charles River (UK) Limited The animals were acclimatised
to the experimental unit for at least 5 days before use on the study. During this
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acclimatisation period, the animals were carefully observed to ensure that they were in good
health and suitable for inclusion in the study.

During the pre-trial holding period, rats were multiply housed by sex in suitable
polycarbonate and stainless steel caging with bedding and chewsticks. Mice were housed in
solid floored polypropylene and stainless steel caging.

During on-study periods, animals used for collection of excreta samples were housed singly in
all glass metabolism cages specially designed for the separate, quantitative, collection of urine
and faeces. Rats not used for collection of excreta samples were housed in pairs by sex in
suitable polycarbonate and stainless steel caging with raised wire mesh floors. Male mice
were housed singly and females in pairs in polypropylene and stainless steel caging with
raised wire mesh floors.

A standard laboratory diet of known formulation (SDS Rat and Mouse Diet No. 1, Special
diets Services, Stepfield, Witham, UK) and domestic mains tap water, were available ad
libitum. Each batch of diet is routinely analysed for composition and for the presence of
contaminants. No contaminants were found to be present in the diet or water at levels
considered to be capable of interfering with the purpose or outcome of the study.
Representative analytical data for typical diet and water available in the study are retained in
the study data.

Food was withheld from the rats for 4 hours before dosing and approximately 2 hours after
dosing.

8.4 Radiochemical Purity

The radiochemical purity of [**C]-Ammonium Perfluorohexanoate was assessed prior to dose
preparation and prior to dosing. The stability was confirmed in a trial preparation under study
number 189541 at 3 h and 24 h.

Equipment
HPLC Model: Agilent 1100
Radiodetector Model: Radiomatic™ Flo-one®, Flow Scintillation

Analyser (Model 150TR)

Data Handling:
Atlas 2002 (Thermo Labsystems) R1
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Conditions
Column: Waters Xterra MS C18 (MP 162) (250cm x 4.6mm,
5um)
Column Temperature: 25 °C
Auto-sampler Temperature 4°C
Mobile Phase: A: 50mM Ammonium Acetate
B: Acetonitrile
Mobile Phase conditions: Gradient
Gradient: Time (min) %A %B
0 80 20
5 80 20
15 0 100
25 0 100
30 80 20
Flow rate: 1 mL/min
UV Detector wavelength: 220 nm (initial confirmation and predose)
254 nm (post dose)
Scintillant: Flowlogic™
8.5 Dose Preparation

8.5.1 Dose Preparation: Non radiolabelled Formulation

An appropriate volume of Ammonium Perfluorohexanoate (10.55 mL, equivalent to
5000.23 mg of Ammonium Perfluorohexanoate) was added to a dose jar. The required
volume (ca 990 mL) of sterile water was then added to the dose jar and mixed to give a
solution. The final concentration was 5.02 mg/mL, with a final formulation weight of
995.41g.
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8.5.2 Dose Preparation: Radiolabelled Formulation

An appropriate volume (1.74 mL, equivalent to 4.86 mg and 32.03 MBq) of
[**C]-Ammonium Perfluorohexanoate prepared stock solution was added into the dose jar.
An appropriate volume of Ammonium Perfluorohexanoate (834 pl, equivalent to 395.32 mg
of Ammonium Perfluorohexanoate) was then added to the dose jar. The required volume
(ca 77.4 mL)of sterile water was then added and mixed to give a solution. The final
concentration was 5.06 mg/mL and 0.440 MBg/mL, with a final formulation weight of
79.15 g.

8.5.3  Dose Preparation: Replacement animal 041F

For the unlabelled preparation an appropriate volume of Ammonium Perfluorohexanoate
(105 L, equivalent to 49.77 mg) was added to a dose jar. The required volume (ca 10 mL)
of sterile water was then added to the dose jar and mixed to give a solution. The final
concentration was 5.05 mg/mL, with a final formulation weight of 9.87g.

For the radioactive formulation an appropriate volume (189 pL, equivalent to 0.303 mg and
2 MBq) of [**C]-Ammonium Perfluorohexanoate prepared stock solution was added into the
dose jar. An appropriate volume of Ammonium Perfluorohexanoate (52 ul, equivalent to
24.65 mg) was then added to the dose jar. The required volume (ca 4.76 mL) of sterile water
was then added and mixed to give a solution. The final concentration was 5.02 mg/mL and
0.434 MBqg/mL, with a final formulation weight of 4.98 g.

8.6 Dose Administration

The formulations were administered by gastric gavage at a target dose volume of 10 mL/kg to
achieve a target dose level of 50 mg/kg (target radioactive dose level: 3-5 MBqg/kg).

Each animal was accurately weighed prior to dosing. The syringes were weighed prior to and
following each dosing. The actual dose received by each animal was determined with
reference to the radioactive concentration, the weight of dose administered and the calculated
specific activity of the dose formulation.

Animal 013F had to be prematurely terminated prior to the last dosing occasion due to poor
wellbeing of the animal. At post mortem this was found to be a result of a ruptured
oesophagus and not to be a result of the test item. Animal 037F from Phase 2 was used in its
place for the purpose of mass balance collections. A replacement mouse (041F) was dosed in
order to obtain a 24 h plasma sample and meet the requirements of the protocol.

The dose received by each animal is presented in Appendices 3-6.
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8.7 Sample Collection

Eight male and 8 female rats, and twelve male and 13 female mice each received a daily oral
administration of Ammonium Perfluorohexanoate for 13 consecutive days followed by a
single oral dose of [**C]-Ammonium Perfluorohexanoate (Day 14), all at a target daily dose
level of 50 mg/kg.

8.71 Phasel

After the last dose administration (Day 14), urine samples were collected into containers
cooled by solid carbon dioxide from each animal for the periods 0-6, 6-24 then at 24 h
intervals to 168 h post dose.

Faeces samples were collected into containers cooled by solid carbon dioxide at 24 h intervals
to 168 h post dose.

Cages were washed with water at the time of each faeces collection.

At the end of the 168 h collection period, each animal was humanely killed by CO, narcosis.
A terminal blood sample was taken (approximately 5-10 mL for rats and 0.5-1 mL for mice)
from the vena cava and the heart, respectively, into heparinised tubes. The gastrointestinal
tract, selected tissues and residual carcass from each animal were retained.

The levels of total radioactivity were determined in each sample collected.
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8.7.2 Phase 2

All animals were humanely killed by CO, narcosis

Serial blood samples were taken from the rats (approximately 0.4 mL) from the tail vein
predose and at 12 h post dose. A terminal blood sample was taken (approximately 5-10 mL)
from the vena cava at 24 h post dose. All blood samples were collected into heparinised
tubes.

Terminal blood samples were taken from the mice (approximately 0.5-1 mL) from the heart
predose (taken from 4 male and 4 female control undosed mice) at 12 and 24 h post dose. All
blood samples were collected into heparinised tubes.

Plasma was separated from all blood samples by centrifugation. The levels of total
radioactivity were determined in each sample collected.

8.8 Sample Storage

All samples not analysed immediately were stored at ca -20°C until taken for analysis. After
analysis, samples were returned to storage at ca -20°C.

Cage wash samples were stored at ambient temperature.

8.9 Preparation of Samples For Total Radioactivity Analysis
8.9.1 Liquid Samples

Duplicate aliquots of liquid samples were made up to 1 mL with water (if necessary) and
mixed with scintillation fluid.

Duplicate aliquots of each blood sample were combusted using a PerkinElmer 307 Sample
Oxidiser

8.9.2  Solid Samples

Faeces samples were weighed, an appropriate amount of water added and the total weight
recorded prior to homogenisation. Duplicate aliquots of each (ca 0.2-0.3g) were combusted
using a PerkinElmer 307 Sample Oxidiser. Carcass samples were minced, then analysed as
described for faeces. All gastrointestinal tract and tissue samples were finely scissor chopped,
then analysed as described for faeces.
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All aliquots were combusted using a PerkinElmer 307 Sample Oxidiser. The [**C]-carbon
dioxide generated was absorbed and mixed with scintillant, prior to analysis by liquid
scintillation counting. The efficiency of oxidation of test samples relative to [**C]-standard
oxidation efficiencies, was determined at regular intervals during each series of oxidations.
Combustion of standards showed that recovery efficiencies were all greater than 97%.

8.10 Quantification of Radioactivity

All samples prepared in scintillation fluid were subjected to liquid scintillation counting for
5 mins, together with representative blanks samples, using a Parkard TR 2100 Liquid
Scintillation Analyser with automatic quench correction by an external method. Where
possible, samples were analysed in duplicate and allowed to heat and light stabilise prior to
analysis. Prior to calculation of each result, a background count was determined and
subtracted from each sample count rate.

For scintillation counting, a limit of reliable determination of 30 d.p.m above background has
been instituted in these laboratories. At the specific activity used, the limit of reliable
measurement of ca 0.06 pg equiv/g for tissue and blood weight of ca 0.1 g. The calculated
limit of reliable measurement is 0.1 pg equiv/g for a mean plasma weight of ca 0.05 g.
Where results have arisen from data below the limit of reliable determination, the fact is
noted.
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9 RESULTS
9.1 Radiochemical Purity and Stability

[**C]-Ammonium Perfluorohexanoate was shown by chromatography with Ammonium
Perfluorohexanoate to be authentic and 99.1% radiochemically pure. An example
radiochromatogram is presented in Appendix 7.

The post dose radiochemical purity of [**C]-Ammonium Perfluorohexanoate in the dose
formulation was 99.2% pure. Due to technical difficulties, the predose radiochemical purity
could not be determined. However, the post dose radiochromatogram was satisfactory and
demonstrated that the test item was stable in the formulation over the dosing period. An
example radiochromatogram of [**C]-Ammonium Perfluorohexanoate in the dose formulation
is presented in Appendix 8.

A further purity of the [**C]-Ammonium Perfluorohexanoate stock was shown by
chromatography with Ammonium Perfluorohexanoate to be authentic and 99.4%
radiochemically pure. This purity was taken prior to dosing the replacement animal. The
predose and post dose radiochemical purities of [**C]-Ammonium Perfluorohexanoate in the
dose formulation were 99.1 and 98.8% pure, respectively.

9.2 Excretion Kinetics Following Oral Administration to Male and Female Rats

The excretion of total radioactivity following a multiple (13 daily doses) oral administration
of Ammonium Perfluorohexanoate followed by a single oral administration of
[**C]-Ammonium Perfluorohexanoate to male and female rats are shown in Tables 1-2, with
mean cumulative results presented graphically in Figures 1-2.

Following the radiolabelled dose administration, the major route of elimination of
radioactivity was via the urine with means of 80.7 and 77.8% of the dose in males and female
respectively. Faecal elimination accounted for 12.9% in males and 12.6% in females.
Excretion of total radioactivity was rapid with means of 93.7 and 90.4% recovered by 24
hours post dose (equivalent to 98.5 and 96.5 % of the ultimately recovered material).

By 168 h post dose, approximately 0.2% of the dose remained in the gastrointestinal tract and
carcass, indicating that excretion was almost complete. Mean recoveries of total radioactivity
(including residual radioactivity in the gastrointestinal tract and carcass) were 95.1 and 93.7%
of the dose administered in males and females respectively.

Report Amendment 1



CONFIDENTIAL

Page 24 of 54
Test Facility Study No. 190300

9.3 Excretion Kinetics Following Oral Administration to Male and Female Mice

The excretion of total radioactivity following a multiple (13 daily doses) oral administration
of Ammonium Perfluorohexanoate followed by a single oral administration of
[**C]-Ammonium Perfluorohexanoate to male and female mice are shown in Tables 3-4, with
mean cumulative results presented graphically in Figures 3-4.

Following the radiolabelled dose administration, the major route of elimination was via the
urine with means of 81.1 and 83.4% of the dose in males and female respectively. Faecal
elimination accounted for 10.6% in males and 9.6% in females. Excretion of total
radioactivity was rapid with means of 93.5 and 92.2% recovered by 24 hours post dose
(equivalent to 96.4 and 95.6 % of the ultimately recovered material).

By 168 h post dose, approximately 0.1% of the dose remained in the gastrointestinal tract and
carcass, indicating that excretion was almost complete. Mean recoveries of total radioactivity
(including residual radioactivity in the gastrointestinal tract and carcass) were 97.0 and 96.4%
of the dose administered in males and females respectively.

94 Tissue Concentrations Following Oral Administration to Male and Female Rats

Individual and mean group tissue concentrations of radioactivity following a multiple (13
daily doses) oral administration of Ammonium Perfluorohexanoate followed by a single oral
administration of [**C]-Ammonium Perfluorohexanoate to male and female rats are presented
in Tables 5-6.

At 168 h post dose, the mean blood concentrations of radioactivity were 0.15 and

0.16 ug equiv/g, in males and females, respectively. The only tissue concentration above
circulating blood level was noted in the liver, with values of 1.16 and 0.85 pug equiv/g in
males and females, respectively. All other tissues were lower than the blood level or below
the limit of quantification, with mean concentrations above the limit of quantification ranging
from 0.10-0.13 ug equiv/g.

9.5 Tissue Concentrations Following Oral Administration to Male and Female Mice

Individual and mean group tissue concentrations of radioactivity following a multiple (13
daily doses) oral administration of Ammonium Perfluorohexanoate followed by a single oral
administration of [**C]-Ammonium Perfluorohexanoate to male and female mice are
presented in Tables 7-8.
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At 168 h post dose, the mean blood concentrations of radioactivity were 0.17 pg equiv/g, in
both males and females. The only tissue concentration above circulating blood level was
noted in the liver, with values of 0.70 and 0.61 ug equiv/g in males and females, respectively.
All other tissues were lower than the circulating blood level and below the limit of
quantification.

9.6 Plasma Kinetics Following Oral Administration to Male and Female Rats

Individual animal data and mean plasma concentrations are tabulated in Tables 9-10 for males
and females respectively.

Following a multiple (13 daily doses) oral administration of Ammonium Perfluorohexanoate
followed by a single oral administration of [**C]-Ammonium Perfluorohexanoate to male and
female rats, at the 2 timepoints examined, the mean concentrations of radioactivity in plasma
at 12 h post dose were 0.8 and 0.4 pg/mL in males and females respectively. Thereafter,
plasma concentrations declined to 0.5 and 0.3 pg/mL in males and females, respectively at
24 h post dose.

Analysis of the predose plasma confirmed the radioactive levels were at background level.

9.7 Plasma Kinetics Following Oral Administration to Male and Female Mice

Individual animal data and mean plasma concentrations are tabulated in Tables 11-12 for
males and females respectively.

Following a multiple (13 daily doses) oral administration of Ammonium Perfluorohexanoate
followed by a single oral administration of [**C]-Ammonium Perfluorohexanoate to male and
female mice, the mean concentrations of radioactivity in plasma at 12 h post dose were 1.3
and 1.0 pg/mL in males and females respectively. Thereafter, mean plasma concentrations
declined to 1.0 and 0.5 pg/mL in males and females, respectively at 24 h post radiolabelled
dose.

Analysis of the predose (control mice) plasma confirmed the radioactive levels were at
background level.
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10 DISCUSSION AND CONCLUSION

This study was designed to examine excretion patterns and rates following multiple (13 daily
doses) oral administrations of Ammonium Perfluorohexanoate followed by a single oral
administration of [**C]-Ammonium Perfluorohexanoate to male and female rats and mice.

Irrespective of sex or species, a multiple (13 daily doses) oral administration of Ammonium
Perfluorohexanoate followed by a single oral administration of [**C]-Ammonium
Perfluorohexanoate, total radioactivity excretion was rapid, with mean recoveries of over 90%
of the dose administered (and with mean values >95% of the ultimately recovered material) at
24 h post dose. The major route of elimination was via the urine (means of 77.8-83.4% of the
dose), followed by the faeces (mean of 9.6-12.9%), indicating that the majority of the
administered dose had been absorbed.

At 168 h post dose in rats, mean recoveries of total radioactivity were 95.1 and 93.7% in
males and females respectively, indicating that the dose was almost completely excreted, with
only approximately 0.2% remaining in the gastrointestinal tract and carcass.

At 168 h post dose in mice, mean recoveries of total radioactivity were 97.0 and 96.4% in
males and females respectively, indicating that the dose was almost completely excreted, with
only approximately 0.1% remaining in the gastrointestinal tract and carcass.

At 168 h post dose in rats and mice, radioactivity was generally very low or below the limit of
detection in most tissues. Tissue concentrations were below blood concentrations with the
exception of liver, which was approximately 4-8 times higher than the circulating blood level.
Elevated levels of measurable radioactivity in the liver are consistent with its role in
metabolism and excretion.

At 12 h post dose in rats, mean plasma concentrations were to 0.8 and 0.4 pg/mL in males and
females, respectively. By 24 h post dose, mean plasma values decreased to 0.5 and
0.3 pg/mL in males and females, respectively.

At 12 h post dose in mice, mean plasma concentrations were to 1.3 and 1.0 pg/mL in males

and females, respectively. By 24 h post dose, mean plasma values decreased to 1.0 and
0.5 pg/mL in males and females, respectively.
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11 FIGURES

Figure 1
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Figure 2 Mean Cumulative Excretion of Total Radioactivity Following a
Multiple (13 Daily Doses) Oral Administration of Ammonium
Perfluorohexanoate Followed by a Single Oral Administration of
[**C]-Ammonium Perfluorohexanoate to Female Rats at a Daily Target
Dose level of 50 mg/kg
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Mean Cumulative Excretion of Total Radioactivity Following a
Multiple (13 Daily Doses) Oral Administration of Ammonium
Perfluorohexanoate Followed by a Single Oral Administration of
[**C]-Ammonium Perfluorohexanoate to Male Mice at a Daily Target
Dose level of 50 mg/kg
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Figure 4 Mean Cumulative Excretion of Total Radioactivity Following a
Multiple (13 Daily Doses) Oral Administration of Ammonium
Perfluorohexanoate Followed by a Single Oral Administration of
[**C]-Ammonium Perfluorohexanoate to Female Mice at a Daily Target
Dose level of 50 mg/kg
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TABLES

Recovery of Total Radioactivity Following a Multiple (13 Daily Doses)
Oral Administration of Ammonium Perfluorohexanoate Followed by a
Single Oral Administration of [**C]-Ammonium Perfluorohexanoate to
Male Rats at a Daily Target Dose level of 50 mg/kg

Results expressed as % administered dose

Sample Timepoint | 001M | 002M | 003M | 004M | Mean | SD
Urine 6h 66.69| 66.55| 68.75| 81.78| 70.94| 7.30
24 h 6.64| 9.30| 14.00| 6.90| 9.21| 341
48 h 0.36| 0.18| 0.38| 0.44| 034| 011
72 h 0.16| 0.04| 0.12| 0.01| o0.08| o0.07
96 h 0.09| 0.03| 0.07| 0.11| 0.08| 0.03
120 h 0.04| 0.02| 0.04| 0.11| 0.05| 0.04
144 h 0.03| 0.01| 0.03| 0.03| 0.02| o0.01
168 h 0.02] 0.01) 0.02] 0.02) 0.02] o0.01
Subtotal 74.03| 76.13| 83.40( 89.40( 80.74| 7.03
Faeces 24 h 22.70( 13.42( 11.58( 3.22( 12.73| 7.99
48 h 0.03| 0.07| 0.24| 0.10| 0.11| 0.09
72 h 0.01| 0.01| 0.09| 0.11| 0.06| 0.06
96 h *0.00| *0.00| 0.05| 0.02] °0.02| °0.02
120 h *0.00/ 0.00| 0.01] 0.01| °0.01| °0.00
144 h 0.01| *0.00/ 0.00| 0.02| ©°0.01| ©0.01
168 h *0.00| *0.00] *0.01] 0.01] °0.00|] °0.00
Subtotal 22.75| 13.50( 11.98| 3.49| 1293 7.89
Cage Wash 24 h 1.07( 0.78( 0.60( 0.69( 0.78( 0.20
48 h 0.08| 0.06| 0.17| 0.48| 0.20| 0.19
72 h 0.03| *0.02| 0.06| 0.20| °©0.08| °©0.08
96 h *0.01| *0.00| 0.03] 0.07| °0.03| °0.03
120 h *0.01| *0.00| 0.02] 0.05] °0.02| °0.02
144 h *0.01| *0.00| *0.01| 0.04]| °0.01| °0.02
168 h *0.01] *0.00] *0.01] 0.02] °0.01] °0.01
Subtotal 1.22( 087 091 154 114 0.31
Tissues 168 h 0.09] 0.10] 0.12) 0.12) 0.11] o0.01
G.l. Tract 168 h *0.00] 0.00] *0.01] *0.00| °0.00|] °0.00
Carcass 168 h 0.15 0.14( 0.13 0.25 0.16 0.05
Total 98.25| 90.75| 96.54| 94.80| 95.08 3.21

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 2 Recovery of Total Radioactivity Following a Multiple (13 Daily Doses)
Oral Administration of Ammonium Perfluorohexanoate Followed by a
Single Oral Administration of [**C]-Ammonium Perfluorohexanoate to
Female Rats at a Daily Target Dose level of 50 mg/kg

Results expressed as % administered dose

Sample Timepoint | 005F | 006F | 007F | O0O8F [ Mean | SD
Urine 6h 75.58| 74.05( 62.28| 81.83| 73.44 8.17
24 h 4.40 3.51 1.37 1.74 2.75 1.44
48 h 1.50| 0.69| 063 053] 0.84| 045
72h 0.25| 0.49| 0.31| 040( 0.36| 0.11
9 h 0.17| 0.19| 0.22| 0.23| 0.20( 0.03
120 h 0.08( 0.09| 0.17| 0.09| 0.11( 0.04
144 h 0.04| 0.04| 0.06/ 0.06( 0.05( 0.01
168 h 0.02] 0.04] 0.05| 0.03] 0.04f o0.01
Subtotal 82.05| 79.09| 65.08 84.92| 77.79| 8.80
Faeces 24h 9.48| 11.04| 23.59| b5.46| 1239 7.82
48 h 0.14| 0.12| 0.08| 0.0 0.11 0.03
72h 0.02| 0.07| 0.03] 0.05 0.04( 0.03
9 h 0.01| 0.06| 0.03] 0.02( 0.03] 0.02
120 h 0.01( 0.01| 0.02| 0.02| o0.01( 0.00
144 h *0.00( *0.01( 0.01| 0.01| °0.01| °0.00
168 h *0.00/ 0.01f 0.02] 0.01] °0.01| °0.01
Subtotal 9.66| 11.32| 23.77| 5.67| 12.61| 7.81
Cage Wash 24 h 1.86| 2.01 195| 1.48| 182 0.24
48 h 0.36| 041| 0.61| 0.40( 0.44( 011
72h 0.18( 0.31| 0.25| 0.36| 0.27| 0.08
9 h 0.22( 0.38| 0.15| 0.30| 0.26( 0.10
120 h 0.06( 0.10| 0.09| 0.09( 0.08( 0.01
144 h 0.08| 0.05| 0.03| 0.08( 0.06( 0.02
168 h 0.15| 0.20] 0.05]| 0.08] 0.12f 0.07
Subtotal 290 345 3.13| 2.78] 3.07| 0.30
Tissues 168 h 0.09| 0.08] 0.08] 0.08/ 0.08 0.00
G.l. Tract 168 h *0.00/ 0.01f 0.01] *0.01| ©°0.01| °0.00
Carcass 168 h *0.12| *0.13| 0.29| *0.12| ©°0.17| °0.08
Total 94.82| 94.08| 92.35( 93.59| 93.71| 1.03

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 3 Recovery of Total Radioactivity Following a Multiple (13 Daily Doses)
Oral Administration of Ammonium Perfluorohexanoate Followed by a
Single Oral Administration of [**C]-Ammonium Perfluorohexanoate to
Male Mice at a Daily Target Dose level of 50 mg/kg

Results expressed as % administered dose

Sample Timepoint | 009M | 010M | 011M | 012M | Mean | SD
Urine 6h 70.44| 65.29| 33.11| 46.96| 53.95| 17.16
24h 11.77| 26.78| 20.48| 43.25| 25.57| 13.30
48 h 0.99| 066 0.98| 134 0099 0.28
72h 0.36| 0.31| 0.25| 0.28 0.30( 0.05
9 h 0.20( 0.13| 0.18| 0.15( 0.17( 0.03
120 h 0.04| 0.05| 0.08/ 0.06( 0.06( 0.02
144 h 0.04| 0.02| 0.04| 0.05( 0.04( o0.01
168 h 0.02| *0.02] 0.05| 0.03| °0.03[ °0.02
Subtotal 83.86| 93.25| 55.18( 92.12| 81.10| 17.78
Faeces 24 h 792 144| 26.36| 3.47| 9.80| 11.37
48 h 0.23| 0.33| 1.67| 0.07| 058 0.74
72h 0.04| 0.12| 0.27| 0.02( 0.1 o0.11
9 h 0.05| *0.02| 0.07| 0.03| °0.04( °0.02
120 h 0.05| *0.01| 0.06| 0.04( °0.04( °0.02
144 h *0.00( *0.01( 0.07| *0.01| ©°0.02| °0.03
168 h 0.03] *0.01] 0.04] *0.01| °0.02| °0.02
Subtotal 8.33] 1.93| 28.53| 3.65| 10.61| 12.25
Cage Wash 24h 238 0.96| 12.78| 0.65| 4.19( 5.78
48 h 0.30( 1.32| 0.41| 0.22( 056| 051
72h 0.11| *0.07| 0.15| *0.11| °0.11| °0.03
9 h *0.02 0.09( *0.07| *0.06| °0.06| °0.03
120 h *0.03| *0.01 *0.04| *0.05| °0.03| °©0.02
144 h *0.03| *0.00( *0.07| *0.02| ©°0.03| °0.03
168 h *0.11| *0.01| *0.09| *0.07| ©°0.07| °0.04
Subtotal 297 2.46| 13.60] 1.18] 5.05] 5.75
Tissues 168 h 0.10| 0.07| 0.10| 0.10| 0.09| 0.02
G.l. Tract 168 h 0.01] *0.01] 0.01] 0.02| °0.01| °0.01
Carcass 168 h *0.09| *0.06[ *0.13| *0.07| ©°0.09| °0.03
Total 95.34| 97.78( 97.55| 97.14| 96.95 1.11

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 4 Recovery of Total Radioactivity Following a Multiple (13 Daily Doses)
Oral Administration of Ammonium Perfluorohexanoate Followed by a
Single Oral Administration of [*C]-Ammonium Perfluorohexanoate to
Female Mice at a Daily Target Dose level of 50 mg/kg

Results expressed as % administered dose

Sample Timepoint | 037F | 014F | 015F | O16F | Mean | SD
Urine 6h 78.22| 78.25( 56.97| 75.01| 72.11| 10.21
24 h 8.99 591| 1854 7.55| 10.25 5.67
48 h 0.34| 0.37| 0.62| 073 052 0.19
72h 0.07| 0.14| 0.20| 0.17| 0.15| 0.06
9 h 0.06| 0.13| 0.22| 0.23| 0.16 0.08
120 h 0.13( 0.10| 0.14| 0.21| 0.45( 0.04
144 h 0.05| 0.03| 0.08/ 0.10( 0.06( 0.03
168 h 0.03] *0.02| 0.02] 0.03] °0.03| °0.00
Subtotal 87.90| 84.97| 76.79| 84.02| 83.42| 4.72
Faeces 24 h 5.93| 852| 1247| 6.72| 841| 292
48 h 0.16| 0.68| 0.28| 0.81| 0.48( 0.31
72h 0.03| 0.11] 1.33| 0.21| 0.42| o061
9 h 0.02| 0.17| 0.10| 0.06f 0.09( 0.06
120 h 0.03| 0.04| 0.04| 0.02( 0.03] 0.01
144 h 0.01| 0.06| 0.06/ 0.04f 0.04( 0.02
168 h *0.01| 0.07f 0.03] 0.22] °0.08] °0.10
Subtotal 6.20| 9.65| 14.31| 8.08] 9.56| 3.47
Cage Wash 24h 1.48| 068 232 1.25| 1.43| 0.68
48 h 0.12( *0.03| 0.57| 0.39| °0.28( °©0.25
72h *0.06 *0.04( 0.31| 0.20| °0.15| °0.13
9 h 0.21| *0.10| 2.90| 1.24| °111| °1.30
120 h *0.06 *0.06( 0.16]| 0.31| °0.15| °0.12
144 h *0.03| *0.08 *0.06| *0.07| °0.06| °0.02
168 h *0.11| *0.08 *0.11| 0.18] ©°0.12| °0.04
Subtotal 2.08| 1.08| 6.44| 3.66| 331| 234
Tissues 168 h 0.07| 0.08] 0.07| 0.07] 0.07 0.00
G.l. Tract 168 h 0.01{ *0.01| *0.01] *0.01| ©°0.01| °0.00
Carcass 168 h *0.07| *0.07| *0.08| *0.02| ©°0.06| °0.02
Total 96.32| 95.86| 97.70| 95.86| 96.43| 0.87

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 5 Concentration of Total Radioactivity in Tissues at 168 h Post Dose
Following a Multiple (13 Daily Doses) Oral Administration of
Ammonium Perfluorohexanoate Followed by a Single Oral
Administration of [**C]-Ammonium Perfluorohexanoate to Male Rats
at a Daily Target Dose level of 50 mg/kg

Results expressed as pg equiv/g

Sample | 001M | 002M | 003M | 004M | Mean | SD
Fat-White | *0.01| *0.04| *0.03| *0.03[ °©0.03| °©0.01
Kidneys 0.09| 0.15( 0.13| 0.08] 0.11| 0.03
Liver 0.83| 1.54( 1.05| 1.22| 1.16| 0.30
Spleen *0.02| *0.03| *0.03| *0.03| ©0.03| °0.01
G.l. Tract | *0.02| 0.05| *0.02( *0.02| ©0.03| °0.01
Carcass 0.08| 0.09( o0.08( 0.14| 0.10| 0.03
WhBlood [ 0.14| 0.19] 0.16| 0.12 0.15| 0.03

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 6 Concentration of Total Radioactivity in Tissues at 168 h Post Dose
Following a Multiple (13 Daily Doses) Oral Administration of
Ammonium Perfluorohexanoate Followed by a Single Oral
Administration of [**C]-Ammonium Perfluorohexanoate to Female
Rats at a Daily Target Dose level of 50 mg/kg

Results expressed as pg equiv/g

Sample | 005F | O06F | 007F | O08F | Mean | SD
Fat-White | *0.03| *0.04| *0.03| *0.03| °0.03| ©°0.00
Kidneys 0.12| 0.11| 0.15| 0.13| 0.13| 0.02
Liver 0.90| 0.76] 0.90| 0.84| 0.85| 0.06
Spleen *0.04| *0.03| *0.04| *0.03| °0.04| °0.00
G.l. Tract | *0.02| 0.03| 0.03| *0.02| °0.03| °0.00
Carcass *0.07| *0.08| 0.17| *0.07| ©0.10| °©0.05
WhBlood [ 0.17( 0.14 0.17| 0.15( 0.16] 0.02

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 7 Concentration of Total Radioactivity in Tissues at 168 h Post Dose
Following a Multiple (13 Daily Doses) Oral Administration of
Ammonium Perfluorohexanoate Followed by a Single Oral
Administration of [**C]-Ammonium Perfluorohexanoate to Male Mice
at a Daily Target Dose level of 50 mg/kg

Results expressed as pg equiv/g

Sample | 009M | 010M | 011M | 012M | Mean | SD
Fat-White | *0.02| *0.02| *0.01| *0.07| °©0.03| °©0.03
Kidneys *0.04| *0.03| *0.05( 0.08| ©0.05| °0.02
Liver 0.75| 0.55( 0.70| 0.79| 0.70( 0.11
Spleen *0.00| *0.00( *0.00( *0.09| ©0.02| °0.05
G.l. Tract 0.03| *0.02 0.05| 0.06| ©0.04| °0.02
Carcass *0.06| *0.04| *0.08( *0.05| ©0.06| °0.02
WhBlood [ 0.14| 0.21| 0.17| 0.18| 0.17| 0.03

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 8 Concentration of Total Radioactivity in Tissues at 168 h Post Dose
Following a Multiple (13 Daily Doses) Oral Administration of
Ammonium Perfluorohexanoate Followed by a Single Oral
Administration of [**C]-Ammonium Perfluorohexanoate to Female
Mice at a Daily Target Dose level of 50 mg/kg

CONFIDENTIAL

Results expressed as pg equiv/g

Sample | 037F | 014F | 015F | 016F | Mean | SD
Fat-White | *0.07| *0.04| *0.03| *0.02( °©0.04| °©0.02
Kidneys *0.08| *0.06| *0.03| *0.05| ©0.05| °0.02
Liver 0.66| 0.56| 0.53| 0.68| 0.61| 0.07
Spleen *0.04| *0.02| *0.01| *0.01| ©0.02| °0.02
G.l. Tract 0.04| *0.02| *0.02| *0.02( ©0.03| °©0.01
Carcass *0.05| *0.04| *0.05( *0.02| ©0.04| °0.02
WhBlood [ 0.19| 0.15| 0.18| 0.16| 0.17| 0.02

*=Results calculated from data less than 30 d.p.m. above background
°=Mean includes results calculated from data less than 30 d.p.m above background
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Table 9 Plasma Concentrations of Total Radioactivity following a Following a
Multiple (13 Daily Doses) Oral Administration of Ammonium
Perfluorohexanoate Followed by a Single Oral Administration of
[**C]-Ammonium Perfluorohexanoate to Male Rats at a Daily Target
Dose level of 50 mg/kg

Results expressed as pg equiv/ml

Sample | Timepoint | 017M 018M 019M 020M Mean SD
Plasma 12h 0.8 0.7 0.7 0.8 0.8 0.1
24h 0.5 0.5 0.5 0.6 0.5 0.0
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Table 10 Plasma Concentrations of Total Radioactivity Following a Multiple (13
Daily Doses) Oral Administration of Ammonium Perfluorohexanoate
Followed by a Single Oral Administration of [**C]-Ammonium
Perfluorohexanoate to Female Rats at a Daily Target Dose level of

50 mg/kg
Results expressed as pg equiv/ml
Sample | Timepoint 021F 022F 023F 024F Mean SD
Plasma 12 h 0.3 0.4 0.5 0.5 0.4 0.1
24 h 0.3 0.4 0.4 0.3 0.3 0.1
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Table 11 Plasma Concentrations of Total Radioactivity Following a Multiple (13
Daily Doses) Oral Administration of Ammonium Perfluorohexanoate
Followed by a Single Oral Administration of [**C]-Ammonium
Perfluorohexanoate to Male Mice at a Daily Target Dose level of

50 mg/kg
Results expressed as pg equiv/ml
Sample [ Timepoint 1 2 3 4 Mean SD
Plasma 12 h 0.8 2.4 1.0 1.0 1.3 0.7
24 h 0.8 1.4 0.9 0.7 1.0 0.3

1= Ans 025M and 033M for 12 & 24h plasma samples respectively
2= Ans 026M and 034M for 12 & 24h plasma samples respectively
3= Ans 027M and 035M for 12 & 24h plasma samples respectively
4= Ans 028M and 036M for 12 & 24h plasma samples respectively
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Table 12 Plasma Concentrations of Total Radioactivity Following a Multiple (13
Daily Doses) Oral Administration of Ammonium Perfluorohexanoate
Followed by a Single Oral Administration of [**C]-Ammonium
Perfluorohexanoate to Female Mice at a Daily Target Dose level of
50 mg/kg

Results expressed as pg equiv/ml

Sample | Timepoint 1 2 3 4 Mean SD
Plasma 12h 0.6 0.7 0.9 1.7 1.0 0.5
24h 0.5 0.4 0.5 0.5 0.5 0.1

1= An 029F and 041F for 12 & 24h plasma samples respectively

2= Ans 030F and 038F for 12 & 24h plasma samples respectively
3= Ans 031F and 039F for 12 & 24h plasma samples respectively
4= Ans 032F and 040F for 12 & 24h plasma samples respectively
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Certificate of Analysis of [**C]-Ammonium Perfluorohexanoate
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Appendix 2 Certificate of Analysis of Ammonium Perfluorohexanoate
sty Certificate of Analysis

Daikin Industries,LTD,

Name of Sample PFH Ammonium Salt (C-1500N )

Lo 7005
Date of Analysis May 14, 2009
Purify 47.4% (Effective conponent in Water)
*50.8%0.934%=47.4%
COMPOSITION
identity Cone.
#1 Ammonium Perfluorohexanoate 93.4%
CAS RN. 21615-474
#2 Unknown 6.6%
Total 100%
Analysis system (HPLC)
Equipment : Waters Alliance2695
Detector : Waters 24870V
Detection wavelength :210nm
Analysis condition
Column : TOSOH TSKGel ODSI20T  4.6mm=150mm
Temp. 40T
Moabile phase : A=acetonitrile . B=Solution of 0.6% perchloric acid in water
Gradient * A:B=50:50(mass%) (0-10min.) = 90:10(mass%) (15-20min.)
Injection volume s 20ul

Injection Concentration : 1% (dilute S0times with water)

Chemical R&D Center
Unidyne Group
Senior Researcher

SIGNATURE
DATE : May 18, 2009
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Appendix 2 Certificate of Analysis of Ammonium Perfluorohexanoate
(Continued)

Analysis
- — S e N
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Appendix 3 Dosing Data for the Administration of Ammonium Perfluorohexanoate

to Rats
Animal Dose (mg/kg) Received on Day No.

No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7
001M 51.1 49.2 50.2 50.1 49.4 49.1 45.2
002M 49.3 49.5 50.9 50.2 49.1 48.0 51.0
003M 49.4 49.8 50.6 49.1 50.0 49.8 51.0
004M 49.2 48.6 50.3 50.5 48.9 49.7 50.9
005F 51.2 51.8 49.4 49.6 50.2 51.6 50.3
006F 51.3 49.2 51.6 49.6 50.4 50.2 49.2
007F 50.5 49.8 50.5 50.6 50.1 50.3 51.2
008F 50.1 51.2 52.3 50.8 48.6 51.0 50.4
017M 49.5 49.1 49.7 50.6 50.1 49.0 50.8
018M 50.1 48.7 49.7 48.7 49.6 50.6 50.4
019M 50.0 49.1 48.9 48.9 50.7 49.6 51.0
020M 50.5 49.4 49.6 49.7 50.0 50.0 50.6
021F 50.1 49.8 50.6 48.5 50.8 51.3 49.5
022F 50.5 49.0 50.3 48.7 49.7 48.5 48.5
023F 49.2 51.8 50.3 48.5 50.9 49.3 51.2
024F 51.3 52.0 49.1 50.0 50.6 49.3 48.9
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Dosing Data for the Administration of Ammonium Perfluorohexanoate

Animal Dose (mg/kg) received on Day No.
No. Day 8 Day 9 Day 10 Day 11 Day 12 Day 13 Average
(Day 1-13)
mg/kg
Received
(= SD)
001M 48.2 49.7 50.0 49.7 49.4 47.8 49.2+15
002M 48.4 48.8 50.5 49.9 48.7 49.6 495+0.9
003M 49.5 48.5 50.3 49.0 50.4 48.1 49.7+0.8
004M 49.3 48.3 50.5 48.7 48.7 49.7 495+0.9
005F 50.7 50.5 48.9 48.6 49.5 49.2 50.1+£1.0
006F 50.2 50.6 49.3 49.6 50.9 51.2 50.3+£0.8
007F 51.2 48.7 49.9 50.6 50.1 49.6 50.2+£0.7
008F 48.2 48.9 50.4 50.0 49.0 50.0 50.1+£1.2
017M 49.7 49.4 49.3 49.3 49.0 48.3 49.5+0.7
018M 48.0 49.1 50.3 49.6 49.1 49.0 495+0.8
019M 48.9 48.7 49.2 49.9 49.4 48.5 49.4+0.8
020M 49.3 49.1 50.0 49.6 49.5 48.4 49.7+0.6
021F 49.9 49.2 48.4 49.0 50.3 48.5 49.7+0.9
022F 47.7 49.5 50.3 49.3 48.6 50.1 49.3+0.9
023F 48.8 48.8 49.4 50.0 50.7 51.6 50.0+£1.1
024F 49.5 49.7 48.4 49.9 50.0 52.1 50.1+1.1
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Appendix 4 Dosing Data for the Administration of Ammonium Perfluorohexanoate

to Mice
Animal Dose (mg/kg) Received on Day No.

No. Day 1 Day 2 Day 3 Day 4 Day 5 Day 6 Day 7
009M 50.9 51.3 51.1 50.5 52.1 52.0 50.2
010M 49.8 49.6 51.0 50.3 50.8 52.4 51.8
011M 51.3 52.2 51.4 51.0 49.5 52.0 51.3
012M 51.1 50.7 50.6 50.9 50.6 50.8 51.7
013F 50.0 50.0 49.9 50.9 52.7 52.3 51.7
014F 49.2 50.7 50.4 49.8 52.0 52.7 50.5
015F 51.1 53.2 50.2 49.9 50.5 50.2 51.0
016F 40.5 48.9 51.0 49.0 53.1 51.6 52.1
025M 50.4 52.7 49.3 50.6 50.7 51.6 53.4
026M 52.1 50.6 48.4 50.8 51.3 51.0 50.7
027M 51.1 52.9 49.5 50.4 49.8 51.4 52.5
028M 49.9 52.9 51.4 49.7 51.3 51.5 50.5
029F 50.5 52.9 50.0 52.4 49.9 49.6 52.4
030F 51.5 52.7 50.5 51.3 51.9 51.4 50.8
031F 50.8 52.3 52.4 52.1 49.8 49.5 50.9
032F 52.8 51.8 52.0 50.9 50.2 52.7 50.9
033M 52.5 51.3 51.0 52.1 51.9 52.3 51.9
034M 53.4 50.6 50.7 52.0 50.1 51.0 48.1
035M 52.0 50.6 50.4 53.0 50.6 52.7 51.1
036M 49.4 51.1 51.4 50.8 51.1 49.6 50.4
037F 52.1 50.6 50.5 51.2 50.0 51.9 51.8
038F 53.0 51.8 51.9 51.1 50.3 52.5 52.5
039F 52.8 52.6 51.5 45.6 50.9 51.8 51.5
040F 51.9 51.7 41.5 50.3 49.9 51.2 51.4
041F 48.5 49.6 51.6 51.2 50.2 51.7 50.5
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Appendix 4 Dosing Data for the Administration of Ammonium Perfluorohexanoate
to Mice (Continued)
Animal Dose (mg/kg) Received on Day No.
No. Day 8 Day 9 Day 10 Day 11 Day 12 Day 13 Average
(Day 1-13)
mg/kg
Received
(= SD)
009M 49.8 48.2 50.1 48.9 49.8 49.7 504+1.1
010M 49.7 50.1 49.0 49.2 49.3 49.7 50.2+1.0
011M 49.3 49.7 51.0 50.2 50.0 50.5 50.7£0.9
012M 49.8 49.3 50.4 49.3 50.0 49.1 50.3+£0.8
013F 50.0 50.1 49.8 50.8 48.6 43.9 50.1+£2.2
014F 50.1 50.2 51.1 50.3 48.4 48.2 50.3+1.3
015F 49.8 49.7 49.8 49.1 47.6 49.8 50.1+£1.3
016F 49.3 48.9 50.2 51.1 49.4 51.0 49.7+3.1
025M 51.5 48.7 50.4 50.9 51.6 51.1 51.0+£1.3
026M 50.5 49.3 49.8 50.7 49.8 49.2 50.3+£1.0
027M 50.6 49.5 51.2 50.7 50.7 49.8 50.8+1.1
028M 50.5 50.1 51.3 51.3 49.8 51.3 50.9+£0.9
029F 49.9 49.8 51.3 49.9 51.2 52.5 509+1.2
030F 49.3 49.6 49.9 49.4 51.0 49.6 50.7+1.1
031F 50.3 48.9 50.6 47.8 50.6 49.7 50.4+1.3
032F 49.2 50.5 50.3 48.9 50.4 49.7 50.8+£1.2
033M 50.7 49.3 50.2 49.4 52.0 49.2 51.1+£1.2
034M 50.1 49.9 50.0 50.4 48.8 50.2 50.4+1.3
035M 49.6 49.4 49.5 48.9 47.5 49.9 50.4+15
036M 50.9 50.3 49.7 48.0 50.9 49.8 50.3+£0.9
037F 47.0 48.7 50.1 49.3 50.7 49.0 50.2+15
038F 49.7 49.2 51.3 48.8 50.0 49.3 509+14
039F 50.9 50.6 49.5 50.3 50.9 49.4 50.6 £1.8
040F 49.5 51.2 50.4 49.7 49.8 50.2 499+26
041F 49.7 50.8 52.9 49.8 49.9 51.0 506 +£1.1

Report Amendment 1




CONFIDENTIAL

Page 51 of 54
Test Facility Study No. 190300

Appendix 5 Dosing Data for the Administration of [**C]-Ammonium
Perfluorohexanoate to Rats
Phase Animal A_nimal Dose Recieved
Number | Weight (g) MBq mg mg /kg MBq/kg

001M 296 1.31 15.1 50.9 4.42
002M 325 1.45 16.6 51.2 4.45
003M 352 1.54 17.7 50.2 4.36

1- Rat 004M 343 1.50 17.3 50.4 4.38
005F 206 0.92 10.6 51.2 4.45
006F 215 0.94 10.8 50.2 4.37
007F 220 0.96 11.0 50.1 4.35
008F 223 0.96 11.1 49.7 4.32
017M 306 1.35 15.6 50.9 4.42
018M 334 1.46 16.8 50.2 4.36
019M 362 1.59 18.2 50.4 4.38
020M 342 1.51 17.3 50.7 4.41

2-Rat 021F 209 0.86 9.9 475 4.13
022F 226 0.99 114 50.3 4.37
023F 217 0.96 11.0 50.9 4.42
024F 217 0.92 10.5 48.6 4.22
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Appendix 6 Dosing Data for the Administration of [**C]-Ammonium
Perfluorohexanoate to Mice
Phase Animal A_nimal Dose Recieved
Number | Weight (g) MBq mg mg /kg MBq/kg

009M 31 0.13 1.52 48.9 4.25
010M 32 0.14 1.58 49.1 4.27
011M 31 0.13 1.48 47.1 4.10

1- Mouse 012M 30 0.13 1.49 48.9 4.25
037F 28 0.12 141 50.2 4.36
014F 28 0.12 1.36 48.8 4.24
015F 27 0.12 1.37 51.3 4.46
016F 25 0.10 1.19 46.9 4.07
025M 33 0.14 1.58 48.4 4.21
026M 31 0.13 1.53 50.2 4.36
027M 32 0.14 1.56 48.7 4.24
028M 25 0.11 1.24 50.3 4.37
029F 29 0.12 1.41 48.0 4.17
030F 28 0.12 1.32 48.3 4.20
031F 29 0.11 1.31 45.5 3.96
032F 27 0.12 1.35 50.6 4.40

2- Mouse 033M 31 0.13 1.48 47.9 4.17
034M 32 0.13 151 47.5 4.13
035M 31 0.13 1.48 47.1 4.10
036M 27 0.11 1.27 47.1 4.10
013F A A A A A
038F 29 0.13 1.44 50.3 4.37
039F 27 0.12 1.33 49.6 4.31
040F 29 0.13 1.45 50.6 4.40
041F 26 0.11 1.29 49.5 4.29

A An 013F sacrificed prematurely due to ill health
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Appendix 7 Representative Radio-HPLC Chromatogram for the Radiochemical
Purity of [**C]-Ammonium Perfluorohexanoate

[14C]-Ammonium PFH (6,1) 190300,instrument158.30018jun091145,6,1
Acquired 22 June 2009 16:16:39

1359

Response
(2]
o
T

0 5 10 15 20 25
Retention time

Peak No. Retentlo_n Time Peak Name % Area

(min)

1 12.59 - 0.1

2 12.99 - 0.3
13.59 [**C]- Ammonium 99.1

3 -

Perfluorohexanoate
4 16.29 - 0.5

* = Assigned by co-chromatography with unlabelled Ammonium Perfluorohexanoate
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Appendix 8 Representative Radio-HPLC Chromatogram for the Radiochemical
Purity of [**C]-Ammonium Perfluorohexanoate in the Formulation

[14C]-Ammonium PFH Postdose (18,1) 190300,instrument158.30018jun091145,18,1
Acquired 08 July 2009 18:40:15

7

Response

400
300

200+

100 I

0 5 10 15 20 25
Reten ion time

Peak No. Retentlo_n Time Peak Name % Area
(min)
1 2.80 - 0.3
2 3.00 - 0.1
3 12.60 - 0.1
4 13.00 - 0.3
5 13.50 [*“C]- Ammonium 99.2
Perfluorohexanoate

* = Assigned by co-chromatography with unlabelled Ammonium Perfluorohexanoate
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