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10SUMMARY0000000000

Rabbit serum and liver were analyzed for fluorine content at various times after
rabbits were dosed intravenously with a single dose of T-6246, a 0.12% solution of
FC-95. Doses are expressed as FC-95 equivalents. The fluorine in serum was
detected after a single dose of 0.12 mp/kg and after 0.60 mg/kg, but not after a
0.012 mg/kg dose at 28 days post dose. The method is not sensitive enough to detect
and measure fluoride after the 0.012 mg/kg dose. The half-life of
perfluorooctanesulfonate anion was found to be one month or greater in serum and
liver.

‘The average liver fluoride ion concentration in Group 5 animals (0.60 mg/kg), at
day 14 post dose wes 1.48 ppm and for four other animals in the same group
sacrificed at day 28 the concentration was 1.23 ppm. Thus, the decrease in
concentration in liver from 14 days to 28 days post dose is slow; based on just these
two points the half-life is greater than 1 month.

20INTRODUCTION

This study was designed to provide information as to whether the
perfluorooctanesulfonate anion does go to the liver andother tissues when the
‘material is administered in an intravenous dose, and to ascertain the change in
concentration with time after dose in serum and liver.

Itis known from studies done previously with rats that the half-life of
perfluorooctanesulfonate anion is quite long (>1 month). It was expected that the
half-life in rabbits would also be long. Perfluorooctanesulfonate anion is a likely
biotransformation product ofseveral fluorochemicals that are to be tested for
dermal absorption in other studies. The pharmacokinetics of the perfluorooctane-
sulfonate anion is very relevant to these dermal absorption studies.

30TESTMATERIALS~~~

3.1 Test, Control, and Reference Substances and Matrices
3.1.1 Analytical Reference Substance: FC-95, lot 161 or 171. They are
equivalent.
3.1.2 Analytical Reference Matrix: Bovine liver and bovine serum
3.13 Analytical Control Substance: None
3.1.4 Analytical Control Matrix: Bovine liver and bovine serum
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1.0 SUMMARY 

Rabbit serum and liver were analyzed for fluorine content at various times after 
rabbits were dosed intravenously with a single dose of T-6246, a 0.12% solution of 
FC-95. Doses are expressed as FC-95 equivalents. The fluorine in serum was 
detected after a single dose of 0.12 mg/kg and after 0.60 mg/kg, but not after a 
0.012 mg/kg dose at 28 days post dose. The method is not sensitive enough to detect 
and measure fluoride after the 0.012 mg/kg dose. The half-life of 
perfluorooctanesulfonate anion was found to be one month or greater in serum and 
liver. 

The average liver fluoride ion concentration in Group 5 animals (0.60 mg/kg), at 
day 14 post dose was 1.48 ppm and for four other animals in the same group 
sacrificed at day 28 the concentration was 1.23 ppm. Thus, the decrease in 
concentration in liver from 14 days to 28 days post dose is slow; based on just these 
two points the half-life is greater than 1 month. 

2.01NTRODUCTION 

This study was designed to provide information as to whether the 
perfluorooctanesulfonate anion does go to the liver and other tissues when the 
material is administered in an intravenous dose, and to ascertain the change in 
concentration with time after dose in serum and liver. 

It is known from studies done previously with rats that the half-life of 
perfluorooctanesulfonate anion is quite long (> 1 month). It was expected that the 
half-life in rabbits would also be long. Perfluorooctanesulfonate anion is a likely 
biotransformation product of several fluorochemicals that are to be tested for 
dermal absorption in other studies. The pharmacokinetics of the perfluorooctane- 
sulfonate anion is very relevant to these dermal absorption studies. 

3.0 TEST MATERIALS 

3.1 Test, Control, and Reference Substances and Matrices 
3.1.1 Analytical Reference Substance: FC-95, lot 161 or 171. They are 
equivalent. 
3.1.2 Analytical Reference Matrix: Bovine liver and bovine serum 
3.1.3 Analytical Control Substance: None 
3.1.4 Analytical Control Matrix: Bovine liver and bovine serum 
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3.2 Source of Materials: 3M ICP/PCP Division For FC-95. Bovine liver from
grocery store, bovine serum from Sigma Chemical Company

3.3. Purity and Strength of Reference Substance: Responsibility of Sponsor.

3.4 Stability of Reference Substance: To be determined by Sponsor.

3.5 Storage Conditions for Test Materials: Room temperature for FC-95.
For biological samples, the storage is -20210° C.

3.6 Disposition of Specimens: Biological tissues and fluids will be retained per
GLP Regulation for the time period required for studies longer than 28 days.

4.0 EXPERIMENTAL-Overview

Serum and tissues from animals dosed as described (HWI#6329-159), were available
for analysis for fluorine compounds. Since perfluorooctanesulfonate anion is not
biotransformed, the analysis was accomplished with combustion and subsequent
analysis for fluorine. The fluorine data are related directly to perfluorooctane-
sulfonate concentration. The fluorine analysis of serum collected at different time
intervals after dosing provides data which can be interpreted pharmacokinetically.
‘Additional analysis of liver samples provides evidence that the perfluorooctane-
sulfonate anion is still present at 28 days.

5.0 EXPERIMENTAL - Methods

5.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Means of a Modified

Dohrmann DX2000 Organic Halide Analyzer-Liver

5.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940
Expandable Ion Analyzer

5.3 AMDT-M-4-0, Extraction of Fluorochemicals from Rabbit Liver

5.4 AMDT-M-8-0, Analysisof Fluoride Using the Skalar Segmented Flow Analyzer
with Ion Selective Electrode

5.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Means ofaModified

Dohrmann DX2000 Organic Halide Analyzer-Serum
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3.2 Source of Materials: 3M ICP/PCP Division For FC-95. Bovine liver from 
grocery store, bovine serum from Sigma Chemical Company 

3.3. Purity and Strength of Reference Substance: Responsibility of Sponsor. 

3.4 Stability of Reference Substance: To be determined by Sponsor. 

3.5 Storage Conditions for Test Materials: Room temperature for FC-95. 
For biological samples, the storage is -20+10° C. 

3.6 Disposition of Specimens: Biological tissues and fluids will be retained per 
GLP Regulation for the time period required for studies longer than 28 days. 

4.0 EXPERIMENTAL-Overview 

Serum and tissues from animals dosed as described (HWI#6329-159), were available 
for analysis for fluorine compounds. Since perfluorooctanesulfonate anion is not 
biotransformed, the analysis was accomplished with combustion and subsequent 
analysis for fluorine. The fluorine data are related directly to perfluorooctane- 
sulfonate concentration. The fluorine analysis of serum collected at different time 
intervals after dosing provides data which can be interpreted pharmacokinetically. 
Additional analysis of liver samples provides evidence that the perfluorooctane- 
sulfonate anion is still present at 28 days. 

5.0 EXPERIMENTAL - Methods 

5.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Means of a Modified 
Dohrmann DX2000 Organic Halide Analyzer-Liver 

5.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940 
Expandable Ion Analyzer 

5.3 AMDT-M-4-0, Extraction of Fluorochemicals from Rabbit Liver 

5.4 AMDT-M-8-0, Analysis of Fluoride Using the Skalar Segmented Flow Analyzer 
with Ion Selective Electrode 

5.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Means of a Modified 
Dohrmann DX2000 Organic Halide Analyzer-Serum 
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6.0 DATA ANALYSIS

Raw data are shown in Table I (Appendix 9.11). Doses are adjusted for the FC-95
equivalents. The administered dose was T-6246 which is 2 water solutionof 0.12%
FC-95. Serum concentrations are obviously not different than the control
concentrations for the 0.006 and 0.012 mg/kg doses. The concentration in serum is
plotted for Group 4 and Group § (see pages 140-141). For Group 5 (0.60 mg/kg
dose), if the average concentration is fit to 2 least square regression Y=ae™,
£=0.95, a=1.62, k=-1.099 x 10”, k=0.693 over t,5, and t,,=26 days. Similarly,
t,,=48 days for Group 4. Thus, if Perfluorooctanesulfonate ion is formed from
biotransformation, a large portion of the amount formed will be present in the serum
at 28 days.

‘The average liver fluoride ion concentration in Group S animals, at day 14 post dose
was 1.48 ppm and for four other animals in the same group sacrificed at day 28 the
concentration was 1.23 ppm. Thus, the decrease in concentration in liver from
14 days to 28 days post dose is slow; based on just these two points the half-life is
greater than 1 month.

Overall, for all time periods the serum and liver levels are as expected for the
intravenous dose. The ability to detect levels in liver after an intravenous dose of
120 ug/ke suggests that when perfluorooctanesulfonate is the marker, dermal
absorption studies will be quite sensitive.

6.1 Circumstances That May Affect the Quality of the Data: These values for
concentration are from combustion analysesofthe biological material. The
recoveries are based on spiking the biological material with known amounts of
FC-95. The fluorine is measured by selective ion electrode and the Orion meter is
calibrated over a 5 point range. However,ifthere isa different response at different
concentrations of FC-95 other than the point used as a calibration check, there could
be a bias at those concentrations even though the amount of fluorine i being
‘measured accurately. This can come from other variables in the method such as the
efficiency of combustion. Thus, the values reported for concentration are not
absolute values. The values are certainly sufficient to make the point that the
perfluorooctanesulfonate anion is present at 28 days in liver and serum, that the half-
life is on the order of2month or longer, and that the method can detect
perfluorooctanesulfonate in serum after a dose somewhere between 0.012 and
0.12 mg/kg. This method allows sufficient sensitivity for dermal absorption studies
‘where some of the applied fluorochemical is biotransformed to perfluorooctane-
sulfonate anion.
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6.0 DATA ANALYSIS 

Raw data are shown in Table I (Appendix 9.11). Doses are adjusted for the FC-95 
equivalents. The administered dose was T-6246 which is a water solution of 0.12% 
FC-95. Serum concentrations are obviously not different than the control 
concentrations for the 0.006 and 0.012 mg/kg doses. The concentration in serum is 
plotted for Group 4 and Group 5 (see pages 140-141). For Group 5 (0.60 mg/kg 
dose), if the average concentration is fit to a least square regression Y=ae*T, 
r~ =0.95, a--1.62, k=--1.099 x 10"3, k=-0.693 over t~rz, and t~rz---26 days. Similarly, 
tlrz=48 days for Group 4. Thus, if Perfluorooctanesulfonate ion is formed from 
biotransformation, a large portion of the amount formed will be present in the serum 
at 28 days. 

The average liver fluoride ion concentration in Group 5 animals, at day 14 post dose 
was 1.48 ppm and for four other animals in the same group sacrificed at day 28 the 
concentration was 1.23 ppm. Thus, the decrease in concentration in liver from 
14 days to 28 days post dose is slow; based on just these two points the half-life is 
greater than 1 month. 

Overall, for all time periods the serum and liver levels are as expected for the 
intravenous dose. The ability to detect levels in liver after an intravenous dose of 
120 ug/kg suggests that when perfluorooctanesulfonate is the marker, dermal 
absorption studies will be quite sensitive. 

6.1 Circumstances That May Affect the Quality of the Data: These values for 
concentration are from combustion analyses of the biological material. The 
recoveries are based on spiking the biological material with known amounts of 
FC-95. The fluorine is measured by selective ion electrode and the Orion meter is 
calibrated over a 5 point range. However, if there is a different response at different 
concentrations of FC-95 other than the point used as a calibration check, there could 
be a bias at those concentrations even though the amount of fluorine is being 
measured accurately. This can come from other variables in the method such as the 
efficiency of combustion. Thus, the values reported for concentration are not 
absolute values. The values are certainly sufficient to make the point that the 
perfluorooctanesulfonate anion is present at 28 days in liver and serum, that the half- 
life is on the order of a month or longer, and that the method can detect 
perfluorooctanesulfonate in serum after a dose somewhere between 0.012 and 
0.12 mg/kg. This method allows sufficient sensitivity for dermal absorption studies 
where some of the applied fluorochemieal is biotransformed to perfluorooetane- 
sulfonate anion. 
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The half-life of perfluorooctanesulfonate in liver and serum after an intravenous

dose is one month or greater in rabbits. The perfluorooctanesulfonate anion can be

detected by the combustion method and subsequent fluoride analysis at 28 days after
cithera 0.12 or a 0.60 mg/kg. intravenous dose. The 0.012 mg/kg intravenous dose
does not provide sufficient fluoride ion for this method. The method would

probably be able to detect a dose somewhere between 0.012 and 0.12 mg/kg.
Analysis of fluorine at 28 days in liver and serum provides a marker for dermal
absorption for dermally applied fluorochemicals that are biotransformed to
perfluorooctanesulfonate anion.

£0MAINTENANCEOFRAWDATAANDRECORDS
8.1 Raw Data and Data: Raw data, approved protocol, approved final report,
appropriate specimens, and electronic data will be maintained in the AMDT
Archives.

90APPENDICES
9.1 Protocol and Amendments

9.1.1 Protocol and Final Report: HWI#6329-159 “Single Dose Intravenous
Pharmacokinetic Studyof T-6246 in Rabbits” (Protocol type TP8084.PK for

dosingof animals, tissue collection, etc.)

9.1.2 Analytical protocol AMDT-042095.1

9.2 Signed Reports from Individual Scientists: None

93 Quality Assurance Unit Statement: See attached

9.4 Key Personnel Involved in the Study: See attached

9.5 Materials and Equipment: See methods

9.6 Solutions, Reagents, and Standards: See methods

9.7 Sample Preparation: See methods

9.8 Quality Control Practices: See methods
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7.0 CONCLUSION 

The half-life of perfluorooctanesulfonate in liver and serum aider an intravenous 
dose is one month or greater in rabbits. The perfluorooctanesulfonate anion can be 
detected by the combustion method and subsequent fluoride analysis at 28 days after 
either a 0.12 or a 0.60 mg/kg intravenous dose. The 0.012 mg/kg intravenous dose 
does not provide sufficient fluoride ion for this method. The method would 
probably be able to detect a dose somewhere between 0.012 and 0.12 mg/kg. 
Analysis of fluorine at 28 days in liver and serum provides a marker for dermal 
absorption for dermally applied fluorochemicals that are biotransformed to 
perfluorooctanesulfonate anion. 

8.0 MAINTENANCE OF RAW DATA AND RECORDS 

8.1 Raw Data and Data: Raw data, approved protocol, approved final report, 
appropriate specimens, and electronic data will be maintained in the AMDT 
Archives. 

9.0 APPENDICES 

9.1 Protocol and Amendments 

9.1.1 Protocol and Final Report: HWI#6329-159 "Single Dose Intravenous 
Pharmacokinetic Study of T-6246 in Rabbits" (Protocol type TPS084.PK for 
dosing of animals, tissue collection, etc.) 

9.1.2 Analytical protocol AMDT-042095.1 

9.2 Signed Reports from Individual Scientists: None 

9.3 Quality Assurance Unit Statement: See attached 

9.4 Key Personnel Involved in the Study: See attached 

9.5 Materials and Equipment: See methods 

9.6 Solutions, Reagents, and Standards: See methods 

9.7 Sample Preparation: See methods 

9.8 Quality Control Practices: See methods 
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9.9 Test Methods: See Protocol AMDT-042095.1

9.10 Instrument Settings: See methods

9.11 Data: See attached:

9.11.1 Summary and raw data; ug F" in whole liver as determined by thermal
extraction followed by analysis using Orion ion analyzer.

9.11.2 Summary and raw data; ug F* in whole liver as determined by thermal
extraction followed by analysis using Skalar segmented flow analyzer with ion
selective electrode.

9.11.3 Summary and raw data; ppm F' in serum as determined by thermal
extraction followed by analysis using Orion ion analyzer.

9.11.4 Summary and raw data; ppm F* in serum as determined by thermal
extraction followed by analysis using Skalar segmented flow analyzer with ion
selective electrode.
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9.9 Test Methods: See Protocol AMDT-042095.1 

9.10 Instrument Settings: See methods 

9.11 Data: See attached: 

9.11.1 Summary and raw data; ug F in whole liver as determined by thermal 
extraction followed by analysis using Orion ion analyzer. 

9.11.2 Summary and raw data; ug F- in whole liver as determined by thermal 
extraction followed by analysis using Skalar segmented flow analyzer with ion 
selective electrode. 

9.11.3 Summary and raw data; ppm F in serum as determined by thermal 
extraction followed by analysis using Orion ion analyzer. 

9.11.4 Summary and raw data; ppm F in serum as determined by thermal 
extraction followed by analysis using Skalar segmented flow analyzer with ion 
selective electrode. 
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9.1.1 Protocol and Final Report: HWI#6329-159 “Single
Dose Intravenous Pharmacokinetic Study ofT-6246 in
Rabbits” (Protocol type TP8084.PK for dosing of animals,
tissue collection, etc.)
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9.1.1 Protocol and Final Report: HWI#6329-159 "Single 
Dose Intravenous Pharmacokinetic Study ofT-6246 in 
Rabbits" (Protocol type TPS084.PK for dosing of animals, 
tissue collection, etc.) 
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QUALITY ASSURANCE STATEMENT

This report has been reviewed by the Quality Assurance Unit of Hazleton
Wisconsin, Inc., in accordance with the Food and Drug Administration(FDA) Good Laboratory Practice Regulations, 21 CFR 56.35 (b) (6) (7).
The following inspections were conducted and findings reported to theStudy Divactor and Raragerent, We isven Status remotes oh pesethiinand findings are issued to Hazleton management monthly according toSRndard ogersting procedures:

Date
Inspection Dates Reported to Date toReet Oe phase stub Director Manaserent

03/22/95 03/22/95 Protocol Review 03/22/95 03/10/95
04/10/95 04/10/95 Protocol Amendment 04/10/95 05/10/95
04/27/95 04/27/95 Animal Observation 04/21/95 05/10/95
07/05/95 07/10/95 Data/Report Review 07/10/95 08/10/95
09/12/35 09/12/95 Report Rereview 09/12/95 10/10/95

Adald GamesRepreshiTve GATT Fesrmncs TE Date
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HWI 632g-159 

QUALITY ASSURANCE STATEMENT 

This report has been reviewed by the Quality Assurance Unit of Hazleton 
Wisconsin, Inc., in accordance with the Food and Drug Administration 
(FDA) Good Laboratory Practice Regulations, 21 CFR 58.35 (b) (6) 
The following inspections were conducted and findings reported to the 
Study Director and management. Written status reports of inspections 
and findings are issued to Hazleton management monthly according to 
standard operating procedures. 

Inspection Dates 
From      To             Phase 

o3/zz/95 
o4/io/95 
04127/95 
07/o5/95 
09/12/g5 

03/22/95 Protocol Review 
04/10/95 Protocol Amendment 
04/27/95 Animal Observation 
07/10/95 Data/Report Review 
09/12/95 Report Rereview 

Date 
Reported to    Date to 

Study Director Manaqement 

03122195 03/10/95 
04/10195 05/10/95 
04127/95 05/10/95 
07/10/95 08/10/95 
09/12/95 10/10/95 

Repres~t~tive; quality Assurance Unit Date 
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Test Material T-6246
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Medical Department
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000090 000010

3MA01502177
2807.0010

Page 3 of 38 

STUDY IDENTIFICATION 

Single-Dose Intravenous Pharmacokinetic 
Study of T-6246 in Rabbits 

HWI 6329-i59 

Test Material 

Sponsor 

Sponsor’s Representative 

Study Director 

Study Location 

Study Timetable 
Study Initiation Date 
Experimental (In-life) Start Date 
In-life End Date 
Experimental Termination Date 
Study Completion Date 

T-6246 

3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 

John L. Butenhoff, PhD 
3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 
(612) 733-1962 

Steven M. Glaza 
Hazleton Wisconsin, Inc. 
P.O. Box 7545 
Madison, WI 53707-7545 
(608) 241-7292 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 
Madison, WI 53704 

March 30, 1995 
April 4, 1995 
May I, 1995 
September 14, 1995 
September 14, 1995 

O0O090 
O00010 

2807.0010 
3MA01502177 



Page 4 of 38

HHT 6329-159
KEY PERSONNEL

Acute Toxicology Quality Assurance
Steven M. Glaza Sherry R. W. PetselStudy Director ManagerManager

Francis (8ud) W. McDonald aboratory Animal MedicineStudy Coordinator
Cindy J. Cary, DVMPatricia Padghan Diplomate, ACLAMIn-1ife Supervisor Supervisor

Rose M. Bridge
Report Supervisor Anatomical Pathology

Thomas E. Palmer, PhDToxicology Support Anatomical Pathologist
Kathy Myers Jack Serfort/Manager Deborah L. Pirkel

SupervisorsCalvin L. Horton NecropsySupervisor
Anne Mosher
Supervisor
Pathology Data

000011
000091

IMAO1502178,
2807.0011

Acute Toxicoloqy 

Steven M. Glaza 
Study Director 
Manager 

Francis (Bud) W. McDonald 
Study Coordinator 

Patricia Padgham 
In-life Supervisor 

Rose M. Bridge 
Report Supervisor 

Toxicoloqy Support 

Kathy Myers 
Manager 

Calvin L. Horton 
Supervisor 

Page 4 of 38 

KEY PERSONNEL 

HWI 6329-159 

Quality Assuranc~ 

Sherry R. W. Petsel 
Manager 

Laboratory Animal Medicin~ 

Cindy J. Cary, DVM 
Diplomate, ACLAM 
Supervisor 

Anatomical Patholoqy 

Thomas E. Palmer, PhD 
Anatomical Pathologist 

Jack Serfort/ 
Deborah L. Pirkel 
Supervisors 
Necropsy 

Anne Mosher 
Supervisor 
Pathology Data 

000091 
0o0O11 

2807.0011 
3MA01502178 



Page 5 of 38

HHI 6329-159
CONTENTS

Page
Quality Assurance Statement 2Study Identification 3Key Personnel 3Summary 6Objective 8Regulatory Compliance 8Test and Control Materials 8Test System 9Procedures 10Results 13Discussion 13Signature 1Pathology Report 15
Table

1 Individual Body Weights (g) 162 Individual Clinical Signs 183 Individual Pathology Comments 214 Individual Animal Tissue Weights and Bile Volumes 22
Appendix A 25Protocol Deviations 2Protocol TPE084.PK 27Protocol Amendment No. 1 a7

000092 000C12

IMAO1502179
2807.0012

Page 5 of 38 

CONTENTS 

HWI 6329-159 

Quality Assurance Statement 
Study Identification 
Key Personnel 
Summary 
Objective 
Regulatory Compliance 
Test and Control Materials 
Test System 
Procedures 
Results 
Discussion 
Signature 
Pathology Report 

Table 

I 
2 
3 
4 

Individual 
Individual 
Individual 
Individual 

Body Weights (g) 
Clinical Signs 
Pathology Comments 
Animal Tissue Weights 

Appendix A 
Protocol 
Protocol 
Protocol 

Deviations 
TPSO84.PK 
Amendment No. 

and Bile Volumes 

2 
3 
4 
6 
8 
8 
8 
9 

I0 
13 
13 
14 
15 

16 
18 
21 
22 

25 
26 
27 
37 

00009  

2807.00i2 
3MA01502179 



Page 6 of 38

HAT 6329-159
SUMMARY

This study was done to assess the level of systemic exposure of T-6246 whenadministered by a single intravenous injection to rabbits.
The study was conducted using four male and four female acclimated rabbits ofthe Hra:(NZN)SPF strain for each treatment group as follows:

Dose Level Number of AnimalsGroup Test Material _(mo/kq) Males females
1 (Control) Sterile water 0 4 42 (Low) T-6246 5 4 43 (Medium) T-6246 10 4 44 (Hich) T-6245 100 a 45 (High) T-6246 500 - 4

* One animal sacrificed after treatment due to apossible broken back and replaced with another maleanimal

The animals received a single intravenous injection of the test material atthe indicated dose level into the marginal ear vein of the right ear. Thedose volume was 0.5 nl/kg of body weight for Groups 1 through 4 and was0.75 ml/kg for Group 5. Two animals/sex/dose level were sacrificed on Day 15and the remaining animals (two animals/sex/dose level) were sacrificed onDay 28.

Clinical observations were conducted predose and at approximately 0.5, 2, and4 hours after intravenous injection. Additional clinical observations andtice a day mortality checks were conducted daily thereafter until thescheduled sacrifice interval (Day 15 or Day 28). Body weights were determinedon Day -7 for randomization purposes, before test or control materialadministration (Day 1), and at the scheduled sacrifice interval (Day 15 orDay 28). A blood sample (approximately 4 ml) was collected from a marginalear vein (left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hourspost-injection, and on Day 8. An approximate 4-nl blood sample was alsocollected on Days 15 and 22 for the animals scheduled for sacrifice on Day 28.In addition, at the tine of the scheduled sacrifice (Day 15 or Day 28),approximately 20 ml of blood was obtained from each animal. All samples werecentrifuged, separated into serum and cellular fractions, and sent to theSponsor. On Day 15 or 28, the animals were anesthetized with sodiumpentobarbital, bled via the posterior vena cava, and exsanguinated. Anabbreviated gross necropsy examination was not done, however, tissues werecollected. The whole liver, bile, and both kidneys from each animal werecollected, weighed (volume only determined for bile), and sent frozen to theSponsor.
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This study was done to assess the level of systemic exposure of T-6246 when 
administered by a single intravenous injection to rabbits. 

The study was conducted using four male and four female acclimated rabbits of 
the Hra:(NZW)SPF strain for each treatment group as follows: 

Dose Level Number of Animals 
Group Test Material Imq/kq) Males Females 

I (Control) Sterile water 0 4 4 
2 (Low) T-6246 5 4 4 
3 (Medium) T-6246 10 4 4 
4 (High) T-6246 i00 4* 4 
5 (High) T-6246 500 4* 4 

* One animal sacrificed after treatment due to a 
possible broken back and replaced with another male 
animal. 

The animals received a single intravenous injection of the test material at 
the indicated dose level into the marginal ear vein of the right ear. The 
dose volume was 0.5 mL/kg of body weight for Groups I through 4 and was 
0.75 mL/kg for Group 5. Two animals/sex/dose level were sacrificed on Day 15 
and the remaining animals (two animals/sex/dose level) were sacrificed on 
Day 28. 

Clinical observations were conducted predose and at approximately 0.5, 2, and 
4 hours after intravenous injection. Additional clinical observations and 
twice a day mortality checks were conducted daily thereafter until the 
scheduled sacrifice interval (Day 15 or Day 28). Body weights were determined 
on Day -7 for randomization purposes, before test or control material 
administration (Day I), and at the scheduled sacrifice interval (Day 15 or 
Day 28). A blood sample (approximately 4 mL) was collected from a marginal 
ear vein (left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours 
post-injection, and on Day 8. An approximate 4-mL blood sample was also 
collected on Days 15 and 22 for the animals scheduled for sacrifice on Day 28. 
In addition, at the time of the scheduled sacrifice (Day 15 or Day 28), 
approximately 20 mL of blood was obtained from each animal. All samples were 
centrifuged, separated into serum and cellular fractions, and sent to the 
Sponsor. On Day 15 or 28, the animals were anesthetized with sodium 
pentobarbital, bled via the posterior vena cava, and exsanguinated. An 
abbreviated gross necropsy examination was not done, however, tissues were 
collected. The whole liver, bile, and both kidneys from each animal were 
collected, weighed (volume only determined for bile), and sent frozen to the 
Sponsor. 
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HN 6329-159
Intravenous injection of T-6246 did not result in any test material-relatedchanges in body weight gain. All animals appeared clinically normalthroughout the study with the exception of one Group 4 and one Group 5 maleanimals that were sacrificed on Days 2 and I, respectively, due to injury(possible broken backs). These aninals were replaced and the replacementanimals appeared clinically normal throughout the study.
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Intravenous injection of T-6246 did ~ot result in any test material-related 
changes in body weight gain. All animals appeared clinically normal 
throughout the study with the exception of one Group 4 and one Group 5 male 
animals that were sacrificed on Days 2 and 1, respectively, due to injury 
(possible broken backs). These animals were replaced and the replacement 
animals appeared clinically normal throughout the study. 
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OBJECTIVE

The objective of this study was to assess the level of systemic exposure tothe test material, T-6246, when administered as a single intravenous injection
to rabbits.

REGULATORY COMPLIANCE

This study was conducted in accordance with the U.S. Food and Drug
Adninistration’s Good Laboratory Practice Regulations for Nonclinical
Laboratory Studies, 21 CFR 58, with the exception that analysis of the testmixtures for concentration, homogeneity/solubility, and stability was not
conducted. AIT procedures used in this study were in compliance with theAnimal Weifare Act Regulations. In the opinion of the Sponsor and study
director, the study did not unnecessarily duplicate any previous work.

TEST AND CONTROL MATERIALS

Identification

The test material was identified as T-6246 and described as a clear, colorless
liquid. The control material was Sterile Water for Injection, USP (Abbott
Laboratories, Lot No. 86-748-0M-02; Exp. April 1, 1996), and was described as
a clear, colorless Tiquid.

Purity and Stability

The Sponsor assumes responsibility for test material purity and stability
determinations (including under test conditions). Analysis of the test
material mixtures for concentration, homogeneity/solubility, and stability was
not conducted or requested by the Sponsor. The purity and stability of the
control material were considered to be adequate for the purposes of this
study.

Storage and Retention

The test material was stored at room temperature. The control material was
stored refrigerated. Any unused test material was returned to the Sponsor
after completion of all in-life testing according to Hazleton Wisconsin (HWI)Standard Operating Procedure (SOP). Any remaining vehicle may be used for
other testing and will not be discarded after issuance of the final report.
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The objective of this study was to assess the level of systemic exposure to 
the test material, T-6246, when administered as a single intravenous injection 
to rabbits. 

REGULATORY COMPLIANCE 

This study was conducted in accordance with the U.S. Food and Drug 
Administration’s Good Laboratory Practice Regulations for Nonclinical 
Laboratory Studies, 21CFR 58, with the exception that analysis of the test 
mixtures for concentration, homogeneity/solubility, and stability was not 
conducted. All procedures used in this study were in compliance with the 
Animal Welfare Act Regulations. In the opinion of the Sponsor and study 
director, the study did not unnecessarily duplicate any previous work. 

TEST AND CONTROL MATERIALS 

Identification 

The test material was identified as T-6246 and described as a clear, colorless 
liquid. The cmntrol material was Sterile Water for Injection, USP (Abbott 
Laboratories, Lot No. 86-748-DM-02; Exp. April i, 1996), and was described as 
a clear, colorless liquid. 

Purity and Stability 

The Sponsor assumes responsibility for test material purity and stability 
determinations (including under test conditions). Analysis of the test 
material mixtures for concentration, homogeneity/solubility, and stability was 
not conducted or requested by the Sponsor. The purity and stability of the 
control material were considered to be adequate for the purposes of this 
study. 

Storaqe and Retention 

The test material was stored at room temperature. The control material was 
stored refrigerated. Any unused test material was returned to the Sponsor 
after completion of all in-life testing according to Hazleton Wisconsin (HWI) 
Standard Operating Procedure (SOP). Any remaining vehicle may be used for 
other testing and will not be discarded after issuance of the final report. 
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Safety precautions
The test and control material handling procedures were according to HHI SOPsand policies.

TEST svsTen
Test Animal
Adult albino rabbits of the Hra:(NZW)SPF strain were received from HRP, Inc.,Kalamazoo, Michigan on Harch 8, 1955 and maintained at the Hazleton WisconsinfaciTity at 3301 Kinsman Boulevard, Madison, Wisconsin.

Housing
After receipt, the animals were acclimated for a period of at least 7 days.During acclimation and throughout che study the animals were Indieidus)iyRoused i scroen Botton sinless steel Cagis Tn Samparasine. and huni):controlled quarters. Environmental contrals for the. animal room were set” io
maintain a temperature of 19° to 23°C, a relative humidity of 50% +20%, and a
12-hour 1ight/12-hour dark lighting cycle. In cases where variations fromthese conditions existed, they were documented and considered to have had noadverse effect on the study autcons.

Sninal Diet
The aninals were provided access to water ad Iibitun and a neasured arount. ofLiboratory Rabbit Diet HF 15326, PHI Feeds, (nc. The feed 1s routinely
analyzed by the manufacturer for nutritional components and environmentalcontaminants. Samples of tre water are periodically analyzed by MHI. herewere no Known contaminants in the feed or ater at levels’ that would haveinterfered with or affected the results of the study.

Selection of Test nims
The animals were identi fied by animal nunber and corresponding ear tag andwere placed into study groups using a stratified body weignt random isgt ionprogran. The randomization body weights were determined on Day 7. The
weight variation of the animals for each group of each sex selected for theStudy did not exceed 12 Standard deviations of The Ran WaGht, and the meanBody weights for each group of cach Sex were not SEAtistically di Frerent atthe 5% probability evel
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Safety Precautions 

The test and control material handling procedures were according to HWI SOPs 
and policies. 

TEST SYSTEM 

Test Animal 

Adult albino rabbits of the Hra:(NZW)SPF strain were received from HRP, Inc., 
Kalamazoo, Michigan on March 8, 1995 and maintained at the Hazleton Wisconsin 
facility at 3301 Kinsman Boulevard, Madison, Wisconsin. 

Housi~q 

After receipt, the animals were acclimated for a period of at least 7 days. 
During acclimation and throughout the study, the animals were individually 
housed in screen-bottom stainless steel cages in temperature- and humidity- 
controlled quarters. Environmental controls for the animal room were set to 
maintain a temperature of 19° to 23°C, a relative humidity of 50% ±20%, and a 
12-hour light/12-hour dark lighting cycle. In cases where variations from 
these conditions existed: they were documented and considered to have had no 
adverse effect on the study outcome. 

Animal Diet 

The animals were provided access to water ad libitum and a measured amount of 
Laboratory Rabbit Diet HF #5326, PMI Feeds, Inc. The feed is routinely 
analyzed by the manufacturer for nutritional components and environmental 
contaminants. Samples of the water are periodically analyzed by HWI. There 
were no known contaminants in the feed or water at levels that would have 
interfered with or affected the results of the study. 

Selection of Test Animals 

The animals were identified by animal number and corresponding ear tag and 
were placed into study groups using a stratified body weight randomization 
program. The randomization body weights were determined on Day -7. The 
weight variation of the animals for each group of each sex selected for the 
study did not exceed ±2 standard deviations of the mean weight, and the mean 
body weights for each group of each sex were not statistically different at 
the 5% probability level. 
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HHI 6329-159
StudyDesian
Animals weighing from 2,523 to 3,276 g at initiation of treatment were placedinto the following stud) groups:

DoseTest/Control Dose Level Volume  Musber of Animals*
Grow Material (maka)  (ni/ke) Males Females
1 (Control) Sterile water 0 os 3 42 (Low) 1-524 5 0s 3 43 (Wedm) T6266 10 0s 3 44 (High) 1-624 100 os i» 45 (High) T-6246 500 ors ax 4

* One animal sacrificed after traatment due to a possiblebroken back and replaced with another male animal.4 Tuo animals/sex/dose level were sacrificed on Day 15. Theremaining aninals (two aninals/sex/dose level) wresacrificed on Day 26.

stification for Species Selection
Historically, the New Zealand White albino rabbit has been the animal ofchoice because of the large amount of background information on this species.

PROCEDURES
Dose Preparation and Administration
The test material was diluted with sterile water to achieve a specificconcentration for each dose level in Groups 2 to 5. An individual dose ofeach respective test solution or control was calculated for each aninal basedon its body weight on the day of treatment. The respective test solution wasadninistered by intravenous injection into the marginal sar vein of the rightear over approximately 22 to 60 seconds. The prepared test solutions werestored at roon temperature until adainistered. After administration, anyremaining tast solutions were discarded

Reason for Route of Administration
Intravenous injection is an acceptable route to assess systemic exposure.
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Study Design 
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Animals weighing from 2,523 to 3,276 g at initiation of treatment were placed 
into the following study groups: 

Dose 

Test/Control Dose Level Volume Number of Animalsa 
Group Material (mq/kq) (mL/kq) MaleK Females 

1 (Control) Sterile water 0 0.5 4 4 
2 (Low) T-6246 5 0.5 4 4 
3 (Medium) T-6246 i0 0.5 4 4 
4 (High) T-6246 I00 0.5 4* 4 
5 (High) T-6246 500 0.75 4* 4 

* One animal’sacrificed after treatment due to a possible 
broken back and replaced with another male animal. 

a Two animals/sex/dose level were sacrificed on Day 15. The 
remaining animals (two animals/sex/dose level) were 
sacrificed on Day 28. 

Justification for Species Selection 

Historically, the New Zealand White albino rabbit has been the animal of 
choice because of the large amount of background information on this species. 

PROCEDURES 

Dose Preparation and Administration 

The test material was diluted with sterile water to achieve a specific 
concentration for each dose level in Groups 2 to 5. An individual dose of 
each respective test solution or control was calculated for each animal based 
on its body weight on the day of treatment. The respective test solution was 
administered by intravenous injection into the marginal ear vein of the right 
ear over approximately 22 to 60 seconds. The prepared test solutions were 
stored at room temperature until administered. After administration, any 
remaining test solutions were discarded. 

Reason for Route of Administration 

Intravenous injection is an acceptable route to assess systemic exposure. 
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Observations of Animals
Clinical observations were conducted predose and at approximately 0.5, 2, and§ hours after intravenous Injection: “acd:iional clinical operations adtwice 3 day mortality checks ware Conducted daily theraafter ntti theScheduled Sacrifice interval (Day 15 or Day 28).
Body weights were determined on Day -7 for randomization purposes and beforeSat Gr ontrol material administration (Day 1). Additional body whines veredeternined at the scheduled sacrifice interval (Day 15 or Say 28) or 3t
unscheduled sacrifices (when survival exceeded 1 day).

sample Collections
A blood sample (approximately 4 mL) was collected from the marginal ear vein
(left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours post-injection,
and on Day 8. An approximate 4-mL blood sample was also collected on Days 15ind 22 fof he aminals scheduled for sacrifice on Day 38. In addition, ot theHine’ cf necropsy. spproxisately 20 mL of blood was obtained from the posterior
vena cava of each animal. All samples were stored at room temperature, andthen contr fuged, separated into serum and cellular Fractions These. Saples
were then stored in a freezer set to maintain a temperature of -20°C £10°Cinti) Shipped to the Sponsor

Pathology.

The animals sacrificed on Days 1 and 2 due to apparent broken backs were
necropsied in the same manner as the animals surviving to the scheduledSacrifices with the exception that They received. an abbreviated gross necropsy“amination and any abnormalities were recorded.
Gn Oay 15, the First tio aninals/sex assigned to each dose level (based on the
group assignment randomization) were anesthetized with sodium pentobarbital
{via injection in the marginal ear vein), bled via the posterior vena cava,and exsinguinated. An abbreviated gross necropsy examination was not done,Rowever, tissues vers collected. Tho ahote 11yer, Bile, and both kidneys. From
each animal were collected, weighed (volume only determined forbile), andTamediately placed in a fréozer sat Lo maintain’ remarature of 20:8 10°.AFter Tissue/bila. col ection, the animals yere discarded. The. remaining. tnoaninals/sex/dose Tavel ware anesthetized, bled, and exsanuinated on Gay 28. in
the same manner as the animals sacrificed on Day 15.
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Clinical observations were conducted predose and at approximately 0.5, 2, and 
4 hours after intravenous injection. Additional clinical observations and 
twice a day mortality checks were conducted daily thereafter until the 
scheduled sacrifice interval (Day 15 or Day 28). 

Body weights were determined on Day -7 for randomization purposes and before 
test or control material administration (Day I). Additional body weights were 
determined at the scheduled sacrifice interval (Day 15 or Day 28) or at 
unscheduled sacrifices (when survival exceeded I day). 

Sample Collections 

A blood sample (approximately 4 mL) was collected from the marginal ear vein 
(left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours post-injection, 
and on Day 8. An approximate 4-mL blood sample was also collected on Days 15 
and 22 for the animals scheduled for sacrifice on Day 28. In addition, at the 
time of necropsy, approximately 20 mL of blood was obtained from the posterior 
vena cava of each animal. All samples were stored at room temperature, and 
then centrifuged, separated into serum and cellular fractions. These samples 
were then stored in a freezer set to maintain a temperature of -20°C ±I0°C 
until shipped to the Sponsor. 

Patholoqv 

The animals sacrificed on Days I and 2 due to apparent broken backs were 
necropsied in the same manner as the animals surviving to the scheduled 
sacrifices with the exception that they received an abbreviated gross necropsy 
examination and any abnormalities were recorded. 

On Day 15, the first two animals/sex assigned to each dose level (based on the 
group assignment randomization) were anesthetized with sodium pentobarbital 
(via injection in the marginal ear vein), bled via the posterior vena cava, 
and e×sanguinated. An abbreviated gross necropsy examination was not done, 
however, tissues were collected. The whole liver, bile, and both kidneys from 
each animal were collected, weighed (volume only determined for bile), and 
immediately placed in a freezer set to maintain a temperature of -20°C ±lO°C. 
After tissue/bile collection, the animals were discarded. The remaining two 
animals/sex/dose level were anesthetized, bled, and exsanguinated on Day 28 in 
the same manner as the animals sacrificed on Day 15. 
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HHI 6329-159
Shipnent of Tissues

After completion of the in-life phase, the blood samples (serum and cellularfractions), livers, bile, and kidneys were sent frozen (on dry ice) to the
Sponsor (James D. Johnson, 3M E.E. & p.C., Bldg. 2-3€-09, 935 Bush Avenue, St.Paul, MN, 55106), along with their corresponding weights or volumes. The
Sponsor is responsible for the retention and disposition of the samples.
HNI does not accept any responsibility for the analysis of the samples
collected in this study nor are these results presented in this report.

Statistical Analyses

No statistical analyses were required by the protocol.

ocation of Raw ata, Records. and Final Report

The raw data, records, and an original signed copy of the final report will be
retained in the archives of HHI in accordance with HWI SOP.
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Shipment of Tissues 

After completion of the in-life phase, the blood samples (serum and cellular 
fractions), livers, bile, and kidneys were sent frozen (on dry ice) to the 
Sponsor (James D. Johnson, 3M E.E. & P.C., Bldg. 2-3E-09, 935 Bush Avenue, St. 
Paul, MN, 55106), along with their corresponding weights or volumes. The 
Sponsor is responsible for the retention and disposition of the samples. 
HWI does not accept any responsibility for the analysis of the samples 
collected in this study nor are these results presented in this report.. 

Statistical Analyses 

No statistical analyses were required by the protocol. 

Location of Raw Data, Records, and Final Report 

The raw data, records, and an original signed copy of the final report will be 
retained in the archives of HWI in accordance with HWI SOP. 
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RESULTS

Body Weights

Individual body weights are in Table 1. There was no meaningful effect on
body weight gain during the study.

Clinical Observations

Individual clinical signs are in Table 2. All animals appeared normal
throughout the study with the following exceptions:

+ One Group 4 male (No. F54106) treated with T-6246 at 100 mg/kg appeared tohave injured its back on Day 2 and was sacrificed, necropsied, and
replaced with No. F54099. The replacement animal appeared normal
throughout the study.

+ One Group § male (No. F54076) treated with T-6246 at 500 mg/kg appeared to
have injured its back on the day of treatment and was sacrificed,
necropsied, and replaced with No. F54112. The replacement animal appeared
normal throughout the study.

Pathology

Individual animal pathology comments are presented in Table 3. Individual
anima] tissue weights and bile volutes are in Table 4. The necropsy of animal
No. F54106 revealed the skeletal nuscle surrounding the lumbar spinal cord was
diffusely dark red. In animal No. F54076, the skeletal muscle surrounding
both hind Timbs and the sacral spinal cord was diffusely dark red. The
remaining animals survived to their scheduled sacrifice and were not examined
grossly, although tissues were saved

Page 15 contains 2 pathology report by the study pathologist.

DISCUSSION

The level of systemic exposure of T-6246 was evaluated in male and female
albino rabbits when administered as a single intravenous injection at levels
of 5, 10, 100, and 500 mg/kg. There were no test material-related effects in
any of the animals following administration of this material.

000100 000020

IMAO1502187
2807.0020

Page 13 of 38 

RESULTS 

Body Weiqhts 

Individual body weights are in Table I. 
body weight gain during the study. 
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There was no meaningful effect on 

Clinical Observations 

Individual clinical signs are in Table 2. All animals appeared normal 
throughout the study with the following exceptions: 

One Group 4 male (No. F54106) treated with T-6246 at 100 mg/kg appeared to 
have injured its back on Day 2 and was sacrificed, necropsied, and 
replaced with No. F54099. The replacement animal appeared normal 
throughout the study. 

¯ One Group 5 male (No. F54076) treated with T-6246 at 500 mg/kg appeared to 
have injured its back on the day of treatment and was sacrificed, 
necropsied, and replaced with No. F54112. The replacement animal appeared 
normal throughout the study. 

Patholoqy 

Individual animal pathology comments are presented in Table 3. Individual 
animal tissue weights and bile volumes are in Table 4. The necropsy of animal 
No. F54106 revealed the skeletal muscle surrounding the lumbar spinal cord was 
diffusely dark red. In animal No. F54076, the skeletal muscle surrounding 
both hind limbs and the sacral spinal cord was diffusely dark red. The 
remaining animals survived to their scheduled sacrifice and were not examined 
grossly, although tissues were saved. 

Page 15 contains a pathology report by the study pathologist. 

DISCUSSION 

The level of systemic exposure of T-6246 was evaluated in male and female 
albino rabbits when administered as a single intravenous injection at levels 
of 5, 10, 100, and 500 mg/kg. There were no test material-related effects in 
any of the animals following administration of this material. 
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SIGNATURE 

HWI 6329-159 

Steven M. Glaza 
Study Director 
Acute Toxicology 
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PATHOLOGY REPORT

There wera tro male rabbits sacrificed on Gay 1 or Day 2 and necropsied. AtReCrapiy. tha skelotil muscle surrounding the Tussar Spina cord th Anica!
No. F54106 (100 mg/kg of body weight) was diffusely dark red. In AnimalNo: F34076 (500 R/kg of body ueiGht). the skalets] miscle surrounding both
hind 1imbs and the sacral spinal cord was diffusely dark red. The findings in
these animals are indicative of injury of undetermined etiology to the caudalregion of the back. The liver, bile, and both kidneys fron these animals wereCotlacted 15 required by protocol. After necropsy, the animals ereGiscaraed

eA F375Ger Pt 0Pathologist
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PATHOLOGY REPORT 

There were two male rabbits sacrificed on Day 1 or Day 2 and necropsied. At 
necropsy, the skeletal muscle surrounding the lumbar spinal cord in Animal 
No. F54106 (I00 mg/kg of body weight) was diffusely dark red. In Animal 
No. F54076 (500 mg/kg of body weight), the skeletal muscle surrounding both 
hind limbs and the sacral spinal cord was diffusely dark red. The findings in 
these animals are indicative of injury of undetermined etiology to the caudal 
region of the back. The liver, bile, and both kidneys from these animal.s were 
collected as required by protocol. After necropsy, the animals were 
discarded. 

Thoma~E. P~qmer,-PhD ~ 
Pathologist 

Date 

(6329-159.1hm) 
051295 
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Table 1
Individual body Weights (g) .
Randon-

Animal ization Initial Terming)Sex umber (avo) (Day Ts oz
Group | (Control) - Sterile Vater for Injection (0 ra/ke

Wale F505 2,60 276 2.9m -Fars 21 259 21708 Bi
Fel 2373 2156 : 2,874FSalo] 2544 271 : 3056

Female F54104 2,665 2,890 3,130 -
F54086 2,526 2,632 2,715 -FST 2150 2703 : 2,950
F54085 2,583 2,667 - 3,014

Group2-1-6245(5no/kq)
Male F54083 2,381 2,598 2,538 -Fs4l00 cles Zee 3030 :

F54077 2,459 2,592 - 2,859
F54094 2,466 2,601 - 2,916

female F391 2.717 2,785 2,9% i
Felon 2412 Zs 279
F54102 2,690 2,839 - 3,290F087 21439 ps pb 2528

Group 3 - T6246 (10 mo/kg
Wale Fsa07l 2.487 2,53 2.709 .

F54093 2,652 2,776 2,993 -
F54095 2,662 2,172 - 3,126Fselol else 2502 : Iie

Female FS610 2,719 2,800 2,95 i
F54096 2,112 2,914 3,022 -Feo 21s 2740 3,022
F54078 2,710 2,862 = 3,244

- Not required.

000103 000023

MAO1502190
2807.0023
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HWI 6329-159 

Table I 
Individual Body Weights (g) 

Sex 

Random- 
Animal    ization Initial Terminal 
Number    (Day -7) IDay ]) Da,y 15 Day 28 

Group ! (Control) Sterile Water for Injection (0 mq/kq) 

Male F54105 2,603 2,761 2,933 - 
F54075 2,531 2,539 2,703 
F54081 2,373 2,526 - 2,874 
F54107 2,544 2,731 - 3,056 

Female F54104 2,665 2,890 3,130 
F54086 2,526 2,632 2,775 
F54074 2,540 2,703 - 2,990 
F54085 2,553 2,667 - 3,014 

Male 

Femal e 

Group 2 - T-6246 (5 mq/kq) 

F54083 2,381 2,598 2,538 
F54100 2,675 2,869 3,030 
F54077 2,459 2,592 - 2,859 
F54094 2,466 2,601 - 2,916 

F54091 2,717 2,785 2,996 
F54108 2,412 2,622 2,790 
F54102 2,690 2,839 - 3,290 
F54097 2,439 2,533 - 2,928 

Male 

Female 

Group 3 - T-6246 (I0 mq/kg) 

F54071 2,487 2,523 2,709 - 
F54093 2,552 2,776 2,993 - 
F54095 2,662 2,772 3,126 
F54101 2,522 2,642 3,162 

F54110 2,719 2,802 2,959 - 
F54096 2,772 2,914 3,022 - 
F54090 2,542 2,740 3,022 
F54078 2,710 2,842 - 3,244 

Not required. 

000103 00001 3 

2807.0023 

3MA01502190 
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Table 1 (Continued)
Individual Body Weights (g)

Randon-
Aninal ization Initial ~~ __Terminal__See Naber (ave) Day DEE

Group 4 - T-6086 (100 na/ka
We esis 2.43 [ETRE -

F54106* 2,677 2,833 2,803% -Fie 2507 Zee . 2,011FRaosr 2878 2668 5.080
F54099 2,360 2,764 3,004 -

Female F54080 2,498 2,622 2,835 -FSi 2.400 D840 26 :
F109 2502 Zes7 : 2,019Pa 20% Zon B 529

Group 5 - T-6046 (500 na/ia
Male F54076° 2,655 2,678 - .I 2.667 27 2,8 :

F54082 2,734 2,843 - 3,216
F54111 2,547 2,784 - 3,228
F54112 2,99 3,276 3,530 -

Female fSi0l 2,565 269 2,8 .Fsioas 2.30 Zao eal :
F54079 2,468 2,526 - 2,959Fille 2,442 2a : 3002

- Not required.
a Animal No. F54106 was originally selected by the randomization

program for use in the study and was treated. This animal was
sacrificed on Day 2 due to a broken back and was replaced withRo: £54080

©) Number in superscripted parentheses indicates the day the bodyWeight was taken.
5 Aninal No. FSA076 was originally selected by the randomizationprogram for use in the study and wis treated. This animal was

sacrificed on Day 1 due to a broken back and was replaced withNo. Fsdiie
000104 0000%%

awaorsozton
2807.0024

Sex 

Male 

Femal e 
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Table 1 (Continued) 
Individual Body Weights (g) 

Random- 
Animal    ization Initial 
Number    (Day -7) (Day I) 

Terminal 
Day 15 

Group 4 - T-6246 (100 mq/kq) 

Oay 28 

F54088     2,494 2,582 2,771 
F54106a 2,677 2,833 2,803(2} 
F54089 2,597 2,662 2,911 
F54087 2,578 2,665 3,060 
F54099 2,360 2,764 3,004 - 

HWI 6329-159 

F54080 2,498 2,622 2,835 - 
F54092 2,400 2,540 2,667 - 
F54109 2,592 2,657 2,979 
F54114 2,776 2,933 3,296 

Male 

Female 

Group 5 - T-6246 (500 mq/kq) 

F54076b 2,655 2,678 
F54113 2,667 2,753 2,896 
F54082 2,734 2,843 3,216 
F54111 2,547 2,784 3,228 
F54112 2,996 3,276 3,530 

F54098 2,565 2,679 2,856 
F54084 2,510 2,600 2,821 
F54079 2,468 2,526 2,959 
F54116 2,442 2,611 3,002 

( ) 

Not required. 

Animal No. F54106 was originally selected by the randomization 
program for use in the study and was treated. This animal was 
sacrificed on Day 2 due to a broken back and was replaced with 
No. F54099. 

Number in superscripted parentheses indicates the day the body 
weight was taken. 

Animal No. F54076 was originally selected by the randomization 
program for use in the study and was treated. This animal was 
sacrificed on Day I due to a broken back and was replaced with 
No. F54112. 

0001.04 

2807.0024 
3MA01502191 
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HAT 6329-159
Table 2

Individual Clinical Signs
Aninal Hour (Day 1 Day

Sex Member Observation 0.5 2 & 23tols15028
Group| (Contra) - Sterile Vater for Injection (0 ra/ks!

Male F54105 Appeared normal Sood v *

F575 Appeared normal 4 4 4 4g .
Fsi081 Appeared normal 4 4 4 4 4 .
£54107 Appeared normal SJ 4 4 v

Female F54104 ~Appearsd normal Sora 7 *

F54086 Appeared normal Sod 7 *

F54074 Appeared normal Sod 7 7

F54085 Appeared normal od v ’

Grow2-T-6246 (5 no/kg

Wale  Fsi083 Appeared normal 4 4 4 4 .
F5400 Appeared normal J J J 4 .
FS077 Appeared normal 4 4 J 4g /
F504 Appeared normal 4 4 4 4 4 /

Female FS4031 Appeared normal J 4 J 4 4 .
Fs408 Appeared normal J J J 4 *
F54102 Appeared normal vy vos J J

54037 Mppeared normal 4 4 4 4 4 v

* Animal sacrificed on Day 15.
7 Condition existed

000105 000025

awaotsozis2
2807.0025

Sex 

Male 

Femal e 

Male 

Female 
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Tabl e 2 
Individual Clinical Signs 

HWI 5329-159 

Animal                      Hour {Day I)             Day 
Number     Observation      0.5 2    4    2 3 to 15 16 to 28 

Group i {Control) - Sterile Water £or Injection (0 mq/kg) 

F54105 Appeared normal 

F54075 Appeared normal 

F54081 Appeared normal 

F54107 Appeared normal 

F54104 ’Appeared normal 

F54086 Appeared normal 

F54074 Appeared normal 

F540B5 Appeared normal 

Group 2 - T-6246 (5 mq/kq) 

F540B3 Appeared normal 

F54100 Appeared normal 

F54077 Appeared normal 

F54094 Appeared normal 

F54091 Appeared normal 

F54108 Appeared normal 

F54102 Appeared normal 

F54097 Appeared normal 

* Animal sacrificed on Day 15. 
d Condition existed. 

000105 

2807.0025 
3MA01502192 
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HAL 6329-159
Table 2 (Continued)

Individual Clinical Signs
Animal Hour (Day 0a

Sex lumber Observation 0.5 2 & 2 iiols Bid
Group 3 - T6246 (10 ra/kg

Male F507 Appeared normal J 4 4 4 .
FS4093 Appeared normal J 4 4 4 4 B
£54095 Appeared normal J 4 4 4 v
FS4101 Appeared normals 4 4 4 v

female S110 “Appeared normal 4 4 4 4 4 *
FS4096 Appeared normal 4 4 4 4 4 .
F54090 Appeared normal J 4 4 4 4 v
FS078 Appeared normal 4 4/4 4

Group 4 - T-6246 (100 maka
Male Fsi088 Appeared normal J J J 4 .

£54106 Appeared normal 4/4 -Broken back ER
Moribund sacrifice = - 7

£54080 Appeared nomal J 4 4 v
FS4057 Appeared nomal J J 4 4 v
FS4039° Appeared nomal 4 4 4 .

Female  F54030 Appeared nomal J v4 4 .
FS4092 Appeared normal 4 4 4 4 .
£54100 Appeared nomal 4 4 4 4 4
FSIS Appeared normal 4 4 4g

* Anima] sacrificed on Day 15.
7 Condition existed.
~ Condition not evident.
4 Replacement animal for Aninal No. F54106. 000026

000106

WAD1502183
2807.0026

Sex 

Mal e 

Femal e 

Animal 
Number 

F54071 

F54093 

F54095 

F54101 
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Table 2 (Continued) 
Individual Clinical Signs 

Hour (Day i) 
Observation 0.5 2    4 

Group 3 - T-6246 I]O mq/kq) 

Appeared normal 

Appeared normal 

Appeared normal 

Appeared normal 

HWI 6329-159 

F54110 ~Appeared normal 

F54096 Appeared normal 

F54090 Appeared normal 

F54078 Appeared normal 

Day 
3 to 15 16 to 28 

Group 4 - T-6246 (100 mq/kq) 

Male     F54088 Appeared normal 

F54106 Appeared normal 
Broken back 
Moribund sacrifice 

F54089 Appeared normal 

F54087 Appeared normal 

F54099a Appeared normal 

Female F54080 Appeared normal 

F54092 Appeared normal 

F54109 Appeared normal 

F54114 Appeared normal 

* Animal sacrificed on Day 15. 
/ Condition existed. 

Condition not evident. 
a Replacement animal for Animal No. F54106. 

000 .06 

2807.0026 
3MA01502193 
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HHI 6329-159
Table 2 (Continued)

Individual Clinical Signs
Animal Hour (Day DaySex Mumber Observation 0.5 2 4 2 itols TET Z

Group § - T-6265 (500 na/kg
Male  FS4076 Appeared normal J J J

Broken back Sth
Moribund sacrifice - 1

S43 Appeared normal J 4 4 4 4 B
5082 Appeared normal 4 J J v
FSU Appeared normal 4/4 4 4 /
FS4112° Appeared normal J J 4 4 4 *

Female 54098 Appeared normal J J J 4 4 .
F54084 Appeared normal J J 4 4 4 *
FS4079 Appeared normal 4 4 4 4 4 v
FS4116 Appeared normal 4 v4 4 4 v

* Anima] sacrificed on Day 15.
7 Condition existed.
- Condition not evident.
t Condition evident at time of 12-hour bleeding interval.
a Replacement animal for Animal No. F54076.

000107 000027

3MA01502194
2807.0027

Sex 
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Table 2 (Continued) 
Individual Clinical Signs 

Animal Hour (Day I) 
Number Observation 0.5 2    4 

Group 5 - T-6246 (500 mq/kq) 

Male     F54G76 Appeared normal 
Broken back 
Moribund sacrifice 

F54113 Appeared normal 

F54082 Appeared normal 

F54111 ~Appeared normal 

F54112a Appeared normal 

Female F54098 Appeared normal 

F54084 Appeared normal 

F54079 Appeared normal 

F54116 Appeared normal 

HWI 6329-159 

Day 
3 to 15 16 to 28 

/ 

/ 

/ * 

/ * 

,/ . 

,z 

* Animal sacrificed on Day 15. 
/ Condition existed. 

Condition not evident. 
t Condition evident at time of 12-hour bleeding interval. 
a Replacement animal for Animal No. F54076. 

000:1.07 

2807.0027 
3MA01502194 
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WE 6329-159

Table 3Individual Pathology Comments

Animal Testbay
Number Sex Died Sacrificed NecropsyObservation

Group 4 - T-6266 (100 s0/ka
Fa Wo. 2 The skeletal muscle surrounding theTushar spinal cord 15 41 Ffuselydark red.

Group § - T-6246 (500 na/ka
F54076 " - 1 The skeletal muscle surroundingboth hind Tinbs. and sacral spinalcord 1s diffusely dark red.

000108 |
000028

aMAO1S02195
2807.0028
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Tabl e 3 
Individual Pathology Comments 

HWI 6329-159 

Animal 
Number 

F54106 

Sex 
Test Day 

Died     Sacrificed Necropsy Observation 

Group 4 - T-6246 (I00 mq/kg) 

The skeletal muscle surrounding the 
lumbar spinal cord is diffusely 
dark red. 

F54076 

Group 5 - T-6246 (500 mq/kg) 

The skeletal muscle surrounding 
both hind limbs and sacral spinal 
cord is diffusely dark red. 

O00 OS 

2807.0028 
3MA01502195 



Page 22 of 38
HL 6329-159

Table
Individual Animal Tissue Weights and Bile Volumes

Animal Sacrifice Weight (g Bile
Sex Mumber _ Day~~ liver Kidneys Volume (al)

Group1 (Control) - Sterile Water for Injection(0na/ky
wie sass 8.35 10.92 0.6

Fs 1s G05 15.97 0.1
sion 2 20.597 14.764 12
sa 2 s0.689 15.620 0.4

Female FSl04 15 wo 16.03 07
fais 1s ma isa 07
F54074 28 82.895 18.793 1.6

fies 2s 80.950 14.525 13

Grow 2 - T-5246(5masks
Male F54083 15 73.15 14.87 0.7

a0 1s 70 1s 07
[EA 75.609 17.868 03
fs 2 Te. 17.213 0.8

fensle  Fsi03l 15 8.50 14.92 Ls
fae 1s 79.50 15.40 0.4
Fal 28 lolaw 18.308 Lr
F54097 28 73.621 16.214 1.4

000109 000029

awAors02196
2807.0029

Sex 

Male 

Femal e 

Mal e 

Femal e 
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Table 4 
Individual Animal Tissue Weights and Bile 

Animal Sacrifice Weiqht 
Number Day Liver 

Group i (Control) Sterile Water For 

HWI 6329-159 

Volumes 

Bile 
Kidneys    Volume (mL) 

Injection (0 mq/kq) 

0.6 

0.1 

1,2 

0.4 

0.7 

0.7 

1.6 

1.3 

F54105 15 86.35 14.92 

F54075 ]5 60.25 15.97 

F54081 28 80.597 14.764 

F54107 28 80.649 15.620 

F54104 15 98.40 16.03 

F54086 15 77.30 15.23 

F54074 28 82.895 18.793 

F54085 28 80.950 14.925 

T-6246 (5 mq/k~) 

73 15 14.87 

77 90 17.62 

75 699 17.864 

78 689 17.213 

84 90 14.92 

79.90 15.40 

101.494 18.308 

73.621 16.214 

0.7 

0.7 

0.3 

0.8 

1.6 

0.4 

1.7 

1.4 

Group 

F54083 15 

F54100 15 

F54077 28 

F54094 28 

F54091 15 

F54108 15 

F54102 28 

F54097 28 

000109 

2807.0029 
3MA01502196 
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nvidia Anima TissudFoIgHESond Be Volumes
Animal Sacrifice eight (g siteSec Number Dav Tier Kimi: Volume (n

Group 3 = T-6246 (10 mo/kg
wile fs is 710 15.8 0s

fm Is sli 15.50 0.8
fis 2 ss.s08 15.561 12
fol 2 sss 16.120 10

Femle FSO 1s ses 15.79 Ls
0% 1s m0 170 11
fis 2 76.20 15.878 21
Fa 2s S60 18.130 10

Group 4 - T5246 (100 na/ks
wile soe 1s #26 16.98 0.4

54106 2 a.300 16.550 20
fais 2s 77% 16.43 10
fs 2 m0 1es0 0.
Fs 1s 2.16 16.08 0.5

female FSB 1s ae 1832 12
fio 1s 7.35 16.68 .
fas 2 Tes 16.015 16
ae om 80.965 19.404 2.0

+ Replacement anima for Aninal No. 754105.* This aninal had no gallbladder, So no bile was collected.
000110 000030

aworsoz1s7
2807.0030

Sex 

Male 

Femal e 

Mal e 

Femal e 

Individual 

Animal 
Number 

F54071 

F54093 

F54095 

F54101 

F54110 

F54096 

F540gO 

F54078 

F54088 

F54106 

F54089 

F54087 

F54099a 

F54080 

F54092 

F54109 

F54114 
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Table 4 (Continued) 
Animal Tissue Weights and Bile Volumes 

HWI 

Sacrifice Weiqht (q) Bile 
Day Liver     Kidneys Volume (mL) 

Group 3 T-6246 (]0 mq/kq) 

15 77.10 15.88 

15 81.40 15.50 

28 85.504 15.561 

28 85.668 16.120 

15 83.68 15.79 

15 78.10 18.70 

28 76.220 15.878 

28 83.460 18.130 

Group 4 - T-6246 1100 mq/kq) 

15 84.26 16.98 

2 82.301 16.550 

28 71.796 16.434 

28 83.710 18.591 

15 82.143 16.038 

15 75.42 18.32 

15 78.36 16.68 

28 73.958 16.915 

28 80.966 19.404 

0.5 

0.8 

1.2 

1.0 

1.4 

1.1 

2.1 

1.0 

0.4 

2.0 

1.0 

0.6 

0.5 

1,2 

1,6 

2,0 

6329-159 

Replacement animal for Animal No. F54106. 
This animal had no gallbladder, so no bile was 

000110 

collected. 

2807.0030 
3MA01502197 
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Inividua) Anime)Tissue Herdhes nd Bile Volumes
Animal Sacrifice Weight (g BileSex Msber Day Ther Kmm Velma

Grou 5 - T:6245 (500naka)
Male F54076 1 78.058 14.695 2.0

Ban 1s oe les Lo
fs a sess 10.030 Le
Bw ses 19.08 Ls
F54112* 15 97.824 21.069 1.4

Female F54098 15 78.95 14.72 1.2

F54084 15 66.42 13.18 0.8

F54079 28 83.117 14.785 1.8

Bal aw nse som 20

+ Replacement anal for Animal No. FSAOTS.

000111 000021

awsotsoz1ss
2807.0031

Sex 

Individual 

Animal 
Number 

Male 

Female 

F54076 

F54113 

F54082 

F54111 

F54,112a 

F54098 

F54084 

F54079 

F54116 

Replacement animal 
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Table 4 (Continued) 
Animal Tissue Weights and Bile Volumes 

HWI 

Sacrifice Weiqht (q) Bile 
Day Liver     Kidneys Volume ImL) 

Group 5 - T-6246 (500 mq/kq) 

1 78.058 14.695 

15 91.52 16.57 

28 88,965 19,431 

28 83.823 19.405 

15 97.824 21.069 

15 78.95 14.72 

15 66.42 13.18 

28 83.117 14,785 

28 71.962 15.793 

for Animal No. F54076. 

2.0 

1.0 

1.6 

1.5 

1.4 

1.2 

0.8 

1.8 

2.0 

6329-159 

000111 

2807.0031 
3MA01502198 
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APPENDIX A

Protocol DeviationsProtocol T8084. PKProtocol Anandnent Ko. 1

000112 000032

MAO1S02199
2807.0032
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HWI 6329-159 

APPENDIX A 

Protocol Deviations 
Protocol TPSO84.PK 

Protocol Amendment No. 1 

00011;~ OO0032 

2807.0032 

3MA01502199 
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Protocol Deviations

protocsl Actua) procedure
Page 6, 7. Experimental Design, The rate of injection for one
C. Dosing Procedures, (1) Group 5 female (No. F54098)Goging Route, Intraverads was 2 seconds. Riso: the
injection into the marginal ear time for dose administrationvein of the Fight ear over For one male aninal (Group 4,Soproxinataly 30 to 60 seconds. No. FS4087) vas. incorractryvecarded thus the exactduration of dosing can not be

determined.

These deviations are not considered to have had an adverse effect on theautcons of the study.

000113 ;
©00033

aworsozz00
2807.0033
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Protocol Deviations 

HWI 6329-159 

Protocol 

Page 6, 7. Experimental Design, 
C. Dosing Procedures, (I) 
Dosing Route. Intravenous 
injection into the marginal ear 
vein of the right ear over 
approximately 30 to 60 seconds. 

Actual Procedure 

The rate of injection for one 
Group 5 female (No. F54098) 
was 22 seconds. Also, the 
time for dose administration 
for one male animal (Group 4, 
No. F54087) was incorrectly 
recorded thus the exact 
duration of dosing can not be 
determined. 

These deviations are not considered to have had an adverse effect on the 
outcome of the study. 

00011.3 

2807.0033 

3MA01502200 
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) 000114 000034
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H,L’t 
WISCONSIN 
POST ()FFIC’E 130x 75,15 
MAI31sOFI. V~ ~ 7Q ,’ ~-~,1 ~, 

a CORNING Cofn~nv . 

Sponsor: 

3M 
St. Paul, Mi’nnesota 

PROTOCOL TPSO84.EXT 

Study Title: 

Single-Dose Intravenous Pharmacokinetic Study 
of T-6246 in Rabbits 

Date: 

March 30, 1995 

Performinq Laboratory: 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 

Madison, Wisconsin 53704 

Laboratory Project Identification: 

HWI 6329-159 

000114 0O0034 

~3{Jl KINS~vlAN    8LVD 
Fax 608 24 I.-.72:.2 ; 

MADISON. ~.A/I       53704 

2807.0034 
3MA01502201 
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TeRo08s. ExT) Page 2
STUDY [0BNTIFICATION

Single-Dose Intravenous Pharmacokinetic Studyof T-6246 in Rabbits

[ey 6329-159
Test Material T6246
Sponsor an

Toxicology service
Medical Department3M Center, Bldg. 220-2€-02P.0. Sox $3220

St.Paul, WN 55133-3220
Sponsor’ Representative John L. Butenhoff, PhDM

Toxicology Service
Medical Departaent

3M Center, Bldg. 220-2€-02' b.0. Box $3220
St. paul, WN 55133-3220
(612) 733-1962

Study Director Steven M. Glaza
Hazleton Wisconsin, Inc.P.0. Box 7545
Hadison, WI 53707-7545
(608) 241-7252

Study Location Hazleton Wisconsin, Inc.3301 Kinsman Gouletard
Madison, WI 53704

Proposed Study Tinetable
Experimental Start Date sori 4, 1395Experinental Termination Date May 1, 1995Draft Report Date June 2, 1985

} 000115
000035

WAD1502202
2807.0035
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STUDY IDENTIFICATION 

TP8084.EXT 
Page 2 

Single-Dose Intravenous Pharmacokinetic Study 
of T-6246 in Rabbits 

HW[ No. 

Test Material 

Sponsor 

Sponsor’s Representative 

Study Director 

Study Location 

Proposed Study Timetable 
Experimental Start Date 
Experimental Termination Date 
Draft Report Date 

6~29-159 

T-6246 

3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 

John L. Butenhoff, PhD 
3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 
(612) 733-1962 

Steven M. Glaza 
Hazleton Wisconsin, Inc. 
P.O. Box 7545 
Madison, WI 53707-7545 
(608) 241-7292 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 
Madison, WI 53704 

April 4, I~95 
May I, 1995 
June 12, 1995 

0001.1.5 

2807.0035 
3MA01502202 
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T8084. EXTPage 3
1. study

Single-Dose Intravenous Pharmacokinetic Study in Rabbits

2. purpose
To assess the level of systemic exposure when the test raterial isadainistered as a single intravenous. injection to rabbis

3. Regulatory Compliance -This study will be conducted in accordance with the fol lowing GoodLaboratory PracticeRegulations,Standards Guide] ines with thaexception that analysis of the test material mixtures. forconcentration, Solubility, homogeneity, snd stability will not beconducted:
[Conduct as a Nonregulated Study(x] 21 CFR 58 (FOR)
('] 40 CFR 160 (EPA-FIFRA)
[ ] 40 CFR 792 (EPA-TSCA)
[] C(81)30 (Final) (OECD){59 Nohsan No. 3850 (Japanese WAFF)
[1 Notification No. 313 (Japanese MOHW)

ALI procedures in this protocol are in camp fance ¥ith the AnimalWelfare Act Regulations. In the opinion of the Sponsor and studydirector, the study does not. unnecessarily dip icate any previseswork.
4. Quality Assurance

The profocoT, study conduct, and the final report will be audited bythe Quality Assurance Unit in accordance with Hazleton Wisconsin(M1) Standard Operating Procedures (SOPs) and policies.
5. Test Material

A. ldentificationT3546
5. Physical Description

{7 '0e documented in the raw data)
C. PurityandStability

The Sponsor assumes responsibility for purity and stability
determinations (including under test conditions). Samples of
test material/vehicle mixture(s) for concentration, solubility,homogeneity, and stability analyses will be taken beforeadninistration if requested by the Sponsor. These samples (iftaken) will be sent to the Sponsor after experimentaltermination

4 0. Storage
om anperature 000116

000036

amA01S02203
2807.0036
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TP8084. EXT 
Page 3 

Study 
Single-Dose Intravenous Pharmacokinetic Study in Rabbits 

Purpose 
To assess the level of systemic exposure when the test material is 
administered as a single intravenous injection to rabbits 

~equlatory Compl lance 
This study will be conducted in accordance with the following Good 
Laboratory Practice Regulations/Standards/Guidelines with the 
exception that analysis of the test material mixtures for 
concentration, solubility, homogeneity, and stability will not be 
conducted: 

[ ] Conduct as a Nonregulated Study 
IX] 21CFR 58 (FDA) 
[ ] 40 CFR r160 (EPA-FIFRA) 
[ ] 40 CFR 792 (EPA-TSCA) 
[ ] C(81)30 (Final) (OECD) 
[ ] 59 Nohsan No. 3850 (Japanese MAFF) 
[ ] Notification No. 313 (Japanese MOHW) 

All procedures in this protocol are in compliance with the Animal 
Welfare Act Regulations. In the opinion of the Sponsor and study 
director, the study does not unnecessarily duplicate any previous 
work. 

Quality Assurance 
The protocol, study conduct, and the final report will be audited by 
the Quality Assurance Unit in accordance with Hazleton Wisconsin 
(HWI) Standard Operating Procedures (SOPs) and policies. 

5. Test Material 

A. Identification 
T-5246 

Co 

~h.ysical Description 
(To be documented in the raw data) 

Purity and Stability 
The Sponsor assumes responsibility for purity and stability 
determinations (including.under test conditions). Samples of 
test material/vehicle mixture(s) for concentration, solubility, 
homogeneity, and stability analyses will be taken before 
administration if requested by the Sponsor. These samples (if 
taken) will be sent to the Sponsor after experimental 
termination. 

D. ,Storaqe 
Room temperature 

000116 

2807.0036 
3MA01502203 
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E. Reserve Samples

Reserve sample(s) of each batch/lot of test and controlmaterials will be taken for this study
The test and control material reserve samples will be stored atHHI in a freezer set to maintain a temperature of -20°C 10°Cfor 10 years per HI SOP. The, Sponsor {11 be contacted after10 years for disposition in accordance with the appropriainregulatory Good Laboratory Practices.

F. Retention
Any unused test material wil) be returned to the Sponsor aftercompletion of the in-1ife phase of the study.

6. SafetyPrecautionsRs required by INT SOPs and policies
6. Cantro)Material

A. IdentificationSterile water for injection
8. PhysicalDescription. Clear, colorless 1quid
C. Purity and stability

The purity and stability of this USP grade material isconsidered adequate for the purposes of this study.
0. Storage

Refrigerated .
E. ReserveSamplesSee Section 5. E. Reserve Sargles
F. Retention

Any remaining control material nay be used for other testingand will not be discarded after issuance of the final report.
G. Safety precautions

Rs required by FHI SOPs and policies
7. Experisenta) estan

A. mms
(1) SoeciesRabbit

: @ hs P,ira: (NZH) SPFHip, Inc. .000117 000037

aMA01S02204
2807.0037
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Reserve Samples 
Reserve sample(s) of each batch/lot of test and control 
materials will be taken for this study. 

The test and control material reserve samples will be stored at 
HWI in a freezer set to maintain a temperature of -20°C ±I0°C 
for 10 years per HWI SOP. The, Sponsor will be contacted after 
10 years for disposition in accordance with the appropriate 
regulatory Good Laboratory Practices. 

Fo Retention 
Any unused test material will be returned to the Sponsor after 
completion of the in-life phase of the study. 

Safety Precautions 
As required by HWI SOPs and policies 

Control Material 

A. 

Do 

Identification 
Sterile water for injection 

Physical Description 
Clear, colorless liquid 

Purity and Stability 
The purity and stability of this USP grade material is 
considered adequate for the purposes of this study. 

Storage 
Refrigerated 

Eo 

Go 

Reserve Samples 
See Section 5. E. Reserve Samples 

Retention 
Any remaining control material may be used for other testing 
and will not be discarded after issuance of the final report. 

Safety Precautions 
As required by HWI SOPs and policies 

7. .Experimental Desiqn 

A, Animals 

(I) ~pecies 
Rabbit 

(2) Strain/Source 
Hra:(NZW)SPF/HRP, Inc. 

000117 0()0037 

2807.0037 
3MA01502204 
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(3) Age at Initiation

Adult

(4) Height at Initiation
Zs ashy

(5) umber and Sex
20 males and 20 females

(6) IdentificationIndividual nunbered sar tag
(7) Husbandry

(a) HousingIndividually, in screen-botton stainless steel cages(heavy gauge}
[C=A measured anount of Laboratory Rabbit Diet HF #5325

(PHI Feeds, Inc.). The food is routinely analyzed by
‘the manufacturer for nutritional components andenviromental contaminants.

! (c) Water
4d Tibitun fron an autematic system. Samples of thewater are analyzed by HN for total dissolved sol ids,specified microbiological content, selected elements,heavy metals, organophasphates, and chlorinatedhydrocarbons.

(@) Contaminants
There are no known contarinants in the food or waterthat would interfere with this study.

(¢) Enviroment
Environmental controls for the aninal room will be
set to maintain a temperature of 19°C to 23°C, arelative humidity of 50% 420%, and a 12-hourTight/12-hour dark cycle.

(f) Acclimation
At Teast 7 days

(8) selectionofTestAnimalsBased on heaTth and body weight according to KWL SOPs. Anadequate number of extra animals will be purchased so that10 aninal in obviously poor haalth is placed on test. Theanimals will be placed into study groups using a’ stratified body weight randomization program within ninedays of study initiation.
000038000118

mA01S02205
2807.0038
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(3) Aqe at Initiation 
Adult 

(4) Weiqht at Initiation 
2.5 to 3.5 kg 

(5) Number and Sex 
20 males and 20 females 

(6) 

TPSO84.EXT 
Page 5 

Identification 
Individual numbered ear tag 

(7) Husbandry 

(8) 

(a) Housing 
Individually, in screen-bottom stainless steel cages 
(heavy gauge) 

(b) Food 
A measured amount of Laboratory Rabbit Diet HF #5326 
(PMI Feeds, Inc.). The food is routinely analyzed by 
the manufacturer for nutritional components and 
environmental contaminants. 

(c) Water 
Ad libitum from an automatic system. Samples of the 
water are analyzed by HWI for total disselved solids, 
specified microbiological content, selected elements, 
heavy metals, organophosphates, and chlorinated 
hydrocarbons. 

(d) Contaminants 
There are no known contaminants in the food or water 
that would interfere with this study. 

(e) Environment 
Environmental controls for the animal room will be 
set to maintain a temperature ef 19°C to 23°C, a 
relative humidity of 50% +20%, and a 12-hour 
light/12-hour dark cycle.-. 

(f) Acclimation 
At least 7 days 

Selection of Test Animals 
Based on health and body weight according to HWI SOPs. An 
adequate number of extra animals will be purchased so that 
no animal in obviously poor health is placed on test. The 
animals will be placed into study groups using a 
stratified body weight randomization program within nine 
days of study initiation. 

00003S 

2807.0038 
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(9) Justification for Species Selection
Historically, the New ZeaTand White albino rabbit has been
the aniaal of choice because of the large anount of
Background inforaation an this species

8. Dose Adwinistration
(1) TestGrows

Test/Control Dose Level MusterofAnimals”
Grow Materia)| _(so/ka)® Males Females
1 (Control) Sterile water 0 4 4
2 (Low) T-6246 5 4 4
3 (Medium) T-6246 10 4
4 (High) T-2ie 100 ‘ ‘
$ (High) T6248 500 ‘ :
a The dose volume will be 0.5 mL/kg of body weight.
b Two animals/sex/dose level will be sacrificed on Day 15.

The regaining animals (two snimals/sex/dose level) will be
sacrificed on Day 26.

| C. Dosing Procedures

(1) Dosing RouteIntravenous injection nto the marginal ear vein of the
right ear over approximately 30 to 60 seconds.

(2) Reason for Dosing Route
Intravenous injection 1s an acceptable route to assess
systanic exposure

(3) Dosing Duration
Single dose

(4) Dosepreparation
The day of treatment will be designated as Day 1. The
Grows 1 animals will be treated with sterile mater at a
dose volume of 0.5 mL/kg. The test material will be
iTuted with sterile water to achive a specific
Concentration for each dase level in Groups 2-5.
Individual doses wil] be calculated based on the aninal’s
body velaht taken Just before test material
Sdninistration: The prepared test mixtures will be stored
$2 room temperature unti adninistration.

J)

000119 00003
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Justification for Species Selection 
Historically, the New Zealand White albino rabbit has been 
the animal of choice because of the large amount of 
background information on this species. 

B. Dose Administration 

(1) Test Groups 

Test/Control Dose Level Number of Animalsb 
Group Material (mq/kq)a Males Females 

i (Control) Sterile water 0 4 4 
2 (Low) T-6246 5 4 4 
3 (Medium) T-6246 10 4 4 
4 (High) T-6246 100 4 4 
5 (High) T-6246 500 4 4 

a The dose volume will be 0.5 mL/kg of body weight. 
Two animals/sex/dose level will be sacrificed on Day 15. 
The remaining animals (two animals/sex/dose level) will be 
sacrificed on Day 28. 

C. Dosinq Procedures 

(I) Dosinq Route 
Intravenous injection into the marginal ear vein oF the 
right ear over approximately 30 to 60 seconds. 

(2) Reason for Dosinq Route 
Intravenous injection is an acceptable route to assess 
systemic exposure. 

(3) Dosing Duration 
Single dose 

(4) Dose Preparation 
The day of treatment will be designated as Day I. The 
Group I animals will be treated with sterile water at a 
dose volume of 0.5 mL/kg. The test material will be 
diluted with sterile water to achieve a specific 
concentration for each dose level in Groups 2-5. 
Individual doses will be calculated based on the animal’s 
body weight taken just before test material 
administration. The prepared test mixtures will be stored 
at room temperature until administration. 

000119 0()003 

2807.0039 
3MA01502206 
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Observation of Animals 

Clinical Observations 
~The animals will be observed for clinical signs of 
toxicity before test or control material administration, 
at approximately 0.5, 2.0, 4.0 hours post-injection 
(Day I), and daily thereafter for clinical signs and twice 
daily (a.m. and p.m.) for mortality until the scheduled 
sacrifice interval (Day 15 or Day 28). Observations may. 
be extended when directed by the Study Director. 

(2) Body Weiqhts 
For randomization, before test or control material 
injection (Day I), at the scheduled sacrifice interval 
(Day 15 or Day 28), and at unscheduled death and 
sacrifices (when survival exceeds 1 day) 

(3) Sample Collections 

(a) Frequency - 
4-, 8-, 12-, 24-, and 48-hours post-injection, on 
Days 8, 15, 22, and at the scheduled sacrifice 
interval (Day 15 or Day 28) 

Method of Collection/Number of Animals 
Blood samples (approximately 4 mL) will be collected 
from the marginal ear vein (left ear) of all animals 
at 4-, 8-, 12-, 24-, and 48-hours post-injection, and 
on Day 8. Additional samples will be collected on 
Days 15 and 22 for the animals scheduled for 
sacrifice on Day 28. 

Approximately 20 mL of blood (actual volume to be 
documented in the raw data) will be obtained from the 
posterior vena cava at the time of the scheduled 
sacrifice (Day 15 or Day 28). Approximately 20 mL of 
blood will be collected from moribund animals during 
the study, also, if possible. 

The samples will be stored at room temperature and 
then centrifuged, and the separate serum and cellular 
fractions stored in a freezer set to maintain a 
temperature of -20°C ±I0°C. The separated serum and 
cellular fractions will be sent frozen on dry ice to 
the Sponsor after experimental termination. The 
Sponsor is responsible for the retention and 
disposition of the samples. 

O00 l; O 
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Samples will be shipped to.

Janes D. Johnson
MEE APC
81d. 2-3€-09
935 Bush Avenue
St. Paul, MN .55106

James 0. Johnson or his alternate will be notified bytelephone at (612) 778-5294 prior to the shipment ofthe samples.
E. Termination

(1) UnscheduledSacrificesandDeathsAny animal dying during the study or sacrificed in anoribund condition will be subjected to an abbreviated
ross necropsy examination and all abnormalities will berecorded. Animals in a moribund condition will beanesthetized with sodiun pentobarbital (via injection inthe =arginal ear vein), bled via the vena cava, andexsanguinated. Tissues, as described in section7.E. (3) Sample Collection, will be collected from any’ animal dying during the study or sacrificed in a moribundcondition. “After necropsy, the animals will be discarded.

(2) Scheduled Sacrifices
On Day IS, the First two aninals/sex assigned to each doselevel (based on the group assignment randomization) willbe anesthetized with sodium pentobarbital (via injectionin the marginal ear vein), bled via the vena cava, andexsanguinated. The remaining two animals/sex/dose levelill be anesthetized with sodiua pentobarbital (viainjection in the marginal ear vein), bled via the venacava, and exsanguinated on Day 28. An abbreviated grossnecropsy examination will not be done, however, tissues(as described in section 7.E. (3) Sample Collection) willbe collected.

(3) Sample Collection
The whole Tiver, bila, and both kidneys from each animalwill be collected, weighed (volume only determined forbile), and immediately placed in a freezer set to maintaina temperature of -20°C $10°C. After sample collection,the animals will be discarded.
The samples (liver, bile, and kidneys) will be sent frozenon dry ice to the Sponsor after experimental termination.The samples and their corresponding weights or volumesJ will be shipped to the person listed in Section7.0.3). (b]. The Sponsor is responsible for the retentionand disposition of the samples.

©0041
000121

3MAO1502208,
2807.0041
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Samples will be shipped to: 

James D. Johnson 
3M E.E. & P.C. 
Bldg. 2-3E-09 
935 Bush Avenue 
St. Paul, MN .55106 
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James D. Johnson or his alternate will be notified by 
telephone at (612) 778-5294 prior to the shipment of 
the samples. 

E. Termination 

(2) 

Unscheduled Sacrifices and Death~ 
Any animal dying during the study or sacrificed in a 
moribund condition will be subjected to an abbreviated 
gross necropsy examination and all abnormalities will be 
recorded. Animals in a moribund condition will be 
anesthetized with sodium pentobarbital (via injection in 
the marginal ear vein), bled via the vena cava, and 
exsanguinated. Tissues, as described in section 
7.E. (3) Sample Collection, will be collected from any 
animal dying during the study or sacrificed in a moribund 
condition. After necropsy, the animals will be discarded. 

Scheduled Sacrifices 
On Day 15, the First two animals/sex assigned to each dose 
level (based on the group assignment randomization) will 
be anesthetized with sodium pentobarbital (via injection 
in the marginal ear vein), bled via the vena cava, and 
exsanguinated. The remaining two animals/sex/dose level 
will be anesthetized with sodium pentobarbital (via 
injection in the marginal ear vein), bled via the vena 
cava, and exsanguinated on Day 28. An abbreviated gross 
necropsy examination will not be done, however, tissues 
(as described in section 7.E. (3) Sample Collection) will 
be collected. 

C3) Sample Collection 
The whole liver, bile, and both kidneys from each animal 
will be collected, weighed (volume only determined for 
bile), and immediately placed in a freezer set to maintain 
a temperature of -20°C ±10°C. After sample collection, 
the animals will be discarded. 

The samples (liver, bile, and kidneys) will be sent frozen 
on dry ice to the Sponsor after experimental termination. 
The samples and their corresponding weights or volumes 
will be shipped to the person listed in Section 
7.D.(3).(b). The Sponsor is responsible for the retention 
and disposition of the samples. 

2807.0041 

3MA01502208 
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) F. Statistical Analyses

No statistical analyses are required.
8. Report

final report including those items listed below will be submitted.
Description of the test and control materials
Description of the test system»
Procedures
Dates of experizental initiation and termination
Description of any toxic effects
Gross pathology findings (if applicable)
Gross pathology report (if applicable and requested by the StudyDirector)
Individual animal tissue weights and bile volumes

9. Location of Raw Data, Records, and Fins] Report.
Original data, or copies thersof, will be available at Hl tofacilitate auditing the study during its progress and before
acceptance of the Final report. When the Final report 1s completed,
all original paper data, including those item listed below will beretained in the archive of HAI according to HHI SOP.
Protocol and protocol anendnents

. Dose preparation records
Incite records
Body heights
Dose 2dsinistration
Observations

Sample collection records
Shipping records
Pathology Records
Study correspondence
Final report (original signed copy)

The following supporting records will be retained at WI but willnot be archived with the study data.
Aninal receipt/acclimation records
Vater analysis records
Aninal roon temperature and humidity records
Refrigerator and Freezer temperatura records
Instrument calibration and maintenance records

J
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F. Statistical Analyses 
No statistica] analyses are required. 

Report 
A final report including those items listed below will be submitted. 

Description of the test and control materials 
Description of the test system 
Procedures 
Dates of experimental initiation and termination 
Description of any toxic effects 
Gross pathology findings (if applicable) 
Gross pathology report (if applicable and requested by the Study 

Director} 
Individual animal tissue weights and bile volumes 

Location of Raw Data, Records, and Final Report 
Original data, or copies thereof, will be available at HWI to 
facilitate auditing the study during its progress and before 
acceptance of the final report. When the final report is completed, 
all original paper data, including those item listed below will be 
retained in the archives of HWI according to HWI SOP. 

Protocol and protocol amendments 
Dose preparation records 
In-life records 

Body weights 
Dose administration 
Observations 

Sample collection records 
Shipping records 
Pathology Records 
Study correspondence 
Final report (original signed copy} 

The following supporting records will be retained at HWI but will 
not be archived with the study data. 

Animal receipt/acclimation records 
Water analysis records 
Animal room temperature and humidity records 
Refrigerator and Freezer temperature records 
Instrument calibration and maintenance records 

.) 
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PROTOCOL APPROVAL 

John L. Butenhoff, PhD 
Sponsor’ s Representative 
3M 

Steven M. Glaza 
Study Director 
Acute Toxico]ogy 
Hazleton Wisconsin, Inc. 

Date 

Date 

Representa ’ve 
Quallty Assurance Unit 
Hazleton Wisconsin, Inc. 

(6329-15g.protdsk2) 

Date 

0001, 3 

2807.0043 
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@ WISCONSIN
) ABILENE 5 CORNING Carcary

PROTOCOL Thgoss. Ext
Single-Dose Intravenous Pharmacokinetic Study of24s in Ravers

WI 6228-159

Sponsor Contractor

M Toxicology Service Hazleton Wisconsin, nc.Medical Department 3301 Kinsman BoulevardSH Center, Bldg. 250-26-02 Madison, WI 537047.0. Box 43220
St. Paul, MN 55133-3220

Sponsor's Representative Study Director
John L. Butenhoff, PhO Steven M. Glazaoo

) Anenduent to. 1
This amendment modifies the following portions of the protocol:

Effective April 4, 1995

1 PAeS. J. Eaperienta) Destan; 8. Dose Adnintstrations (1) Test Groups,The TesT material nixture for Groip 5 £0013 pot be prostiel ar Thconcentration needed to wi 1ze 3 dose velume of 0.5 aLske. HockeyFo0tnote “2% in’ this section With the Following under ne) adsbete
+ The dose valu wil) be 0.5 ni/kg of boty weiont for Grouss"4 ang0.75 BA for croup's,

0124) 0001: 00044
Phone sas. ratsans Fax dosur ran
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--) 
WISCONSIN 
POST OFFICE BOX 7545 
MAOISON. Wl 53707-7545, a CORNING Company 

PROTOCOL TPSO84.EXT 

Single-Dose Intravenous Pharmacokinetic Study of 
T-6246 in Rabbits 

HWI 6329-159 

Sponsor 

3M Toxicology Service 
Medical Department 

3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 

Sponsor’s Representative 

John L. Butenhoff, PhD 

~ontractor 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 
Madison, WI 53704 

Study Director 

Steven M. ~laza 

Amendment No. I 

This amendment modifies the following portions of the protocol: 

Effective April 4, 1995 

.Paqe 6, 7. Experimental Desiqn; B. Dose Administration; (I} Test Groups~ 
The test material mixture for Group 5 could not be prepared at the 
concentration needed to utilize a dose volume of 0.5 mL/kg. Modify 
footnote "a" in this section with the following underlined addition: 

The dose volume will be 0.5 mL/kg of body weight for Groups 
I-4 and 0.75 mL/kq For Group 5. 

EXPRESS-MAIL I-)EL!VERY 3301 

000124 

~_ _F a__x_... 6q.8_-241- 
KINSMAN 8LVO    MADISON. V’VI      53704 

01)0044 
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Amendnent No. 1 632-159) Page 2

Effective April 5, 1995
2. Page 6.7. Experimental Desian: 6. Dose Adrinistration: (1) Test GroupsAnima] Fo. £54076 (Group § £210] ind Animal No. FoF108 [orem 4 aur)vere sacrificed an Gays’ | and 2, respectively, due to fnguriss (sapesent

broken backs). Add the following paragraph to this section:

Due to the sacrifice on Day 1 of one Group 5 male(Animal No. FSA076) and on Day 2 of one Group 4 male(nina) Ho: FS4106) because of induriss (spparent broken backs),replacement animals will be treated at the sane dose tevels in theSame mamer as for the initial animals in the study: Theobservations (clinical observations, body weights and samplecollections) anc the tarnination of the animals. (unscheduisdsacrifices and deaths, scheduled sacrifices, and samplecollection) will be conducted in the sane manner a5 for the otheranials in the study torainating an Day 15.

PROTOCOL AMENDMENT APPROVAL

Pl 2. Billy Fron
JobCGutenort,BO GmSponsors Reprasentative
3H Toxicology Service Nedical Departaent

X SaySteven M. Glaze oteStudy Director
Rete Toxicology
Hazleton Wisconsin, Inc

Yop 5CTepresentatije tateQuality Assurance Unity Hazleton Wisconsin, nc.
(6329-159. Aml .dsk3)

000125 00004
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Page 2 

Effective April 5, 1995 

Paqe 6: 7. Experimental Desiqn; B. Dose Administration; {1) Test Groups._ 
Animal No. F54076 (Group 5 male) and Animal No. F54106 (Group 4 male) 
were sacrificed on Days I and 2, respectively, due to injuries (apparent 
broken backs). Add the Following paragraph to this section: 

Due to the sacrifice on Day I of one Group 5 male 
(Animal No. F54076) and on Day 2 of one Group 4 male 
(Animal No. F54106) because of injuries (apparent broken backs), 
replacement animals will be treated at the same dose levels in the 
same manner as for the initial animals in the study. The 
observations (clinical observations, body weights and sample 
collections) and the termination of the animals (unscheduled 
sacrifices and deaths, scheduled Sacrifices, and sample 
collection) will be conducted in the same manner as for the other 
animals in the study terminating on Day 15. 

PROTOCOL AMENDMENT APPROVAL 

John L. Butenhoff, PhD 
Sponsor’s Representative 
3M Toxicology Service Medical Department 

Date 

Steven M. Glaza     " 
Study Director 
Acute Toxicology 
Hazleten Wisconsin, Inc. 

Date 

epresentati)Qe 
Quality AssUrance Unit 
Hazleton Wisconsin, Inc. 

(6329-15g.Am1.dsk3) 

Date 

0001, 5 OOOO4,’ 

2807.0045 
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3M Environmental Laboratory

Protocol - Analytical Study

Single-dose Intravenous Pharmacokinetic Study of T-6246 in Rabbits

In-Vivo Study Reference Number: HWI#6329-159

Study Number: AMDT-042095.1
Test Substance: FC-95 (T-6246)

Name and Address of Sponsor: 3M SCD Division

367 Grove Street
St. Paul, MN 55106

Name and Address of Testing Facility:
3M Environmental Technology and Services
935 Bush Avenue
St. Paul, MN 55106

Proposed Initiation Date: July 25, 1995
Proposed Completion Date: August 25, 1995

Method Numbers and Revisions:
AMDT-M-1-0, Thermal Extraction of Fluoride by Means ofaModified

Dohrmann DX2000 Organic Halide Analyzer-Liver
AMDT-M-2-0, Fluoride Measurement by Meansofan Orion EA940 Expandable

Ton Analyzer
AMDT-M-4-0, Extractionof Fluorochemicals from Rabbit Liver
AMDT-M-8-0, AnalysisofFluoride Using the Skalar Segmented Flow Analyzer

with Ion Selective Electrode
AMDT-M-14-0, Thermal Extraction of Fluoride by Means ofa Modified

Dohrmann DX2000 Organic Halide Analyzer-Serum

Author: JamesD. Johnson

proved By: wes Gl L. Zitadty ufolas
James hnson Date John Butenhoff, PhD Date
Study Difector Sponsor
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3M Environmental Laboratory 

Protocol - Analytical Study 

Single-dose Intravenous Pharmacokinetic Study of T-6246 in Rabbits 

In-Vivo Study Reference Number: HWI#6329-159 

Study Number: AMDT-042095.1 
Test Substance: FC-95 (T-6246) 

Name and Address of Sponsor: 3M SCD Division 
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LOPURPOSE ~~~000

‘This study is designed to provide information as to whether the perfluoro-
octanesulfonate anion does go to the rabbit liver and other tissues when the material
is administered in an intravenous dose, and to ascertain the change in concentration
with time after dose in serum and liver.

2.0 TEST MATERIALS

2.1 Test, Control, and Reference Substances and Matrices

2.1.1 Analytical Reference Substance: FC-95, lot 161 or 171. They are
equivalent,
2.1.2 Analytical Reference Matrix: Bovine liver and bovine serum
2.13 Analytical Control Substance: None
2.1.4 Analytical Control Matrix: Bovine liver and bovine serum

2.2 Source of Materials: 3M ICP/PCP Division (2.1.1), grocery store (2.1.2, 2.1.4
liver), Sigma Chemical Company (2.1.2, 2.1.4 serum)

2.3 Number of Test and Control Samples: Liver and serum from 32 test animals
and § control animals. Two animals were replaced at 24 hours (animal F54076 was
replaced with animal F54112, and animal F54106 was replaced with animal
F54099). Other biological tissues (kidney, bile, cellular fraction) will be available
for analysisif deemed appropriate by the Study Director.

2.4 Identification of Test and Control Samples: The samples are identified using
the HWI animal identification number which consistsof a letter and five digit
number, plus the tissue identity and day identity (serum).

2.5 Purity and Strength of Reference Substance: To be determined by Sponsor.

2.6 Stability of Reference Substance: To be determined by Sponsor.

2.7 Storage Conditions for Test Materials: Room temperature (2.1.1),
20 10°C (2.1.2, 2.1.4). Test and Control samples will be received according to
AMDT-5-10-0.
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1.0 PURPOSE 

This study is designed to provide information as to whether the perfluoro- 
octanesulfonate anion does go to the rabbit liver and other tissues when the material 
is administered in an intravenous dose, and to ascertain the change in concentration 
with time after dose in serum and liver. 

2.0 TEST MATERIALS 

2.1 Test, Control, and Reference Substances and Matrices 

2.1.1 Analytical Reference Substance: FC-95, lot 161 or 171. They are 
equivalent. 
2.1.2 Analytical Reference Matrix: Bovine liver and bovine serum 
2.1.3 Analytical Control Substance: None 
2.1.4 Analytical Control Matrix: Bovine liver and bovine serum 

2.2 Source of Materials: 3M ICP/PCP Division (2.1.1), grocery store (2.1.2, 2.1.4 
liver), Sigma Chemical Company (2.1.2, 2.1.4 serum) 

2.3 Number of Test and Control Samples: Liver and serum from 32 test animals 
and 8 control animals. Two animals were replaced at 24 hours (animal F54076 was 
replaced with animal F54112, and animal F54106 was replaced with animal 
F54099). Other biological tissues (kidney, bile, cellular fraction) will be available 
for analysis if deemed appropriate by the Study Director. 

2.4 Identification of Test and Control Samples: The samples are identified using 
the HWI animal identification number which consists of a letter and five digit 
number, plus the tissue identity and day identity (serum). 

2.5 Purity and Strength of Reference Substance: To be determined by Sponsor. 

2.6 Stability of Reference Substance: To be determined by Sponsor. 

2.7 Storage Conditions for Test Materials: Room temperature (2.1.1), 
-20 + 10°C (2.1.2, 2.1.4). Test and Control samples will be received according to 
AMDT-S-I0-0. 
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2.8 Disposition of Specimens: Biological tissues and fluids will be retained per
GLP Regulation for the time period required for studies longer than 28 days.

2.9 Safety Precautions: Refer to appropriate MSDS. Wear appropriate laboratory
attire. Use caution when handling knives for cutting the samples.

3.0 EXPERIMENTAL - Overview

The tissues from animals dosed as described (HWI#6329-159), are available for
analysis for fluorine compounds. At the discretionofthe Study Director, a series of
analytical tests can be performed. The screening for fluoride in liver via combustion
(See Methods-next Section) is the appropriate analysis to present definitive data for
fluorine in the liver. For these analyses, bovine liver appears to be a good
approximation to rabbit liver for matrix spikes and recovery determinations. Since
perfluorooctanesulfonate anion is not biotransformed, fluorine content will be an
accurate estimateofthe concentrationofthe compound.

4.0 EXPERIMENTAL - Methods

4.1 Liver and Serum screening methods: (attached)

‘ 4.1.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Means ofaModified
Dohrmana DX2000 Organic Halide Analyzer-Liver

4.1.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940
Expandable fon Analyzer

4.13 AMDT-M-4-0, Extraction of Fluotochemicals from Rabbit Liver

4.1.4 AMDT-M-8-0, Analysis of Fluoride Using the Skalar Segmented Flow
Analyzer with Ton Selective Electrode

4.1.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Means of a
Modified Dohrmann DX2000 Organic Halide Analyzer-Serum

5.0 DATA ANALYSIS

5.1 Data Reporting: Data will be reported as a concentration (weight/weight) of
fluoride per tissue or fluid, or as FC-95 per tissue or fluid. Statistics used, at the
discretionof the Study Director, may include regression analysis of serum
concentrations with time and averages and standard deviations of concentrations for
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2.8 Disposition of Specimens: Biological tissues and fluids will be retained per 
GLP Regulation for the time period required for studies longer than 28 days. 

2.9 Safety Precautions: Refer to appropriate MSDS. Wear appropriate laboratory 
attire. Use caution when handling knives for cutting the samples. 

3,0 EXPERIMENTAL - Overview 

The tissues from animals dosed as described (HWI#6329-159), are available for 
analysis for fluorine compounds. At the discretion of the Study Director, a series of 
analytical tests can be performed. The screening for fluoride in liver via combustion 
(See Methods--next Section) is the appropriate analysis to present definitive data for 
fluorine in the liver. For these analyses, bovine liver appears to be a good 
approximation to rabbit liver for matrix spikes and recovery determinations. Since 
perfluorooctanesulfonate anion is not biotransformed, fluorine content will be an 
accurate estimate of the concentration of the compound. 

4.0 EXPERIMENTAL- Methods 

4.1 Liver and Serum screening methods: (attached) 

4.1.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Means of a Modified 
Dohrmann DX2000 Organic Halide Analyzer-Liver 

4.1.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940 
Expandable Ion Analyzer 

4.1.3 AMDT-M-4-0, Extraction of Fluorochemicals from Rabbit Liver 

4.1.4 AMDT-M-8-0, Analysis of Fluoride Using the Skalar Segmented Flow 
Analyzer with Ion Selective Electrode 

4.1.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Means of a 
Modified Dohrmann DX2000 Organic Halide Analyzer-Serum 

5.0 DATA ANALYSIS 

5.1 Data Reporting: Data will be reported as a concentration (weight/weight) of 
fluoride per tissue or fluid, or as FC-95 per tissue or fluid. Statistics used, at the 
discretion of the Study Director, may include regression analysis of serum 
concentrations with time and averages and standard deviations of concentrations for 

0001Z9 

2807.0049 
3MA01502216 



different dose groups. If necessary, simple statistical tests such as Student'st test
may be applied to determine statistical difference. Half-lifeofdisappearance from
serum will be determined from the linear regression of the averages of the
concentrations at different time points for the post distribution part of the serum
concentration versus time curve.

6.0 MAINTENANCEOFRAWDATAANDRECORDS

6.1 Raw Data and Records: Raw data, approved protocol, 2ppropriate specimens,
approved final report, and electronic data will be maintained in the AMDT Archives.

210REFERENCES~~~

7.1 AMDT-S-10-0, Sample Tracking System

8.0 ATTACHMENTS~~~~~~

8.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Meansof a Modified
Dohrmann DX2000 Organic Halide Analyzer-Liver

8.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940
Expandable Ion Analyzer

8.3 AMDT-M-4-0, Extraction of Fluorochemicals from Rabbit Liver

8.4 AMDT-M-8-0, Analysisof Fluoride Using the Skalar Segmented Flow Analyzer
with Ion Selective Electrode

8.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Meansof a Modified
Dohrmann DX2000 Organic Halide Analyzer-Serum
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different dose groups. If necessary, simple statistical tests such as Student’s t test 
may be applied to determine statistical difference. Half-life of disappearance from 
serum will be determined from the linear regression of the averages of the 
concentrations at different time points for the post distribution part of the serum 
concentration versus time curve. 

6.0 MAINTENANCE OF RAW DATA AND RECORDS 

6.1 Raw Data and Records: Raw data, approved protocol, appropriate specimens, 
approved final report, and electronic data will be maintained in the AMDT Archives. 

7,0 REFERENCES 

7.1 AMDT-S-10-0, Sample Tracking System 

8.0 ATTACI:~MENTS 

8.1 AMDT-M-1-0, Thermal Extraction of Fluoride by Means of a Modified 
Dohrmarm DX2000 Organic Halide Analyzer-Liver 

8.2 AMDT-M-2-0, Fluoride Measurement by Means of an Orion EA940 
Expandable Ion Analyzer 

8.3 AMDT-M-4-0, Extraction of Fluorochemicals from Rabbit Liver 

8.4 A_MSDT-M-8-0, Analysis of Fluoride Using the Skalar Segmented Flow Analyzer 
with Ion Selective Electrode 

8.5 AMDT-M-14-0, Thermal Extraction of Fluoride by Means of a Modified 
Dohrmarm DX2000 Organic Halide Analyzer-Serum 
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L0SCOPE,APPLICABLECOMPOUNDS,ANDMATRICES
L.1 Scope: This method is for the operation ofaDohrmann DX2000 when it i used to extractAuoride from various matrices. The fluoride i typically collectedin TISAB solution for analysiswith an onselective electrode.
1.2 Applicable Compounds: Fluorochemicals or other fluorinated compounds.13 Matrices: Biological issues, paculaly liver.
2.0 KEVWORDS
2.1 Fluoride, fluorine, extraction, pyrolysis, ionization, ion selective electrode, Dohamann, halide,DX2000, flucrochemicals

3.0 PRECAUTIONS
3.1 Glassware and exhaus: gases can be extremely hot
3.2 Glassware is fragile, broken glass may cause injuries.3.3 Pressurized gases, proper compressed gas handling practices required.3.4 Solvent based samples may fash, may need 0 allow them to dry down before stating run.3.5 Potential biohazards due tothe biological matrices. Use appropriate personal protectiveequipment.

4.0 SUPPLIES AND MATERIALS
4.1 Compressed Oxygen, Hydrocarbon free, regulated to 30 PSL.42 Compressed Helium, High Putty Grade, regulated to 45 PST.43 Quare glass sample boat with Teflon™ tubing, Dohrmann 890-097 or equivalent,4.4 Quartz glass combustion tube, Reliance Glass G-9405-012 or equivalent4.5 Orion 940999 Total Tonic Strength Adjustment Buffer (TISAB 11) or equivalent.46 Sample collection vials, HDPE.
47 Milli-Q water
48 Polystyrene pipettes.
49 Activated Charcoal, E. Merck 2005 or equivalent4.10 Hamilton Syringe or equivalent
4.11 Miscellaneous laboratory glassware
50 EQUIPMENT
5.1 Rosemount Doman DX2000 Organic Halide Analyzer, modified for Ruoride extraction.52 IBM compatible 386 or 486 computer
53 DX2000 software, version 1.00, modified for fluoride extraction.5.4 Excel Spreadsheet, version 5.0orgreater

6.0_INTERFERENCES
61 Sample size is limited t approximately 150 mg, depending on sample moisture content. Thismay vary from mate to matrix

000132 2 0000S

awAots0221
2807.0052

1.0 SCOPE , APPLICABLE COMPOUNDS, AND MATRICES 

1.1 Scope: This method is for the operation ofa Dohrmann DX2000 when it is used to extract 
fluoride from var’ious matrices. The fluodde is typically collected in TISAB solution for analysis 
with an ion selective electrode. 
1.2 Applicable Compounds: Fluorochemicals or other fluorinated compounds. 
1.3 Matrices: Biological tissues, particularly liver. 

2.0 KEYWORDS 

2.1 Fluoride, fluorine, extraction, pyrolysis, ionization, ion selective electrode, Dohrmann, halide, 
DX2000, fluorocherrficals. 

3.0 PRECAUTIONS 

3.1 Glassware and exhaust gases can be extremely hot. 
3.2 Glassware is fragile, broken glass may cause injuries. 
3.3 Pressurized gases, proper compressed gas handling practices required. 
3.4 Solvent based sampl.es may flash, may need to allow them to dry down before starting run. 
3.5 Potential biohazards due to the biological matrices. Use appropriate personal protective 
equipment. 

4.0 SUPPLIES AND MATERIALS 

4.1 Compressed Oxygen, Hydrocarbon free, regulated to 30 PSI. 
4.2 Compressed Helium, High Purity Grade, regulated to 45 PSI. 
4.3 Quartz glass sample boat with TeflonTM tubing, Dohrmann 890-097 or equivalent. 
4.4 Quartz glass combustion cube, Reliance Glass G-9405-012 or equivalent. 
4.5 Orion 94.0999 Total Ionic Strength Adjustment Buffer (TISAB II ) or equivalent. 
4.6 Sample collection vials, HDPE. 
4.7 MiIIi-QTM water 
4.8 Polystyrene pipettes. 
4.9 Activated Charcoal, E. Merck 2005 or equivalent. 
4.10 Hamilton Syringe or equivalent. 
4.11 Miscellaneous laboratory glassware 

5.0 EQUIPMENT 

5.1 Rosemotmt Dohrmann DX2000 Organic Halide Analyzer, modified t’or fluoride extraction. 
5.2 IBM compatible 386 or 486 computer. 
5.3 DX2000 software, version 1.00, modified for fluoride extraction. 
5.4 Excel Spreadsheet, version 5.0 or greater 

6.0 INTERFERENCES 

6.1 Sample size is limited to approximately 150 mg, depending on sample moisture content. This 
may vary from matrix to matrix. 
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7.0 SAMPLE HANDLING

7.1 Samples are not to be handled with bare hands. Fluoride may leach from the skin to thesample. Use forceps or probe fo transfer tissues.
7.2 Samples of liverare cut from frozen liver and placed ix a tared and labeled weigh bost. Use aclean scalpel and cutting board. The cutting board and scalpel should be cleaned with water,methanol, or metharol-water solution ate cach liver is cut

8.0CALIBRATIONAND STANDARDIZATION

8.1 Preparationof Calibration Standards
8.1.1 The standards required for cach project wil needtobeappropriate for that individual project,Refer to protocol fo that project.
8.1.2 Typically 50-500 ppm FC-95 in methanolstandardsare used8.1.3 For rabbit liver studies, use beef liver as the matrix. Cut a piece of frozen beef liver (100 -150 mg) and weight in a labeled and tred weigh boat.
82 Calibration - Overview

‘The normal calibration is the fluoride curve (AMDT-M-2). However, ifan optional spiked livercurvei required the procedure listed below i used.
82.1 A calibration curve fo the DX2000 is generated by spiking samples with known standardsand combusting them using the same methods and matrix ype as the samples o be tested,82.2 Typically, three replicatesofeach standard and five concentrationsof standards will bespiked
8.2.3 Standard curve will be plotted asMass Spiked F (ug) on the x-axis and Standard MassRecovered F (og) on the y-axis. Generatea regression curve and calculate the equation for the line
and the r2 value,
8:24 Mass Spiked F (ug) = (Amount spiked in mL) x ( Conc. ofstandard in ppm) x (0.6004)“FC.95 is 60.04% F therefore 0.6004 is the actor used to convert FC-95 to F825 Standard Mass Recovered F (ug) = (TISAB volume in mL) x (Orion reading in pprn)
8.3 Calibration - Procedure

83.1 Start Up
8.3.1.1 Run 2 or more Clean Cycles when starting instrument each day. More clean cycles maybe used if the previous samples contained high concentrations of fluoride
83.2 Blanks
83.2.1 Prepare sample using the same methods and type of matrix as the test sample.8.3.2.2 For rabbit studies, use beef liver as the matrix. Prepare at least samplesof beef liver(100-150 mg) for blanks
83.23Put sample in Dohrmann boat. Combust each sample as described in section 9.0 andanalyze sample according to method AMDT-M-2 for the ion selective electrode analysis,
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7.0 SAMPLE HANDLING 

7.1 Samples are not to be handled with bare hands. Fluoride may leach from the skin to the 
sample. Use forceps or probe to transfer tissues. 
7.2 Samples of liver are cut from frozen liver and placed in a tared and labeled weigh boat. Use a 
clean scalpel and cutting board. The cutting board and scalpel should be cleaned with water, 
methanol, or methanol-water solution after each liver is cut. 

8.0 CALIBRATION AND STANDARDIZATION 

8.1 Preparation of Calibration Standards 

8.1.1 The standards required for each project will need to be appropriate for that individual project. 
Refer to protocol for that project. 
8.1.2 Typically 50-500 ppm FC-95 in methanol standards are used. 
8.1.3 For rabbit liver studies, use beef liver as the matrix. Cut a piece of frozen beef liver (100 - 
150 mg) and weigh it in a labeled and tared weigh boat. 

8.2 Callbration - Overview 

The normal calibration is the fluoride curve (AMDT-M-2). However, if an optionaI spiked liver 
curve is required the procedure listed below is used. 

8.2.1 A calibration curve for the DX2000 is generated by spiking samples with known standards 
and combusting them using the same methods and matrix type as the samples to be tested. 
8.2.2 Typically, three replicates of each standard and five concentrations of standards will be 
spiked. 
8.2.3 Standard curve will be plotted as Mass Spiked F (ug) on the x-axis and Standard Mass 
Recovered F (ug) on the y-axis. Generate a regression curve and calculate the equation for the line 
and the r2 value. 
8.2.4 Mass Spiked F (ug) = (Amount spiked in mL) x ( Conc. of standard in ppm) x (0.6004)* 

*FC-95 is 60.04% F therefore 0.6004 is the factor used to convert FC-95 to F 
8.2.5 Standard Mass Recovered F (ug) = (TISAB volume in mL) x (Orion reading in ppm) 

8.3 Calibration - Procedure 

8.3.1 Start Up 
8.3.1.1 Run 2 or more Clean Cycles when starting instrument each day. More clean cycles may 
be used if the previous samples contained high concentrations of fluoride. 

8.3.2 Blanks 
8.3.2.1 Prepare sample using the same methods and type of matrix as the test sample. 
8.3.2.2 For rabbit studies, use beef liver as the matrix. Prepare at least 3 samples of beef liver 
(100- 150 rag) for blanks. 
8.3.2.3 Put sample in Dohrmann boat. Combust each sample as described in section 9.0 and 
anaIyze sample according to method AMDT-M-2 for the ion selective electrode analysis. 
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8.3.2.4 Forrabbitstudies, the meter reading for a blank sample should be 0.03 ppm or lowerbefore proceeding with the calibration. Bum samples unt this Hmit s reached, or until in trejudgement of the operator the reading is stable with respect to historical readings (previous 48hours).
83.25 For non.cabbit studies, the blank readings should each a predetermined ion concentrationbefore proceeding with th calibration.
83.2.6 It may be necessaryto mix approximately 50 mgofcharcoal with the sample o aidcombustion.
833 Standard Curve
333.1 Weigh out a least 1S matrix sampls (5 standardswith 3 replicates cach) intaredandlabeled weigh boats. For rabbi studies, weigh 100-150 mgbeefliver samples. Record weights instucy data. Store the matrixsampleson dry ice of ice packs o keep them frozen until used833.2 Place weighedbeefliver sample in Dohvmann sample boat
8333 Start withthe lowest standard concentration. Using a Hamilton syringe, eject fixedquantity of the standard on or in the matrix. For rabbit studies, use 4 uLof standard and eject it onor inthebeef liver.
833.4 Atleast3 replicates should be used forth lowest. sndard concentration;more replicatesmay be used at the iscredonofth analyst.
8.33.5 Combust the sample a described in section 9.3 and analyze according to AMDT-M-2,833.6 Run all 15 standards. I one replicate is significantly different fom the other two.replicate, run another sample for that standard. Indica in data thet the new replica replaces theold replicate and that the new replicate willbe sed to calculate th regression curve.
8.33.7 When all standards have been run, calculate the 2. r2 must be at least 0.95. Fit is not atleas: 0.95, consult with supervisor.
83.3.8 Anew standard curve should be run when the combustion tube or sample matrix ischanged. New standard curve may also be run atthe discretionof the analyst.
8.4 Storage Conditions for Standards
8.4.1 Storage requirements for standards are dependent on the individual standards used.Typically, standards are stored at oom temperaturein plastic crew top bores.8.4.2 New FC-95 standards should be prepared a least once a month.

20PROCEDURES ~~~ 00000
9.1 Typical Operating Conditions:
9.1.1 Combustion ube temperature = 950°C.
9.1.2 Oxygen and Helium flow = 50 ce/minuie.
9.13 Vagorization/Drying time = 240 seconds
9.1.4 Bake time ~ 300 seconds
9.2 Start Up Procedure:
9.2.1 If the programisnot sned, stat the EOX program on the PC.
9.2.2 Open the SYSTEM SETUP window.
9.23 Put the fumace module and the cell inthe READY mode.
9.2.4 Close the SYSTEM SETUP window.
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8.3.2.4 For rabbit studies, the meter reading for a blank sample should be 0.03 ppm or lower 
before proceeding with the calibration. Bua’n samples until this limit is reached, or until in the 
judgement of the operator the reading is stable with respect to historical readings (previous 48 
hours). 
8.3.2.5 For non-rabbit studies, the blank readings should reach a predetermined ion concentration 
before proceeding with the calibration. 
8,3.2.6 It may be necessary to mix approximately 50 mg of charcoal with the sample to aid 
combustion. 

8.3.3 Standard Curve 
8.3.3.1 Weigh out at least 15 matrix samples (5 standards with 3 replicates each) in tared and 
labeled weigh boats. For rabbit studies, weigh 100-150 mg beef liver samples. Record weights in 
study data. Store the matrix samples on dry ice or ice packs to keep them frozen until used. 
8.3.3.2 Place weighed beef liver sample in Dohrmann sample boat. 
8.3.3.3 Start with the lowest standard concentration. Using a Hamilton syringe, eject a fixed 
quantity of the standard on or in the matrix. For rabbit studies, use 4 uL Of standard and eject it on 
or in the beef liver. 
8.3.3.4 At least 3 replicates should be used for the lowest standard concentration; more replicates 
may be used at the discretion of the analyst. 
8.3.3.5 Combust the sample as described in section 9.3 and analyze according to AMDT-M-2. 
8.3.3.6 Run all 15 standards. If one replicate is significantly different from the other two 
replicates, run another sample for that standard. Indicate in data that the new replicate replaces the 
old replicate and that the new replicate will be used to calculate the regression curve. 

8.3.3.7 When all standards have been run, calcalate the r2. r2 must be at least 0.95. If it is not at 
least 0.95, consult with supervisor. 
8.3.3.8 A new standard curve should be run when the combustion tube or sample matrix is 
changed. New standard curve may also be run at the discretion of the analyst. 

8.4 Storage Conditions for Standards 

8.4.1 Storage requirements for standards are dependent on the individual standards used. 
Typically, standards are stored at room temperature in plastic screw top bottles. 
8.4.2 New FC-95 standards should be prepared at least once a month.. 

9.0 PROCEDURES 

9.1 Typical Operating Conditions: 
9.1.1 Combustion tube temperature = 950°C. 
9.1.2 Oxygen and Helium flow = 50 cc!minute. 
9.1.3 Vaporization/Drying time = 240 seconds. 
9.1.4 Bake time -- 300 secends. 

9.2 Start Up Procedure: 
9.2.1 If the program is not started, start the EOX program on the PC. 
9.2.2 Open the SYSTEM SETUP window. 
9.2.3 Put the furnace module and the ce!! in the READY mode. 
9.2.4 Close the SYSTEM SETUP window. 
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9.2.5 When the oven has reached the READY temperature, run the CLEAN BOAT programfound in the CELL CHECK menu.
9.2.6 Sec AMDT-EP-3 for detailsof the Dohrmann software.
9.3 Sample Extraction Procedure:
9:3.1 Open the SAMPLE HATCH and place the sample in the BOAT. It maybenecessary tomix approximately 50 mgof charcoal with the sampletoaid combustion. IF this is one, chareoalshould also be mixed in while establishing the baseline and when generating the standard cue,932 Close SAMPLE HATCH.
93.3 Add appropriate volumeofTISAB solution or 1:1 TISAB:Mill-Q™ water mixture to 2labeled sample collection vial. Typically 0.6 mL to 15 mL are used. For rabbit studies, use 10 or20m of 1:1 TISAB: Mill-QP water mixture,934 Place the vial o that the tipof the COMBUSTION TUBE isin the TISAB at least 0.25inches. Gases released during pyrolysis must bubble through the TISAB,935 Run the EOX-SOLIDS program found in the RUN menu.93.6 When the EOX program is finished, remove the collection vial from the combustion tube.93.7 Ifundiluted TISAB was used to collect the sample, addanequal volume of Mill-Q™ water10 the TISAB to make 1:1 TISAB:Mili-Q™.93.8 Rinse the endofthe combustion tube with Milli-Q™ water and wipe with a KIMWIPE toremove any TISAB remaining on the tube.
93.9 Open the sample hatch and remove any remaining ash from the boat, Ash can be removedwith a cotton tipped applicator or vacuumed out. It may be necessary to scrap particlesoff the.bottom witha spatulaorother similar device. A drop of Mill-Q™ water may be added to theboat to aid in the Clzan Cycle.
93.10 Close the hatch
9311 Run the CLEAN BOAT program.
93.12 Sample is ready for analysis by fon selective electrode (AMDT-M-2)
94 Sample Calculations
9.4.1 Use the standard curve to calculate the sample value,94:2 Sample Mass Recovered F (ug) = (TISAB vol in mL) x(Qrionreadinginpom intercept)

(Slope)

10.0 VALIDATION ee —
10.1 Quality Control
10.1.1 Daily Start Up Check Samples: Once the standard curve is established, each day ofanalysis is stared by analyzing QC samples. The QC samples are to be the same gs the lowestconcentration spiked samples used to generate the standard curve. Each concentration must bedone in triplicate unless the frst two replicates are within 20%ofthe standard curve, then a thirdreplicate is not necessary.
10.2 Precision and Accuracy: Sec method development analysis and sample analysis inFluoride Notebooks 2.3, and 3. Precision and accuracy varies when analyzing samplesof differentmatrices and different reference compounds.
10.3 Other Validation Parameters: NA
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9.2.5 When the oven has reached the READY temperature, run the CLEAN BOAT program 
found in the CELL CHECK menu. 
9.2.6 See AMDT-EP-3 for details of the Dohrmann software. 

9.3 Sample Extraction Procedure: 
9.3.1 Open the SAMPLE HATCH and place the sample in the BOAT. It may be necessary to 
mix approximately 50 mg of charcoal with the sample to aid combustion. If this is done, charcoal 
should also be mixed in while establishing the baseline and when generating the standard curve. 
9.3.2 Close SAMPLE HATCH. 
9.3.3 Add appropriate volume of TISAB solution or 1:1 TISAB:Milli-QTM water mixture to a 
labeled sample collection vial. Typically 0.6 mL to 15 mL are used. For rabbit studies, use 1.0 or 
2.0 mL of 1: l TISAB:MiIIi-QTM water mixture. 
9.3.4 Place the vial so that the tip of the CQMBUSTIQN TUBE is in the TISAB at least 0.25 
inches. Gases released during pyrolysis must bubble through the TISAB. 
9.3.5 Run the EOX-SOLIDS program found in the RUN menu. 
9.3.6 When the EOX program is finished, remove the collection vial from the combustion tube. 
9.3.7 If undiluted TISAB was used to collect the sample, add an equal volurae of Milli-QTM water 
to the TISAB to make 1:1 TISAB:Milli-Qr~,�. 
9.3.8 Rinse the end of the combustion tube with Milli-QTM water and wipe with a KIMWIPE to 
remove any TISAB remaining on the tube. 
9.3.9 Open the sample hatch and remove any remaining ash from the boat. Ash can be removed 
with a cotton tipped applicator or vacuumed out. It may be necessary to scrap particles offthe 
bottom with a spatula or other similar device. A drop of Mflli-QTM water may be added to the 
boat to aid in the Clean Cycle. 
9.3.10. Close the hatch. 
9,3.11 Run the CLEAN BOAT program. 
9.3.12 Sample is ready for analysis by ion selective electrode (AMDT-M-2). 

9.4 Sample Calculations 

Use the standard curve to calculate the sample value. 
Sample Mass Recovered F (ug) = (TISAB vol in mL) x (Orlon reading in ppm - intercept) 

(Slope) 

10.0 VALIDATION 

10.1 Quality Control 
10.1.1 Daily Start Up Check Samples: Once the standard curve is established, each day of 
analysis is started by analyzing QC samples. The QC samples are to be the same as the lowest 
concentration spiked samples used to generate the standard curve. Each concentration must be 
done in tripIicate unless the first two replicates are within 20% of the standard curve, then a third 
replicate is not necessary. 

10.2 Precision and Accuracy: See method development analysis and sample analysis in 
Fluoride N~tebooks ~ ~ .,.~, and 5. Precision and accuracy varies when analyzing samples of different 
matrices and different reference compounds. 

10.3 Other Validation Parameters: NA 
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11.0 DATA ANALYSIS

11.1 Calculations
ILL For the standard curve, use regression analysis in Excel, version 5.0 or greater.1112 To calculate the fluoride contracion fn the sample, see medhod AMDTM.2.
112 Analyzing the Data
11.2.1 r2 must be at least 0.95or greater, “Outliers” ‘may be excludedif twoofthe three replicatesax within 20%ofeach other and th outlicr i greater than 200% of the averageof tiose wp orless than 50% ofthe averageof those two. Any such oudliers should be pointed out in the data andnoted in the Final Report slong with the reason i wes considered an oudier
12.0 ATTACHMENTS

None.
13.0 REFERENCES

13.1 Rosemount Dohrmann DX2000 Organic Halide Analyzer Operator's Manual (Manual 915-
349, revision B, December 1993)
13.2 AMDT-M-2 Fluoride Measurement by Meansofan Orion EAS40 Expandable lonAnalyzer
13.3 AMDT-EP-3 Routine Maintenance ofs Modified Dohrmann DX2000 Organic HalideAnalyzer

4.0 REVISIONS
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11.0 DATA ANALYSIS 

11.1 Calculations 

11.1.1 For the standard curve, use regression analysis in Excel, version 5.0 or greater. 
11.1.2 To calculate the fluoride contraction in the sample, see method AMDT-M-2. 

11.2 Analyzing the Data 

11.2.1 r2 must be at least 0.95 or greater. "Outliers" may be excluded if two of the three replicates 
are within 20% of each other and the outlier is greater than 200% of the average of those two or 
less than 50% of the average of those two. Any such outliers should be pointed out in the data and 
noted in the Final Report along with the reason it was considered an outlier. 

12.0 ATTACHMENTS 

None 

13.0 REFERENCES 

13.1 Rosemount Dohrmann DX2000 Organic Halide Analyzer Operator’s Manual (Manual 915- 
349, revision B, December 1993) 
13.2 AMDT-M-2 Fluoride Measurement by Means of an Orion EA940 Expandable Ion 
Analyzer 
13.3 AMDT-EP-3 Routine Maintenance of a Modified Dohrmarm DX2000 Organic Halide 
Analyzer 

14.0 REVISIONS 

Revision 
Number Reason for Change 

Revision 
Date 
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PPLI M /D: MA’

LISCOPE: This method is for the calibration and operationofan Orion EA940 Expandableton Analyzer
- 1.2 APPLICABLE COMPOUNDS: Fluoride.

13 APPLICABLE MATRICES: Liquid samples in an spproprise buffer soluon. PreredpH of 6.0.

20KEYWORDS 00000
21 Fluoride, forine, on sletive electrode
3.0 PRECAUTIONS

3.1 No hazards identified with his method.
4.0 SUPPLIES AND MATER] ALS

4.1 Orion 940999 Total onic Scength Adsiment Buffer I (TISABID or equivalent.4.2 Orion Model 900001 electrode filling solution (AgCl) or equivalent43 Orion 940907 100 ppm fioride andrdo equteaens44 MEQ watero equivalent45 Magnetic si ba.58 Lavissues47 Sample collection vas,43 Plast 100ml. volumersic lass.49 Polysyrene pipers.10 Mischlancas iboratory glassware,
50EQUIPMENT 00000000
5.1 Orion Model EA940 Expandable lon Analyzer or equivalent.
5.2 Orion Model 960900 Solid State Combination Fluoride electrode orequivalent.53 Magneio sur Par
5:4 BM compatible 386 or 486 computer (only needed ifusing Orion 3E software),
5.5 Orion RS232 interface cable (only needed if using Orion 3E software).5.6 Microsoft Excel 5.0 (only needed wing Orion JE sofware
6.0 INTERFERENCES

6:1 Its recommended that the pH be at or near 6.0. A 1:1 mixture of TISAB and sample/Milli-G7 water will generally bring sample to ph of 60.6:2 Sample temperature may fect Muoride measurement. Iti recommended that ne sarple beot oom tempers 3s (he Sands were when he re64ora
6.3 The rate the samples are stirred at should be consistent with the rate the standards were stirred.
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.!.0 SCOPE , APPLICABLE COMPOUNDS, AND MATRICES 

1.I SCOPE: This method is for the calibration and operation of an Or~on EA940 Expandable 
Ion Analyzer. 

1.2 APPLICABLE COMPOUNDS: Fluoride. 

1.3 APPLICABLE MATRICES: Liquid samples in an appropriate buffer solution. Preferred 
pH of 6.0. 

2.0 KEYWORDS 

2.1 Fluoride, fluorine, ion selective electrode 

3.0 PRECAUTIONS 

3.1 No hazards identified with this method. 

4.0 SUPPLIES AND MATERIALS 

4.1 Orion 940999 Total Ionic Strength Adjustment Buffer II (TISABII) or equivalent. 
4.2 Orion Model 900001 electrode filling solution (AgC1) or equivalent. 
4.3 Orion 940907 i 00 ppm fluoride standard or equivalent. 
4.4 Milli-QTM water or equivalent. 
4.5 Magnetic stir bars. 
4.6 Lab tissues. 
4.7 Sample collection vials. 
4.8 Plastic 100 mL volumetric flasks. 
4.9 Pelystyrene pipettes. 
4.10 Miscellaneous laboratory glassware. 

5.0 EQUIPMENT 

5.1 Orion Model EA940 Expandable Ion Analyzer or equivalent. 
5.2 Orion Model 960900 Solid State Combination Fluoride electrode or equivalent. 
5.3 Magnetic Stir Prate. 
5.4 IBM compatible 386 or 486 computer (only needed if using Orion 3E software). 
5.5 Orion RS232 interface cable (only needed if using Orion 3E software). 
5.6 Microsoft Excel 5.0 (only needed ~fusing Orion 3E software). 

6.0 INTERFERENCES 

6.1 It is recommended that the pH be at or near 6.0. A 1:1 mixture of TISAB and sampleiMilli- 
Qr,~ water will generally bring sample to pH of 6.0. 
6.2 Sample temperature may effect fluoride measurement. It is recommended that the sample be 
at room temperature as the standards were when the meter was calibrated. 
6.3 The rate the samples are stirred at should be consistent with the rate the standards were stirred. 
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6.4 Airbubbles trapped under electrode can give erroneous readings. Make sure no airi trappedunder lectrode.
2.0 SAMPLE HANDLING

7.0 No special handling necesscy.

8.0 CALIBRATIONANDSTANDARDIZATION

8.1 Preparation of Calibration Standards
8.1.1 Measure 50 mLof TISAB IL into 5 100 mL plastic volumetric flasks.812 Label the flasks as0.05,0.1, 0.5, 1.0, snd 1.5 ppm F- along with the date and yous nisl.
8.1.3 Pipette 0.05, 0.1, 0.5, 1.0, and 1.5mLof100 ppm fluoride standard into the appropriatelylabeled Racks,
8.0 Add approximately 30 mLofMilli-Q water to each flask.8.15 Shake the flasks to mi the solutions.
8.1.6 Eliminateairbubbles from the flasks by tipping the flasks ontheirsides and rolling the air inthe flasks over the air bubble.
8.17Bring the volume in the lsks up tothe 100mL mark with MILi-QP* water.
8.1.8 Invert and shake the flasks for the final mixing.8.1.9 Record sindards in Sundards Log Book
82 Calibration
82.1 necessary, emove tape from electrode ling hole822 Inver probe to wet op sea.
8.2.3 Eject a few dropsoffilling solution from bottomof electrode to wet lower seal.82.4 Fill he electrode with lng soluton8.25 The meter an the F- lecrade are typically calibrated by direct measurement with no blankcortction, using standards with concentrations of 0.05, 0.1, 0.5, 1.0, ne 1.5 ppm Foy following.he manuficture’s nsructons8.2.6 Record the spe i the approprist log book.8.2.7 Clean the clectrode by sing with MAll-Q™ water and wiping the sides down with labdssues
8.3 Storage Conditions for Standards
83.1 Calibration standards are storeda room temperature,
9.0 PROCEDURES

9.1 Calibration and Measurement, Standard method:
9.1.1 The sample to be measured needs to be mixed with TISAB using the proportionsrecommended by the TISAB manufacturer511.2 Placea si bar inthe sample and place the sampleon the si plate.9:13 Allow the sample to mix fora fe seconds befor inering the lecrode. When the
electrode is inserted, make sure there are no air bubbles trapped under the electrode.9.1.4 The sample should be the same temperarure th ca bration standards and sired at thesame rate 3 the calibration standards.
9.15 When the readings have stabilized, record the reading in the appropriate log book.
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6.4 Mr bubbles trapped under electrode can give erroneous readings. Make sure no air is trapped 
under electrode. 

7.0 SAMPLE HANDLING 

7.1 No special handling necessary. 

8.0 I~ALIBRATION AND STANDARDIZATION 

8.1 Preparation of Calibration Standards 
8.1.1 Measure 50 mL ofTISAB II into 5 100 mL plastic volumetric flasks. 
8.1.2 Label the flasks as 0.05, 0.1, 0.5, 1.0, and 1.5 ppm F-, along with the date and your initials. 
8.1.3 Pipette 0.05, 0.1, 0.5, 1.0, and 1.5 rnL of 100 ppm fluoride standard into the appropriately 
labeled flasks. 
8.1.4 Add approximately 30 mL ofMilli-QTM water to each flask. 
8.1.5 Shake the flasks to mix the solutions. 
8.1.6 Eliminate air bubbles from the flasks by tipping the flasks on their sides and rolling the air in 
the flasks over the air bubbles. 
8.1.7 Bring the volume in the flasks up to the 100 mL mark with Milli-QTM water. 
8.1.8 Invert and shake the flasks for the final mixing. 
8.1.9 Record standards in Standards Log Book. 

8.2 Calibration 
8.2.1 If necessary, remove tape from electrode filling hole. 
8.2.2 Invert probe to wet top seal. 
8.2.3 Eject a few drops of filling solution from bottom of electrode to wet lower seal. 
8.2.4 Fill the electrode with filling solution. 
8.2.5 The meter and the F- electrode are typically calibrated by direct measurement with no blank 
correction, using sr.andards with concentrations of 0.05, 0.1,0.5, 1.0, and 1.5 ppm F-, following 
the manufacturer’s instructions. 
8.2.6 Record the slope in the appropriate log book. 
8.2.7 Clean the electrode by rinsing with Milli-QTM water and wiping the sides down with lab 
tissues. 

8.3 Storage Conditions for Standards 
8.3.1 Calibration standards are stored at room temperature. 

9.0 PROCEDURES 

9.1 Calibration and Measurement, Standard method: 
9.1.1 The sample to be measured needs to be mixed with TISAB using the proportions 
recommended by the TISAB manufacturer. 
9.1.2 Place a stir bar in the sample and place the sample on the stir plate. 
9.1.3 Allow the sample to mix for a few seconds before inserting the electrode. When the 
electrode is inserted, make sure there are no air bubbles trapped under the electrode. 
9.1.4 The sample should be the same ternperamre as the calibration standards and stirred at the 
same rate as the calibration standards. 
9.1.5 When the readings have stabilized, record the reading ~n the appropriate log book. 

000139 3 0()00 

2807.0059 
3MA01502226 



9.2 Calibration And Measurement, Using Orion 3E Software:
92.1 Calibration:
9.2.1.1 Follow steps 82.1 10 8.2.
9.2.12 Press Function Key #8 (FS).
9.2.13 The computer screen wil ask you to confirm the numberofstandards to be used,concentrationofthe standards, and whether o nota blank is to be included in the calibration.Make any necessary changes 0 the information presented and click on CONTINUE.9.2.1.4 Place the electrode in the ist standard on the stir plate and click on CONTINUE.9.2.15 Observe the readings on the graphic display on the computer. When the readings havestabilized, press ACCEPT READING.
9.2.1.6 Repeat sep 9.2.1.4 3nd 5.2.15 for the remaining standards.
92.1.7 After the final standard, the computer will display the slope of the curve, as wella theintercept and correlation. Record the slope, intercept, and correlation in the appropriate logbookand click on CONTINUE. The calibration daca is automatically copied to C:Orion\Data\Calib txt.
9.22 Data Spreadsheet:
9.2.2.1 Select cither NEW or OPEN from the FILE me to open a new or existing spreadsheet© store data in.
9.2.2.2 Record the name ofth spreadsheet used in the appropriate log book.
9.2.3 Fluoride Measurement:
923.1 Follow steps 9.2.1 through 9.2.4
9.232 Enter the name ofthe sample in the appropriate lace on the screen,
9.23.3 Click on the NEW SAMPLE buton
9.2.34 When the readings have stabilized, lick on the RECORD button and write the result in theappropriate log book.
0.0 VALIDATION errr

10.1 Quality Control:
10.2 Precision and Accuracy
10.3 Other Validation Parameters According Reference 132, the rangeofdetection is 0.02ppm fluoride up 10 3 saturated solution of fluoride.
0_DATA ANALYSIS

IL CalculationsNonenecessary.
11.2 Analyzing the Data None necessary.
12.0 ATTACHMENTS
None

13.0 REFERENCES
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9.2 Calibration And Measurement, Using Orion 3E Software: 

9.2.1 Calibration: 
9.2.1.1 Follow steps 8.2.1 to 8.2.4. 
9.2.1.2 Press Function Key #8 (FS). 
9.2.1.3 The computer screen will ask you to confirm the number of standards to be used, 
concenu-ation of the standards, and whether or not a blank is to be included in the calibration. 
Make any necessary changes to the information presented and click on CONTINUE. 
9.2.1.4 Place the electrode in the first standard on the stir plate and click on CONTINUE. 
9.2.1.5 Observe the readings on the graphic display on the computer. When the readings have 
stabilized, press ACCEPT READING. 
9.2.1.6 Repeat step 9.2.1.4 and 9.2.1.5 for the remaining standards. 
9.2.1.7 After the firtat standard, the computer will display the slope of the curve, as well as the 
intercept and correlation. Record the slope, intercept, and correlation in the appropriate log book 
and click on CONTINUE. The calibration data is automatically copied to C:\Orion~Data\Calib.txt. 

9.2.2 Data Spreadsheet: 
9.2.2.1 Select either NEW or OPEN from the FILE menu to open a new or existing spreadsheet 
to store data in. 
9.2.2.2 Record the name of the spreadsheet used in the appropriate log book. 

9.2.3 Fluoride Measurement: 
9.2.3.1 Follow steps 9.2.1 through 9.2.4 
9.2.3.2 Enter die name of the sample in the appropriate place on the screen. 
9.2.3.3 Click on the NEW SAMPLE button 
9.2.3.4 When the readings have stabilized, click on the RECORD button and write the result in the 
appropriate log book. 

10.0 VALIDATION 

10.1 Quality Control: 

10.2 Precision and Accuracy 

10.3 Other Validation Parameters According to.Reference 13.2, the range of detection is 0.02 
ppm fluoride up to a saturated solution of fluoride. 

11.0 DATA ANALYSIS 

11.1 Calculations None necessary. 

11.2 Analyzing the Data None necessary. 

12.0 ATTACHMENTS 

13.0 REFERENCES 
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13.1 Orion Model EA940 Expandable lon Analyzer Instruction Manual, Orion Research
Incorporated, 1991
13.2 Orion Model 960900 Solid State Combination Fluoride Electrode Instruction Manual, Orion
Research Incorporated, 1991.

14 ISI

Revision Revision
Number ReasonforChange. Dae
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13.1 Orion Model EA940 Expandable Ion Analyzer Instruction Manual, Orion Research 
Incorporated, 1991. 
13.2 Orion Model 960900 Solid State Combination Fluoride Electrode Instruction Manual, Orion 
Research Incorporated, 1991. 

14.0 REVISIONS 

Revision Revision 
Number Reason for Change Date 

O000f.:~ 

2807.0061 
3MA01502228 



3M Environme; al Labo ratory

Method

Extraction of Fluorochemicals from Rabbit Livers

SOP Identification Number: AMDT-M-4 Adoption Date: /o-3/-5¢

Revision Number: 0 Revision Date: None

ret————————————

Author: Dave Christenson/Cynthia Weber

Approved By:

lo=3/-25
roup Leader Dar

ysFeed, L315”Quality Assurance Da

Software: MS Word, 6.0
Affected Documents: M-5, AnalysisofRabbit Extract for Fluorochemicals Using ElectrosprayMass Spectroscopy.

000067

000142 |

amA01S0229
2807.0062

~M Environmental Laboratory 

Method 

Extraction of Fluorochemicals from Rabbit Livers 

SOP Identification Number: AMDT-M-4 Adoption Date: 

Revision Number: 0 Revision Date: Non~ 

Author: Dave Christenson/Cynthia Weber 

Approved By: 

Leader 

Quality Asstcance 

Date 

Software: MS Word, 6.0 
Affected Documents: M-5, Analysis of Rabbit Extract for Fluorochemicals Using Electrospmy 
Mass Spectroscopy. 

2807.0062 

3MA01502229 



1.1 Scope: This methadi for the extraction of fluorochemicals from rabbit liversEthyl aceiate is used © extract fluorochemmicals from the Livers for analysis byclectzospray mass spectroscopy.
1.2 Applicable Compounds: Fluorochemicals or other fluorinated compounds.1:3 Matrices: Rabbit Livers.

20KEYWORDS ~~~ 000002.1 Fluorochemicals, abbit livers, electrospray mass spectrometer, fluorinatedcompounds, extraction.

3.1 Use gloves when handling the rabbit livers, they may contain pathogens.

4.0SUPPLIESAND MATERIALS ~~~4.1 Supplies
4.1.1 Syringe, capableofmeasuring 100 uL41:2 Eppendorf type or disposable pipets4113 Gloves
4113 Plastic grinding bes
4I115 Plastic centrifugembes, 15 mL.416 Labels
4.17 Nivogen
41118 Timer
4.119 Filters, Tian nylon syringe filters, 0.2 um.
4.1.10 Analyscal pipeis: glass volumetric pipers.4.1111 Disposable plastic 3 ce syringes.
4.1712Crimp czp autovials

4.2 Reagents
42-1 Aqueous Ammonium Acct (Aldich, appro. 230 pr Prepare a 2500ppm aqueous soludon of ammonium acetate by adding 250 mg ammoniumacetate 10.3 100 mL volumetric flaskanddilute to volume with Milli-Q

seater. Dilute this solution 1:10 fora 250 ppm solution.4.2.2 Sodium carbonate/SodiumBicarbonateBuffer (IT. Baker),
(N2,CO/NaHCO,) 0.25 M: Weigh 26.5 gof sodium carbonate (Na.CO,)and 21.0 g of sodium bicarbonate (NaHCO) into 1 L volumetric flask andbring 10 volume with Milli-Q water

4.2.3 Dilute aceroniile solution, dilute acetoniile 1:1 with Milli-Q water.4.23 Etyl Acetate
4.2.5 Methanol
4.216 Mili.Q water
4.2.7 1H,1H.2H2H - perfluoroocunesulfonic acid (Aldrich)4.2.8 FC'95 (3M Specialy Chemical Division)
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1.0 SCOPE 
1.1 

1.2 
1.3 

Scope: This method is for the extraction of fluorochemicals from rabbit livers. 
Ethyl acetate is used to extract fluorochemica2s from the livers for analysis by 
electrospray mass spectroscopy. 
Applicable Compounds: Fluorochemicals or other fluorinated compounds. 
Matrices: Rabbit Livers. 

KEYWORD~; 
2.1 Fluorochemicals, rabbit livers, electrospray mass spectrometer, fluorinated 

compounds, extraction. 

3.0 PRECAUTIONS 
3.1 Use gloves when handling the rabbit livers, they may contain pathogens. 

4.0 SUPPLIES AND MATERIALS 
4.1 Supplies 

4.1.1 Syringe, capabIe of measuring 100 I.tL 
4.1.2 Eppendorf type or disposable pipets 
4.1.3 Gloves 
4.1.4 Plastic grinding tubes 
4.1.5 Plastic centrifuge tubes, 15 mL 
4.1.6 Labels 
4.1.7 Nitrogen 
4.1.8 Timer 
4.1.9 Filters, Titan nylon syringe filters, 0.2 l.tm. 
4.1.10 AnalytScal pipets: glass volumetric pipets. 
4.1.11 I3isposable plastic 3 cc syringes. 
4.1.12 Crimp cap autovials. 

4.2 Reagents 
4.2.1 Aqueous Ammonium Acetate (Aldrich), approx. 250 ppm: Prepare a 2500 

ppm aqueous solution of ammonium acetate by adding 250 mg ammonium 
acetate to a 100 mL volumetric flask and dilute to volume with Milli-Q 
water. Dilute this solution 1:10 for a 250 ppm solution. 

4.2.2 Sodium carbonate/Sodium Bicarbonate Buffer (J.T. Baker), 
(Na~CO3/NaHCO3) 0.25 M: Weigh 26.5 g of sodium carbonate (Na~CO3) 
and 21.0 g of sodium bicarbonate (NaHCO3) into a 1 L volumetric flask and 
bring to volume with Milli-Q water. 

4.2.3 Dilute acetoniwile solution, dilute acetonitrile 1:1 with Milli-Q water. 
4.2.4 Ethyl Acetate 
4.2.5 Methanol 
4.2.6 Milli-Q water 
4.2.7 1H,1H,2H,2H - perfluorooctanesulfonic acid (Aldrich) 
4.2.8 FC-95 (3M Specialty Chemical Division) 
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5.1 Ulra-Tumrax T25 Grinder for grinding fiver samples.52 Voroomier
53 Contig53 Shaker
515 Amiytical Evaporator

6.1 Thereare no known interferences a Gis Ge, —

ZOSAMPLEHANDLNG7.1 The rabbit livers ae received frozen, and musbeKop frozen anil i extracion s‘performed.

80CALIBRATIONANDSTANDARDIZATION8.1 Preparation of Internal Standards
8.1.1 Prepare an internal standard of approximately 12 ppm 1H,1H,2H,2H-perluomoctanesulphonic acid to be added to each ver sample.8.1.2 Weigh at least 0.1 g of 1H, 1H 2H2H-perfluorooctancsaiphonic acid into a.100 mL volumetric flask. Record the atral weight
8.1.3 Bring it up to volume with methanol, this is thestockstandard.
8.1.4 Toa 250 mL volumetric flask, add 3mLsof the stock standard and bring tovolume with MEl-Q water. Clculte the actual concentrationof theandar

actual mg perfluoroctane-
—sionicacid  X 3ml = actual concenraton, ppmOIL 350m

8.2 Prepare FC95 Anion Standards8.2.1 Prepare FC.95 standards for th standard curve8.2.2 Weigh approximately 100 mg of FC.95into 3 100mL volume flaskRecord the actual weight.
8.2.3 Bring up to volume with dilute acetonitrile.8.2.3 Dilue the sluion with dilute acetonitrie 1:10for a solution of

‘approximately 100 ppm. Dilute this solution 1:10 with dilute acetonitrile for2 Solution of approx, 10 ppm.8.2.5 Use the 10ppm Solution to make working standards with values close ©
5.0 ppm, 1.0 ppm and S00 ppb.8.3 Prepare Beef Liver Homogenate to Use for Standards

8.3.1 Weigh 40 g of Bovine hver into a 250 mL Nalgene botlecontaining200 ms MilliQ wate. Grind t & homogenous olution:8.3.2 Add nLof he lion [031501cong he. Prepare a onlofighmL aliquots of the solution in 15 mL centrifuge tubes. Be sur (016+suspend solution by shaking i bevween aliquots
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5.0 EOUIPMENT 
5.1 Ulwa-Turrax "1"25 Grinder for grinding liver samples. 
5.2 Vortex mixer 
5.3 Centrifuge 
5.4 Shaker 
5.5 Analytical Evaporator 

6.0 INTERFERENCES 
6.1 There are no known interferences at this time. 

7.0 

8.0 

SAMPLE HANDLING 
7.1 The rabbit Iivers are received frozen, and must be kept frozen until the extraction is 

performed. 

CALIBRATION 
8.1 Preparation 

AND STANDARDIZATION 
of Internal Standards 

8.1.1 Prepare an internal standard of approximately 12 ppm 1H,1H,2H,2H- 
perfluorooctanesulphonic acid to be added to each liver sample. 

8.1.2 Weigh at least 0.1 g of 1H, 1H,2H,2H-perfluorooctanesulphonic acid into a 
100 mL volumetric flask. Record the actual weight. 

8.1.3 Bring it up to volume with methanol, this is the stock standard 
8.1.4 To a 250 mL volumetric flask, add 3 mLs of the stock standard and bring to 

volume with Milli-Q water. Calculate the actual concentration of the 
standard. 

actual mg perfluoroctane- 
sulph0nic acid X 3 mL = 

0.1 L 250mL 
actual concentration, ppm 

8.2 Prepare FC-95 Anion Standards 
8.2.1 Prepare FC-95 standards for the standard curve. 
8.2.2 Weigh approximately 100 mg of FC-95 into a 1130 mL volumetric flask. 

Record the actual weight. 
8.2.3 Bring up to volume with dilute acetonitrile. 
8.2.4 Dilute the solution with dilute acetonitrile 1:10 for a solution of 

approximately 100 ppm. Dilute this solution 1:10 with dilute acetonitrile for 
a solution of approx. I0 ppm. 

8.2.5 Use the 10 ppm solution to make working standards with values close to 
5.0 ppm, 1.0 ppm and 500 ppb. 

8.3 Prepare Beef Liver Homogenate to Use for Standards 
8.3.1 Weigh 40 g of Bovine liver into a 250 mL Nalgene bottle containing 

200 mLs Milli-Q water. Grind to a homogenous solution. 
8.3.2 Add 1 mL of the solution to a 15 mL centrifuge tube. Prepare a total of eight 

1 mL aliquots of the solution in 15 mL centrifuge tubes. Be sure to re- 
suspend solution by shaking it between aliquots. 
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8.3.3 Spike seven ofthe |ml.aliquots with the following amounts of workingandards in 5p 9.12 of the procedure, One | mi. 310u0 Serves ss teblank.
Working Sardird T Appromate foal

(Approximate Conc.) ‘concentration ofFC95 in liverTTBa

8.4 Calculate the actual value ofthe standards:

uLofstandard xconcentration(inppm) = final concentration.(ppm)171 mg liver / T ml homogenate of FC-95 in liver

*Average weight of bovine liver in solutionasdetermined by weighing1 mL homogenatesof 40 me liver in 200 mLofMill-Q water. The amount ofFC:95 is reporteda equivalents of FC-95 potassium sil.
8.5 Calibration

8.5.1 Extract the spikedbeet liver homogenate following 9.13 10.923 of thismethod. Use these sandards to stabish your Cure on the massspecaomecer8.5.2 Aliematively, a sandard curve may be generated using ratiosofresponsesofthe perfluorooctansulfonate anion and the intemal standard anion versusconcentration of the perTuorooctunssulfonate anion.
8.6 Storage Conditions for Standards8.6.1 New standards ar prepared with cach analysis. Standards ae stored incovered plastic centrifuge tubes until the analysis on the massspectrometeris performed.
8.7 Storage Conditions for Standards8.7.1 Beet liver homogenatesmaybefrozen after preperation.

MERCER Samples. In spentissue, note hat he iver has no beenpackaged with other tissues.9-2 Usea dissecting scalpel and cutoff approximately 1 gof ver.9:3 Weighthe sample directly intoatared pastic grinding rae.9.4 Record the iver weigh n th study note book.9.5 Puta label on the vial with the stucy number, weigh, rabbit ID, date and analystinitials.
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8,3,3 Spike seven of the 1 mL aliquots with the following amounts of working 
standards in step 9.12 of the procedure. One 1 mL aliquot serves as the 
blank. 

Working Standard 
(Approximate Conc.) 

5O0 ppb 
500 ppb 
500 ppb 
5O0 ppb 

1 ppm 
5 ppm 
5 ppm 

Appmxirnate final 

100 
200 
300 
400 
500 
200 
300 

concentration of 
FC-95 in liver 

Blank 
0.292 ppm - 
0.584 ppm 
0.877 ppm 
1.168 ppm 
2.924 ppm 
5.848 ppm 
8.772 ppm 

8.4 

8.5 

8.6 

8.7 

Calculate the actual value of the standards: 

.uL of standard x concentration (in ppm) = final concentration (ppm) 
171 mg Liver’/1 ml homogenate                    of FC-95 in liver 

*Average weight of bovine liver in solution as determined by weighing 
1 mL homogenates of 40 mg liver in 200 mL of Milli-Q water. The amount of 
FC-95 is reported as equivalents of FC-95 potassium salt. 

Calibration 
8.5.1 Extract the spiked beef liver homogenate following 9.13 to 9.23 of this 

method. Use these standards to establish your curve on the mass 
spectrometer. 

8.5.2 Alternatively, a standard curve may be generated using ratios of responses 
of the perfluorooctansulfonate anion and the internal standard anion versus 
concentration of the per~iuorooctanesulfonate anion. 

Storage Conditions for Standards 
8.6.1 New standards are prepared with each analysis. Standards are stored in 

covered plastic centrifuge tubes until the analysis on the mass spectrometer 
is performed. 

Storage Conditions for Standards 
8.7.1 Beef liver homogenates may be frozen after preparation. 

9.0 PROCEDURI~S 
9.1 Obtain frozen liver samples. In spent tissue, note that the liver has not been 

packaged with other tissues. 
9.2 Use a dissecting scalpel and cut off approximately 1 g of liver. 
9.3 Weigh the sample directly into a tared plastic grinding tube. 
9.4 Record the liver weight in the study note book. 
9.5 Put a label on the vial with the study number, weight, rabbit ID, date and analyst 

initials. 
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9.6 Add2S mls war9:7 Grind the sample Put the grinder probe in th sample and grind or about 2.minus, unl he sample 53 homogenous solaion with ho urge chunks.9:8 Rinse the probe of into the sample with 2.9 mls wale wing + ppt.9:9. Take thegrinder apart and clean with methanol aes cach simple FollowAMDTEP229:10. Cap the sample and voree for 15 seconds.9.11 gn mLinto a 15mLcentrifuge tbe. Label thecentrifugetube with the identicalinformadion as the grinding tube. (SeeAMDTM4 Worksheet for documentingremaining steps.)9:12. Spike hebels homogentes wih the ppropriaeamount of FC-95 sandera5 described in 8.3,
9.13 Spike the. tangles andbeefliver homogenates with 100 ul.ofinternal standard.9-14 Aga 1mLof thesodiumcarbons bicarbonate buffer and 1milammosce
9.15 Using an analytical pipet, add 5mLethyl acetate.5:16 Cap the sampleand vortex 20 10 30 econ.
9.17 Putthemin the shaker for 20 min.9-18 Cenmifuge for 20 0 25 mines, unl the layersare well separated. Set the poweronthe entuge 025.
9-19 Remove 4mLsof the top organic layerto afresh 1SmLcentrifuge tbe witha §mL graduate glass pipe. Transer te abel oth es tube.9-20 Blow the samp down onthe analyca evaporator fo near dryness with iwogen,spproximately 30 40 minus. ‘9:21 Bring the remaining sscnple up in 1mLdite acetonitrile with an anlytl pips.9:22 Vortex 15 seconds.9.23 Transfer he sample 0.3 mL syringe. Attach a02 um nylon mesh fir, and filerth sample no afresh centri ube oa autovial. Label he tube or vial with hestudy nimbes and imal mabe:9:24 Cap and holdfo alysis by slectosprey mass spectroscopy.9.25 Complete AMDT-M-4 worksheet and attach to page of study notebook.

VALIDATION
10.1 Quality Control - no applicable10:2 Precision and Accuracy: not applicable
10.3 Other Validation Parameters. not applicable

paral
12.0 ATTACHMENTS

12.1 Worksheet AMDTM4

oeMaimenance ofUleaTuma T-25
4.0 REVISIONS

Revision RevisionNumber ReasonforChange. Dae
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9.6 
9.7 

9.8 
9.9 

9.10 
9.11 

9.12 

9.13 
9.14 

9.15 
9.16 
9.17 
9.18 

9.19 

9.20 

9.21 
9.22 
9.23 

9.24 
9.25 

Add 2.5 mLs water. 
Grind the sample. Put the grinder probe in the sample and grind for about 2 
minutes, until the sample is a homogeneous solution with no large chunks. 
Rinse the probe off into the sample with 2.5 mLs water using a pipet. 
Take the grinder apart and clean it with methanol after each sample. Follow 
AMDT-EP-22. 
Cap the sample and vortex for 15 seconds. 
Pipet 1 mL into a 15 mL cenwifuge tube. Label the centrifuge tube with the identical 
information as the grinding tube. (See AMDT-M-4 Worksheet for documenting the 
remaining steps.) 
Spike the beef liver homogenates with the appropriate amount of FC-95 standard 
as described in 8.3. 
Spike the samples and beef liver homogenates with i00 uL of internal standard. 
Add 1 mL of the sodium carbonate/sodium bicarbonate buffer and 1 mL ammonium 
acetate. 
Using an analytical pipet, add 5 mL ethyl acetate. 
Cap the sample and vortex 20 to 30 seconds. 
Put them in the shaker for 20 rain. 
Centrifuge for 20 to 25 minutes, until the layers are well separated. Set the power 
on the centrifuge to 25. 
Remove 4 mLs of the top organic layer to a fresh 15 mL centrifuge tube with a 5 
mL graduated glass pipet. Transfer the label to the fresh tube. 
Blow the sample down on the analytical evaporator to near dryness with nitrogen, 
approximately 30 to 40 minutes. 
Bring the remaining sample up in 1 mL dilute aeetonitri_le with an analytical pipet. 
Vortex 15 seconds. 
Transfer the sample to a 3 mL syringe. Attach a 0.2 ~m nylon mesh filter, and filter 
the sample into a fresh centrifuge tube or a autovial. Label the tube or vial with the 
study number and animal number. 
Cap and hold for analysis by electrospray mass spectroscopy. 
Complete AMI3T-M-4 worksheet and attach to page of study notebook. 

10.0 VALIDATION 
10.1 Quality Control - not applicable 
10.2 Precision and Accuracy- not applicable 
10.3 Other Validation Parameters- not applicable 

11,0 DATA ANALYSIS 
11.1 None 

12.0 ATTA(~HMENT$ 
12.1 Worksheet AMDT-M-4 

13.0 REFERENCES 
13.1 AMDT-EP-22 Routine Maintenance of Ultra-Turrax T-25 

14.0 REVISIONS 
Revision 

Number Reason for Change 
Revision 

Date 
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Worksheet AMDT-M-4
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Worksheet AMDT-M-4 

Sample 
Number 

set # 
Blank Liver 

~ sm~dv number 

Liver Extraction ProeesR- 

Pirm.t l m[. ofIJver Solutif}r} 

Pinet 100 uL of 12 nnm Internal Standard 

V~rte~, 15 St, P, 

FC-95 
approx 0.5 ppm 
actual ppm 
#W 

200 uL 
300 uL 
4"001]]’, 

FC-95 
approx 1 ppm 
actual ppm 
#W 

500 uL 

FC-95 
approx. 5 ppm 
actual ppm 
#W. 

200 u[. 
300 

Date 

vhem the off~inal worksheet is located ~ nd ntace a cODy, 

Date and 
Initials for Std. 

Std. # 

Pinet 1 roT. of 250 nmm Ammnnhlm Acetate, 

Pir~et l mL of 0_25 NaCO./025M Nal-lCO. Buffer 

8td # 

Pinet q ml. of Ethv! Aerate, 

~qha~e 20 

~entrifuge 20-25 

Remove a 4 mI aliouot of organic laver 

Blow down to near dr’,me.~g (<0 2’~ mr3 with N~ 

Add I m 

~ilter uginu a ~cc B-D ~vdn~e with a 0 2urn SRI filter ~nto a I 5 m[, alltO~amnl~ wi~l 
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1.1 This method is for he analysisforNuoride. thermally extracted From samplesusingthe Dohrmann DX2000 (AMDT-M-1), and collected in TISAB for. analysis with anon Selective Blcirode (ISE). The nays 1s performed using  SpaiLsSegmented Flow Analyzer with ISE.1:2 Samples can be dssus, ser, biological material, or othe materials exacted onihe Bohrmann
20KEYWORDS2.1 Scalar, segmentedflow,fords,

3.1 Follow standard laboratory safetypractices.

4.0 SUPPLIES AND MATERIA S
4.1 Supplies41.1 Sample cups, 4mL plastic cups with caps4112 Autopipets, oxford oequivalent wih plac tips4.1.3 Polypropylene volumetric flasks, 100 fl.4114 Cunidgecomponens, refer the Siar Methods foe components and partnumbers.4.1.5 Sample prefers, Evergreen
42 Reagents42.150 35. 30% SEAS, Detergent

4.2.2 TISAB IIbuffer solution: PurchaseTISAB IT from Orion. To 1 liter ofTISAB 112d 2.5mL or 100 ppm fluoride solution and 1mL Brij.4.2.3 Samples ising solution: Dilute TISAB 1 1:3 wih MTG ro4.2.4 Nitric acid solutionfordecontarniration, 1 N (lab grade): Slowly add64Ls concentated nice cid (HNO, 10.250 mL OF Mk-Q war orghe volume up 10 1 L with MUI-Q sir
4.3 Standards4.3.1 Stock solution, 100 ppm F: purchased from Orion.4.3.2 Intermediate standard, 10 ppm: Dilute 10 mLsofstock solution to 100mLsWAR MQ water, Use polypropylene vohrmsais fads4.3.3 Working standard: Mak up te Following working sandards by acing thevolumesofinrmediat o stock Sandard Ingen mine sok, pe“oxfordor pumpmate pipes, to 50 mLs ofTISAB and. diluting to 100 mLswith Milli-Q water.
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1.0 

2.0 

3.0 

SCOPE 
1.1 This method is for the analysis for fluoride, thermally extracted from samples using 

the Dohrmann DX2000 (AMDT-M-1), and collected in TISA B for analysis with an 
Ion Selective Electrode (ISE). The analysis is performed using the Skalar 
Segmented Flow Analyzer with ISE. 

1.2 Samples can be tissues, serum, biological material, or other materials extracted on 
the Dohrmann. 

KEyWORDS 
2.1 SkaIar, segmented flow, fluoride. 

PRECAUTIONS 
3. I Follow standard laboratory safety practices. 

4.0 SUPPLIES AND MATERIALS 
4.1 Supplies 

4.1.1 Sample cups, 4 mL plastic cups with caps 
4.1.2 Autopipets, oxford or equivalent with plastic tips 
4.1.3 Polypropylene volumetric flasks, 100 rnL 
4.1.4 Cartridge components, refer to the Skalar Methods for components and part 

numbers. 
4.1.5 Sample prefilters, Evergreen 

4.2 Reagents 
4.2. I Brij 35, 30% S.F.A.S. Detergent 
4.2.2 TISAB II buffer solution: Purchase TISAB II from Orion. To 1 liter of 

TISAB II add 2,5 mL or 100 ppm fluoride solution and 1 mL Brij. 
4.2.3 Sampler rinsing solution: Dilute TISAB II 1:1 with Milli-Q water. 
4.2.4 Nitric acid solution for decontamination, 1 N (lab grade): Slowly add 64 

mLs concentrated nitric acid (t-INO3) to 250 mL~ of Milli-Q water. Bring 
the volume up to 1 L with !vlilli-Q water. 

4.3 Standards 
4.3.1 Stock solution, 100 ppm F: purchased from Orion. 
4.3.2 Intermediate standard, 10 ppm: Dilute 10 mLs of stock solution to 100 mLs 

with Milli-Q water. Use polypropylene volumetric flasks. 
4.3.3 Working standard: Make up the following working standards by adding the 

volumes of intermediate or stock standard indicated on the table, using 
~oxford or pumpmate pipets, to 50 mLs of TISAB and diluting to 100 mLs 
with Milli-Q water. 

mLs of Stock S tandard 

0.3 
0.6 

w orKm.~ Standard 

0.015 ppm 
0.03 ppm 
0.06 ppm 
0.09 ppm 
0.12 ppm 
0.15 ppm 
0.3 ppm 
0.6 ppm 

mLs of Intermediate Standard 
0.15 
0.3 
0.6 
0.9 
1.2 
1.5 
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5.1 Sialar Segmented Flow Auto Analyzer Sans™ Sysem equipped wih TF

6.1 High concentrations of ‘alkalinity, chloride, phosphate, sulfateoriron can causea

reSamples shoud be amayeedinn 30d

SL rnarator ot CoADIZA —8.171 Prepare caliraton andres oe section 3
8.2 Calibration8.21" The sndacds are analyzedae the begianing ofthe run
8.3 Storage Conditions for Standards8.3.1" Sandards are stored in capped polypropylene value asks, NewSARIS Prepared 4nO OF very i oe

5.1 Start Up Procedure5-11 Clamp down th pumpdecks, i bars an samplr-pump ling,9712 But Toone coca bn thsepSar9.1.3 Tum on the power ofthe sampler, pumps, offset potentiometer and heatingson
9.1.4 Putthe reagentlines in the appropriate bottles.5.15 Tum on th interface, computer Gsply and printer. Make sure youturn on theintrace Belare the Saran pi9.1.6 Lerthe system siabilze for spoons Soenacs.

5:2 Staring a fun
9.2.11 Creat a sample table by selecting FILES, TABLE, and CREATE, ype inhe ar ofth Ce, ad pes ERTR9.2.2 Print the sample table, inserted inthe system table by pushing ESC,PRINT. GROUP 1. This wil pis esaca9.2.3 Dial th sampleseinstot pprogenesurabrofsamples, number ofESeo9.2.4 File sample tay win ih Sandor, semensecs. randEWRUNOUT cups on te samples soery ones an9.2.5 Sot basing,
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5.0 EOUIPMENT 
5.1 Skalar Segmented Flow Auto Analyzer SansPt~* System equipped with ISE 

6.0 INTERFERENCES 
6.1. High concentrations of al_kalinity, chloride, phosphate, sulfate or iron can cause 

interferences. 

7.0 

8.0 

SAMPLE HANDLING 
7.1 Samples should be stored in polyethylene bottles. Samples should be analyzed 

within 30 days. 

CALIBRATION AND STANDARDIZATIQN 
8.1 Preparation of Calibration Standards 

8.1. I Prepare calibration standards as in section 4.3. 

8.2 

8.3 

Calibration 
8.2.1 The standards are analyzed at the beginning of the run. 

Storage Conditions for Standards 
8.3.1 Standards are stored in capped polypropylene volumetric flasks. New 

standards are prepared at a minimum of every six months, or as necessary. 

9.0 PROCEDURE 
9.1 Start 

9.1. I 
9.1.2 
9.1.3 

9.1.6 

Up Procedure 
Clamp down the pumpdecks, air bars and sampler-pump tubing. 
Put the fluoride electrodes in the electrode chamber. 
Turn on the power of the sampler, pumps, offset potentiometer and heating 
bath. 
Put the reagent-lines in the appropriate bottles. 
Turn on the interface, computer, display and printer. Make sure you 
turn on the interface before the computer. 
_Let the system stabilize for approximately 30 minutes. 

9.2 Starting a Run 
9.2. I Create a sample table by selecting FILES, TABLE, and CREATE, type in 

the name of the file, and press ENTER.. 
9.2.2 Print the sample table, inserted in the system table by pushing ESC, 

PRINT, GROUP 1. This will print the entire run. 
9.2.3 DiM the sampler settings to the appropriate number of samples, number of 

seconds for sample wash, and number of seconds for the sample. 
9.2.4 Fill the sample tray with the standards, samples, washes and drifts. I’W and 

FW/RUNOUT cups on the sampler do not need to be filled. 
9.2.5 Set the baseline. 
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92:5. ISciect GRAPHICS, REAL TIME. IF you cannot ge real-time, youmay be inthe Duta Handling Panel. Switch to the Analysis Panel pyselccing CONTROL PANEL and pushing 57.9.2.5. 2Use the small screwdriver for the offset poterviometer to st thebas ioe. Adjust the baseline unl its spproximiely 3/4 inch omthe bottom of the screen.9.2.5. 3Check the highest standard and adjust the gain, if necessary, withthe interface screw #3.9-2.6 Go to CONTROL PANEL, and to analysis panel. Deselect the analysis tawill not be run. (Select or deselect analysis by pressing ENTER.) Press Tab.10 return to the Analysis Panel9.2.7 Press the spacebar 10bringup the local menu.9.2.8 Select START(0 start the analysis.9.2.9 Type your ID (initials), the sample table which you created under 9.2.1 (orpress ENTERforchoices), choose running with or without the system tateand select START ANALYSIS.9.2.10 After starting the software, start the sampler. Make sure that the sampler isset 10 the right number of samples and that the sample/washvair imes areOK.
9-2. 11Select GRAPHICS, REAL TIME to view the progress of the analysis.

9.3 Loading and Printing the Data-File515118 CONTROL PANEL, res ne spacebrobin up te local memand select LOAD. Select AUTOCALCULATION and enter the filename (orhighlight the file 0 be printed and press ENTER).9:3.2 To ew the calibasion curve, g0 GRAPHICS, CALIBRATIONURVE.
9.3.3 To prin the high level curve, push PRINT SCREEN,9.3.4 Toprnt the low level screen, push ESC to get out ofgraphics. SelectSETTINGS. Change the max y value to approximately 500. Go to CAL.CURVE and press ESC, and Enter. Press PRINT SCREEN,9.3.5 Retum to SETTINGS and change the max value back to 4095, go to EDIT,press ENTER and PRINT SCREEN to print sample peaks9.3.6 To print the result go to CONTROL PANEL, SPACEBAR, OUTPUT,OUTPUT. Select PRINTER for the Epson or PRN for the Laser.

9.4 Shutdown
9.4.1 Putall the reagent-lines in Mill-Q water9.4.2 Let the system rinse for approximately 30 minutes.9.4.3 After the system has rinsed completely, tum off the sampler, pump andoffset potentiometer. Tum off the heating bath on weekends, Leave liquid inhe lines.
9.4.4 Take the electrode out and soak in 100 ppm Fovernight,9.4.5 Release the pump-decks,airbarsand sampler pump-tubing.9.4.6 Select FILES, press ALT F and select QUIT (0 exit he program.9.4.7 On Friday, wmoff the computer, display and interface for the weekend.

10,0 VALIDATION
10.1 Quality Control

£0. 1. TRun a standard (id to high concensation) every 10 samples. Ifasignificant change in peak height occurs, only the samples before the lastacceptable standard wil be used. The remaining scmpies wil be reanalyzed.

I
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10.0 

9.3 

9.2.6 

9.2.7 
9.2.8 
9.2. 

9.2. 

9.2. 

9.2.5.1 Select GRAPHICS, REAL TIME. If you cannot get real-time, you 
may be in the Data Handling Panel. Switch to the Analysis Panel by 
selecting CONTROL PANEL and pushing F7. 

9.2.5.2 Use the small screwdriver for the offset potentiometer to set the 

base line. Adjust the baseline until it is approximately 3/4 inch fi’om 
the bottom of the screen. 

9.2.5.3Check the highest standard and adjust the gain, if necessary, with 
the interface screw #3. 

Go to CONTROL PANEL, and to analysis panel. Deselect the analysis that 
will not be run. (Select or deselect analysis by pressing ENTER.) Press Tab 
to return to the Analysis Panel. 
Press the spacebar to bring up the local menu. 
Select START to start the analysis. 
Type your ID (initials), the sample table which you created under 9.2.1 (or 
press ENTER for choices), choose running with or without the system table 
and select START ANALYSIS. 

0After starting the software, start the sampler. Make sure that the sampler is 
set to the right number of samples and that the sample/wash/air times are 
OK. 

1Select GRAPHICS, REAL TIME to view the progress of the analysis. 

Loading 
9.3.1 

9.2.2 

9.3.3 
9.3.4 

and Printing the Data-File 
Go to CONTROL PANEL, press the spacebar to bring up the local menu 
and select LOAD. Select AUTOCALCULATION and enter the filename (or 
highlight the file to be printed and press ENTER). 
To view the calibration curve, go to GRAPHICS, CALIBRATION 
CURVE. 
To print the high level curve, push PRINT SCREEN. 
To print the low level screen, push ESC to get out of graphics. Select 
SETTINGS. Change the max y value to approximately 900. Go to CAL 
CURVE and press ESC, and Enter. Press PRINT SCREEN. 
Return to SETTINGS and change the max value back to 4095, go to EDIT, 
press ENTER and PRINT SCREEN to pmnt sample peaks. 
To print the results go to CONTROL PANEL, SPACEBAR, OUTPUT, 
OUTPUT. Select PRINTER for the Epson or PRN for the Laser. 

9.4 Shutdown 
9.4.1 
9.4.2 
9.4.3 

9.4,4 
9.4.5 
9.4.6 
9.4.7 

Put all the reagent-lines in Milli-Q water. 
Let the system rinse for approximately 30 minutes. 
After the system has rinsed completely, turn off the sampler, pump and 
offset potentiometer. Turn off the heating bath on weekends. Leave liquid in 
the lines. 
Take the electrode out and soak in 100 ppm F overnight. 
Release the pump-decks, air bzu-s and sampler pump-tubing. 
Select FILES, press ALT F and select QUIT to exit the program. 
On Friday, turn off the computer, display and interface for the weekend. 

VALIDATION 
10.1 Quality Control 

10.1.1Run a standard (mid to high concentration) every 10 samples. Ifa 
significant change in peak height occurs, only the samples before the last 
acceptable standard will be used. The remaining samples will be reanalyzed. 
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10.2 Precision and Accuracy
10.2. See Method Validation Report number AMDT-M-8.0.V1

10.3 Other Validation Parameters10.4 Refer to Method Validation Report Number AMDT-M-8.0.V1
1L0DATAANALYSIS 0000000011.1 Calculations

LL. 1. I The standard curve is plotted by the Skalar software.11. 1.2All calculations are done by the Skalar software. © should be 0.995 orbeer.
11.2 Prepare spreadsheets to summarize data. Include sample volume, weights used etc,11.3 Wate the study number on the printout, initial, date the printout, and bind togetherwith all package documents and place in the study folder. Make a copy of thesummary sheetand wpe into the study notebook. Back up all data and spreadsheetsonto study disk and backup disks.
11.4 Electronic Data

11.4. 1GLP sudies: Electronic data is copied onto the Study floppy disk for eachstudy, and also data is copied onto a floppy disk that is stored in the lab.11.4.20ther studies: All data is copied onto a floppy disk that is stored in the ab.
12.0 ATTACHMENTS.
None

13.0 REFERENCES
13.1 AMDT-M-1,Thermal ExtractionofFluoride by Means ofa Modified DohrmannDX2000 Organic Halide Analyzer Liver13.2 Skalar Methods, #335, Skalar Methods Manual13.3 AMDT-EP-26, Operation and Maintenance of the Skalar Segmented Flow Analyzer

140REVISIONS00000000Revision RevisionNumber Reasonforchange Die
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11.0 

10.2 

10.3 
10.4 

Precision and Accuracy 
10. ~. lSee Meth~xI Validation Report number AMDT-M-8.0.VI 

Other Validation Parameters 
Refer to Method Validation Report Number AMDT-M-8.0.VI 

DATA ANALYSIS 
11. I Calculations 

1 I. 1. IThe standard curve is plotted by the Skalar software. 
1 1.1.2 All calculations are done by the Skalar software, r2 should be 0.995 or 

better. 
1 1.2 Prepare spreadsheets to summarize data. Include sample volume, weights used etc. 
1 I. 3 Write the study number on the printouts, initial, date the printout, and bind together 

with all package documents and place in the study folder. Make a copy of the 
summary sheet and tape into the study notebook. Back: up all data and spreadsheets 
onto study disk and backup disks. 

11.4 Electronic Data 
11.4.1GLP studies: Electronic data is copied onto the Study floppy disi¢ for each 

study, and also data is copied onto a floppy disk that is stored in the lab. 
11.4.2 Other studies: All data is copied onto a floppy disk that is stored in the lab. 

!2,0 ATTACHMENTS 
None 

13.0 REFERENCES 
13.1 AMDT-M-1, Thermal Extraction of Fluoride by Means of a Modified Dohrrnann 

DX2000 Organic Halide Analyzer-Liver 
13.2 Skalar Methods, #335, Skalar Methods Manual 
13.3 AMDT-EP-26, Operation and Maintenance of the Skalar Segmented Flow Analyzer 

14.0 REVISIONS 
Revision 
Number      Reason for chang~ 

Revision 
Date 
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Method 

Thermal Extraction of Fluoride by Means of a Modified Dohrmann DX2000 
Organic Halide Analyzer - Serum 

Method Identification Number: AMDT-M-14 Adoption Date: /o- 3 -.’~ ~" 

Revision Number: 0 Revision Date: None 

Author: Rich Youngblom 

Approved by: 

Leader ~./ Date 

¯ Quality Assurance Date 

Software: MS Word 5.1a 

Affected Documents: AMDT-M-2 Fluoride Measurement by Means of an Orion EA940 
Expandable Ion Analyzer 

AMDT-EP-3 Routine Mainten~ce of" a Modified Dohrmarm DX2000 
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SCOPE,APPLICABLE COMPOUNDS, AND MATRICES

1.1 Scope: This method is for the operationof a Dohrmann DX2000 when it isusedto extractfluoride from various matrices. The fluoride is typically collected in TISAB solutionforanalysis
‘with an ion selective electrode.
1.2 Applicable Compounds: Flsorochemicalsor ther fluorinated compounds.1.3 Matrices: Biological fluids, particulary serum.
2.0 KEYWORDS

2.1 Fluoride, fluorine, extraction, pyrolysis, ionization, ion selective electrode, Dohrmann, halide,DX2000, fluorochemicals
3.0 PRECAUTIONS

3.1 Glassware and exhaust gases can be extremely hot
32 Glassware i fragile, broke glass may cause joes
3.3 Pressurized gases, proper compressed gas handling practices required.34 Solvent based samples may flash, may need 10 allow them to dry down before starting rn.
3.5 Potential biohazards due to the biological matrices. Use appropriate personal protectiveequipment.
4.0 SUPPLIES AND MATERIALS

4.1 Compressed Oxygen, Hydrocarbon free, regulatedto 30 PSL42 Compressed Heliam, High Purity Grade, regulated10 45 PST
4.3 Quartz glass sample boat with Teflon™ tubing, Dohrmann 890-097 or equivalent.44 Quart glass combustion tube, Reliance Glass. G-9403.012 or equivalent45 Orion 940999 Toral Tonic Srengih Adjustment Bur (TISAB 11) or equivalent.46 Sample collection vals, HDPE.
47MlQ™ water
48 Polystyrene pipetes.
49 Activated Charcoal,E. Merck 2005 or equivalent.410 Hamilton Syringe or equivalent.
411 Miscellancous laboratory glassware
5.0 EQUIPMEN

5.1 Rosemount Dokrmann DX2000 Organic Halide Analyzer, modified for fluoride extraction.52 IBM compatible 386 or 486 computer.
5.3 DX2000 software, version 1.00, modified for fluoride extraction.5.4 Excel Spreadsheet, version 5.0.0 grater
6.0 INTERFERENCES

6.1 Sample size is limited to approximately 100 I. This may vary fom matrix to matrix.
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1.0 SCOPE , APPLICABLE COMPOUNDS, AND MATRICES 

1.1 Scope: This method is for the operation ofa Dohrmann DX2000 when it is used to extract 
fluoride from various matrices. The fluoride is typically collected in TISAB solution for analysis 
with an ion selective electrode. 
1.2 Applicable Corn pounds: Fluorochemicals or other fluorinated compounds. 
1.3 Matrices: Biological fluids, particularly serum. 

2.0 KEYWORDS 

2.1 Fluoride, fluorine, extraction, pyrolysis, ionization, ion selective electrode, Dohrmann,.halide, 
DX2000, fluorochemicals. 

3.0 PRECAUTIONS 

3.1 Glassware and exhaust gases can be extremely hot. 
3.2 Glassware is fragile, broken glass may cause injuries. 
3.3 Pressurized gases, proper compressed gas handling practices required. 
3.4 Solvent based samples may flash, may need to allow them to dry down before starting run. 
3.5 Potential biohazards due to the biological matrices. Use appropriate personal protective 
equipment. 

4.0 sLrPPLIES AND MATERIALS 

4.1 Compressed Oxygen, Hydrocarbon free, regulated to 30 PSI. 
4.2 Compressed Helium, High Purity Grade, regulated to 45 PSI. 
4.3 Quartz glass sample boat with TeflonTM tubing, Dohrrnann 890-097 or equivalent. 
4.4 Quartz glass combustion tube, Reliance Glass G-9405-012 or equivalent. 
4.5 Orion 940999 Total Ionic Strength Adjustment Buffer (TISAB II ) or equivalent. 
4.6 Sample collection vials, HDPE. 
4.7 Milli-QTM water 
4.8 Polystyrene pipettes. 
4.9 Activated Charcoal, E. Merck 2005 or equivalent. 
4.10 Hamilton Syringe or equivalent. 
4.11 Miscellaneous laboratory glassware 

5.0 EQUIPMENT 

5.1 Rosemount Dolwmarm DX2000 Organic Halide Analyzer, modified for fluoride extraction. 
5.2 IBM compatible 386 or 486 computer. 
5.3 DX2000 software, version 1.00, modified for fluoride extraction. 
5.4 Excel Spreadsheet, version 5.0 or greater 

6.0 INTERFERENCES 

6.1 Sample size is limited to approximately 100 ~.1. Thi.s may vary from matrix to matrix. 
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7.0 SAMPLE HANDLING

7.1 Samples ere tobe handled with plasic pipeties. A new pipette i to be used for cach sample

8.0 CALIBRATION AND STANDARDIZATION

8.1 Preparationof Calibration Standards

8.1.1 The standards required for each project will needtobe appropriate for that individual project,Refer 10 protocol for that project.
8.1.2 Typically 50-500 ppm FC-95 in methanol standards are used.
8.1.3 For rabbit serum studies, se beefserum as the matrix.
82 Calibration - Overview

“The normal calibration isthe fluoride curve (AMDT-M-2). However, ifanoptional spiked serumcurve is required the procedure listed below is used.
82.1 A calibration curve for the DX2000 is generated by spiking samples with known standardsand combusting them using the same methods and matrix type as the samples to be tested.822 Typically, three replicatesof each standard and five concentrationsof standards will be:
spiked.
823 Standard curve will be plotted as Mass Spiked F (ug) on the x-axis and Standard Mass.Recovered F (ug) on the y-axis. Generatea regression curveand calculate the equation forthe line
and the 2 value.
8.2.4 Mass Spiked F (ug) = (Amount spiked in mL) x( Conc. of standard in ppm)x (0.6004)*FC-95 is 60.04% F therefore 0.6004 is the factorusedtoconvert FC-95 to F825 Standard Mass Recovered F (ug) = (TISAB volume in mL) x (Orion reading in pprn)
8.3 Calibration - Procedure

8.3.1 Start Up
83.1.1 Run 2 or more Clean Cycles when starting instrument each day. More clean cycles maybe used ifthe previous samples contained high concentrations of fluoride.
8.32 Blanks
83.2.1 Prepare sample using the same methods and typeofmatrix as the test sample.832.2 For rabbit studies, usebeefserum as the matrix.
83.2.3 Put serum blank in Dokrmann boat. Combust sample as described in section 9.0 andanalyze sample according to method AMDT-M-2 for the ion selective electrode analysis.83.2.4 For rabbit studies, the meter reading for a blank sample should be 0.03 pprm or lowerbefore proceeding with the calibration. Burn scmples until this limit is reached, or until in theJudgement of the operator the reading is stable with respect to historical readings (previous 48hours)
83.25 For non-rabbit studies, the blank readings should reach 2 predetermined ion concentrationbefore proceeding with the calibration.
8326 It may be necessary © mix approximately 50 mgofcharcoal with the sample to aidcombustion
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7.0 SAMPLE HANDLING 

7.1 Samples are to be handled with plastic pipettes. A new pipette is to be used for each sample. 

8.0 CALIBRATION AND STANDARDIZATION 

8.1 Preparation of Calibration Standards 

8.1.1 The standards required for each project will need to be appropriate for that individual project. 
Refer to protoco! for that project. 
8.1.2 Typically 513-500 ppm FC-95 in methanol standards are used. 
8.1.3 For rabbit serum studies, use beef serum as the matrix. 

8.2 Calibration - Overview 

The normal calibration is the fluoride curve (AMDT-M-2). However, if an optional spiked serum 
curve is required the procedure listed below is used. 

8.2.1 A calibration curve for the DX2000 is generated by spiking samples with known standards 
and combusting them using the same methods and matrix type as the samples to be tested. 
8.2.2 Typically, three replicates of each standard and five concentrations of standards will be 
spiked. 
8.2.3 Standard curve will be pletted as Mass Spiked F (ug) on the x-axis and Standard Mass 
Recovered F (ug) on the y-axis. Generate a regression curve and calculate the equation for the line 

and the r2 value. 
8.2.4 Mass Spiked F (ug) = (Amount spiked in mL) x ( Conc. of standard in ppm) x (0.6004)* 

*FC-95 is 60.04% F therefore 0.6004 is the factor used to convert FC-95 to F 
8.2.5 Standard Mass Recovered F (ug) = (TISAB volume in mL) x (Orion reading in ppm) 

8.3 Calibration - Procedure 

8.3.1 Start Up 
8.3.1.1 Run 2 or more Clean Cycles when starting instrument each day. More clean cycles may 
be used if the previous samples contained high concentrations of fluoride. 

8.3.2 Blanks 
8.3.2.1 Prepare sample using the same methods and type of matrix as the test sample. 
8.3.2.2 For rabbit studies, use beef serum as the matrix. 
8.3.2.3 Put serum blank in Dolwmarm boat. Combust sample as described in section 9.0 and 
analyze sample according to method AMDT-M-2 for the ion selective electrode analysis. 
8.3.2.4 For rabbit studies, the meter reading for a blank sample should be 0.03 ppm or lower 
bet’ore proceeding with the calibration. Burn samples until this limit is reached, or until in the 
judgement of the operator the reading is stable with respect to historical readings (previous 48 
hours). 
8.3.2.5 For non-rabbit studies, the blank readings should reach a predetermined ion concentration 
before proceeding with the calibration. 
8.3.2.6 It may be necessary to mix approximately 50 mg of charcoal with the sample to aid 
combustion. 
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833 Standard Curve
83.3.1 If beefserum is frozen, thaw at last cough to complete the standard curve analysis for theday (=30 mL).
83.3.2 Pipette 1004L ofbeefserum into Dohrmann sample boat.
83.3.3 Start with the lowest standard concentration. Using a Hamilton syringe, cjecta fixed.quantityofthe standard on or inthematrix. For rabbit studies, use 4 uLof standard and eject it onorin thebeefserum.
833.4 Atleast3 replicates should be used for the lowest standard concentration; more replicatesmay be used at the discretionofthe analyst.
8.33.5 Combust the sample as described in section 9.3 and analyze accordingto AMDT-M-2,8336 Run all IS standards. [fone replicate is significantly differen from the other tworeplicates, run another sample for that sandard. Indicate in daa that the new replicate replaces theold replicate and that the new replicate wil be used to calculate the regression curve.
8.3.3.7 When all standards have been run, calculate the £2. 12 mustbeat least 0.95. Ifitismot atleast 0.95, consult with supervisor.
833.8 A new standard curve shouldberun when the combustiontubeor sample matrix ischanged. New standard curve may also be rur at the discretionofthe analyst.
8.4 Storage Conditions for Standards
8.4.1 Storage requirements for standards are dependent on the individual standards used.Typically, standards are sored at room temperature in plastic screw top bottles.8.42 New FC-95 standards should be prepared at least once & month.

2.0 PROCEDURES

9.1 Typical Operating Conditions:
9.1.1 Combustion tube temperature = 950°C.
9.1.2 Oxygen and Helium flow = 50 cc/minte.
9.13 Vaporization/Drying time = 240 seconds.
9.1.4 Bake time = 300 seconds.
9.2 Start Up Procedure:
92.1 Ifthe prograr is not stared, stat the EOX program on the PC.
9.2.2 Open the SYSTEM SETUP window.
9.2.3 Put the fumace modal and the cell in the READY mode.
9.2.4 Close the SYSTEM SETUP window.
9.2.5 When the oven has reached the READY temperature, run the CLEAN BOAT programfound in the CELL CHECK menu.
9.2.6 See AMDT-EP-3 for detailsofthe Dohrmann software.
9.3 Sample Extraction Procedure:
9.3.1 Open the SAMPLE HATCH and pipette 100Lofsample into the BOAT. It may be.necessarytomix approximately SO mgof charcoal with the sampleto aid combustion. Ifthis isdone, charcoal should also be mixed in while establishing the baseline and when generating thestandard curve
932 Close SAMPLE HATCH,
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8.3.3 Standard Curve 
8.3.3.1 If beef serum is frozen, thaw at least enough to complete the standard curve analysis for the 
day (=30 mL). 
8.3.3.2 Pipette 100,aL of beef serum into Dohrrnann sample boat. " 
8.3.3.3 Start with the lowest standard concentration. Using a Hamilton syringe, eject a fixed 
quantity of the standard on or in the matrix. For rabbit studies, use 4 uL of standard and eject it on 
or ~ the beef serum. 
8.3.3.4 At least 3 replicates should be used for the lowest standard concentration; more replicates 
may be used at the discretion of the analyst. 
8.3.3.5 Combust the sample as described in section 9.3 and analyze according to AMDT-M-2. 
8.3.3.6 Run all 15 standards. If one replicate is significantly different from the other two 
replicates, run another sample for that standard. Indicate in data that the new replicate replaces the 
old replicate and that the new replicate will be used to calculate the regression curve. 

8.3.3.7 When all standards have been run, calculate the r2. r2 must be at least 0.95. If it is not at 
least 0.95, consult with supervisor. 
8.3.3.8 A new standard curve should be run when the combustion tube or sample matrix is 
changed, New standard curve may also be run at the discretion of the analyst. 

8.4 Storage Conditions for Standards 

8.4.1 Storage requirements for standards are dependent on the individual standards used. 
Typically, standards are stored at room temperature in plastic screw top bottles. 
8.4.2 New FC-95 standards should be prepared at least once a month. 

9.0 PROCEDURES 

9.1 Typical Operating Conditions: 
9.1.1 Combustion tube temperature.= 950~.C. 
9.1.2 Oxygen and Helium flow = 50 co/minute. 
9.1.3 Vaporization/Drying time = 240 seconds. 
9.1.4 Bake time = 300 seconds. 

9.2 Start Up Procedure: 

9.2.1 If the program is not started, start the EOX program on the PC. 
9.2.2 Opera the SYSTEM SETUP window. 
9.2.3 Put the 5anaace module and the cell in the tLEADY mode. 
9.2.4 Close the SYSTEM SETUP window. 
9.2.5 When the oven has reached the READY temperature, run the CLEAN BOAT program 
found in the CELL CHECK menu. 
9.2.6 See AM73T-EP-3 for details of the Dohrmann soft:ware. 

9.3 Sample Extraction Procedure: 
9.3.1 Open the SAMPLE HATCH and pipette 100gL of sample into the BOAT. It may be 
necessary to mix approximately 50 mg of charcoal with the sample to aid combustion. If this is 
done, charcoal should also be mixed in while establishing the baseline and when generating the 
standard curve. 
9.3.2 C]ose SAMPLE HATCH. 

4 00007 

2807.0076 
3MA01502243 



9.3.3 Add appropriate volumeofTISAB solution or 1:1 TISAB:Mill-QM water mixture toa
Iabeled sample collection vial. Typically0.6 mi to 15 mL are uscd. Forrabbit sadics, use 1.0 or20m of 111 TISAB:Mill-QP™ water misture
9.3.4 Place the vial so that the tip of the COMBUSTION TUBE is in the TISAB at least 0.25
inches. Gases released during pyrolysis must bubble trough the TISAB.
9.3.5 Run the EOX-WATER program found in the RUN menu.
93.6 When the EOX program i nished. remove the calectio vial from the combustion tube.
9.3.7Ifundiluted TISAB was used to collect the sample, add an equal volume of Milli-Q™ water
<o the TISAB to make 1:1 TISAB:Mili-Q™
9.3.8 Rinse the end of the combustion tube with Milli-Q™ water and wipe with a KIMWIPEto
removeany TISAS remaining onth tube.
9.3.9 Open the sample hatch and remove any remaining ash from the boat. Ash can be removed *
witha cotton tipped applicator andlor vacuumed out. It may be necessaryto scrap particles of the
bottom with a spaula or other similar device. A dropof Milli-Q water may be added to the
bost t0.aid in the Clean Cycle.
93.10 Close the hatch.
9311 Run the CLEAN BOAT program
9.3.12 Sample is ready for analysis by ion selective electrode (AMDT-M-2).

9.4 Sample Calculations
9.4.1 Use the standard curve ocalculate the sample value
9.4.2 Sample Mass RecoveredF (ug) = (TISAB vol in rr) x(Orion readinginpom«iterceps)

(Slope)

.0 VALIDATION

10.1 Quality Control
10.1.1 Daily Start Up Check Samples: Once the standard curve is established, each day of
analysis is started by analyzing QC samples. The QC samples are to be the same as the lowest
concentration spiked samples usedtogenerate the standard curve. Each concentration must be
done in triplicate unless th first two replicates are within 20% ofthe standard curve, then third
replicate is not necessary.

102 Precision and Accuracy: See method development analysis and sample analysis in
Fluoride Notebooks 2,3, and 5. Precision and accuracy varies when analyzing samplesofdiferent
matrices and differen reference compounds.
103 Other Validation Parameterss NA

11.0 DATA ANALYSIS

111 Calculations
11.11 For the standard curve, use regression analysis in Excel, version 5.0 or greater.
1112 To calculate the fluoride contraction in the sample, see method AMDT-M-2
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9.3.3 Add appropriate volume of TISAB solution or 1:1 TISAB:Milli-QTM water mixture to a 
labeled sample collection vial. Typically 0.6 mL to 15 mL are used. For rabbit studies, use 1.0 or 
2.0 mL of 1 : 1 TISAB:Milli-QTM water mixture. 
9.3.4 Place the vial so that the tip of the COMBUSTION TUBE is in the TISAB at least 0.25 
inches. Gases released during pyrolysis must bubble through the TISAB. 
9.3.5 Run the EOX-WATER program found in the RUN menu. 
9.3.6 When the EOX program is finished, remove the collection vial from the combustion tube. 
9.3.’7 If undiluted TISAB was used to collect the sample, add an equal volume of Milli-QTM water 
to the TISAB to make 1 : 1 TISAB:Milli-QTM. 
9.3.8 Rinse the end of the combustion tube with Milli-QTM water and wipe with a KIMWI~PE to 
remove any TISAB remaining on the tube. 
9.3.9 Open the sample hatch and remove any remaining ash from the boat. Ash can be removed ’ 
with a cotton tipped applicator and/or vacuumed out. It may be necessary to scrap particles off the 
bottom with a spatula or other similar device. A drop of Milli-QTM water may be added to the 
boat to aid in the Clean Cycle. 
9.3.10 Close the hatch. 
9.3.11 Run the CLEAN BOAT program. 
9.3.12 Samp]e is ready for analysis by ion selective electrode (AMDT-M-2). 

9.4 Sample Calculations 

9.4.1 Use the standard curve to calculate the sample value. 
9.4.2 Sample Mass Recovered F (ug) = (TISAB vol in mL) x (Orion reading in ppm - intercept) 

(Slope) 

10.0 VALIDATION 

10.1 Quality Control 
10.1.1 Daily Start Up Check Samples: Once the standard curve is established, each day of 
analysis is started by analyzing QC samples. The QC samples are to be the same as the lowest 
concentration spiked samples used to generate the standard curve. Each concentration must be 
done in triplicate unless the t-u-st two replicates are within 20% of the standard curve, then a third 
replicate is not necessary. 

10.2 Precision and Accuracy: See methc~l development analysis and sample analysis in 
Fluoride Notebooks 2,3, and 5. Precision and accuracy varies when analyzing samples of different 
matrices and different reference compounds. 

10.3 Other Validation Parameters: NA 

11.0 DATA ANALYSIS 

11.1 Calculations 

11.1.1 For the standard curve, use regression analysis in Excel, version 5.0 or greater. 
11.1.2 To calculate the fluoride contraction in the sample, see method AMDT-M-2. 
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112 Analyzing the Data

112.1 £2 must be at least 0.95 or greater. “Outliers” may be excluded if two of the three replicates
are within 20%ofeach other and the outlier is greater than 200% of the average of those two or
less than 50% of the average of those two. Any such outliers should be pointed out in the data and
noted in the Final Repor along with the reason it was considered an outlier.

12.0ATTACHMENTS

None

13.0REFERENCES ~~~

13.1 Rosemount Dohrmarn DX2000 Organic Halide Analyzer Operator's Manual (Manual 915-
349, revision B, December 1993)
13.2 AMDT-M-2 Fluoride Measurement by Meansofan Orion EA940 Expandable lon
Analyzer
13.3 AMDT-EP-3 Routine Mainienance ofaModified Dokrmann DX2000 Orgaric Halide
Analyzer

14.0 REVISIONS

Revision Revision
Number Reasonfor Change Date
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11.2 Analyzing the Data 

11.2.1 r2 must be at least 0.95 or greater. "Outliers" may be excluded if two of" the three replicates 
are with.in 20% of each other and the outlier is greater than 200% of the average of those two or 
less than 513% of the average of those two. Any such outliers should be pointed out in the data and 
noted in the Final Report along with the reason it was considered an outlier. 

12.0 ATTACHMENTS 

None 

13.0 REFERENCES 

13.1 Rosemount Dohrmann DX2000 Organic Halide Analyzer Operator’s Manual (Manual 915- 
349, revision B, December 1993) 
13.2 AMDT-M-2 Fluoride Measurement by Means of an Orion EA940 Expandable Ion 
Analyzer 
13,3 AMDT-EP-3 Routine Maintenance of a Modified Dokrmann DX2000 Organic Halide 
Analyzer 

14.0 REVISIONS 

Revision Revision 
Number Reason for Change Date 

000158 
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9.3 Quality Assurance Unit Statement

000159 000079

aworsozz4s
2807.0079

9.3 Quality Assurance Unit Statement 
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AntachmentD

GLP Study
Quality Assurance Statement

Study Title: Single-dose Intravenous Pharmacokinetic Study of T-6246 in Rabbits
Study Number: AMDT-042085.1 NameofAuditor: KeiRambo

“Thi study has been inspectedbythe Quality Assurance Unita indicated in the following tae.
“Ihe findings wero reponed 0 the study director and management.

Inspection Dates Date Inspection ©
EIU me Nase Subbmes
013.95 111395 Final Report 11395 111395

J

loki 5
)AU Auditor Date
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Attachment D 

GLP Study 
Quality Assurance Statement 

Study Title: 

Study Number. 

Single-dose Intravenous Pharmacokinetic Study of T-6246 in Rabbits 

AMDT-042095.1 Name of Auditor: Karl Rambo 

This study has been inspected by the Quality Assurance Unit as indicated in the following table. 
The findings were reported to the study director and management. 

Inspection Dates Date Inspection Reported to 
From To phase Management Study Director 

i1-13-95 11-13-95 Final Report 11-13-95    11-13-95 

Date 
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9.4 Key Personnel Involved in the Study
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9.4 Key Personnel Involved in the Study 
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3M Environmental Laboratory

Key Personnel

R ‘Thermal extraction followed by analysis using Orion ion analyzer:
Jim Johnson |
Deb Wright !
Rich Youngblom
Deann Plummer

‘Thermal extraction followed by analysis using Skalar segmented flow
analyzer with ion selective electrode:

Jim Johnson
Deb Wright
Rich Youngblom
Deann Plummer

Documentation and Reporting:
Jim Johnson
Rich Youngblom

Quality Assurance Unit:
Gale Van Buskirk
Cynthia Weber
Kari Rambo
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3M Environmental Laboratory 

Key Personnel 

Thermal extraction followed by analysis using Orion ion analyzer: 
Jim Johnson                    , 
Deb Wright                   ~ 
Rich Youngblom 
Deann Plummet 

Thermal extraction followed by analysis using Skalar segmented flow 
analyzer with ion selective electrode: 

Jim Johnsen 
Deb Wright 
Rich Youngblom 
Deann Plummer                                    ’ 

Documentation and Reporting: 
Jim Johnson 
Rich Youngblom 

Quality Assurance Unit: 
Gale Van Buskirk 
Cynthia Weber 
Karl Rambo 
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9.11 Data
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9.11.1 Summary and raw data; ug F* in whole liver as
determined by thermal extraction followed by analysis using
Orion ion analyzer.
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9.11.1 Summary and raw data; ug F in whole liver as 
determined by thermal extraction followed by analysis using 
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SummaryofCombustion Data- Liver
AMDT-042095.1, HWI 6329-159

As Referenced in Final Report section 6.0 DATA ANALYSIS

‘Total ug Fluoride in Whole Liver
Mean per Dose Group per Day Sacrifised*

bg Std.Dev.
Control Group, Day 15+ 27.1 + 3.1

Control Group, Day 28 38.7 + 163

100 mg/kg dose (T6246), Day 15 37.4 £ 7.9
(0.12 mg/kg)***

100 mg/kg dose (T6246), Day 28 29.6 + 1.3
(0.12 mg/kg)***

500 mg/kg dose (T6246), Day 15 123.1 + 14.0
(0.60 mg/kg)***

500 mg/kg dose (T6246), Day 28 100.5 + 59
(0.60 mg/kg)***

“Calculated as a mean triplicate samples from each of two male and two female rabbits.
#*Only two livers analyzed from this group.
#4*Test material is a 0.12% solution of FC-95, actual dose in parenthesis.
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Summary of Combustion Data - Liver 

AMDT-042095.1, HWI 6329-159 

As Referenced in Final Report section 6.0 DA TA ANAL YSIS 

Total pg Fluoride in Whole Liver 

Mean per Dose Group per Day Sacrifised* 

Std. Dev. 

ControlGroup, Day 15"* 27.1 _+ 3.1 

Control Group, Day 28 38.7 + 16.3 

100 mg/kg dose (T6246), Day 15 

(0.12 mg/kg)*** 

37.4 + 7.9 

100 mgikg dose (T6246), Day 28 

(0.12 mg/kg)*** 

29.6 + 1.3 

500 mg/kg dose (T6246), Day 15 123.1 + 14.0 

(0.60 mg/kg)*** 

500 mg/kg dose (T6246), Day 28 100.5 + 5.9 
(0.60 mg/kg)*** 

*Calculated as a mean triplicate samples from each of two male and two female rabbits. 

**Only two livers analyzed from this group. 

***Test material is a 0.12% solution of FC-95, actual dose in parenthesis. 
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FC95 

ID 

liver blank-1 

liver blank-2 
liver blank-3 
F54075-1 
F54075-2 

F54075-3 

F54081-1 

I=54081-2 

F54081-3 
F54105-1 

F54105-2 
F54105-3 
F54107-1 

F54107-2 
F54107-3 

F54074-1 

F54074-2 

F54074-3 
F54085-1 
F54085-2 
F540653 
Liver BIk-1 

Liver BIk-2 
Liver Spk-1 

Liver Spk-2 
Liver Spk-3 
Liver Spk-4 

Liver Spk-5 

blank 1 
blank 2 

spike-1 
spike-2 
spike-3 
spike-4 
spike-5 
spike-6 

blk 1 

blk2 
spk 1 

spk2 
spk 3 
spk4 

F54082-1 
F54082-2 
F54082-3 
F54111-1 

F54111-2 
F54111-3 

% 
rcvry 

4O% 
45% 
40% 

39% 
54% 

91% 

106% 
118% 

97% 
136% 
96% 

119% 
113% 

106% 
103% 

Actual 
ppm F- 

in liver 

0.776 

0.500 
0.480 
0.401 
0.523 

0.313 

0.308 
0.448 

0.404 
0.267 

0.431 
0.319 
1.34 

0.542 
0.459 

0.350 

0.265 

0.393 
0.312 

0.272 
0.637 
0.437 

0.185 
0.553 

0.469 
0.389 
0.418 
0.660 

0.528 
0.334 

1.26 

1.11 
1.15 
1.04 
1.65 
1.06 

0.530 

0.264 
1.15 
1.14 

0.979 
1,11 

1.22 
1.25 
1,21 
1.21 
1,11 

1.17 

Average 
ppm F- 

in liver 

0.412 

0.387 

0.339 

0.780 

0.336 

0.407 

1.23 

1.17 

liver 
bumecl 
(grams) 
0.113 

0.117 
0.131 

0.131 
0.120 
0.132 

0.125 
0.116 

0.108 
0.151 

0.105 
0.117 
0~107 

0,135 
0.129 

0.123 
0.144 

0.111 
0.149 
0.149 
0.101 
0.097 

0.148 

0.110 

0.145 
0.156 

0.142 
0.t25 

0.097 
0.148 
0.110 

0.145 
0.156 

0.142 
0.125 
0.137 

0.153 
0.161 
0.157 
0.150 

0.164 
0.141 

0.160 
0.163 
0.156 
0.121 
0.115 
0.136 

Whole 
liver 

weight 
(grams) 

60.3 
60.3 

60.3 

80.6 
80.6 

80.6 
86.4 
86.4 
86.4 
80.6 
80.6 
80.6 

82.9 
82.9 

82.9 
81.0 
81.0 

81.0 

89.0 
89.0 
89.0 

83.8 

83.8 
83.8 

Total F- in 
whole 
liver 
(ug) 

24.8 

31.2 

29.3 

62.9 

27.9 

33.0 

109.4 

97.7 

Page 1 

Dosage 

(mg/kg) 

0.0 

0.0 

0.0 

0.0 

0.0 

0.0 

500 

500 
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Fess Actual Average Whale Total Fin
pom. ppmF- liver liver whole

» % inliver inlver bumed weigh fiver Dosage
ory WM) WM) Gams) Gam G9) (maiko)£54079-1 147 0157 831

F54079-2 120 118 OM2 81 e950
F54079.3 118 041 831
Fated 136 0154 720

re 13 13s 00 720 ent 50
E5116 138 0is7 120
Faria 1.44 0134 ss
Esstia2 155 146 018 978 429 500
Fsa1123 140 ois ss
F54076-1 169 0139 781
F54076.2 181 176 014 781 tae 500
£54076. 78 ite 781
E5113 124 145 915
Fsatiz2 133 13 0 sis aT so
Fsa1133 142 0117 ots
F501 1.58 0134 864
F54084-2 173 166 00 S64 1104 500

F54084-3 168 0120 664
F54098.1 145 0135 790

F54098.2 133 148 07 70 173 500
F54008.3 161 0125 790
F54087-1 0.400 0130 837

Fs4087-2 ous ows oi 87 ss 100
Fsd087-3 0382 orks 87
F54008-1 133 0134 843
F5d088-2 0485 0765 O48 843 644 100
F5d088.3 0482 or 843
LIVER BLK 1 0259 o18e
LVERBLK 2 0132 a8
UVERSPK1 89% 105 o128
UVERSPK2 111% 130 0129
LIVER BLANK 0243 0.140
UVER SPIKES 111% 127 0133
fiver blank 038s ott
F54085-1 0388 0183 718
F54089:2 034 034 0157 718 283 100
F54089.3 0391 07 718
F54009-1 0502 0139 21
F54089:2 0504 04s3 Oto 821 387 100
F54099.3 04s ose a2

Fsatiat 0337 0157 810
Fsati42 0372 09 013% 80 200 100
FSa1i43 03867 0155 810
F54100-1 0383 0133 740
F54109.2 037 0400 013 740 298 100
F54100.3 ost 01s 740
F54080-1 0.480 of 754

Fson02 075 03 of 754 28 100
Fs0n0-3 0132 0103 754 00057
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FC95 

ID 

F54079-1 

F54079-2 
F54079-3 

F54116-1 

F54116-2 
F54116-3 

F54112-1 
F54112-2 

F54112-3 
F54076-1 
F54076-2 
F54076-3 

F54113-1 
F54113-2 
F54113-3 

F54084-1 
F54084-2 

F54084-3 
F54098-1 
F54098-2 

F54098-3 
F54087-1 
F54087-2 
F54087-3 
F54088-1 
F54088-2 

F54088-3 
LIVER BLK 1 

LIVER BLK 2 

LIVER SPK 1 

LIVER SPK 2 

LIVER BLANK 
LIVER SPIKE 3 

liver blank 
F54089-1 
F5408g-2 

F54089-3 

F54099-1 
F54099-2 
F54099-3 

F54114-1 
F54114-2 

F54114-3 
F54109-1 
F54109-2 
F54109-3 
F54080-1 
F54080-2 
F54080-3 

% 
rcvry 

89% 

111% 

111% 

Actual 
ppm F- 

in liver 

1.17 

1.20 
1.16 
1.36 
1.33 

1.36 

1.44 
1.55 

1.40 

1.69 
1,81 
1.78 
1.24 
1,33 
1,42 

I .58 
1,73 

1.68 
1.46 
1 39 

1.61 
0.400 
0.346 
0.382 
1,33 

0.485 

0.482 
0.259 

0,132 

1.05 
1,30 

0.243 
1.27 

0.355 
0.398 
0.394 
0.39"1 

0.502 
0.504 
0.444 

0.337 
0.372 
0,367 
0.383 
0.387 
0.431 
0.460 
0.475 
0.132 

Avenge Whole Total F- in 
ppm F- liver    liver whole 
in liver burned weight liver Dosage 
(W/W) (grams) (gram~ (ug) (mg/kg) 

0.157 83,1 

1,18 0.142 83.1 97.9 500 
0.141 83.1 
0.154 72,0 

1.35 0.140 72.0 97.1 500 
0.157 72.0 

0.134 97,8 
1.46 0.158 97.8 142.9 500 

0.146 97.8 

0.139 78.1 
1.76 0.124 78.1 137.4 500 

0.114 78.1 
0.145 91.5 

1,33 0.123 91.5 121.7 500 
0.117 91,5 
0.134 66,4 

1.66 0.140 66,4 110.4 500 
0.120 66.4 
0.135 79.0 

1.49 0.147 79.0 117.3 500 
0.125 79.0 
0.130 83.7 

0.376 0.131 83.7 31.5 100 
0.135 83.7 
0.134 84.3 

0.765 0.148 84.3 64.4 100 
0.134 84,3 
0.164 
0.158 

0.128 

0.129 
0.140 
0.133 

0.111 
0.153 71.8 

0.394 0.157 71.8 28.3 100 
0.147 71.8 
0.139 82.1 

0.483 0.140 82.1 39.7 100 
0.158 82.1 
0.157 81,0 

0.359 0.136 81.0 29.0 100 
0.155 81.0 
0.133 74.0 

0.400    0.134 74.0 29.6 100 
0.154 74.0 
0,132 75,4 

0.356 0.132 75.4 26.8 100 
0.103 75.4 
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Blank 0181 0133
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Uvorspike2 81% 0.755 0158
Uverspike3 85% 0.897 014s
Uverspikes 76% 1.47 01s
Uverspike5 66% 136 0147
Uverspike 70% 140 0152
iver blankA 059 0147
iver lank2 0.454 013
iver lanky 0278 0110
iverspke 63-1 103% 1.09 0143
verspe632 96% 111 0132
fiverspike 63.3 159% 169 0143
fiverspike 634 101% 1.41 0108
F54086-1 0.85 0145 843
Fsdo82 085% 0544 0128 843 458 100
F408 0.41 0132 843
ver lank 0292 0123
Iverspike 83.1 117% 1.30 013
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iverspike 83.3 85% 0.922 0147
Iverspike 63.4 90% 0.910 oes
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FC95 Actual Average Whole Total F- in 
ppm F- ppm F- liver liver whole 

ID % in liver in liver burned weight liver Dosage 
rcvry (VV/W) 0/VAN) (grams) (grams) (ug) (mglkg) 

F54092-1 0.537 0.117 78.4 
F54092-2 0,463 0,478 0.145 78.4 37.4 100 
F54092-3 0,433 0.138 78.4 
F54106-1 0.639 0,134 82.3 
F54106-2 0,665 0.634 0.125 82.3 52.2 100 
F54106-3 0,598 0.121 82.3 
Blank 0.181 0.133 
Liver spike 1 82% 1.09 0.113 
Liver spike 2 81% 0.755 0.158 
Liverspike 3 85% 0.897 0.144 
Liver spike 4 76% 1.47 0.156 
Liver spike 5 66% 1.36 0.147 
Liver spike 6 70% 1.40 0.!52 
liver blank-1 0.549 0.147 
liver blank-2 0.454 0.133 
liver blank-3 0.278 0.110 
liver spike 63-1 103% 1.09 0,143 
liver spike 63-2 96% 1.11 0.132 
liver spike 63-3 159% 1.69 0,143 
liver spike 63-4 101% 1.41 0.108 
F54088-1 0.485 0,145 84.3 
F54088-2 0.655 0.544 0.123 84,3 45.8 100 
F54088-3 0.491 0,132 84,3 
liver blank-4 0.292 0,123 
liver spike 63-1 117% 1.30 0.136 
liver spike 63-2 89% 0.972 0.139 
liverspike 63-3 89% 0.922 0.147 
liver spike 63-4 90% 0.910 0.149 
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9.11.2 Summary and raw data; ug F- in whole liver as
determined by thermal extraction followed by analysis using
Skalar segmented flow analyzer with ion selective electrode.
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9.11.2 Summary and raw data; ug F in whole liver as 
determined by thermal extraction followed by analysis using 
Skalar segmented flow analyzer with ion selective electrode. 
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Co “laifas
Stata Quto

RE: 6329-159 LIVER SAMPLES
AMDT 42095.1
Date of Analysis: 5-23 and 5-24-95
Analyst: DOW

The samples are burned in the Dohrman at 950 C using between
8.1 and 8.2 grams of the liver. The gas is collected in 2.8 mL of

1:1 TISAB/Milli-Q water. The samples are then analyzed on a

skalar Segmented Flow Analyzer using the lon Specific Electrode
(ISE) Method.

TISABbufferis added to each sample as it proceeds through the

system. The sample then goes through a heated mixing coil
before the potential between the ion selective electrode and the

reference electrode is measured. The signal is amplified and

related to the fluoride concentration.

The instrument was calibrated in the ranges of 8.815 - 8.15

ppm and 8.15 - 1.50 ppm fluoride. The standard curve for the

high range was plotted using the inverse logarithm option. The
standard curve for the low range is linear. All standards and

samples were then calculated by the Skalar software using
these curves. All results below 6.8881 ppm appear on the raw
data as #.#&#8#%.

A quality control standard was analyzed every 10 samples to
check for accuracy and drift.

Raw data is taken from the appropriate calibrated range of the
Skalar printout and summarized on an Excel spreadsheet. The

final results are adjusted for the collection volume and any

subsequent dilutions.
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RE: 6329-I 59 LIVER SA~’IPLES 
AMDT 42095. I 
Date of Analysis: 5-23 and 5-24-95 
Analyst" DDLU 

The samples are burned in the Dohrman at 950 I: using betmeen 
0.1 and 0.2 grams of the liver. The gas is collected in 2.8 ml_ of 
1:1 TISRB/I’dilli-Q water. The samples are then analyzed on a 
Skalar Segmented Flow Rnalgzer using the Ion Specific Electrode 
I[ISE} Hethod. 

TISAB buffer is added to each sample as it proceeds through the 
system. The sample then goes through a heated mixing coil 
before the potential between the ion selective electrode and the 
reference electrode is measured. The signal is amplified and 
related to the fluoride concentration. 

The instrument was calibrated in the ranges of 0.015 - 8.15 
ppmand 0.15- 1.51] ppm fluoride. The standard curve for the 
high range was plotted using the inuerse logarithm option. The 
standard curve for the low range is linear. RII standards and 
samples were then calculated by the $1<alar software using 
these curues. All results below 0.0001 ppm appear on the raw 
data as #.####. 

A quality control standard was analyzed every 10 samples to 
check for accuracy and drift. 

Rau~ data is taken from the appropriate calibrated range of the 
Sl<alar printout and summarized on an Excel spreadsheet. The 
final results are adjusted for the collection volume and any 
subsequent dilutions. 
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SUMMARY of 6329-159
LIVER SAMPLES
AMDT 42095.1
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SUMMARY of 6329-159 
LIVER SAMPLES 

AMDT 42095.1 

GROUP 1 

Dose Level : 0 

F54075-1 0.03 2.0 O. 1311 0.50 60.2500 30.06 
F54075-2 0.03 2.0 0.1197 0.55 0.52 60.2500 33.32 27.4 
F54075-3 0.02 2.0 0.1318 0.31 60.2500 18.93 
F54081-1 0.02 2.0 0.1246 0.32 80.597 25.87 
F54081-2 0.02 2.0 O. 1161 0.36 0.33 80.597 2930 26.8 
F54081-3 0.02 2.0 0.1075 0.31 80.597 25.34 
F54105-I 0.02 2.0 0.1507 0.25 86.35 21.54 
F54105-2 0.02 2,0 0.1053 0.46 0.36 86.35 39.53 31.2 
F54 I05-3 0.02 2.0 O. 1173 0.38 86.35 32.39 
F54107-1 0.45 2.0 O. 1069 8.38 80.649 675.67 
F54107-2 0.05 2.0 O.1351 0.75 3.19 80.649 60.53 257 
F54107-3 0.03 2.0 0.1286 0.43 80.649 34.37 
F54074-1 0.02 2.0 0.1227 0.37 82.895 31.08 
F54074-2 0.02 2.0 0.1441 0.25 0.34 82.895 21.05 28.3 
F54074-3 0.02 2.0 O. 1110 0.40 82.g95 32.86 
F54085-1 0.02 2.0 0.1485 0,23 80.95 18.97 
F54085-2 0.02 2,0 O. 1490 0.30 1.81 80.95 23.90 45.8 
F54085-3 0.06 2.0 O. 1005 1,17 80.95 94.40 

GROUP 4 
Dose Level : 100 mg/kg 

F54087-1 0.04 2,0 0.1301 0.59 83.71 49.42 
F54087-2 0.03 2.0 0.1314 0.47 0.52 83.71 39.24 43.7 
F54087-3 0.03 2.0 0.1351 0.51 83.71 42.51 
F54088-1 0.11 2.0 O. 1339 1,70 84.26 143.47 
F54088-2 0.05 2,0 O. 1476 0.66 1.01 84.26 55.26 85.3 
F54088-3 0.05 2.0 O. 1344 0.68 84.26 57.30 
F54092-1 0.06 2,0 0.1169 0,96 78.36 75.61 
F54092-2 0.05 2.0 O. 1453 0.69 0.75 78.36 54.15 58.8 
F54092-3 0.04 2,0 0.1381 0.60 78.36 46.75 
F54106-1 0.06 2,0 0.1336 0.85 82.301 70.35 
F54106-2 0.06 2,0 0.1249 0.90 0.82 82.301 74.33 67.8 
F54106-3 0.04 2.0 0.1213 0.71 82.301 58.76 
F54088-1 0.05 2,0 O. 1448 0.72 84.26 60.63 
F54088-2 0.05 2.0 O. 1228 0,89 0.75 84.26 75.07 63.1 
F54088-3 0.04 2.0 O. 1317 0.63 84.26 53.49 
F54089-1 0.03 2,0 0.1532 0,42 71.796 29.81 

’ F54089-2 0.03 2,0 0.1568 0,41 0.41 71,796 29.12 29 
F54089-3 0.03 2,0 0.1474 0.39 71.796 28.15 
F54099-1 0.04 2.0 0.1386 0.56 82.143 46.35 
F54099-2 0.04 2.0 O. 1403 0.53 0.56 82.143 43.21 45.95 
F54099-3 0.05 2,0 0.1575 0.59 82.143 48.29 
F54114-1 0.03 2,0 0.1573 0.39 80.966 3t.19 
F54114-2 0.03 2.0 0.1359 0.38 0.38 80.966 31.10 31.5 
F54114-3 0.03 2,0 0.1552 0.40 80.966 32.14 
F54109-1 0.03 2.0 0.1326 0.38 73.958 28.45 
F54109-2 0.03 2,0 0.1339 0.38 40.30 73.958 28.17 29.9 
F54109-3 0.03 2.0 0.1536 0.45 73.958 33.13 

000171 
HWI-159L.SUM Page 1 

2807.0091 
3MA01502258 



SUMMARY of 6329-159
LIVER SAMPLES
AMDT 42095.1

Esl 003 20 01322 06 7542 3601 =
F002 003 20 OL 050 0% Tse wn 22F003 ND 20 01028 ND ne

F021 012 20 0195 las 88965 12840
F022 02 20 012s L48 ld SBS 17s 10F023 ol 20 01s 147 88965 13042
FULL 00 20 0107 lal Bas sas
FIZ 008 20 O17 136 Le £83 ee 1
FSI 00 20 010 150 nas use
F071 oll 20 01s las si DLs
F072 OL 20 010 LS L480 1667 12
FS93 00 20 010s 146 BI 2107
Estlel 03 20 ois 17 ECE
Fslle2 012 20 0103 16 16 Tis lis 12

GROUPS Fullel 013 20 o1s0 168 N96 1207
DoseLevel: SW0mghe FSl2d 002 20 01M0 182 oa 17798

Fsl22 015 20 0183 18 is ome 1804s 18
F303 20 oss 17 sa 11525
Fs0761 01s 20 ous 22 wos 17359
Fs0762 01S 20 013 24 233 78058 1396s 1s2
F763 013 20 0136 23 Boss 183.60
BSL 02 20 01 16s 9152 Isto
FBZ 01 20 om 18 18 oS 1907 16
FUZZ ol 20 oun ies sus ims
Fs0si1 ols 20 ons 209 sar 138%
F042 016 20 02 226 205 6642 L876 Les
Fsis43 013 20 ouw 22 S42 14123
ESOS 013 20 olde 193 7895 15203
FS0982 018 20 06S 18 1s8 7895 13 1%
F093 013 20 ows 2p 895 16723

000172 FW 158L.SUM Page

creeyz |

3401502269
2807.0092

SUMMARY of 6329-159 
LIVER SAMPLES 

AMDT 42095.1 

F54080-1 0.03 2.0 0.1322 0.46 
F54080-2 0.03 2.0 0.1323 0.50 
F54080-3 ND 2.0 0.1028 ND 

0.32 

75.42 

75.42 

75.42 

34.91 

37.74 

ND 

24,2 

GROUI~ 5 

Dose Level : 500 mg/kg 

F54082-1 0.12 2.0 0.1595 1.44 88.965 
F54082-2 0.12 2.0 0.1626 1.48 1.46 88.965 
F54082-3 0.tl 2.0 0.1558 1.47 88.965 
F54111-1 0.09 2.0 0.1207 1.41 83.823 
F54111-2 0.08 2.0 0.1147 1.34 1.42 83.823 
F54111-3 0.10 2.0 0.1360 1.50 83.823 
F54079-1 0.ll 2.0 0.1571 1.46 83.117 
F54079-2 0.11 2.0 0.1420 1.52 1.48 83.117 
F54079-3 0.10 2.0 0.1406 1.46 83,117 
F54116-1 0.13 2.0 0.1541 1.71 71.962 
F54116-2 0.12 2.0 0.1403 1.68 1.69 71,962 
F54116-3 0.13 2.0 0.1570 1.68 71.962 

F54112-1 0.12 2.0 O. 1340 1.82 97.824 
F54112-2 O. 15 2.0 O. 1583 1.84 1.82 97.824 

F54112-3 0.13 2.0 0.1458 1.79 97.824 
F54076-1 O. 15 2.0 O. 1385 2.22 78.058 

F54076-2 0.15 2.0 0.1243 2.43 2.33 78.058 
F54076-3 0.13 2.0 0.1136 2.35 78.058 

F54113-1 0.12 2.0 0.1449 1.65 91.52 
F54113-2 0.11 2.0 0.1227 1.85 1.81 91.52 
F54113-3 0.11 2.0 0.1171 1.94 91.52 

F54084-1 0.14 2.0 0.1338 2.09 66.42 
F54084-2 0.16 2.0 0.1402 2.24 2.18 66.42 

F54084-3 0.13 2.0 0.1200 2.22 66.42 
F54098-1 0.13 2.0 0.1346 1.93 78.95 

F54098-2 0.14 2.0 0.1469 1.88 1.98 78.95 
F54098-3 0.13 2.0 0.1253 2.12 78.95 

128.40 

131.75 130 
130.42 

118.48 

112.69 119 
125.36 

121.58 

126.67 123 
121.07 

122.82 

121,15 122 

120.73 

177.98 

180.45 178 

175.25 

173.59 

189.65 182 

183.60 

151.08 
169.17 166 

177.26 

138.90 

148.76    145 

147.23 

152.03 

148.33 156 

167.23 

HWl-15gL.SUM Page 2 

2807.0092 
3MA01502259 
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000% as995-05-23 15:26 output of + 9505231 as
oftware : version 5.1 c1990,93 6329-159 Ze
perater + oow
ace of the Analysis : 1995-05-23 10:18
nalysis File Name © C:\SKALAR\DATA\HWIDATA\LIVERS\S50523AL

nazits 1.5TRae3a order = tnverse Logarithn
1ope isn narenn

‘oe + = orzentel value of the sugls[of] nigmmmumrmm,esate = tol 5 $C Eee he Melt ecae
2- 0.00000FE R110C 13s
Luoride 1HERG order = 2
orrelation + r = 0.95847
hwAEA aL Yr a

2= 0.00000I1 Tolooons$I 0a
ampler ype sat000

A hSample zine | 50 secVash* Tine | i20 mecaM Hmake uw | SingleSpecial Soneneedle otgne | 70" an
Stuer needle Height 80 +m

ution sector | 10RHR 3mResansis ifre 1
user file =eocrRo

000178 000099

[—
2807.0099

995-05-23 15:26 OutPut of : 950523AI 

oftware : version 6.1 c1990,93 

peratcr : DDW 

ate of the Analysis : 1995-05-23 

nalysis File Name    : C:\SKALAR\DATA\HWIDATA\LIVERS\950523AI 

luoride 1.5 
alibration order = Inverse Logarithm 

:lope : s = #.##### 

x - cl 1 esult = i0     s 

x = corrected value of the sample 
cl = corrected value of the concentration 
s = Slope of the electrode 

2 = -0.00000 
i = 0.00065 
0 = -1.22333 

luoride L 
alibration order = 2 

:orrelation : r = 0.99847 

esult = a2 * x= + al * x + a0 

2 = -0.00000 
1 = 0.00024 
0 = -0.00181 

ampler Type 
Number 
Sample Time 
Wash Time 
Air Time 
Take up 
special 
needle Height 

SAI000 
1 
50 sec. 
120 sec. 
1    sec. 
Single 
None 
70 mm. 

iluter needle Height    : 80    mm 
dilution Factor : I0 
dilution Volume : 2.5 ml. 
Resample          : ! 
Dilution runs    : 

User file : TXT 
Reproces : No 

000179 O000.DD 

2807.0099 
3MA01502266 



9595-05-23 15:26 output of: 950523A1
luoride 1.5 Path number 3

Signal type © DebubbledDecotor vos
systen Humber © 0tute Yo

Resample De
451 Threshold © 409sais outpar 10
Window event | Off
si sTandard : Ignore
Sz STanasia | Ignore
53 STandara © IgnoreSi iTanas:d : Ignore
55 sTanaara © fonore
55 stanasra i 0.150
57 STanasia i 0.300
Se sTandard i 0.20059 sTandard i 1.200
Slo Srandarai 1.500
Order: Inverse LogarithmDinansion : PP
start value |: 500 Du
frigger Linit | 1800 Sec
Peak shave: PointedStart ignore 1 60 Sec
aNd ignore 120 Sec
Measure window i 75 4
Filcer {to
Regeneration  : Noformula
outpur i sneer

luoride © Path number : 0
Signal tyes  : Debusbled
Dacolor iesysten Humber ; 0
Siluce ioRosample vo
dil Threshold : 405416 output. i 0
Window event otf

000180 000100

aMAO1502267
2807.0100

995-05-23 15:26 OutPut of : 950523AI 

luoride 1.5 Path number 
Signal type 
Decolor 
system Number 
diLute 
Resampie 
dil Threshold 
dig output 
Window event 

3 
Debubbled 
Yes 
0 
No 
No 
4095 
0 
Off 

sl sTandard 
s2 sTandard 
s3 sTandard 
s4 sTandard 
s5 standard 
s6 sTandard 
s7 standard 
s8 sTandard 
s9 standard 
sl0 sTandard 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: 0.300 
: 0.600 
: 1.200 
: 1.500 

Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

500 DU 
1800 Sec 
Pointed 
60    Sec 
120 Sec 
75 
No 
No 

luoride L Path number 
Signal type 
Decolor 
system Number 
diLute 
Resample 
dil Threshold 
dig output 
Window event 

0 
Debubbled 
No 
0 
No 
No 
4095 
0 
Off 

000 .80 

2807.0i00 
3MA01502267 



395-0523 15:26 output of : 950523A1
of standard © 0.0152 Standard© 503055 standard© 0.00Si Crandarsi 0.030$3 Sranaarsi oii$5 Srandare© 0.130&7  STanars © Iomorefa CTandard| loners35 iTandard | IomoreSlo STandard © lonersSraer’t 3Sinension : eonSiare vatue i s00 oyfrigeer Limit | 1000 SecPeak shape | i PointedSire ignore 1 £0 secSe nore i120 SecToasuze window | 75 3ter heRovensration i Noformiia TeslaSima ae

000181 000101

owsotsoze8
2807.0101

995-05-23 15:26 OutPut of : 950523AI 

sl 
s2 
s3 
s4 
s5 
s6 
s7 
s8 
s9 
slo 

sTandard : 
sTandard : 
standard : 
sTandard : 
standard : 
sTandard : 

0 015 
0 030 
0 06o 
0 090 
0 120 
0 150 

standard : Ignore 
standard : Ignore 
sTandard : Ignore 
sTandard : Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
start ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula 
output 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

: c4:=c3 

2807.0101 
3MA01502268 



995-0523 15:26 Output of © 950523a1 Page 1 of 2
Fluoride 1.5 Fluoride t
Pew pon

5 Typ Ident Ch Result Time Ch Result F Time
© aw Initial Wash 3 0.080 65 4 f.énsd °: Tracer 3 L412 213 0.5888 °i Drift 3 Liars 383 40.5873 °Vash 3 0.060 G27 4 s.awas °G1 standard 3 0.068 7a 4 0.0188 °$2 stancara 2 3 0.071 ols 4 0.0255 035 Standard 3 3 0l08 1030 4 0.033 0Si Standard & 3 0108 1284 4 0.0617 °
3 Standards 3 0127 a2 4 0.1188 056 Standard6 3 0l154 sl 40.1301 00 37 Stancaza7 3 0.265 1793 4 0.2338 cfc Stancara¢ 3 0lel1  1ose 4 0303 °339 Standara 9 3 1.238 2140 4 0ls1s8 °5 310 standazd 10 3 ilesl 2314 4 0.3392 °ia Drift 3 11532 2850 4 0.ss84 0iw Wash 3 0.080 2723 4 4.448% °HI BLK 1 3 0l034 2633 4 0.0827 07a BLK 2 3 0.076 3014 4 0.0384 0Fa BK 3 3 0077 isi § 0.0393 °Su PS4075-1 3 0.074 3365 40.0327 03a FE4078-2 3 0.075 3341 4 5.0331 °iu FS4075-3 3 0.083 3117 4 0.0307 0iu 310811 3 0l0s3 3831 4 0.0200 °FY 4081-2 3 0.0s3 4085 4 0.0311 °iu 4081-3 3 0.067 4338 4 0.018 oHI 341051 3 0loss 415 4 0lo1ss °Hi Drife 3 1.526 4591 4 0.3634 °7 Wash 3 0080  4e32 4 alpers 03 £54105 3 0.070 1941 40.0241 01 £54105-3 3 0.070 5115 40.0220 0

you £54107-1 3 0.866 5291 4 0.4478 vn bid.eee its Shasu 4107-2 3 0.083 Sess 40.0507 0 -pu 25410723 3 0.072 3840 4 0.0274 °iu F54074-1 3 0.070 620 40.0230 0HE P0742 1 0.068 392 4 0.0183 0Du FSi0753 3 0.070 eles 4 0.0220 0iu F33085-1 3 0l088 6342 4 0.0174 oa Fi085.2 3 0.070 esis 4 0.0320 °yd Drift 3 1.515 8632 4 0.5638 0ow Wash 3 0.080 $338 4 alaens 0bu 5408553 3 0.087 7044 40.0586 0u Bik 1 3 olor: Tals 4 0.0344 0FI Bix 2 3 olorz 7383 4 0.0288 0Du SPK 1 3 olisi 7383 4 olides 0Pu Sek 2 3 0liiz 771i 4 olosed °H~ SPK3 3 011s 7sis 4 0.100 0Pu SPK 3 3 01103 £033 4 0.0860 °Cu SPK 5 3 0li30 271 4 0.1228 °ie Sex a 3 olios sis 4 0l0s01 °Hi BX 1 3 0l080 seis 4 0loas °CE rife 1 10533 $133 3 0lsess o. Wash 3 0050 S030 4 4.sare °o 32 3 00063 sia 4 olozie J 00102M S13 ols sls 4 0li076 000182 00010

aworsozze
2807.0102

995-05-23 

os Typ 

t iw 
t 
d 
w 
sl 
s2 
s3 
s4 
s5 
s6 

0 s7 
_ s8 
2 s9 
3 slO 
~ d 
5 w 
5 u 
7 u 
3 u 

u 

3 u 
~ u 

5 d 
7 w 
3 u 

u 
u 
u 
u 
u 
u 

7 U 
~ d 

u 

u 
u 
u 
u 

u 

d 
w 

15:26 

Fluoride 

OutPut 

1.5 

of : 950523AI 

Fluoride L 

PPM 

Ident Ch Result F Time    Ch Result F Time 

65 
213 
389 
627 
740 
916 

1090 
1264 
1442 
1616 
1792 
1966 
2140 
2314 
2490 
2723 
2839 
3014 
3191 
3366 
3541 
3717 
3891 
4065 
4238 
4415 
4591 
4832 
4941 
5115 
5291 
5465 
5640 
5820 
5992 
6166 
6342 
6514 
6692 
5925 
7044 
7216 
7393 
7583 
7744 
7918 
8095 
8271 
8445 
8619 
8793 
9030 
9141 
9319 

0 06O 
i 472 
i 476 
0 060 
0 068 
0 071 
0 088 
0 108 
0 127 
0 154 
0 285 
0 611 
1.238 
! 461 
I 532 
o O6O 
0 084 
0 076 
0 077 
0 074 
0 075 
0 069 
0 069 
0 069 
0 067 
0 068 
I 526 
0 060 
0 070 
0 070 
0 866 
0 083 
0 072 
0 070 
0 068 
0 070 
0 O68 
0 O70 
1 515 
0 060 
0 087 
o o71 
0 072 
0 151 
0 112 
0 119 
0 104 
0 130 
o lO6 
0 080 
1 533 
0 060 
0 069 
o 119 

Initial Wash 3 
Tracer 3 
Drift 3 
Wash 3 

Standard 1 3 
Standard 2 3 
Standard 3 3 
Standard 4 3 
Standard 5 3 
Standard 6 3 
Standard 7 3 
Standard 8 3 
Standard 9 3 

Standard I0 3 
Drift 3 
Wash 3 
BLK 1 3 
BLK 2 3 
BLK 3 3 

F54075-I 3 
F54075-2 3 
F54075-3 3 
F54081-I 3 
F54081-2 3 
F54081-3 3 
F54105-I 3 

Drift 3 
Wash 3 

F54105-2 3 
F54105-3 3 
F54107-I 3 
F54107-2 3 
F54107-3 3 
F54074-I 3 
F54074-2 3 
F54074-3 3 
F54085-I 3 
F54085-2 3 

Drift 3 
Wash 3 

F54085-3 3 
BLK i 3 
BLK 2 3 
SPK 1 3 
SPK 2 3 
SPK 3 3 
SPK 4 3 
SPK 5 3 
SPK 6 3 
BLK 1 3 
Drift 3 
Wash 3 

BLK 2 3 
SPK 1 3 

4 # #### 
4 0 5569 
4 0 5576 
4 # #### 
4 0 0188 
4 0 0255 
4 0 0599 
4 0 0917 
4 0 1189 
4 0 1501 
4 0 2516 
4 0 3836 
4 0 5188 
4 0 5552 
4 0 5664 

4 0 0527 
4 0 0354 
4 0 0393 
4 0 0327 
4 0 0331 
4 0 0207 
4 0 0200 
4 0 0211 
4 0 0169 
4 0 0188 
4 0 5654 

4 0 0241 
4 0 0220 
4 0 4478 
4 0 0507 
4 0 0274 
4 0 0230 
4 0 0183 
4 0 0220 
4 0 0174 
4 0 0220 
4 0 5638 

4 0 0586 
4 0 0244 
4 0 0285 
4 0 1464 
4 0 0984 
4 0 1080 
4 0 0860 
4 0 1228 
4 0 0901 
4 0 0446 
4 0 5666 
4 #.#### 
4 0.0218 
4 0.1076 

Page 1 of 2 

0 
o 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 

0 
0 
0 
o 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

oooI ;  
0oo102 

2807.0102 
3MA01502269 



995-05-23 15:26 Output of: 9505231 rage 2 of 2
Fluoride 1.5 Fluoride ©
roy 2

os Typ Ident Ch Result F Time Ch Result § Time
+n SPK 2 3 0.114 9495 4 0.1015 05 ou SPK 3 3 0.110 3670 4 0.095% °
su SPK 3 3 0.118 9845 4 0.1065 0
Tu £34082-1 3 0.124 10020 4 0.1151 0
3 ou §54082-2 3 0.128 10136 4 0.1204 0
3 ou F54082-3 3 0.124 10370 4 0.1142 0
yu F34111-1 3 0.103 10545 4 0.0853 0
Lu F54111-2 3 0.038 10720 4 0.0771 0
2a Drift 3 1.512 10884 4 0.5633 0
Iw Wash 3 0.060 11133 4 #.##AH °
iu FS4111-3 3 0.114 11245 4 0.1017 °
Lu FS:079-1 3 0.124 11420 4 0.1143 o
su F54079-2 3 0.119 11535 4 0.1082 o
7 ou FS4079-3 3 0115 11770 4 0.1024 0
3 ou F54116-1 3 0.138 11°44 4 0.1315 0
FE £54116-2 3 0.127 12118 4 0.1181 0°Ju F34116-3 3 0138 12235 4 0.1317 0°
Iu F34112-1 3 0.130 12470 4 0.1213 o
FY F34112-2 3 0.150 12645 4 0.1460 0
EY F54112-3 3 0137 12821 4 0.1305 0
ia Drift 3 1.483 12395 4 0.5537 0
3 ow Wash 3 0.060 13234 4 .ea1 0
5 ou F54076-1 3 0.154 13347 4 0.1501 o7 ou F54076-2 3 0.151 13520 4 0.1462 0
3 ou F54076-3 3 0.139 13637 4 0.1335 °o5 ou FS4113-3 3 0128 13373 4 0.1136 0
> ou FS4113-2 3 0.123 13047 4 0.1134 0
Iu S54113-3 3 0.123 14221 4 0.1134 0zu F53084-1 3 0.185 14397 4 0.1333 0
3 F54084-2 3 0.157 14571 4 0.1530 0
iu F54084-3 3 0.133 14747 4 0.133 G5 ou F34098-1 3 0136 14921 4 0.1238 ?
5a Drift 3 11430 15095 4 0.5593 07 ow Wash 3 0.080 15327 4 #.any 0
3 ou F54038-2 3 0.1¢3 15447 4 0.1380 5
ou F34098-3 3 0130 15621 4 0.1327 0) ou F34087-1 3 9.077 15795 4 0.03e4 oLou F34037-2 3 0.073 15959 4 0.0308 o
2 ou F34087-3 3 0075 15142 4 0.0343 03 ou F54088-1 3 0.123 16312 4 0.1140 o
iu £54088-2 3 0.032 15338 4 0.0433 0
5 ow $35033-3 3 0.081 15672 4 0.0457 0
5a Drift 3 10485 15345 4 3.5526 27 ow wash 3 0.08) 17079 4 a.#4%3 o© ry Runout Wash 3 0.060 17321 4 #.#mar °

000233 006107

"

3MA01502270
2807.0103

995-05-23 

os Typ 

4 
5 

7 

9 

1 
2 

4 

7 

0 
1 

7 

3 

2 
3 

7 
3 
) 

3 
L 

3 

5 

7 

u 
u 
u 
u 
u 
d 
w 
u 
u 
u 
u 
u 
u 
u 
u 

u 

u 
u 
u 
u 
u 
u 
u 
u 
u 
d 

u 
u 

u 
u 

u 

d 

15:26 

Ident 

SPK 2 
SPK 3 
SPK 4 

F54082-I 
F54082-2 
F54082-3 
F54111-1 
F54111-2 

Drift 
Wash 

F54111-3 
F54079-I 
F54079-2 
F54079-3 
F54116-! 
F54116-2 
F54116-3 
F54112-I 
F54112-2 
F54112-3 

Drift 
Wash 

E54076-I 
F54076-2 
F54076-3 
F54113-! 
F54113-2 
F54113-3 
F54084-I 
F54084-2 
F54084-3 
F54098-! 

Drift 
Wash 

F54098-2 
E54098-3 
F54087-I 
F54087-2 
F54087-3 
F54088-I 
F54088-2 
F54088-3 

Wash 
RunOut Wash 

Fluoride 

Ch Result 

114 
ii0 
118 
124 
128 
124 
103 
098 
512 
060 
114 
124 
119 
115 
138 
127 
138 
130 
150 
137 
483 
060 
154 
151 
139 
128 
123 
123 
145 
157 
139 
136 
490 
060 
143 
139 
077 
073 
075 
123 
082 
081 
489 
060 
060 

OutPut 

1.5 

F Time 

9495 
9670 
9845 

10020 
10196 
10370 
10546 
10720 
10894 
11133 
11245 
11420 
11595 
11770 
11944 
12118 
12296 
12470 
12645 
12821 
12995 
13234 
13347 
13520 
13697 
13873 
14047 
14221 
14397 
14571 
14747 
14921 
15095 
15327 
15447 
15621 
15796 
15969 
16142 
16322 
16496 
16672 
16846 
17079 
17321 

of : 950523AI 

Fluoride 

PPM 

Ch Result F Time 

4 0 1015 
4 0 0956 
4 0 1065 
4 0 1151 
4 0 1204 
4 0 1142 
4 0 0853 
4 0 0771 
4 0 5633 
4 # #### 
4 0 1017 
4 0 1149 
4 0 1082 
4 0 1024 
4 0 1315 
4 0 I181 
4 0 1317 
4 0 1219 
4 0 1460 
4 0 1306 
4 0 5587 

4 # #### 
4 0 !501 
4 0 !462 
4 0 1335 
4 0 1196 
4 0 1134 
4 0 1134 
4 0 1399 
4 0 1530 
4 0 1330 
4 0 1296 
4 o 5598 
4 # #### 
4 0 1380 
4 0 1327 
4 0 0384 
4 0 o308 
4 0 0343 
4 0 1140 
4 0 0484 
4 0 0457 

4 o 5596 
4 # #### 
4 # 

o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
(] 
o 
o 
o 
o 
o 
o 
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BEST COPY AVAILABLE

000154 000101
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BEST COPY AVAILABLE 
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2807.0’104 
3MA01502271 



BEST COPY AVAILABLE

000185 .000105
«

oworsezzr2
2807.0105

BEST COPY AVAILABLE 

0001S5 

2807.0105 
3MA01502272 
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000186 000105
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BEST COPY AVAILABLE 

000186 
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3MA01502273 
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000187
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¯ ., ~T COPY AVAILABLE 
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000188 000108

aworsezars
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2807.0408 
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Ow 4i2, a;-05-2 :48 cutpu © 9505, 84s5985-05-21 12 tru of © 950524A1 ps SAT
oftware © version 6.1 c1990,%3 329153 Vista

_— + cow BESTCOPYAVAILABLE
ite of the Analysis : 1395-05-24 07:50
nalysis Fils Name © C:\SKALAR\DATA\WIDATA\LIVERS\930524AL
luoride 1.5aitatitn order = Tnverse Logarithm
ope sa anim

fx-cly x = corrected value of the samsle
| i cl = corrected value of the concentration 1

esult = 10 s 4 s = Slope of the electrode

2 -0.0000012 7000088ol ies
Luoride 1“ibration order = 2
orrolation : r= 0.99392
sult = az vx eal vxsa
a= 0.00000II 900sFR SEH
Amsler roe sa1000Huber iSample Tine © 30 secVash Time | 120 ser.Mr Time 10stTake up SingleSreniad SonaResdls Height| 75" mm.
stator nasdle Heighe 80 mmlution Factor © 10dilution volume | 305 mLResanpie :Dilition runs G1

user file; REFortes ive

000130 ©00110

aworsezarr
2807.0110

995-05-24 12:48 QutPut ol : 95052~AI 

oftware : version 6.1 c1990,93 ,%3Zq-\Sq %,’,.’411 

. BEST COPYAVAiL  
ate of the Analysis : 1995-05-24 07:50 

nalysis File Name    : C:\SKALAR\DATA\HWIDATA\LIVERS\.950524A! 

’luoride 1.5 
alibration order = Inverse Logarithm 

: s = #.##### 

F x - cl 7 

esult = !0[ S    J 

x = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

~2 = -0.00000 
~I = 0.00065 
.0 = -1.22861 

~luoride L 
alibration order = 2 

7orrelation : r = 0.99892 

esult : a2 * x2 + al * x + a0 

2 = 0.00000 
1 = 0.00021 
0 = -0.00134 

ampler Type : SAI000 
Number : 1 
Sample Time : 50 sec. 
Wash Time : 120 sec. 
Air Time : I    sec. 
Take up : Single 
special : None 
needle Height : 70 mm. 

i!uter needle Height    : 80    mm 
dilution Factor : !0 
dilution Volume : 2.5 m!. 
Resamp!e : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

ooo 9o 

2807.0110 
3MA01502277 



95-05-24 12:48 output of : 9505241
luorice 1.5 Path umber 3

Signal tree © DebubbledSra, 5 BESTCOPYAVAILABLE
svsten Humber © 0altars io
Zasansls ‘Ne
01 Threshold © 405545 output 1 0
Window avent © Off
si standard : Ignore
2 S7andard : Ionors$5 Siandare | Ignore
Si Standard : Ignore33 Standard | Ignore
5 Sianaara : oils
5 Stanaara 00300
Se randard © 0.600$5  Slandard i 1.200
Slo Tindara: 1.500
Srder : Inverse LogarithmDimension : PE
Start value |: 300 DUtricger Limit 1500 Sec
Foak shape |. Pointed
Sart’isnors 160 SecNa ignore 120 Sec
Hoasure window : 75 3
Filter to
Regensracion © Mo
formucitput i eh.eks

luoride I Path numer : 0Sicnal type : Debubbled
Dacotor woSysten Number : 0
Situse woRezample io
451 Threshold : 4095413 output 1 0
Window event : of

000191
000111

aMA01S02278
2807.0111

995-05-24 12:48 OutPut of : 950524AI 

luoride 1.5 Path number 
Signal type 
Decoloc 
system Number 
diLune 
Resample 
dil Threshold 
dig output 
Window event 

3 
Debubbled 
Yes 
0 
No 
No 
4095 
0 
Off 

sl standard : Ignore 
s2 standard : Ignore 
s3 standard : Ignore 
s4 standard : Ignore 
s5 standard : Ignore 
s6 standard : 0.150 
s7 standard : 0.300 
s8 standard : 0.600 
s9 standard : 1.200 
sl0 sTandard : 1.500 
Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regenerat[on 
formula : 
output : ##. 

500 DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

### 

;!uoride Path number 
Signal type 
Decolor 
system Number 
dilute 
Resample 
dil Threshold 
dig output 
Window event 

0 
Debubbled 
No 
0 
No 
No 
4095 
0 
Off 

BEST COPY AVAILABLE 

000131 
Oo0111 

2807.0111 
3MA01502278 



9935-05-24 12:48 Output of : 950524A1
51 sTandard © 0.015
52 sTandard : 0.030
53 sTandard : 0.050
54 sTandard 0.050
55 standard © 0.120
58 standard 0.150
S7  sTandard: Ignore
58 sTandard: Ignore
$9 sTandard : ILcnore
510 standard : Ignore
order : 2
Dimension : PPM
start valus 500 DU
trigger Limit : 1800 Sec
Peak shave Pointed
start ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75  %
Filter : to
Regeneration : Wo
formula  : ci:zc3
output: F.783

000192
000112

3MA01502278
2807.0112

995-05-24 12:48 OutPut of : 950524AI 

sl 
s2 
s3 
s4 
s5 

s7 
s8 
s9 

sTandard 
sTandard 
sTandard 
standard 
standard 
standard 

0 015 
0 030 
0 060 
0 090 
0 120 
0 150 

standard : Ignore 
sTandard : Ignore 
standard : Ignore 

sl0 sTandard : Ignore 
Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
start ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula 
outptlt 

5OO DU 
1800 
Pointed 
60 
120 Sec 
75 % 

No 
c4:=c3 

0O0112 

2807.0112 
3MA01502279 



305-05-24 12:48 Outbut of: 950524A1 page 1 of 2

Fluoride 1.5 Fluoride L

PpH poy

os Typ Ident Ch Result F Time Ch Result F Time

t iw Initial Wash 3 0.059 65 4 #aanr 0
t Tracer 3 1.452 211 40.8505 0
a Drift 3 1.469 387 40.8584 0: Gath 3 00% a seam 0 Z
si standard1 3 0.067 735 40.0160 0
s2 Standard2 3 0.073 912 4 0.0282 0
53 Standard 3 3 0.090 1085 4 0.0603 o
s4 Standard4 3 0.110 1262 4 0.0931 °
55 Standard5 3 0.127 1438 4 0.1164 0
s§ Standard§ 3 0.155 1612 4 0.1510 0

0 s7 Standard7 3 0.283 1788 4 0.2712 0
. $8 standard8 3 0.614 1964 4 0.4713 o
2 3 Standard9 3 1.237 2138 4 0.7522 0
3 slo Standard 10 3 11462 2312 4 0.8550 0
ia Drift 3 1.495 2488 40.8710 0
5 ow Wash 3 0.059 2725 4 #.444% 0
5 ou F54092-1 3 0.088 2835 40.0564 0
7 ou £54092-2 3 0.084 3014 4 0.0502 0
su F54092-3 3 0.079 3130 40.0412 o
su F58106-1 3 0.088 3367 4 0.0571 0
ou FS4106-2 3 0.088 3541 40.0564 0
tou FS4106-3 3 0.080 3713 40.0433 0
2 ow BLK 3 0.065 3883 40.0118 0
3 ou SPK1 3 0.09% 4063 4 0.0760 0
iu SPK 2 3 0.101 4241 4 0.0784 o
5 ou SPK 3 3 0.105 4415 4 0.0854 0
5a Drift 3 1.458 4589 4 0.8511 0
7 ow Wash 3 01059 4830 4 H.AdE 0
eu SPK'4 3 0.152 4339 4 0.1473 0
Fa SPK 5 3 0.135 5113 4 0.1269 0°
au SPK 6 3 0.144 5291 4 0.1380 0
1 u LIVER BLX-1 3 0.085 5463 4 0.0515 0
2 u LIVER BLX-2 3 0.076 5639 4 0.0346 0
3 u LIVER BLX-3 3 0.087 5813 40.0162 0
iu SPC 63-1 3 01108 5992 40.0889 0
5 ou SPX 63-2 3 0.108 6163 4 0.0838 0
sou SPX 63-3 3 0.150 6342 4 0.1450 0
7 ou SPX 63-1 3 0.110 6516 4 0.0331 0
s a Drift 3 1.494 5692 4 0.8707 0
5 ow Wash 3 0.059 6923 4 #.a¥d# 0
ou F54083-1 3 0.085 7040 40.0521 0

ou F54088-2 3 0.087 7218 4 0.0347 0
2 ou F53083-3 3 0.080 7390 40.0418 0
3 BLK 4 3 0.083 7368 4 0.0217 0
iu SPX 63-1 3 01127 7742 4 0.1162 0
5 ou SPX 63-2 3 0.105 7916 4 0.0847 o
su SPX 63-3 3 0.105 8092 40.0847 0
7 ou SPK 63-4 3 0.105 8263 4 0.0849 0
3 uw BLK-1 3 0.089 8442 4 0.0158 0
3 ou BLK-2 3 0.062 9614 4 0.0049 0
0 a Drift 3 1.487 8731 4 0.8670 0
low Vash 3 0.059 9029 4 #.#rk o -
FRY SPK-1 3 0.105 9133 4 0.0847 0 000113
FI SPK-2 3 0.112 9317 4 0.0%60 (06193

2

3401502280
2807.0113

995-05-24 

os Typ 

12:48 

Ident 

initial Wash 
Tracer 
Drift 
Wash 

Standard 1 
Standard 2 
Standard 3 
Standard 4 
Standard 5 
Standard 6 
Standard 7 
Standard 8 
Standard 9 

Standard i0 
Drift 
Wash 

F54092-I 
F54092-2 
F54092-3 
F54!06-I 
F54106-2 
F54106-3 

BLK 
SPK 1 
SPK 2 
SPK 3 
Drift 
Wash 
SPK 4 
SPK 5 
SPK 6 

LIVER BLK-! 
LIVER BLK-2 
LIVER BLK-3 

.SPK 63-1 
SPK 63-2 
SPK 63-3 
SPK 63-4 

Drift 
Wash 

F5408S-I 
F54088-2 
F54088-3 

BLK 4 
SPK 63-1 
SPK 63-2 
SPK 63-3 
SPK 63-4 

BLK-I 
BLK-2 
Drift 
%lash 
SPK-I 
SPK-2 

Fluoride 

PPM 

OutPut 

1.5 

Ch Result F Time 

059 
452 
469 
059 
067 
073 
090 
ll0 
127 
155 
283 
614 
237 
462 
495 
059 
088 
084 
079 
088 
088 
080 
065 
099 
!0l 
105 
454 
059 
152 
135 
144 
085 
076 
067 
108 
108 
150 
ii0 
494 
059 
O85 
087 
080 
069 
127 
105 
105 
105 
069 
062 
487 
059 
105 
11’2 

65 
211 
387 
626 
736 
912 

1086 
1262 
1438 
1612 
1788 
1964 
2138 
2312 
2488 
2725 
2838 
3014 
3190 
3367 
3541 
3713 
3883 
4063 
4241 
4415 
4589 
4830 
4939 
5113 
5291 
5463 
5639 
5813 
5992 
6168 
6342 
6516 
6692 
6923 
7040 
7218 
7390 
7566 
7742 
7916 
8092 
8268 
8442 
8614 
8791 
9029 
9143 
9317 

of’: 9505h4A1 

Fluoride 

PPM 

Ch Result F Time 

4 #.#### 
4 0.8505 
4 0.8584 
4 #.#### 
4 0.0160 
4 0.0282 
4 0.0603 
4 0.0931 
4 0 1164 
4 0 1510 
4 0 2712 
4 0 4713 
4 0 7522 
4 0 8550 
4 0 8710 
4 # #### 
4 0 0564 
4 0 0502 
4 0 0412 
4 0 0571 
4 0 0564 
4 0 0433 
4 0 0118 
4 0 0760 
4 0 0784 
4 0 0854 
4 0 8511 
4 #.#### 
4 0 1473 
4 0 1269 
4 0 1380 
4 0 0515 
4 0 0346 
4 0 0162 
4 0 0889 
4 0 0898 
4 0 1450 
4 0 0931 
4 0 8707 
4 # #### 
4 0 0521 
4 0 0547 
4 0 0418 
4 0 0217 
4 0 1162 
4 0 0847 
4 0.0847 
4 0.0849 
4 0 0198 
4 0 0049 
4 0 8670 
4 # #### 
4 0 0847 
4 o 0960 

o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 

00819.3 

Page i of 2 

oo(]11   

2807.0113 
3MA01502280 



995-05-24 12:48 outeur of : 950524A Page 2 of 2
Fluoride 1.5 Fluoride ©
BE em

iu BLK 3 3 0.067 9491 40.0165 0
Su SPK-3 3 0l114 9669 4 00373 0
su SPK-3 3 0.087 9833 40.0163 0 Z,
7 ou F54039-1 3 0.074 10015 4 0.0313 0 Z
5 ou 754085-2 3 0.073 10183 4 0.0313 o
5 u F54089-3 3 0.073 10363 40.0283 °
[I 530991 3 0.078 10344 40.0391 0
Lu £51095-2 3 0.077 10718 40.0383 0
2a Drift 3 1.487 10853 40.8873 °
5 ow Wash 3 0.055 11107 4 #.#EeR 0
iu £54095-3 3 0.082 11244 40.0483 0
Ju FSillacl 3 0.074 11s 40.0303 0
iu FSills-2 3 0.072 11394 4 0.0261 0
Iu Filics 3 007d lias 30.0308 0
[a F5410o.1 3 0.070 11840 40.0255 0
5 ou FSi109-2 3 0.071 12115 40.023% 0
> ou ¥54109-3 3 0.076 12235 40.034 0
iu FS3080-1 3 0.074 12459 40.0308 0
Ei 3i020-2 3 0.075 12645 40.0331 0
3 F3i080-3 3 01050 A 12018 4 #.#ERR 0

a Dries 3 1.458 12933 4 0.8578 0
Sow Wash 3 0.053 13185 4 penne 0
© otw  cunout Wash 3 0.035 13468 4 #LHRRR °

000194
000111

2

aMA01502281
2807.0114

99S-05-24 

os Typ 

4 u 
5 u 
6 u 
7 u 
3 u 
9 u 
0 u 
I u 
2 d 
3 w 
4 u 
~ U 
S U 
7 U 
8 u 
9 u 

1 U 
2 u 
3 u 
4 d 

12:48 

Ident 

BLK 3 
SPK-3 
SPK-4 

F54089-I 
F54089-2 
F54089-3 
F54099-1 
F54099-2 

Drift 
Wash 

F54099-3 
F54114-I 
F54114-2 
F54114-3 
F54109-I 
F54!09-2 
F54109-3 
F54080-I 
F54080-2 
F54080-3 

Drift 
Wash 

RunOut Wash 

Fluoride 

PPM 

OutPut 

1.5 

Ch Result F Time 

3 0.067 
3 0.114 
3 0.067 
3 0 074 
3 0 074 
3 0 073 
3 0 078 
3 0 077 
3 ! 487 
3 0 059 
3 0 082 
3 0 074 
3 0 072 
3 0 074 
3 0 071 
3 0 071 
3 0 076 
3 0 074 
3 0 075 
3 0 059 
3 1 468 
3 0 059 
3 0 059 

9491 
9669 
9839 

10015 
10193 
10368 
10544 
10718 
10893 
11107 
11244 
11416 
11594 
11768 
11940 
12115 
12296 
12469 
12645 

A 12818 
12993 
13185 
13468 

of: 950524AI 

Fluoride L 

PPM 

Ch Result F Time 

0166 
0979 
0166 
0318 
0318 
0289 
0391 
0369 
8670 

0463 
0303 
0261 
030~ 
0255 
0255 

0344 
0306 
0331 
#### 
8578 
#### 
#### 

o 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
o 

Page 2 of 2 
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000195
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2807.0115

BEST COPY AVAILABLE 

000195 
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BESTCOPY AVAILABLE
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9.11.3 Summary and raw data; ppm F" in serum as
determined by thermal extraction followed by analysis using
Orion ion analyzer.
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HWI 6329-159
AMDT 042095.1
Dohrmann Serum Analysis
Analysis Dates: 04/28/95 - 05/10/95

All serum samples were thermally extracted by a modified Dohrmann
DX2000 Organic Halide Analyzer and collected in 2 1:1 milli Q water and
TISAB solution. The samples were measured on an Orion EA940
expandable ion analyzer. The Dohrmann was calibrated using 32ppm,
63ppm, 126ppm, and 253ppm FC-95 standards. The Orion was calibrated
by direct measurement with no blank correction using 0.05ppm, 0.1ppm,
0.5ppm, 1.0ppm and 1.5ppm F standards. The slope, intercept, and
correlation were recorded in the appropriate logbook.

A summary table is included, showing the ppm F' in each sample (see page
2). The value of “ND” has been entered for any sample with an Orion
reading of below 0.05.

Pages 3 - 10 show the excel spreadsheet that was generated when the

samples were analyzed. Pages 11 - 18 show the same spreadsheet with
“ND” inserted where the Orion reading is below 0.05.
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HWI 6329-159 
AM-DT 042095.1 
Dohrrnann Serum Analysis 
Analysis Dates: 04/28/95 - 05/10/95 

All serum samples were thermally extracted by a modified Dohrmann 
DX2000 Organic Halide Analyzer and collected in a l:l milli Q water and 
TISAB solution. The samples were measured on an Orion EA940 
expandable ion analyzer. The Dohrmarm was calibrated using 32ppm, 
63ppm, 126ppm, and 253ppm FC-95 standards. The Orion was calibrated 
by direct measurement with no blank correction using 0.05ppm, 0. lppm, 
0.5ppm, 1.0ppm and 1.Sppm F standards. The slope, intercept, and 
correlation were recorded in the appropriate logbook. 

A summary table is included, showing the ppm F in each sample (see page 
2). The value of"ND" has been entered for any sample with an Orion 
reading of below 0.05. 

Pages 3 - 10 show the excel spreadsheet that was generated when the 
samples were analyzed. Pages 11 - 18 show the same spreadsheet with 
"ND" inserted where the Orion reading is below 0.05. 
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FC-95 PK HW] 6329-159 
Fluoride concentration in rabloit serum (ppm F-) 

Dosage: 0 mg/kg Sample 4 hour 8 hour 12 hour 24 hour 48 hour 

F54074 ND ND ND ND 
F54075 ND ND ND ND ND 
F541381 ND ND ND ND 
F54085 NO ND ND ND 
F541386 ND ND ND ND 
F5,4104 ND ND ND ND 
F54105 ND ND ND ND ND 
F54107 ND ND ND ND 

Dosage: 5 mg~kg Sample 4 hour 8 hour 12 hour 24 hour 

F540TT ND ND ND ND 
F54083 ND ND NO ND 
F54091 ND ND ND ND 
F54094 ND ND ND ND 
F54~97 ND ND ND ND 
F54100 ND ND ND ND 
F54102 ND ND ND ND 
F54108 ND ND ND ND 

Dosage: 10 mg~kg Sample 4 hour 8 hour 12 hour 24 hour 

F54071 ND ND ND ND 
F54078 ND ND ND ND 
F54090 ND ND ND ND 
F54093 ND ND ND ND 
F54095 ND ND ND ND 
F54096 ND ND ND ND 
F54101 ND ND ND ND 
F54110 ND 1,5 ND ND 

Dosage: 10(3 mg/kg Sample 4 hour 8 hour 12 hour 15 hour 24 hour 48 hours Day 8 Da~/22 

F54080 ND ND ND ND ND ND ND 
F54087 ND ND ND ND ND ND ND ND 
F54088 ND ND ND ND ND ND ND 
F54089 ND ND ND ND ND ND ND ND 
F54092 ND ND ND ND ND ND ND 
F54099 ND ND 1.5 ND 1.7 ND ND ND 
F54106 ND ND ND ND ND 
F54109 ND ND ND ND ND ND ND ND 
F54114 ND ND ND ND ND ND ND ND 

Day 28 

ND 

ND 

ND 
ND 

Dosage: 50(~ mg/kg Sample 4 hour 8 hour 12 hour 24 hour 48 hours Oa7 8 360 hour 

F54076 ND ND ND 
F54079 2.3 ND ND 1.2 1.2 1.4 1.3 
F54082 1.1 1,3 ND 1.1 1.3 1.5 ND 
F54084 1,3 ND ND 1.2 1.8 1.5 1.4 
F54098 ND 1,0 ND 1.3 1.3 1.3 1.1 
F54111 1 o9 ND N D 1.3 1.5 1.3 1.3 
F54112 N D 1,2 1.3 1.0 1.3 1.2 ND 
F54113 1.6 ND ND 1.3 1.4 1.6 1.3 
F54116 2.0 3.4 ND 1.3 1.7 1.3 1.4 

Da~/22 

ND 
ND 

ND 

ND 

ND 

ND 
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serum blank- 1 0,036 0.10 2.0 0.72 0.072 
serum blank-2 0.020 0,10 2.0 0.40 0.040 
serum spike 63-1 0.004 63 0.070 0.10 2.0 93% 1.4 0.15 0.14 
serum spike 63-2 0,004 63 0.070 0.10 2.0 92% 1.4 0.15 0.14 
serum spike 94.5-1 0.004 94.5 0.063 0.10 2.0 56% 1.3 0.23 0.13 
serum spike 94.5-2 0.004 94.5 0.046 0.10 2.0 41% 0.92 0.23 0.092 
serum spike 126-1 0.004 126 0.15 0.10 2.0 101% 3.1 0.30 0.31 
serum spike 1 26-2 0.004 126 0.099 0.10 2.0 65% 2.0 0.30 0.20 
serum spike 126-3 0.004 126 0.15 0.10 2.0 98% 3.0 0.30 0.30 
serum spike 126-4 0.004 126 0.13 0.10 2.0 85% 2.6 0.30 0.26 
F54081-4 0.040 0.10 2.0 0.80 0.080 
F54075-4 0.032 O. 1 0 2.0 0.65 0.065 
F54107-4 0.024 O. 1 0 2.0 0.48 0.048 
F=J410S-4 0.025 0.10 2.0 0.51 0.051 
F~4074-4 0.034 0.10 2.0 0.67 0.067 
Blenk 1 0,71 0.10 2.0 14 1.4 
alenk 2 0,34 0,10 2.0 6.9 0.69 
Blank 3 0,36 0.10 2.0 7.2 0.72 
Blank 4. 0.084 0.10 2.0 1.7 0.17 
Blank 5 0.038 0.10 2,0 0.75 0.075 
s~enk 6 0.039 0.10 2.0 0.79 0.079 
Serum Spk-1 0.004 63 0.055 0,10 2.0 73% 1.1 0.15 0.11 
Serum Spk-2 0.004 63 0.068 0,10 2.0 90% 1.4 0,15 0.14 
Serum Spk-3 0.004 63 0,073 0.10 2.0 96% 1.5 0.15 0.15 
Serum Spk-4 0.004 126 0.10 0.10 2.0 67% 2.0 0.30 0.20 
Serum Spk-S 0.004 126 0,11 0.10 2.0 74% 2.2 0.30 0.22 
Serum Spk-(~ 0,004 126 0,11 0.10 2.0 73% 2.2 0,30 0.22 
Serum Spk-7 0.004 126 0,11 0.10 2.0 72% 2.2 0.30 0.22 
Serum Spk-8 0.004 126 0.098 0.10 2.0 65% 2.0 0.30 0.20 
Serum Spk-9 0.004 126 0.12 0,10 2.0 77% 2.3 0.30 0.23 
Serum Spk-10 0,004 126 0.10 0.10 2.0 68% 2.1 0.30 0.21 
F5408S-4 0.045 0.10 2.0 0.90 0.090 
FS40~S-4 0.027 0.10 2.0 0,54 0.054 
F54104-4 0.025 0.10 2.0 0.49 0.049 
F54077.4 0.021 0.10 2.0 0.42 0.042 
F54083-4 0,020 0,10 2.0 0.40 0.040 
F54094.-4 0.021 0,10 2.0 0.42 0,042 
F54100-4 0.020 0.10 2.0 0.41 0.041 
F54091-4 0.019 0.10 2.0 0.38 0.038 
serum blk 1 0.029 0.10 2.0 0.59 0.059 
serum t~lk ~. 0.024 0.10 2.0 0.48 0.048 
serum spk 1 0.004 63 0.071 0.10 2.0 94% 1 .4 0.15 0.14 
serum spk 2. 0.004 63 0.072 0.10 2.0 95% 1 .4 0.15 0.14 
F54097-4 0.022 0,10 , 2.0 0.45 0.045 
F54102-4 0.020 0.10 2.0 0.41 0.041 
F54108-4 0.016 0.10 2,0 0.32 0.032 
F54071-4 0.017 0.10 2.0 0.34 0.034 
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| FCI5 FCSS Meter samole TISAB SX Acwsl Mass MassSolutio soliton reading (mL or final tery pom F- spiked rendfs spiked_ippml_(ppm F) (grams) vol (mi) (gi) in sample (ug F) (ug £1Foire 000 6.10 20 oa 081Foiorsa 0016 010 20 032 0.032Fsaiore 0015 010 20 029 0.029Fens 0021 010 20 041 0.081Friosos 0020 010 20 0.39 0.039raiose.s 0017 010 20 034 0.034Hains 0020 010 20 0.39 0.039ana 0025 010 20 050 0.050ona 0028 010 20 055 0.085Friomns 0020 010 20 0.41 0.081Fectons 0032 010 20 0.63 0.083Fins 0025 010 20 051 0.051jones 0013 010 20 0.38 0.038Fsatons oon 010 20 0.2 0.082Faaniea 0039 010 20 078 0078sires 0041 010 20 081 0.081Fesoria 0057 010 20 x onFaring 009 010 20 9 019rari 008 010 20 is 0.18firs 612 010 20 23 0.23Fiche 0067 010 20 3 013Feicsns 004s 010 20 0.83 0.083Faas 610 010 20 20 0.20raeorss 0025 010 20 0.49 0.069joey 0020 010 20 0.40 0.040Fenosa 0021 010 20 043 0.083footie 0015 010 20 0.30 0.030sures 0015 010 20 030 0.030ries 0021 010 20 043 0.043Fiore 0031 010 20 062 0.062sant 0029 010 20 058 0.058antic 0028 010 20 056 00s—t 0004 63 0080 010 20 108% 16 015 0.16am pk2 0004 63 0083 010 20 91% 14 015 014Feurces 0031 010 20 062 0.062rior 0023 010 20 0.46 0.045Frans 0018 010 20 035 0.035sean 0025 010 20 os 0.051Fue 0017 010 20 035 0.035Frist cots 010 20 028 0.028Fionn. 001s 010 20 028 0.028Fates 0013 010 20 026 0.028reaion s 0013 010 20 025 0.025Friant. 0015 010 20 030 0.030Friars 3 0015 010 20 037 0.037Feions a 0028 010 20 051 0.051Fetor. 0016 010 20 032 0.032Fane.s 0021 010 20 0.42 0.082

00121000204 o 4
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F54093-4 0.020 0, 1 0 2.0 0,41 0.041 
F54095-4 0,016 0, 1 0 2,0 0,32 0.032 
F54101-4 0,015 0,10 2,0 0,29 0,029 
FS407a-4 0,021 0, 1 0 2,0 0,41 0,041 
F54090-4 0,020 0,1 0 2,0 0,39 0.039 
F54096-4 0.01 7 0.10 2,0 0,34 0,034 
F-~4110-4 0.020 0,10 2,0 0,39 0,039. 
F54087-4 0,025 0.1 0 2,0 0,50 0,050 
F54088-4 0,028 0.10 2.0 0,55 0.055 
F54089-4 0,020 0,10 2,0 0,41 0.041 
F54106-4 0,032 0,10 2,0 0,63 0,063 
F54080-4 0,025 0,10 2,0 0,51 0,051 
F54092-4 0,01 9 0.1 0 2,0 0,38 0,038 
F54109-4 0,021 0,10 2,0 0,42 0.042 
F54114-4 0.039 0.10 2.0 0,78 0.078 
F54076-4 0,041 0,10 2,0 0,81 0.081 
F54082-4 0,057 0,10 2,0 1.1 0,1 1 
F54111-4 0,09~ 0,10 2,0 1,9 0,19 
F54113-4 0.082 0.10 2.0 1.6 0.16 
F5407~-4 0.12 0.10 2.0 2.3 0.23 
F54084--4 0.067 0.10 2.0 1.3 0.13 
F54098-4 0.046 O. 1 0 2,0 0.93 0.093 
F54116-4 0,10 0,10 2,0 2,0 0.20 
F54075-8 0.025 O. 1 0 2,0 0,49 0.049 
F54081-8 0,020 0.1 0 2,0 0,40 0.040 
F54105-8 0,021 0,1 0 2.0 0.43 0,043 
FS4107-8 0.01 5 0,1 0 2.0 0,30 0.030 
F54074-8 0,01 5 0.1 0 2,0 0,30 0,030 
F54.085-8 0.021 0.1 0 2,0 0,43 0.043 
F54086-8 0,031 0,1 0 2,0 0.62 0.062 
serum blk 1 0.029 O. 10 2,0 0.58 0.058 
serum blk 2 0,028 0,10 2,0 0,56 0.056 
serum spk 1 0,004 63 0,080 0,10 2,0 106% 1,6 0,15 0,16 
serum spk 2 0,004 63 0,069 0,10 2.0 91% 1,4 0,15 0,14 
F54104.-8 0.031 0.10 2,0 0.62 0.062 
F54077-8 0,023 0.10 2,0 0.46 0.046 
F54083-8 0,01 8 0,1 0 2,0 0,35 0,035 
F54094-8 0,025 0,1 0 2,0 0.51 0.051 
F54100-8 0.017 0,10 2.0 0,35 0,035 
F54091-8 0.014 0,1 0 2,0 0,28 0.028 
F~4097- 8 0.014 0.10 2.0 0.28 0.028 
F54102- 8 0.013 0,10 2,0 0.26 0.026 
F54~0~, a 0.01 3 0.I0 2,0 0.25 0.025 
F54071- 8 0.01 5 0,10 2,0 0.30 0,030 
F54093 -8 0.019 0.10 2.0 0.37 0.037 
F54095 - 8 0.026 0.10 2.0 0.51 0.051 
F54101- 8 0,016 0,10 2.0 0.32 0,032 
F54078- 8 0.021 0.10 2.0 0,42 0.042 
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F54090- 8 0,021    0.10 2.0 0.42 0,042 
F54096- 8 0.017 0.10 2.0 
F54110- 8 0.075 0.10 2.0 
F54087- 8 0.022 O. 1 0 2.0 
F54088- a 0.033 0.1 0 2.0 
F54089- a 0.031 0.10 2.0 
F~4080- 8 0.032 0,10 2.0 
F541(36- 8 0.043 0.10 2.0 
F544:)92- 8 0.037 0.10 2.0 
F54109- 8 0.024 0.10 2.0 
F54114.- 8 0.034 0,10 2.0 
F5407S- 8 0.045 0.10 2.0 
F54082- 8 0,063 O, 1 0 2.0 
F54111- 8 0.044 0.10 2,0 
F54113- 8 0,048 0.10 2.0 
F~4079- 8 0,042 O. 10 2,0 
F54084.., 8 0.045 O. 1 0 2.0 
F540~8- a 0.050 0.10 2.0 
F54116- 8 0,17 0.10 2,0 
serum blk 1 0.012 0,10 2.0 
serum blk 2 0,018 0,.10 2.0 
serum spk 1 0.004 63 0.066 O. 1 0 2.0 
serum spk 2 0.004 63 0.070 0.10 2.0 
F54075-12 0.028 O. 1 0 2.0 

F54081-12 0.021 O, 1 0 2.0 
F54105-12 0,026 0,10 2,0 
F54107-12 0.019 0,10 2,0 
F54074-12 0,017 0.10 2,0 
F54085-12 0,018 0.10 2,0 
F54088-12 0.020 0.10 2.0 
FS4086-~ 0.025 0.10 2.0 
F54077-12 0,038 0.10 2,0 
F54083-12 0,032 0.10 2.0 
F54094-12 0,035 0,10 2.0 
F54100-12 0,022 0,10 2.0 
F54091-12 0.029 0.10 2.0 
F54097-12 0.025 0.10 2.0 
F54102-12 0.022 0.10 2.0 
F54108-12 0.014 0,10 2,0 
FS4077-12 0,046 0.10 2.0 

F54071-12 0,021 0.10 2,0 
F54093-12 0.016 0.10 2.0 
F54095-12 0.016 0.10 2.0 
F54101-12 0.020 0.10 2.0 
F54110-12 0.016 0.10 2.0 
F54096-12 0.012 0.10 2.0 
F54090-12 0.017 0.10 2.0 
F54.078-12 0.014 0.10 2.0 

87% 0.15 
93% O. 1 5 

0.34 0.034 
1.5 0.15 

0.44 0.044 
0.66 0.066 
0.62 0,062 
0,64 0.064 
0.86 0,086 
0.74 0.074 
0.49 0.049 
0.68 0,068 
0,89 0.089 
1.3 0.13 

0.88 0.088 
0.95 0.10 
0.84 0,084 
0.89 0.089 
1,0 0.10 
3,4 0.34 

0.25 0.025 
0.36 0.036 
1.3 0.13 
1.4 0,14 

0.56 0.056 
0.42 0.042 
0,53 0,053 
0.39 0.039 
0.35 0.035 
0.37 0.037 
0.41 0.041 
0.50 0.050 
0,76 0.076 
0.64 0.064 
0,71 0.071 
0.44 0.044 
0,58 0.058 
0.49 0.049 
0,44 0.044 
0,29 0.029 
0.92 0.092 
0,41 0.041 
0.33 0.033 
0.32 0.032 
0,4O O.O4O 
0.31 0.031 
0.25 0.025 
0.34 0,034 
0.28 0.028 

000 05 

2807.0125 
3MA01502292 



63291598 XLS STUDY# 6320-159

384171 mlot Coe, Agia Qnty DIF TIT 7
FCO5 FCOS Mater sample TISAB  %  Acwsl Mass Mass

Solutio. solution reading (mio final rcwry ppm F-  tpked revidDn spiked (ppm) (ppm E) (grams) vol (md) (vgiug) in sample (ug F1 (ug F
Tears 0025 010 20 G51 0.051
Fa0s1z 0027 010 20 036 0.054[en 0018 010 200 038 0.038Faaonr1z 0018 010 200 037 0.037
Fsao1012 0018 010 20 036 0036
Feaosz12 0017 010 20 033 0033Faaonz 0021 010 20 041 0041Fsanien 0028 010 20 0352 0052
fso7812 0027 010 20 0355 0055
Fsaniaaz 0022 010 20 04a 0.042
rsiona1a 0034 010 20 0589 0.069sana 0048 010 20 0391 0.091ssionatz 0042 010 20 084 0084
Fssonsrz 0048 010 20 087 0.087sso7a12 0063 010 20 035 0085
sari 0047 010 20 034 0034Sarum Bt 0033 010 20 0.86 0.066
Sarum Bic2 0030 010 20 0.60 0.060
Sarum Spit 0004 63 0038 010 20 44% 067 015 0.067Sam spk 0004 63 0040 010 20 §2% 079 015 0.079Sarum spa 0004 63 0050 010 20 66% 099 015 0.10Soumspes 000¢ 63 0058 010 20 72% 11 015 011
Soups 000: 63 0083 010 20 110% 17 015 017

Soumsss 0004 63 0053 010 20 71% 11 015 011
Seumspe? 0004 63 0049 010 20 65% 039 015 0.10
Semon 0004 63 0055 010 20 73% 11 015 O11Faatosas 0041 010 20 0.81 0.081Faaors.zs 002 010 20 044 0.044
Fsso81.26 0017 010 20 035 0.035Fsatora 0015 010 20 030 0.030Faat0eze 0018 010 20 037 0.037
Feaosets 0016 010 20 033 0.033
Fewrers 0013 010 20 027 0.027
Bec 0031 010 20 061 0.061
awnc2 0022 010 20 043 0.043prt 000s 63 0033 010 20 43% 065 015 0065

ko 2 000¢ 63 0044 010 20 58% 088 0.15 0088
ko 0004 63 0047 010 20 63% 095 015 0095

ike + 0004 63 0047 010 20 62% 094 0.15 0094
kes 0004 63 0052 010 20 68% 10 015 0.10

prey 0004 63 0051 010 20 67% 10 0.15 0.10
Banks 0036 010 20 072 0072Banc 0020 010 20 039 0033
Fiona 0021 010 20 oa 0041Fsion2s 0013 010 20 0.38 0.038
Fsai002 0016 010 2.0 032 0032For as 0017 010 20 033 0033Fasosane 0015 010 20 031 0.031Fssoonze 001s 010 20 031 991 (1001226

000206 lL
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F54088-12 

F54105-12 

F54089-12 

F54087-12 

F54080-12. 

F54092-12 

F54109-12 

F54114-12 

F54078-12 

F54113-12 

F54082-12 

F54111-12 

F54098-12 

F54084-12 

FB4079-12 

F~4116-12 

Serum BIk-1 

Serum BIk-2 

Serum Spk-1 0.004 

Serum Spk-2 0,004 

Serum Spk-3 0.004 

Serum Spk-4 0.004 
Serum Spk-~; 0.004 

Serum Spk-6 0.004 

Serum Spk-7 0.004 

Serum Spk-8 0.004 
F54105-24 

F54075-24 

F54081 - 24 

F54107-24 

F54104-24 

F54086-24 

F54074--24 

Blank t 

Blank 2 

spik~ ! 0.004 

spike 2 0.004 
spike 3 0,004 

spike 4 0.004 
spike S 0.004 
spike 6 0.004 
Blank 3 

Blank 4. 

F54085-24 

F54083-24 

F54100-24 

F54077-24 

F54094.-24 

F54091-24 

!solLitiioni~!;ii 

0.025 O, lO 2.0 o.51 
0,027 O,lO 2.0 0.54 
o.o19 O,lO 2.0 0.38 
o.o19 O.lO 2.0 0.37 
o,o18 O.lO 2.0 0.36 
o.o17 O.lO 2.o 0.33 
o.o21 O.lO 2.o o.41 
0,026 O.lO 2.o 0.52 
0,027 O,lO 2.0 0.55 
o.o22 O.lO 2.0 0.44 
0;034 O.lO 2.0 0.69 
0,046 O.lO 2.0 o.91 
0.042 O.lO 2.0 0.84 
o.o44 O.lO 2.0 0.87 
0.043 0,10 2,0 0,85 
0,047 0,10 2.0 0,94 
0,033 0,10 2.0 0,66 
0.030 0,10 2.0 0.60 

63 0.034 0.10 2.0 44% 0.67 
63 0.040 0.10 2.0 52% 0,79 
63 0.050 0.10 2,0 66% 0,99 
63 0.054 0.10 2.0 72% 1.1 
63 0.083 0.10 2.0 110% 1,7 
63 0,053 0,10 2.0 71% 1.1 
63 0.049 0.10 2.0 65% 0.99 
63 0.055 0.10 2.0 73% 1.1 

0,041 0.10 2,0 0,81 
0.022 0.10 2,0 0,44 
0,017 0.10 2,0 0,35 
0,015 0.10 2.0 0.30 
0.018 0,10 2.0 0.37 
0.016 0.10 2.0 0.33 
0.013 0.10 2.0 0,27 
0.031 0,10 2,0 0.61 
0.022 0.10 2,0 0,43 

63 0,033 0.1 0 2.0 43% 0.65 
63 0,044 0.10 2.0 58% 0.88 
63 0.047 0.10 2.0 63% 0.95 
63 0.047 0.10 2.0 62% 0,94 
63 0.052 0.10 2.0 68% 1.0 
63 0.051 0.10 2.0 67% 1,0 

0.036 0,10 2.0 0.72 
0.020 0,10 2.0 0,39 
0.021 0.10 2.0 0.41 
0,019 0,10 2.0 0,38 
0.016 0.10 2.0 0.32 
0.017 0.10 2.0 0.33 
0.015 0.10 2.0 0.31 
0.016 0.10 2.0 0,31 

00020 ; 

0.15 

0.15 
0.15 
0.15 
0.15 

0.15 

0.15 
0.15 

0.15 

0.15 

0.15 

0.15 

0.15 

0.15 

0.051 

0.O54 
0.038 
0,037 
0.036 
0.033 

0.041 
0.052 

0,055 
0.044 

0.069 
0,091 
0.084 

0.087 
0,085 
0.094 

0.066 

0.060 

0.067 
0,079 
0,10 
0.11 
0.17 

0.11 

0.10 
0.11 

0.081 
0,044 

0,035 
0.030 
0.037 

0,033. 
0,027 

0.061 

0.043 

0.065 
0.088 
0.095 
0.094 
0,10 

0,10 
0.072 
0.039 
0.041 

0.038 
0.032 
0.033 
0.031 
0,031 

2807.0126 
3MA01502293 
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384 mL of| Conc. Actual Quanity 1D 2
FC35 FCI5| Motor simple TISAB  % Actual Mass Masssolutio solution reading (mLor final ccvry ppm F- spiked rovidD spiked (ppm) (ppm F) (grams) vol (mL) (ugiugh in sample (ug F) (vg F-1Fenians 0013 010 20 028 5.078Festoazs 0013 010 20 0325 0.025Feosnas 0020 010 20 040 0040Fenn 2s 0015 010 20 030 0.030Fsosazs 0014 010 20 027 0.027Fsaossas 0013 010 20 026 0026ssar0r-20 0012 010 20 0.24 0.024reattozs 0011 010 20 023 0023Fsionezs 0013 010 20 028 0026Feaosozs 0025 010 20 050 0.050Feiorazs 0013 010 20 027 0.027Faaonsza 0014 010 20 027 0.027Fai06.2 0013 010 20 026 0.026Fsaons.ze 0018 010 20 028 0.028ssio.20 0014 010 20 027 0.027F024 0016 010 20 032 0.032een 0016 010 20 032 0032Fsaroa2e 0015 010 20 031 0031raatnaze 0016 010 20 032 0032phasiven 0033 010 20 077 0077som 2 0028 010 20 035 0.055farmapk 1 0004 63 0071 010 20 9% 14 015 0.14formapi 2 0004 63 0082 010 20 109% 16 015 015Frariaze 0084 010 20 13 013Foaos216 0085 010 20 5) ortFarina 0063 010 20 13 013Fai088.2 0064 010 20 13 013Fsaonszs 0081 010 20 12 012F072 0053 010 20 12 012[ten 006t 010 20 13 013Faria 0068 010 20 14 01sFranzen 0066 010 20 13 013Fsaiian 0073 010 20 15 015Faionu.s 0067 010 20 13 013Fsicnss 0091 010 20 18 018Fsiors.ss 0053 010 20 12 012Featiess 0085 010 20 17 017Farrar 0080 010 20 18 016Fsicar192 0073 010 20 15 01sssarrie 0063 010 20 13 013Fsaonur9z 0087 010 20 13 013Fsaora1ez 0088 010 20 1a oreFosone 192 0077 010 20 15 015Feneroz 0065 010 20 13 013Fannaate 0065 010 20 13 013Feaoz360 0043 010 20 087 0.087Fsainias 0083 010 20 13 013Fraons.aso 00se 010 20 0 011Fraorazso 0063 010 20 3 013

000207 e012?
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F54108-24 0.014 0.10 2.0 0.28 0,028 
F54102-24 0.013 0.10 2.0 0.25 0,025 
F54097o24 0.020 0,10 2,0 0.40 0,040 
F54071-24 0.015 0,10 2.0 0.30 0.030 
F54093-24 0.014 0.10 2,0 0.27 0.027 
FB4OSB-24 0.013 0,10 2,0 0.26 0,026 
F54101-24 0.012 0.10 2.0 0.24 0,024 
F54110-24 0.011 0.10 2.0 0.23 0.023 
F~409e-24 0.013 0.10 2.0 0.26 0,026 
F54O9O-24 0.025 0.10 2.0 0.50 0,050 
F54078-24 0,013 0,10 2.0 0.27 0.027 
F54088-24 0.014 0,10 2.0 0.27 0.027 
F54106-24 0.013 0,10 2.0 0.26 0.026 
F54089-24 0.01 4 0.1 0 2,0 0.28 0.028 
F54087-24 0.014 0,10 2.0 0.27 0.027 
F~4080-~4 0.016 0.10 2.0 0.32 0.032 
F54092-24 0.016 0.10 2.0 0.32 0.032 
F54109-24 0.015 0.10 2.0 0.31 0.031 
F54114.-24 0.016 0,10 2.0 0,32 0.032 
serum blk 1 0,039 0,10 2.0 0.77 0.077 
serum blk 2. 0.028 0,1 0 2.0 0.55 0.055 
serum spk 1 0.004 63 0.071 0,10 2.0 94% 1,4 0.15 0.14 
serum spk 2. 0,004 63 0.082 0.10 2.0 109% 1,6 0.1 5 0.1 6 
FS4113-24 0.064 0.10 2,0 1,3 0.13 
F54082-24 0.055 0.10 2,0 1,1 0,1 1 
F54111-24 0,063 0,10 2,0 1 ,3 0.13 
F54098-24 0,064 0.10 2,0 1,3 0.13 
F54084-24 0,061 0,1 0 2.0 1.2 O. 1 2 
F54079-24 0.059 0.10 2.0 1,2 0.1 2 
F54115-24 0.064 0.10 2.0 1,3 0,13 
F54113-48 0.068 0.10 2.0 1,4 0,14 
F54082-48 0.066 0.10 2.0 1.3 0.13 
F54111-48 0,073 0.10 2.0 1.5 0.15 
F54098-48 0.067 0.10 2.0 1.3 0,13 
F54,084.-48 0.091 0.10 2.0 1 .8 0.18 
F54079-48 0.059 0.10 2.0 1.2 0.12 
F54116-48 0.085 0.1 0 2.0 1.7 0,1 7 
F54113-192 0.080 0.10 2,0 1,6 0,16 
F54082-192 0.073 0,10 2,0 1.5 0.15 
FB4| 11-192 0,063 0.10 2.0 1.3 0.13 
F54098o192 0.067 0.10 2.0 1.3 0.13 
F54079-192 0.068 0.10 2.0 1.4 0,14 
F54084-192 0.077 0.10 2.0 1.5 0.1 5 
F54’116-192 0.065 0.10 2.0 1.3 0.13 
F54113-380 0.065 0.10 2.0 1.3 0.13 
F54082-360 0.043 0.10 2.0 0.87 0,087 
F54111-360 0.063 0.10 2,0 1,3 0,13 
F54098-360 0,054 0.10 2.0 1.1 0.11 
F54079-360 0.063 0, 1 0 2,0 1.3 0.1 3 

000 07 

2807.0127 
3MA01502294 
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384 mLof| ‘Cone. Actial Quantity DI
| FCS FCOS Mater sama TISA % Aca Mass Masssoluio solution reading (mor final cv pom Fr spked revea13 spiked (pom) apm £1 (grams vol (mi) ugiu in sample og) (03 £1ee 508 010 20 Ta 074aan 0069 010 20 Ta 014mnt 0025 010 20 050 0050paz 002 010 20 oss 00spreston) 0004 63 008 010 20 91% 14 015 014Sma 004 6 00% 010 20 11% 15 ois oisFaraon 0046 010 20 01 0.001Toenor 001 010 20 oz 0082Jrostiven 0040 010 zo 081 ostFanos: oss 010 zo 069 008sronan 008 010 20 036 0.10Hanon 003% 010 20 ort oomrarsor 00m oto 20 056 0066Fransoz 003% 010 20 on 0073Fron 00m ot 20 oss 0055Fiona 00 010 20 051 0051rriomz 007s 010 20 is GsFema ow 010 20 17 017Focnss 07 010 20 03s 0035rem am 010 20 057 0087Teams ams oto 20 057 0087Faas ams oto 20 076 0.076Faas ots 010 20 12 02Fraiaiz 06 010 20 13 013Franz 00st alo 20 To 010Joann oss alo 20 13 013Feaiarez ass alo 20 12 012Fraase 00 010 20 082 0.082susPrEs 0004 63 009 010 20 78% 12 015 012scusPiessz 0004 63 007 010 20 105% 1s 013 016sawsess 004 63 00% 010 20 9% 15 os olssamseKeiss 0004 125 008 010 20 S5% 17 030 017samsmeisz 0004 13 012 010 20 77% 23 00 ossume 00M 128 012 010 20 79% 24 030 02peut 0 010 20 20 020sna 0% 010 20 079 0.078ns ots oto 20 03s 0.038er 0c 63 008 010 20 Ti% 12 015 012Sw 004 63 0088 010 20 7% 12 ois 012Ts oc4 8 00m 010 20 12% 1s ois oleSess 004 6 008 010 20 70% 11 ons oniSams 004 6 00s 010 20 79% 11 ois onlme oe com 010 20 7% 12 ois o12er oe 6 002 010 20 % 14 ots 014sa 004 8 00 010 20 79% 12 015 O12favo) 00s 010 20 050 00sSem 007 010 20 03 003so it 00M 6 012 010 20 153% 33 015 62Soma2 00 & 021 O10 20 23% 41 ois oar B

000125
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F54084-360 

F541 |6-360 

Serum BIk 1 

Serum BIk 2 

Serum Spk 1 

Serum Spk 2 

F54082-D22 
F=J4111-D22 

FS4079-D2.2 

F54116-D22 

F54082-D28 

F541 ! 1-D28 

F54079-D28 

F54116-D28 

F54099-4 

F54099-8 

F54099-12 

F54099.-24 

F54099-48 

F54099.-192 
F54099-360 
F54112-4 
F54112-8 

F54112-12 
F54112-24 
F54112-48 
F54112-192 

F54112-360 

SERUM SPIKE-63-1 

SERUM S PIKE-.63-2 

SERUM S PIKE-63-3 
SERUM SPIKE-126..1 
SERUM SPIKE-126-2 

SERUM SPIKE-126.-3 
serum blank-1 
serum blank-2 

serum b~ank-3 
spike 63-1 

spike 63-2 
spike 63-3 

spike 63-4 

spike 63-5 

spike ~ 

spike 63-7 

spike 63-8 

Serum blnk 1 

Serum blnk 2 
Serum spike 63-1 

Serum spike 63-2 

0.069 0.10 2,0 1,4 0.14 
0.069 0,10 2,0 1,4 0.14 
0.025 0.10 2,0 0.50 0.050 
0.032 0,10 2,0 0.65 0.065 

0.004 63 0.069 0,10 2.0 91% 1.4 0.15 0.14 
0,004 63 0.076 0.10 2.0 101% 1.5 0,15 O.15 

0.046 0.10 2.0 0.91 0,O91 
0.041 0.10 2.0 0.82 0.082 
0.040 0,10 2.0 0.81 0.081 
O.045 0.10 2.0 0.89 0.089 
0.048 0,10 2.0 0.96 0.10 
0,036 0,10 2.0 0.71 0.071 
0.033 0.10 2.0 0.66 0.066 
0.036 0.10 2.0 0.73 0.O73 
0.028 0.10 2.0 0.55 0.055 
0.026 0.10 2.0 0,51 0.051 
0.074 0.10 2.0 1,5 0.15 
0.067 0,10 2.0 1.7 0.17 
0.047 0.10 2.0 0.95 0,095 
0.033 0,10 2.0 0.67 0.067 
0.029 0.10 2,0 0.57 0.057 
0.038 0.10 2.0 0.76 0.076 
0.059 0.10 2.0 1,2 0.12 
0.066 0.10 2,0 1.3 0.13 
0.051 0.10 2.0 1.0 0.10 
0.066 0.10 2.0 1,3 0.13 
0,059 0,10 2.0 1.2 0.12 
0.041 0.10 2.0 0.82 0,082 

0.004 63 0.059 0.10 2.0 78% 1,2 0.15 0,12 
0.004 63 "0.079 0.10 2.0 105% 1.6 0.15 0.16 
0.004 63 0.074 0,10 2,0 97% 1.5 0.15 0.15 
0.004 126 0,083 0.10 2.0 55% 1.7 0.30 0.17 
0.004 126 0.12 0.10 2.0 77% 2.3 0.30 0.23 
0.004 126 0.12 0.10 2.0 79% 2.4 0.30 0.24 

0.10 0.I0 2.0 2.0 0.20 
0.040 0.10 2,0 0,79 0.079 
0.019 0.10 2.0 0.39 0,039 

0.004 63 0.058 0.10 2.0 77% 1.2 0.15 O.12 
0.004 63 0.058 0.10 2.0 77% 1.2 0.15 0,12 
0.004 63 0.092 0.10 2.0 121% 1.8 0.15 0.18 
0.004 63 0.053 0.10 2.0 70% 1.1 0.15 0,11 
0.004 63 0.055 0.10 2.0 73% 1.1 0.15 0,11 
0.004 63 0.058 0.10 2.0 77% 1.2 0.15 0,12 
0.004 63 0.072 0.10 2,0 95% 1.4 0.15 0,14 
0.004 63 0.060 0,10 2.0 79% 1.2 0.15 0,12 

0.045 0.10 2.0 0.90 0.090 
0.017 0.10 2.0 0.33 0.033 

0.004 63 0.12 0.10 2.0 153% 2.3 0.15 0.23 
0.004 63 0.21 0.10 2.0 273% 4.1 O. 15 0.41 

,00020S 
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Serum blank 1 
Serum blank 2 
Serum spike 1 
Serum spike 2 

Serum spike 3 
Serum spike 4 

Serum spike 5 
Serum spike 6 

Serum spike 7 
Serum blank 3 

Serum blank 4 
F54088-48 
F54099-48 
F54089-48 

F54087-48 

F54080-48 

F54092-4~ 

F54109-48 

F54114-48 

F54088 
F54099 dy8 

serum spike 8 

serum spike 9 

serum spike 10 

SERL~M BLK 1 

SERUM BLK 2 

SERUM SPK 1 
SERUM SPK 2 

SERUM SPK3 
F54089-OY8 

F54087-OY8 

F54080-DY8 

F54092-DY8 

F54109.DY8 
F54114-DY8 
F54088-15 
F54099-15 
F54~8~- 15 

F54087-15 
F54080-15 

F544)92-15 
F54109-15 
F54114-15 
F544389-D22 

F54~87-D22 
F54109.-D22 

F54114-D22 

F54089-d28 

F54~87-e28 

0.004 63 
0.004 63 
0.004 63 
0.004 63 
0.004 63 
0.004 63 
0.004 63 

0.004 63 
0.004 63 
0,004 63 

0.004 63 
0.004 63 
0.004 63 

0.031 0,10 2.0 
0.021 O. 1 0 2.0 
0.074 O. 1 0 2.0 
0.066 O. 1 0 2.0 
0.065 0.10 2.0 
0,060 0.10 2.0 
0,070 0.10 2.0 
0.069 O. 1 0 2.0 
0.068 0.10 2.0 
0.023 0.10 2.0 
0.020 0.10 2.0 
0.019 0.10 2.0 
0.021 0.10 2.0 
0.017 0.10 2.0 
0.020 0.10 2.0 
0.017 0.10 2.0 
0.016 0.10 2.0 
0.022 0,10 2.0 
0.022 0,10 2.0 
0.018 0.10 2.0 
0.014 0.10 2.0 
0.059 0,10 2,0 
0.060 0,10 2,0 
0.060 O, 10 2,0 
0.031 0.10 2,0 
0.016 0.10 2.0 
0.056 O. 10 2,0 
0.069 O. 10 2.0 
0.072 O, 10 2.0 
0.026 0,10 2,0 
0.029 0,10 2,0 
0.029 0,10 2.0 
0.036 O. 10 2.0 
0.028 0.10 2.0 
0.035 0,10 2.0 
0.010 0.10 2.0 
0.026 0.10 2.0 
0.022 0.10 2.0 
0.021 0,10 2.0 
0.019 0.10 2.0 
0,022 0.10 2,0 
0.025 0.10 2,0 
0.020 0,10 2.0 
0.019 0.10 2.0 
0.018 0.10 2.0 
0.019 0.10 2.0 
0.019 0.10 2.0 
0.018 0.10 2.0 
0.016 0.10 2.0 

000 

98% 
87% 
86% 
80% 
93% 
91% 
90% 

78% 
79% 
79% 

74% 
91% 

95% 

0,62 0,062 
0,42 0,042 
1.5 0.15 0.15 
1.3 0.15 0.13 
1.3 0.15 0.13 
1,2 0.15 0.12 
1.4 0.15 0.14 
1.4 0,15 0.14 
1.4 0,15 0.14 

0.46 0,046 
0.41 0.041 
0.37 0.037 
0.43 0,043 
0.34 0,034 
0.40 O.O40 
0.34 0.034 
0.32 0.032 
0.45 0.045 
0.44 0.044 
O.36 0,036 
0.28 0,028 
1,2 0.15 0.12 
1.2 0.15 0.12 
1.2 0.15 0.12 

0.62 0,062 
0.32 0.032 
1.1 0.15 0.11 
1.4 0.15 0.14 
1,4 0.15 0,14 

0.52 0.O52 
0.59 0.059 
O.59 0.059 
0.73 0.073 
0.56 0,056 
0.69 0.069 
0.21 0.021 
0.52 0.052 
0.43 0.043 
0,43 0.043 
0,39 0.039 
0.44 0.044 
0.50 0.050 
0.40 0.040 
0.39 0.039 
0.36 0.036 
0.37 0,037 
0,39 0,039 
0.36 0.036 
0,35 0.035 

0()01; 9 

2807.0129 
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63291595 XLS STUDY# 6320-150

384) lof Conc. Actual Qiantty {DE Ten ty
FCO5 FCI5 Mater sample TISAB%= Aowal Mass Masssolutio solution reading (mLor final revry pom F- spiked rovidI} spiked {ppm} (ppm F)_ (grams)vol (mL) (uglug)insample lug F-) {ugF-)

Foo 0020 0.10 2.0 041 0.081
Fates 0017 0.10 20 033 0.033SERUMSPIKE634 0004 63 0031 010 20 41% 062 0.15 0.062SERUMSPIKE635 0004 6 0043 010 20 65% 098 015 0.10SERUMSPIKE636 0004 63 0061 010 20 81% 12 015 0.12SERUMSPIKE637 0004 63 005% 010 20 78% 12 015 0.12
SERUM BLK1 003 010 20 0.62 0.062
eau BLK2 0017 010 20 034 0.034
SERUM SPR 3-1 0004 63 0081 010 20 81% 12 015 0.12
serumsPRE32 0004 83 0078 030 20 103% 16 015 0.16SERUMSPR 33 0004 63 0062 010 20 82% 12 015 0.12Fas 0021 010 20 0.42 0.042
Fears 0028 010 20 052 0.052

©0021 000120

”

3MAO1502297
2807.0130

6329159S.XLS STUDY # 6329-159 

F54109-d28 

F54114-d2~] 

SERUM SPIKE 63-4 0.004 

SERUM SPIKE 63-5 0,004 

SERUM SPIKE 63-6 0.004 

SERUM SPIKE 63.-7 0.004 

SERUM BLK 1 

SERUM BLK 2 

SERUM SPK 63-1 0.004 

SERUM SPK 63-2 0.004 

SERUM SPK 63-3 0.004 
F54105-48 

0.020 0.10 2.0 
0.017 0.10 2.0 

63 0.031 0.10 2.0 41% 
63 0.049 0.10 2.0 65% 
63 0.061 0.10 2.0 81% 
63 0.059 O. 10 2.0 78% 

0.031 0.10 2.0 
0.017 0,10 2.0 

63 0.061 0.10 2.0 81% 
63 0.078 0.10 2.0 103% 
63 0.062 0.10 2.0 82% 

0.021 0.10 2.0 
0.026 O, 10 2.0 

0.41 0,041 
0.33 0,033 
0.62 0.15 0,062 
0.98 O,15 0.10 
1.2 O.15 0.12 
1.2 0.15 0.12 

0.62 O.062 
0.34 0.034 
1.2 O.15 0,12 
1.6 0,15 0.16 
1.2 0,15 0.12 

0.42 0.042 
0~52 0,052 

000210 

2807.0130 
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x95 XLS STUDY # 6325-158 SERUM

84 iLof Cane: Actual” Quanity DI
FCI5 FCS Meter sample TISAB  %  Acwsl Mass Masssolitio. solution reading (mor final tomy ppm F- spiked rev© spiked (pom (ppm £2) prams) vol (mi (gig in sample_(0g £3 (0 £)Soro BancT 003% 010 20 WDserum biank.2 0020 010 20 NDsenmspke631 0004 63 0070 010 20 93% 14 015 014seumspke632 0004 63 0070 010 20 2% 14 015 01sserum spike 451 0.004 945 0063 010 20 6% 13 023 013sum spike 3452 0004 945 0048 010 70 41% 092 023 0092soumspice 1261 0004 126 015 010 20 101% 31 030 031sum spike 1262 0004 125 0.099 010 20 65% 20 030 020sum spko 1263 0004 125 O15 010 20 98% 30 030 030serum spike 1264 0004 126 013 010 20 85% 26 030 028£54081. 000 010 20 ND NDF54075.4 0022 010 20 ND NoF54107.4 0024 010 20 No NoF54105.4 0035 010 20 No No£40704 003 010 20 ND NoSlane 1 071 010 20 14 4Blank 2 034 010 20 69 069alan 3 03% 010 20 72 072an 4 0088 010 20 17 017Bank 5 0038 010 20 ND NDBlank 6 0033 010 20 no ND.SorumSpit 0004 63 0055 010 20 TT 11 015 oOSerum Spic2 0004 63 0068 0.10 20 90% 14 015 014Serum Spic3 0004 63 0073 010 20 9% 15 015 015Sorum Spit 0004 126 0.10 010 20 6% 20 030 020SerumSok5 0004 126 O11 010 20 74% 22 030 022Serum Spics 0004 126 011 010 20 73% 22 030 022Serum Sp? 0004 126 O11 010 20 72% 22 030 022Serum Spk8 0004 126 0038 010 20 6% 20 030 020Serum Spk9 0004 126 02 010 20 7% 23 030 023SeumSpk10 0004 126 010 010 20 68% 21 030 021754085.4 0045 010 20 No npF54086.4 0027 010 20 ND nD£41004 0025 010 20 ND npF54077.4 0021 010 20 ND NDF54083.4 0020 010 20 ND NDF54086.4 0021 010 20 ND NDF54100.4 0020 010 20 ND 37540914 0019 010 20 No noserum bik 1 0029 010 20 NO noserum bik 2 002 010 20 no noserum spk 1 0004 63 0071 010 20 9% le 015 014serom spk 2 0004 63 0072 010 20 9% 1& 015 0147540874 002 010 20 xD noF54102.4 0020 010 20 ND iFo4108.4 0016 010 20 NO noFsa0714 0017 010 20 No no

000211 000131
i
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serum blank-1 0,036 0.10 2.0 ND 
serum blank-2 0,020 0,10 2,0 ND 
serum spike 63-1 0.004 63 0,070 0.10 2,0 93% 1.4 0.15 0.14 
serum spike 63-2 0.004 63 0.070 0.10 2.0 92% 1.4 0.15 0.14 
serum spike 94.5-1 0.004 94.5 0.063 0.10 2.0 56% 1.3 0.23 0.13 
serum spike 94.5-2 0.004 94.5 0.046 0.10 2.0 41% 0.92 0.23 0,092 
serum spike 126-1 0.004 126 0.15 0.10 2.0 101% 3,1 0.30 0.31 
serum spike 126-2 0.004 126 0.099 0.10 2.0 65% 2.0 0.30 0.20 
serum spike 126-3 0.004 126 0.15 0.10 2.0 98% 3,0 0.30 0.30 
serum spike 126-4 0.004 126 0,13 0,10 2.0 85% 2.6 0.30 0.26 
F54081-4 0.040 0.10 2.0 ND ND 
F54075-4 0.032 0.10 2.0 ND ND 
F54107-4 0.024 0.10 2.0 ND ND 
F54105-4 0.025 0.10 2.0 ND ND 
F54074-4 0.034 0.10 2.0 ND ND 
Blank 1 0,71 0.10 2.0 14 1.4 
Blank 2 0.34 0.10 2.0 6.9 0.69 
Blank 3 0.36 0.10 2.0 7.2 0.72 
Blank 4 0,084 0,10 2.0 1.7 0,17 
Blank 5 0.038 0.10 2.0 ND ND 
Blank 6 0.039 0.10 2.0 ND ND 
Serum Spk-1 0.004 63 0,055 0.10 2.0 73% 1.1 0.15 0.11 
Serum Spk-2 0.004 63 0.068 0.10 2.0 90% 1.4 0.15 0.14 
Serum Spk-3 0.004 63 0.073 0.10 2.0 96% 1.5 0.15 0.15 
Serum Spk-4 0.004 126 0.10 0.10 2.0 67% 2.0 0.30 0.20 
Serum Spk-5 0,004 126 0.11 0.10 2.0 74% 2.2 0.30 0.22 
Serum Spk-6 0.004 126 0.11 0.10 2.0 73% 2.2 0.30 0.22 
Serum Spk-7 0.004 126 0.11 0,10 2.0 72% 2.2 0.30 0.22 
Serum Spk-8 0.004 126 0.098 0,10 2.0 65% 2.0 0.30 0.20 
Serum Spk-9 0.004 126 0,12 0.10 2.0 77% 2.3 0,30 0.23 
Serum Spk-10 0.004 126 0.10 0.10 2.0 68% 2.1 0.30 0.21 
F54085-4 0.045 0.10 2.0 ND ND 
F54086-4 0.027 0.10 2.0 ND ND 
F54104-4 0.025 0.10 2.0 ND ND 
F54077-4 0.021 0.10 2.0 ND ND 
F54083-4 0.020 0.10 2.0 ND ND 
F54094-4 0.021 0.10 2.0 ND ND 
F54100-4 0.020 0.10 2,0 ND ND 
F54091-4 0.019 0.10 2.0 ND ND 
serum blk 1 0.029 0.10 2.0 ND ND 
serum blk 2 0.024 0.1 0 2.0 ND ND 
serum spk 1 O.004 63 0.071 0.10 2.0 94% 1.4 0.15 0.14 
serum spk 2 0.004 63 0.072 0,10 2.0 95% 1.4 0.15 0.14 
F54097-4 0.022 0.10 2.0 ND ND 
F54102-4 0.020 0.10 2.0 ND ND 
F54108-4 0.016 0.10 2.0 ND ND 
F54071-4 0.017 0.10 2.0 ND ND 

2807.0131 
3MA01502298 



ea9t595.08 STUDY # 6326-159 SERUM

384 AC Cone: AGA UAT DI 171 2 ;
FCS5 FCS Meter sample TISAB  % Actual| Mass Masssolita soliton reading (mor final | rcury pom. spiked rovia0 spiked _(pom)_{ppm F1 (grams) vol (ml (9/09) in sample_(ug (ug F7590334 0020 0.10 20 WD WG754095.4 0015 010 20 Np npF58101.4 0015 010 20 ND npF54078.4 0021 010 20 ND npF540304 0020 010 20 nD ND£40364 0017 010 20 ND NoF541104 0020 010 20 no NDF54087.4 0025 010 20 no NDF54088.4 0028 010 20 no NDF54089.4 0020 010 20 no noF54106.4 0032 010 20 No no#540804 0025 010 20 no no£54092.4 0013 010 20 No no£54109.4 0021 010 20 No noFoe114s 0039 010 20 No noF54076.4 ca 010 20 No NoF54082.4 0057 010 20 px 011Farina 00% 010 20 9 019F56113.4 00g 010 20 8 018F54079.4 612 010 20 23 023F54084.4 0087 010 20 3 013F54098.4. 0088 010 20 ND ND.F54116.4 610 010 20 20 020734075.8 0025 010 20 ND ND.F54081.8 0020 010 20 ND NDF54105.8 0021 010 20 no No£54107.8 0015 010 20 no ND.F34074.8 0015 010 20 No noF54085.8 0021 010 20 No noF54085.8 0031 010 20 ND NDsorum bik 1 0029 010 20 NO NDserum bik 2 0028 010 20 No NOserum spi1 0004 63 0080 010 20 108% 1.6 015 0.16serum spk 2 000: 63 0069 010 20 91% 14 015 O14F541048 0031 010 20 ND i)F54077.8 0023 010 20 ND NDF4083:8 0018 010 20 ND NDF54084.8 0035 010 20 ND ND£41008 0017 010 20 No no7340918 0014 010 20 ND ND£54097. 8 00s 010 20 Np NDF34102.8 0013 010 20 Np ND7541088 0013 010 20 ND NDFsson1.8 0015 010 20 ND ND£54083. 8 0019 010 20 ND ND£54085 - 8 002 010 20 No 3F54101.8 0016 010 20 ND No#54078. 8 00m 010 20 No no

000132000212 01;
1
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F54093-4 
F54095-4 
F54101-4 

F54078-4 
F54090-4 
F54096-4 
F54110-4 
F54087-4 
F54088-4 
F54089-4 
F54106-4 

F54080-4 

F54092-4 
F54109-4 
F54114-4 
F54076-4 
F54082-4 

F54111-4 
F54113-4 
F54079-4 
F54084-4 
F54098-4 

F54116-4 
F54075-8 

F54081-8 
F54105-8 

F54107-8 

F54074-8 
F54085-8 

F54086-8 
serum blk 1 
serum blk 2 
serum spk 1 

serum spk 2 

F54104-8 
F54077-8 

F54083-8 
F54094-8 

F541 00-8 
F54091-8 
F54097- 8 
F54102- 8 

F54108- 8 
F54071- 8 

F54093 - 8 

F54095 - 8 
F541 01 - 8 

F54078- 8 

0.004 

0.004 
63 
63 

0.020 0.10 2.0 ND 
0,016 0,10 2.0 ND 
0.015 0.10 2.0 ND 
0,021 0.10 2.0 ND 
0.020 0.10 2.0 ND 
0.017 0.10 2.0 ND 
0.020 0.10 2.0 ND 
0.025 0.10 2.0 ND 
0.028 0.10 2.0 ND 
0.020 0.10 2.0 ND 
0.032 0.10 2.0 ND 
0.025 0.10 2.0 ND 
0.019 0.10 2.0 ND 
0.021 0.10 2.0 ND 
0.039 0.1 0 2,0 ND 
0.041 0,1 0 2.0 ND 
0.057 0,10 2.0 1.1 
0.096 0.10 2.0 1.9 
0.082 0.10 2.0 1.6 
0.12 0.10 2.0 2.3 

0.067 0.10 2.0 1.3 
0.046 0.10 2.0 ND 
0.10 0.10 2.0 2.0 

0.025 0.10 2.0 ND 
0.020 0.10 2.0 ND 
0.021 0.10 2.0 ND 
0.015 0.10 2.0 ND 
0.015 0.10 2.0 ND 
0.021 0.10 2.0 ND 
0.031 0.10 2.0 ND 
0.029 0.10 2.0 ND 
0.028 0.10 2.0 ND 
0.080 0.10 2.0 106% 1.6 
0.069 0.10 2.0 91% 1.4 
0.031 0.10 2.0 ND 
0,023 0.10 2.0 ND 
0.018 0.10 2.0 ND 
0.025 0.10 2.0 ND 
0.017 0.10 2.0 ND 
0.014 0.10 2.0 ND 
0.014 0.10 2.0 ND 
0.013 0.10 2.0 ND 
0.013 0.10 2.0 ND 
0.015 0.10 2.0 ND 
0.019 0.10 2.0 ND 
0.026 0.10 2.0 ND 
0.016 0.10 2.0 ND 
0.021 0.10 2.0 ND 

0.15 

0.15 

ND 
ND 
ND 
ND 
ND 

ND 
ND 
ND 
ND 
ND 

ND 
ND 
ND 
ND 
ND 
ND 

0.1 

0.19 
0.16 

0.23 
0.13 
ND 

0.20 
ND 

ND 
ND 
ND 

ND 
ND 
ND 
ND 

ND 

0.16 

0.14 
ND 

ND 
ND 
ND 
ND 

ND 

ND 
ND 
ND 
ND 

ND 
ND 
ND 

ND 

00013  
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632915950S. STUDY # 6326-159 SERUM

384 mL of | Conc. Actual Quantity" DET[ "(iaii iyFCI5 FCS5 Mater sample TISAB  % Actual Mass Masssolutio solution reading (mLor final | rcvry ppm F- spiked revidI spiked (ppm) pom F.) (grams) vol (mi) (ug/ug) in sample (ug F) (ug F-1
¥54090- 8 0021 0.10 20 No NDF54096- 8 0017 010 20 ND NDF54110-8 0075 010 20 1.5 015F54087-8 0022 0.10 20 NO NDF54088-8 0033 010 20 ND NDF54089- 8 0031 0.10 20 ND ND
F54080- 8 0032 010 20 ND ND
F54106- 8 0043 010 20 NO ND
F54092- 8 0037 0.10 20 NO ND
F54109-8 0024 010 20 NO ND

F54114-8 0034 010 20 NO NDF54076-8 0045 010 20 NO NDF54082-8 0063 010 20 1.3 0.13F54111-8 0044 010 20 NO ND
5113.8 0.048 010 20 ND NDF54079-8 0042 010 20 ND NDF54084- 8 0045 010 20 NO NO

F54098- 8 0050 0.10 20 1.0 0.10
F54116-8 017 010 20 3.4 034serumbik 1 0012 010 20 NO ND
serumblk 2 0018 010 20 NO NDserum spk 1 0004 63 0066 0.10 20 87% 13 015 0.13
serum spk 2 0004 63 0070 010 20 93% 14 015 0.14

F54075-12 0028 010 20 ND. ND
F54081-12 0021 010 20 ND. NDF54105-12 0.028 0.10 20 ND NDF54107-12 0019 0.10 20 ND NOF54074-12 0.017 010 20 ND NOF54085-12 0018 010 20 ND NDF54086-12 0020 010 20 ND NDF54086-12 0025 0.10 20 NO ND
£54077-12 0038 010 20 ND NDF54083-12 0032 010 20 NO ND54094-12 0035 010 20 NO ND5410012 0022 010 20 ND NOF54091-12 0029 0.10 20 ND NDF54097-12 0025 010 20 NO NDF54102:12 0022 010 20 ND NDF54108-12 0014 0.10 20 ND NOF54077-12 0048 0.10 20 ND NDF54071-12 0021 0.10 20 ND NDF54093-12 0016 0.10 20 ND NOF54095.12 0016 0.10 20 NO NDF54101-12 0020 010 20 NO NOF54110-12 0016 010 20 NO NO

F54096-12 0012 010 20 NO NoF54090-12 0017 010 20 NO NDF54078-12 0014 0.10 20 ND NO

000133
000213 !

3MAO1502300
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F54090- 8 
F54096- 8 

F54110- 8 
F54087- 8 

F54088- 8 
F54089- 8 
F54080- 8 
F54106- 8 
F54092- 8 

F54109- 8 
F54114- 8 
F54076- 8 
F54082- 8 

F54111 - 8 

F54113- 8 
F54079- 8 
F54084- 8 
F54098- 8 

F54116- 8 
serum blk 1 

serum blk 2 
serum spk 1 
serum spk 2 

F54075-12 

F54081-!2 
F54105-12 
F54107-12 
F54074-12 
F54085-12 

F54086-12 
F54086-12 

F54077-12 
F54083-12 
F54094-12 

F54100-12 
F54091 -12 

F54097-12 
F54102-12 

F54108-12 
F54077-12 
F54071 - 12 
F54093-12 
F54095-12 

F54101-12 
F54110-12 

F54096-12 
F54090-12 

F54078-12 

0.004 

0.004 

0.021 0.10 2.0 ND 
0.017 0.10 2.0 ND 
0.075 0.10 2.0 1.5 
0.022 0.10 2.0 ND 
0,033 0.10 2.0 ND 
0.031 0.10 2.0 ND 
0.032 0.10 2.0 ND 
0.043 0.10 2.0 ND 
0.037 0,10 2.0 ND 
0.024 0.10 2.0 ND 
0.034 0.10 2.0 ND 
0.045 0,10 2.0 ND 
0.063 0,10 2.0 1.3 
0,044 0.10 2.0 ND 
0.048 0,10 2.0 ND 
0.042 0.10 2.0 ND 
0.045 0.10 2.0 ND 
0.050 0.10 2,0 1.0 
0,17 0,10 2.0 3.4 

0.012 0.10 2,0 ND 
0.018 0,10 2.0 ND 

63 0.066 0,10 2.0 87% 1.3 
63 0,070 0.10 2.0 93% 1.4 

0,028 0.10 2.0 ND 
0.021 0.10 2.0 ND 
0.026 0.10 2,0 ND 
0.019 0,10 2,0 ND 
0,017 0.10 2.0 ND 
0,018 0,10 2.0 ND 
0,020 0,10 2.0 ND 
0,025 0.10 2.0 ND 
0,038 0,10 2.0 ND 
0.032 0.10 2.0 ND 
0.035 0.10 2.0 ND 
0,022 0,10 2.0 ND 
0,029 0,10 2.0 ND 
0.025 0.10 2.0 ND 
0.022 0.10 2.0 ND 
0.014- 0.10 2,0 ND 
0.046 0.10 2,0 ND 
0.021 0.10 2.0 ND 
0.016 0.10 2.0 ND 
0,016 0,10 2,0 ND 
0.020 0.10 2.0 ND 
0.016 0.10 2.0 ND 
0.012 0.10 2,0 ND 
0.017 0.10 2,0 ND 
0.014 0.10 2,0 ND 

0.15 
0.15 

ND 
ND 

0.15 
ND 
ND 
ND 
ND 
ND 

ND 

ND 
ND 
ND 

0.13 
ND 
ND 
ND 
ND 

0,10 
0.34 
ND 

ND 
0.13 

0.14 
ND 

ND 

ND 
ND 
ND 
ND 

ND 
ND 

ND 

ND 
ND 

ND 

ND 
ND 
ND 

ND 
ND 
ND 
ND 
ND 
ND 
ND 
ND 

ND 

ND 
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sstses us STUDY# 6326-150 SERUM

384 mLof Conc. Actual Quantity DE 5
FCO5 FCO5 Mowe sample TSAR %  Acual Mass Masssolo soloton reading (mLor final omy pom soked revsi spiked loom _(opm £9 (grams) vol (nd) (sag) in sample (sp £9 (19 £1En 00% 010 20 No ND7410612 00m 010 20 jo NoFa0as12 001 010 20 ve NoFa4087.12 001s 010 20 Np NoFS4080-12 oon 010 20 No NpFa4c92-12 oor 010 20 0 No#54109.12 002 010 20 Je NpFRe11412 ozs 010 20 ro NpFa4076.12 007 010 20 No NpFarias ooz ol 20 No NDFaaca212 003 olo 20 » NDFaan112 004 010 20 No NoFsi00812 002 010 20 no NoFs4084.12 004 010 20 No NoF54075.12 00; 010 20 No NoFBe11612 0047 010 20 No noSom Bl 00% 010 20 No JoSoum 82 00m 010 20 No NoSerum Spt 0004 6 00M 010 20 ux 08 01s 008Serum Spkcz 0004 63 000 ol 20 s:% 078 ols oorSerum Spkca 0004 63 0050 010 20 d% 095 ods 010Serum Spd 0004 63 00 010 20 72% 11 015 011Serum Sokcs 0004 63 0083 010 20 tix 17 ois 017Serum Spies 0004 6 0053 010 20 71% 11 015 011Serum Spi? 0004 63 0049 010 20 65% 085 ois 010Som Sok8 000s 6 0055 010 20 7% 11 01s omFaar05.24 001 010 20 no wDF8i075.26 002 010 10 no noFsi081.24 0017 010 20 No JS#5410724 0015 010 20 no Ww#5410424 0018 010 20 No woFsi086.24 001s 010 20 no no#2407424 0013 010 20 No 3Bank 1 0031 010 20 No NoBark 2 oo oi 20 No bsspe 1 0004 63 0033 010 20 4% 085 015 008sike 2 000s 63 004s 010 20 8% 093 013 00%ia 3 0004 63 0047 010 20 6% 05 015 009sspied 0004 6 007 010 20 6% 084 01s 000nies 0004 63 0052 010 20 6% 10 015 010ini © 0004 63 0081 010 20 7% 10 018 010Banka 00% 010 20 wo wpBank + oo 010 20 no xDFa4005-24 oor 010 30 no np73:083.24 0019 010 20 no NDF3410026 0016 010 20 No npFS4077.24 0017 010 20 No woFS4094.26 dois 010 20 No no73409124 ool 010 30 No wo .

000131
000214 I
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F54088-12 0.025 0.10 2.0 ND ND 
F54106-12 0,027 0,10 2.0 ND ND 
F54089-12 0.019 0.10 2.0 ND ND 
F54087-12 0.019 0.10 2.0 ND ND 
F54080-12 0.018 0.10 2.0 ND ND 
F54092-12 0.017 0.10 2.0 ND ND 
F54109-12 0.021 0.10 2.0 ND ND 
F54114-12 0.026 0.10 2.0 ND ND 
F54076-12 0.027 0.10 2.0 ND ND 
F54113-12 0.022 0,10 2.0 ND ND 
F54082-12 0.034 0,10 2.0 ND ND 
F54111-12 0.046 0.10 2.0 ND ND 
F54098-12 0.042 0.10 2.0 ND ND 
F54084-12 0.044 0.10 2.0 ND ND 
F54079-12 0.043 0.10 2.0 ND ND 
F54116-12 0,047 0.10 2,0 ND ND 
Serum BIk-1 0.033 0.10 2.0 ND ND 
Serum BIk-2 0.030 0.10 2.0 ND ND 
Serum Spk-1 0,004 63 0.034 0.10 2.0 44% 0,67 0.15 0,067 
Serum Spk-2 0.004 63 0.040 0.10 2.0 52% 0.79 0.15 0.079 
Serum Spk-3 0.004 63 0.050 0.10 2.0 66% 0.99 0.15 0.10 
Serum Spk-4 0.004 63 0.054 0.10 2.0 72% 1.1 0.15 0.1,1 
Serum Spk-5 0.004 63 0.083 0.10 2.0 110% 1.7 0.15 0.17 
Serum Spk-6 0.004 63 0.053 0.10 2.0 71% 1.1 0.15 0.11 
Serum Spk-7 0.004 63 0.049 0.10 2.0 65% 0.99 0.15 0.10 
Serum Spk-8 0.004 63 0.055 0.10 2.0 73% 1.1 0.15 0.11 
F54105-24 0.041 0.10 2.0 ND ND 
F54075-24 0.022 0.10 2.0 ND ND 
F54081-24 0.017 0.10 2,0 ND ND 
F54!07-24 0,015 0,10 2.0 ND ND 
F54104-24 0.018 0.10 2.0 ND ND 
F54086-24 0.016 0.10 2.0 ND ND 
1=54074-24 0.013 0.10 2.0 ND ND 
Blank 1 0.031 0.10 2.0 ND ND 
Blank 2 0.022 0.10 2.0 ND ND 
spike 1 0.004 63 0.033 0,10 2,0 43% 0.65 0.15 0.065 
spike 2 0.004 63 0.044 0,10 2.0 58% 0.88 0.15 0.088 
s~)ike 3 0.004 63 0.047 0,10 2,0 63% 0.95 0.15 0.095 
spike 4 0,004 63 0,047 0.10 2.0 62% 0.94 0.15 0.094 
spike 5 0.004 63 0.052 0.10 2.0 68% 1,0 0.15 0.10 
spike 6 0.004 63 0.051 0.10 2.0 67% 1.0 0.15 0.10 
Blank 3 0.036 0.10 2.0 ND ND 
Blank 4 0.020 0.10 2.0 ND ND 
F54085-24 0.021 0.10 2.0 ND ND 
F54083-24 0.019 0.10 2,0 ND ND 
F54100-24 0.016 0.10 2.0 ND ND 
F54077-24 0.017 0.10 2.0 ND ND 
F54094-24 0.015 0.10 2,0 ND ND 
F54091-24 0.016 0.1 0 2.0 ND ND 
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3291595305 STUDY # 6929-159 SERUM

384 Ema Cone: AGtIAL Quay. DI SSS
FCO5 FCO Motor sample TISAS  %  Acual | Mass MassSolio solution reading (mor final rev ppm F spiked reuidio spixed_ (pom) _lppm F.)_fgrams) vol (mi) (ug/g) in sample (ug F1) (ug £1TEiT0820 001% 0.10 20 Wo NDF54102.20 0013 010 20 ND ND£54097.24 0020 010 20 No NDF5407124 0015 010 20 NO no£54093.26 0014 010 20 No no£54096.24 0013 010 20 No noF54101.28 0012 010 20 No noF54110.26 oot 010 20 No noF54096.20 0013 010 20 no noF54030.26 0025 010 20 no NoF54078.26 0013 010 20 no NoF5a088.26 0014 010 20 No NOF54106.26 0013 010 20 No NOF54089-20 0ote 010 20 No NoF54087.20 cod 010 20 3 NoF54080.24 0016 010 20 Np NDF5a092.20 ots 010 20 ND ND75410924 0015 010 20 ND NDFo4110-20 0016 010 20 No NDserum bik 1 0039 010 20 ND NDserum bik 2 0028 010 20 ND NDSarum spk1 0004 63 0071 010 20 4% 14 015 0.14serum sok 2 0004 63 0082 010 20 109% 16 015 016F54113.20 008 010 20 13 013F5082.20 0055 010 20 11 onF54111.24 0083 010 20 13 013F54088.28 0084 010 20 13 0.13F54084-24 0081 010 20 12 012£54079-20 0053 010 20 12 012F5a115.20 0084 010 20 13 013F54113.38 0088 010 20 8 01a751082.48 0088 010 20 3 013Fsa111.48 0073 010 20 5 0.15£5409848 0087 010 20 3 0.13F54084-48 0031 010 20 8 018F54079.48 0059 010 20 2 0.12#5411648 0085 010 20 7 017Fsani3a02 0080 010 20 6 018F54082-192 0073 010 20 is 015F54111.192 0083 010 20 3 013754098192 0087 010 20 3 013£54079.192 0068 010 20 a osF54084-192 0077 010 20 5 01sFEane92 0085 010 20 13 013F54113.380 0065 010 20 13 013£54082.360 0083 010 20 ND 0.087F54111.360 0083 010 20 13 013£54098.360 005s 010 20 Io on754079.360 0083 010 20 3 013

Fraga
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F54108-24 
F54102-24 

F54097-24 

F54071-24 

F54093-24 
F54095-24 
F54101-24 
F54110-24 

F54096-24 
F54090-24 
F54078-24 

F54088-24 
F54106-24 

F54089-24 
F54087-24 
F54080-24 
F54092-24 

F54109-24 
F5411 4-24 
serum blk 1 

serum blk 2 
serum spk 1 
serum spk 2 

F54113-24 

F54082-24 
F54111-24 

F54098-24 
F54084-24 
F54079-24 

F54! 16-24 
F54113-48 

F54082-48 
F54111-48 

F54098-48 
F54084-48 
F54079-48 

F54116-48 
F54113-192 

F54082-192 
F54111-192 
F54098-192 
F54079-1 92 
F540~]4-1 92 
F54116-192 
F54113-360 

F54082-360 
F54111-360 

F54098-360 
F54079-360 

0.004 63 
0.004 63 

0,014 0,10 2.0 ND 
0,013 0.10 2,0 ND 
0,020 0.10 2.0 ND 
0,015 0.10 2.0 ND 
0,014 0.10 2.0 ND 
0.013 0.10 2.0 ND 
0.012 0.10 2.0 ND 
0.011 0.10 2.0 ND 
0,013 0.10 2.0 ND 
0,025 0.10 2.0 ND 
0,013 0.10 2.0 ND 
0.014 0.10 2.0 ND 
0.013 0.10 2.0 ND 
0.014 0.10 2.0 ND 
0.014 0.10 2.0 ND 
0.016 0.10 2.0 ND 
0.O16 0.10 2.0 ND 
0.015 0.10 2.0 ND 
0.016 0.10 2.0 ND 
0.039 0.10 2.0 ND 
0.028 0.10 2.0 ND 
0.071 0.10 2,0 94% 1.4 
0.082 0.10 2.0 109% 1.6 
0.064 0.10 2,0 1,3 
0.055 0,10 2.0 1.1 
0,063 0.10 2.0 1.3 
0.064 0,10 2.0 1,3 
0.061 0.10 2.0 1.2 
0.059 0.10 2,0 1.2 
0.064 0,10 2,0 1.3 
0.068 0,10 2.0 1.4 
0.066 0.10 2,0 1.3 
0.073 0.10 2.0 1.5 
0.067 0.10 2.0 1.3 
0.091 0.10 2.0 1.8 
0.059 0,10 2,0 1,2 
0.085 0.10 2.0 1.7 
0,080 0.10 2,0 1.6 
0.073 0.10 2.0 1.5 
0.063 0.10 2.0 1,3 
0.067 0,10 2.0 1,3 
0.068 0.10 2.0 1,4 
0.077 0,10 2,0 1.5 
0.065 0,10 2.0 1.3 
0,065 0.10 2,0 1,3 
0,043 0,10 2.0 ND 
0.063 0.10 2.0 1.3 
0.054 0.10 2.0 1,1 
0.063 0.10 2.0 1,3 

0,15 
0.15 

ND 
ND 

ND 
ND 
ND 
ND 
ND 
ND 
ND 
ND 

ND 
ND 

ND 
ND 

ND 
ND 
ND 

ND 
ND 
ND 

ND 
0.14 

0.16 
0.13 

0.11 

0.13 

0.13 
0.12 
0.12 

0.13 
0.14 

0.13 
0.15 

0.13 
0.18 

0.12 
0.17 
0.16 

0.15 
0.13 

0.13 
0,14 

0,15 
0,13 
0.13 

O.O87 
0.13 

0.11 

0.13 

2807.0135 
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esz0t80508 STUDY # 6328-159 SERUM

384 ALE Cone Actual Quanity OFF
FCO5 FCS5 Motor sample TISAS %  Actusl Mass Mass

solutio solution reading (mLor final  rcvry pomF- spiked rcwrdiD spiked (ppm) (opm Fl (grams) vol (mb) (ugh)insample (ug £1 (ug Fl
T53063-360 0065 010 20 Ta [30F54116.360 0069 010 20 14 oisSerum Bi 1 0028 010 20 No NDSerum Bik 2 0032 010 20 No ND
SerumSpk 1 0004 83 0080 010 20 91% 1.4 015 014SerumSpk 2 0004 8 0078 010 20 101% 15 015 015754082022 0046 010 20 ND NDFsan 1022 0041 010 20 No ND£54073.022 0040 010 20 ND NoFsa116022 004s 010 20 no NoF54082.028 od 010 20 no NoF5a111.028 003 010 20 Np NO
£54079.028 0033 010 20 Np NO754116028 003% 010 20 ND No

F54099.4 0028 010 20 ND No
7540998 0026 010 20 ND NDF54030-12 oe 010 20 15 01sF54000.24 oo of 20 17 017Fss000.48 007 010 20 No NDFs4095.152 ox om 20 no NDF54099.360 ooze om 20 no NDFssiiza 00s 010 20 no NDFss1128 00s oto 20 12 012Fsu1z12 oss ol 20 13 013
Fse122 oost 010 20 10 010

Fsitizan ose 010 20 13 013Fsstiz102 ooss 010 20 12 012Fs4112.360 oo 00 20 no NoSERUMSPIKEGI1 0004 63 0089 010 20 78% 12 015 012SERUMSPIKES32 0004 63 0079 O10 20 105% 16 015 016
SERUMSPIKES33 0004 63 O04 OM0 20 7% 15 015 015SERUMSPIKE-261 00D4 126 008 010 20 58% 17 030 017SERUMSPIKE262 0004 126 012 010 20 7% 23 030 023SERUMSPIKE1263 0004 126 012 010 20 79K 24 030 026
serum blark-1 ow of 20 20 020serum blank2 000 010 20 no No
serum blank 3 ots 010 20 no Nospike 63-1 00M 63 0088 010 20 7% 12 ois 012spe 63.2 0004 63 008 of 20 7% 12 015 012spike 63:3 0004 63 002 010 20 2% 18 015 018
spe 63.4 000 63 008 010 20 70% 11 015 011spike 63.5 000 63 00S 010 20 7% 11 01s Ofspike 635 0004 63 0088 010 20 7% 12 015 012
spike 63.7 000+ 63 0072 010 20 % 14 015 014
spike 63.8 0004 63 0060 010 20 7% 12 015 012Serum bin 1 os of 20 no ND
Serumbink 2 cor oto 20 no No
Seumspke31 0004 63 012 010 20 1s3% 23 015 02Seumspkes32 0004 63 021 010 20 23% 41 01s 041

000216 0001s
le

3WAD1502303
2807.0136
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F54084-360 
F5411 6-360 

Serum BIk 1 
Serum BIk 2 
Serum Spk 1 0.004 
Serum Spk 2 0,004 

F54082-D22 
F54111-D22 
F54079-D22 
F5411 6-D22 
F54082-D28 
F54111-D28 

F54079-D28 

F54116-D2 8 
F54099-4 
F54099-8 
F54099-12 
F54099-24 
F54099-48 

F54099-192 
F54099-360 
F54112-4 

F54112-8 
F54112-12 

F54112-24 
F54112-48 
F54112-192 

F54112-360 
SERUM SPIKE-63-1 0.004 
SERUM SPIKE-63-2 0.004 
SERUM SPIKE-63-3 0.004 
SERUM SPIKE-126-1 0.004 
SERUM SPIKE-126-2 0.004 
SERUM SPIKE-126-3 0.004 
serum blank-1 
serum blank-2 

serum blank-3 
spike 63-1 0.004 
s ~ike 63-2 0.004 
s ~ike 63-3 0.004 
s )ike 63-4 0.004 
s )ike 63-5 0.004 
s )ike 63-6 0.004 
s )ike 63-7 0.004 
s )ike 63-8 0.004 
Serum blnk 1 

Serum blnk 2 
Serum spike 63-1 0.004 
Serum spike 63-2 0.004 

0.069 0.10 2,0 1.4 0.14 
0,069 0.10 2,0 1.4 0,14. 
0.025 0.10 2,0 ND ND 
0,032 0,10 2.0 ND ND 

63 0,069 0,10 2,0 91% 1,4 0.15 0.14 
63 0.076 0,10 2.0 101% 1.5 0.15 0.15 

0.046 0.10 2.0 ND ND 
0.041 0.10 2.0 ND ND 
0.040 0,10 2.0 ND ND 
0.045 0.10 2.0 ND ND 
0.048 0,10 2.0 ND ND 
0.036 0,10 2,0 ND ND 
0.033 0.10 2,0 ND ND 
0.036 0.10 2.0 ND ND 
0.028 O,10 2.0 ND ND 
0.026 0,10 2.0 ND ND 
0.074 0.10 2.0 1.5 0.15 
0.087 0.10 2.0 1.7 0,17 
0.047 0.10 2.0 ND ND 
0.033 0.10 2.0 ND ND 
0.029 0.10 2.0 ND ND 
0.038 0.10 2.0 ND ND 
0.059 0,10 2.0 1.2 0.12 
0.066 0.10 2.0 1.3 0.13 
0.051 0.10 2.0 1.0 0.10 
0.066 0.10 2.0 1.3 0.13 
0.059 0.10 2.0 1.2 0.12 
0.041 0.10 2.0 ND ND 

63 0.059 0.10 2.0 78% 1.2 0.15 0.12 
63 0.079 0,10 2.0 105% 1.6 0.15 0.16 
63 0.074 0.10 2.0 97% 1.5 0.15 0.15 
126 0.083 0.10 2.0 55% 1.7 0.30 0.17 
126 0,12 0.10 2.0 77% 2.3 0.30 0.23 
126 0,12 0.10 2.0 79% 2,4 0,30 0.24 

0.10 0,10 2.0 2.0 0.20 
0.040 0.10 2.0 ND ND 
0.019 0,10 2.0 ND ND 

63 0.058 0.10 2.0 77% 1.2 0.15 0.12 
63 0.058 0.10 2.0 77% 1.2 0.15 0.12 
63 0.092 0.10 2.0 121% 1.8 0.15 0.18 
63 0.053 0.10 2,0 70% 1.1 0.15 0.11 
63 0.055 0.10 2.0 73% 1.1 0,15 0.11 
63 0,058 0,10 2,0 77% 1.2 0.15 0.12 
63 0,072 0.10 2.0 95% 1.4 0.15 0.14 
63 0,060 0.10 2.0 79% 1.2 0.15 0.12 

0.045 0.10 2.0 ND ND 
0.017 0.10 2.0 ND ND 

63 0.12 0.10 2.0 153% 2.3 0.15 0.23 
63 0,21 0.10 2.0 273% 4.1 0.15 0.41 

000 16 
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ssarsos is STUDY# 632.159 SERUM

35s Lot Cone Actual Guay DE :
FC95 FC95 Meter sample TISAB  % Actual | Mass Masssalto soioion medina (mLar final tory sem snked rove© spikes pom) oom) grams vlim) (leie sample up Fo (sg £1TT ES ge akg batre oF) bel)Serum bark 2 oi ol 20 No NoSeumspke! 000 6 00 010 20 se% 18 01s assemspkez 0004 8 oe ol 20 &% 13 ods onSeumspked 00M 63 00S 010 20 ax 13 015 013Senmepked 0004 6 Ooo 010 20 sox 12 ods onSemepkes 00M 61 00 010 20 8% 14 015 01%SemepkeS 00M 63 009 010 20 81% 14 015 aeSeumipke7 GOD 6 0088 010 20 0% 14 ons 01sSen marks om olo 20 No oSem blank + om olo 20 o NoFetoasds ao 010 20 No oFetoaads ami 010 20 No woFeicaaas oo 010 20 No woFetoer sa om ol0 20 no woFaican-ss oon oo 20 No >Feicea ss oot olo 20 Iv NoFittonds 02 olo 20 No ioFeirrads 002 oo 20 No NoFeicas ays oots olo 20 No NoFs400s dre oo oio 20 No Nosnmepkes 00 6 00s O10 20 78% 12 015 012Sumaples 00M 8 a0 010 20 7a% 12 013 ozSumalelo oon 8  og0 010 20 Jax 17 013 onSERUM BLK© om 010 20 No NoSERUM BLK2 aoe oto 20 o NoSERUMSPK1 00d es 00s Golo 20 74x 10 ous omSERUMSPK2 oobi e3  oos 010 20 91% 14 ons oeSERUMSPK3 ogo es 00% 010 20 5% 14 ons onsFeaossovs os oo 20 Jo oFeioarove os oo 20 No NoFios0018 om 010 20 no NoFis2.0v8 ame 010 20 o NoFaitoeove ams olo 20 No NoFiiieovs aos clo 20 No woFaaosats aot olo 20 No NoFeioeats om 010 20 No NoFadoso-ts wz oi 20 No NoFaier 1s oe oio 20 No NoFeiceo1s oo 010 20 No NoFoss cam odo 20 \o NoFiiicots cam oto 20 No NoFaint cam oto 20 \o NoFeaoso.022 ooo 010 20 No >Fiiosr 022 cote 010 20 No NoFaaio02 ows oo 20 No NoFadi 1402 aos 010 20 No NoFoiosa.azs aoe oo 20 No NoFloors aoe alo 20 No No

000217 fees i

aworsozsos
2807.0137
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Serum blank 1 0.031 0.10 2.0 ND ND 
Serum blank 2 0.021 0.10 2.0 ND ND 
Serum spike 1 0.004 63 0.074 0.10 2,0 98% 1.5 0.1 5 0,1 5 
Serum spike 2 0.004 63 0.066 0,10 2,0 87% 1,3 0.1 5 0,13 
Serum spike 3 0.004 63 0.065 0,10 2,0 86% 1,3 0.1 5 0.13 
Serum spike 4 0.004 63 0.060 0.10 2.0 80% 1,2 0.1 5 0.12 
Serum spike 5 0.004 63 0.070 0,10 2.0 93% 1,4 0.1 5 0.14 
Serum spike 5 0.004 63 0.069 0.10 2.0 91% 1.4 0.15 0.14 
Serum spike 7 0.004 63 0.068 0.10 2.0 90% 1,4 0,1 5 0.14 
Serum blank 3 0.023 0.10 2.0 ND ND 
Serum blank 4 0.020 0.10 2.0 ND ND 
F54088-48 0.019 0.10 2.0 ND ND 
F54099-48 0.021 0,10 2.0 ND ND 
F54089-48 0.017 0,10 2,0 ND ND 
F54087-48 0.020 0,10 2.0 ND ND 
F54080-48 0.017 0.10 2.0 ND ND 
F54092-48 0.016 0.10 2.0 ND ND 
F54109-48 0.022 O. 1 0 2,0 ND ND 
F54114-48 0.022 0.10 2,0 ND ND 
F54088 dy8 0.018 0.1 0 2,0 ND ND 
F54099 dy8 0.014 0.1 0 2,0 ND ND 
serum spike 8 0.004 63 0,059 0.10 2,0 78% 1.2 0.15 0.12 
serum spike 9 0.004 63 0.060 0.10 2.0 79% 1.2 0.15 0.12 
serum spike 10 0.004 63 0.060 0.10 2.0 79% 1.2 0.15 0.12 
SERUM BLK 1 0.031 0.10 2.0 ND ND 
SERUM BLK2 0.016 0.10 2,0 ND ND 
SERUM SPK 1 0.004 63 0.056 0.10 2,0 74% 1 ,t 0.1 5 0,1 1 
SERUM SPK 2 0.004 63 0.069 0.10 2,0 91% 1.4 0.15 0,14 
SERUM SPK 3 0.004 63 0.072 0.10 2,0 95% 1.4 O.1 5 0.14 
F54089-DY8 0.026 0.10 2.0 ND ND 
F54087-DY8 0.029 0.10 2.0 ND ND 
F54080-DY8 0.029 0.10 2,0 ND ND 
F54092-DY8 0.036 0.1 0 2.0 ND ND 
F54109-DY8 0.028 0.10 2,0 ND ND 
F54114-DY8 0.035 0.10 2.0 ND ND 
F54088-15 0.010 0.10 2,0 ND ND 
F54099-15 0,026 0.10 2.0 ND ND 
F54089-15 0.022 0.10 2.0 ND ND 
F54087-15 0.021 0.10 2.0 ND ND 
F54080-15 0.019 0.10 2.0 ND ND 
F540S2-15 0.022 0.10 2.0 ND ND 
F541(}9-15 0.025 0.10 2.0 ND ND 
F54114-15 0.020 0.10 2,0 ND ND . 
F54089-D22 0.019 0.10 2.0 ND ND 
F54087-D22 0.018 0.10 2.0 ND ND 
F54109-D22 0.019 0.10 2.0 ND ND 
F54114-D22 0.01~a 0.10 2.0 ND ND 
F54089-d28 0.018 0.10 2.0 ND ND 
F54087-d28 0.018 0,10 2.0 ND ND 
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asses xis STUDY# 6320-150 SERUM

38471 mst Cone: AGHA OUR IFEE apr
FCS5 FCSS Maw sample TISAB  %  Acwal Mass Mass
Solutio solution reading (mLor final rcvry ppm F- spiked suidin spiked (ppm) (ppmF) (grams) vol (ml (Ggiug)in sample (ug Fug F)EE] 0020 0.10 20 ND NGFoire oo 010 20 No NpSERUMSPIKESI4 0004 63 0031 010 20 41% 0.62 015 0062SERUMSPIKEGYS 0004 63 0049 010 20 65% 098 015 0.10SERUMSPIKEGYS 0004 63 0061 010 20 81% 12 015 012SERUMSPIKEGS7 0004 63 0089 010 20 78% 12 015 012

SERUMBLK 1 001 010 20 ND ND.SERUM BLK2 oor 010 20 ND NDSERUMSPKE31 0004 63 0061 010 20 81% 12 015 012SERUMSPKE32 004 63 0078 010 20 103% 16 015 01s
SERUMSPKE33 00M 63 0062 010 20 82% 12 015 012Fs4t0548 0021 010 20 no NDFsiorsn oo 010 20 no No

reer
000218 1

1%

MA01S02305
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F54109-d28 
F54114-d28 

SERUM SPIKE 63-4 0.004 63 
SERUM SPIKE 63-5 0.004 63 
SERUM SPIKE 63-6 0.004 63 

SERUM SPIKE 63-7 0.004 63 

SERUM BLK 1 
SERUM BLK 2 
SERUM SPK 63-1 0.004 63 
SERUM SPK 63-2 0.004 63 
SERUM SPK 63-3 0.004 63 
F54105-48 
F540"75-48 

0.020 
0.017 
0.031 
0.049 
0.061 
0.059 
0.031 
0.017 
0.061 
0.078 
0.062 
0.021 
0.026 

0.10 2.0 ND ND 
0.10 2.0 ND ND 
0.10 2.0 41% 0.62 0.15 0.062 
0.10 2.0 65% 0.98 0.15 0.10 
0.10 2.0 81% 1.2 0.15 0.12 
0.10 2.0 78% 1.2 0.15 0.12 
0.10 2.0 ND ND 
0.10 2.0 ND ND 
0.10 2.0 81% 1.2 0.15 0.12 
0.10 2.0 103% 1.6 0.15 0.16 
0.10 2.0 82% 1.2 0.15 0.12 
0.10 2.0 ND ND 
0.10 2.0 ND ND 
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HWI 6329-159, AMDT 042095.1
ppmF-inserum

Control 4bour Shou I2howr 24 hour ‘Summary of Orion serum analysis without
Fs4074 0670 0304 0346 0268 entering "ND". This summary is used toFs4075 0645 0490 0558 0440 determine the relative half lf, therefore it
Fsi081 0800 0398 0416 0346 is appropriate to use values which are less
Fsi085 0398 0428 0366 0412 tha the detection limit.
Fs4086 0542 0616 0408 0328

Fssl0s 0432 0616 0502 0366
Fs4105 0509 0426 0538 0312
Fs107 0434 0304 0388 0304

Smykg 4hour Shou I2bour 2éhour
F407 0416 0458 0839 0330

Fs4083 0400 0352 0636 0380
Fs4091 038 0282 0576 0314
Fs4094 0418 0505 0708 0308
Fs4097 0446 0278 042 0400
FS4100 0408 0346 042 0324
Fs4102 0405 0258 043 0250

FS4108 0318 025 0288 02%

10mye 4hour  Shour IZhour 24hour
Fsa071 336 0302 042 032
F54093 0408 037 0338 02%
F34095 0316 054 030 02%

Fsal01 02% 032 0404 0240
F5i078 0412 0424 0284 0266
F54090 03% 044 032 0300

F506 0336 032 026 0264
Fssl0 0392 1500 0312 0226

100mgkg 4hour  Shour 12hour 24hour 4Shour 192hour 360hour S38hour 672hour
F54080 0508 0638 0358 0320
F087 0496 0438 0372 0270 0398 0588 042% 0362 0350
F088 0552 062 0508 0274 0336 0524 0434 0390 0360

Fs:089 0406 0624 0380 0278
F34092 0376 0740 0332 032

F509 0552 0514 1478 L748 038 0666 052
FS4106 0630 0860 0536 0256
Fs4109 0418 0488 0410 0306 0446 0564 0500 0374 0406
Fille 0776 0676 0524 032 0433 0694 0400 0390 0330

500mg/kg 4hour Shou IZhour 24hour d8hour 192hour 360hour S8hour 672hour
FS4076 0810 0890 046
Fsi079 2320 088 082 LIM La 136 1266 0808 0660
Fsi082 L130 1254 0686 LIA 1318 1458 0866 0912 0964
Fsi084 1344 089% 080 122 184 1346 1370
F54098 0926 L000 0836 1276 1312 1348 1078

Fsatll 1914 087 0S2 12 142 125% 122 0&2 070
Fsdli2 0758 Lis 1310 02 134 Liss 082 00015
S413 1638 0954 0436 1276 1368 159% 1292

Fsalle 2040 3440 050 1266 L706 1292 1300 08% 0728

000219 113i

3MAO1502305
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Control 

F54074 

F54075 

F54081 

F54085 

F54086 

F54104 

F54105 

F54107 

5 mg/kg 

F54077 

F54083 

F54091 

F54094 

F54097 

F54100 

F54102 

F54108 

10 mg/kg 

F54071 

F54093 

F54095 

F54101 

F54078 

F54090 

F54096 

F54110 

100 mg/kg 

F54080 

F54087 

F54088 

F54089 

F54092 

F54099 

F54106 

F54109 

F54114 

HWI6329-159, AMDT 042095.1 
ppmF-in serum 

4 hour 8 hour 12 hour 24 hour 
0.670 0.304 0,346 0.268 
0.645 0.490 0,558 0.440 

0.800 0.398 0.416 0.346 

0.898 0.428 0,366 0.412 
0.542 0.616 0.408 0.328 

0.492 0.616 0,502 0.366 

0.509 0.426 0,528 0,812 

0.484 0.304 0.388 0,304 

4 hour 8 hour 12 hour 24 hour 

0.416 0.458 0,839 0,330 

0.400 0.352 0,636 0.380 

0,384 0.282 0.576 0,314 

0.418 0.506 0,708 0.308 

0.446 0.278 0.492 0,400 

0.408 0.346 0,442 0.324 

0.406 0.258 0,436 0,250 

0.318 0.254 0,288 0,278 

4 hour 8 hour 12 hour 24 hour 

0,336 0.302 0.412 0.302 

0.408 0.374 0.328 0,274 

0.316 0.5 I4 0.320 0.256 

0,290 0.322 0.404 0.240 

0.412 0.424 0,284 0,266 

0.390 0.424 0.342 0,500 

0.336 0.342 0.246 0,264 

0.392 1.500 0..312 0.226 

4 hour 8 hour 12 hour 24 hour 

0.508 0.638 0.358 0,320 

0.496 0.438 0.372 0,270 

0.552 0.662 0.508 0,274 

0.406 0.624 0.380 0,278 

0.376 0.740 0.332 0,322 

0.552 0.514 1.478 1.748 

0.630 0.860 0.536 0.256 

0.418 0.488 0.410 0.306 

0.776 0.676 0.524 0.322 

Summary of Orion serum analysis without 

entering "ND". This summary is used to 

determine the relative half life, therefore it 
is appropriate to nse values which are less 

than the detection limit. 

48 hour 192 hour 360 hour 528 hour 672 hour 

0.398 0.5gg 0,426 0.362 0,350 

0.336 0.524 0.434 0.390 0,360 

0.948 0.666 0.572 

0.446 0.564 0.500 

0.438 0.694 0.400 

500 mg/kg 4 hour 8 hour 12 hour 24 hour 48 hour 192 hour 360 hour 
F54076 0.810 0.890 0.546 

F54079 2.320 0.83g 0_852 1.170 1.184 1.364 1.266 
F54082 1.130 1.254 0.686 1.104 1.318 1,458 0.866 
F54084 1.344 0.890 0.870 1.222 1.824 1,546 1.370 
F54098 0.926 1.000 0,836 1,276 1.332 1.344 1.078 
F54111 1.914 0.878 0.912 1.252 1.452 1.256 1.252 

F54112 0.758 1.184 1.310 1,022 1.314 1,184 0.822 
F54113 1.638 0.954 0.436 1.276 1.364 1.596 1.292 
F54116 2.040 3.440 0.940 1.286 1.706 1.292 1.380 

000219 

0.374 

0.390 

528 hour 

0.808 

0.912 

0.822 

0.890 

0,406 

0,330 

672 hour 

0.660 

0.964 

0,710 

O()01C 
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9.11.4 Summary and raw data; ppm F" in serum as
determined by thermal extraction followed by analysis using
Skalar segmented flow analyzer with ion selective electrode.

000142
000222

MAO1502309
2807.0142

9.11.4 Summary and raw data; ppm F in serum as 
determined by thermal extraction followed by analysis using 
Skalar segmented flow analyzer with ion selective electrode. 
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©-22-43 WW

Skala Qaha

RE: 6329-159 SERUM SAMPLES

AMDT 42095.1

Date of Analysis: May 4, 8, 9, 11, 24 and May 25, 1995

Analyst: DOW

The samples are burned in the Dohrman at 950 C using 8.18 mL of
the serum. The gas is collected in 2.8 mL of 1:1 TISAB/Milli-Q
water. The samples are then analyzed on a Skalar Segmented
Flow Analyzer using the lon Specific Electrode (ISE) Method.

TISAB buffer is added to each sample as it proceeds through the
system. The sample then goes through a heated mixing coil
before the potential between the ion selective electrode and the
reference electrode is measured. The signal is amplified and
related to the fluoride concentration.

The instrument was calibrated in the ranges of 8.815 - 0.15

ppm and 8.15 - 1.58 ppm fluoride. The standard curve for the

high range was plotted using the inverse logarithm option. The
standard curve for the low range is linear. All standards and
samples were then calculated by the Skalar software using
these curves. All results below 8.8001 ppm appear on the raw

data as #.&8#8#%.

A quality control standard was analyzed every 18 samples to
check for accuracy and drift.

Raw data is taken from the appropriate calibrated range of the

Skalar printout and summarized on an Excel spreadsheet. The
final results are adjusted for the collection volume and any

subsequent dilutions.
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000223
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MAO1S02310
2807.0143

RE: 6329-I 59 SERUM SAMPLES 
AMDT 42095.1 

Date of Analysis: May 4, 8, 9, 1 I, 24 and ~lay 25, 1995 
Analyst: DDW 

The samples are burned in the Dohrman at 958 C using 8.18 mL or 
the serum. The gas is collected in 2.8 mL of 1:1 TISRB/Milli-Q 
water. The samples are then analyzed on a $1<alar Segmented 
Flow Rnalyzer using the Ion Specific Electrode (ISE) I~ethod. 

TISAB buffer is added to each sample as it proceeds through the 
system. The sample then goes through a heated mixing coil 
before the potential between the ion selective electrode and the 
reference electrode is measured. The signal is amplified and 
related to the fluoride concentration. 

The instrument was calibrated in the ranges of 0.015 - B.15 
ppm and I~.15 - 1.58 ppm fluoride. The standard curve for the 
high range was plotted using the inverse logarithm option. The 
standard curve for the low range is linear. All standards and 
samples were then calculated by the $1<alar software using 
these curves. All results below 0.0001 ppm appear on the raw 
data as #.####. 

A quality control standard was analyzed every 18 samples to 
checl< for accuracy and drift. 

Raw data is taken from the appropriate calibrated range of the 
Sl<alar printout and summarized on an Excel spreadsheet. The 
final results are adjusted for the collection volume and any 

~ 
_~quent dilutions. 
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SUMMARY of 6329-159 

SERUM SAMPLES 

AMDT 42095.1 

F54074 0.51 0.35 0.42 0.70 

GROUP 1 
Dose Level : 0 

F54075 0.61 0.64 0.63 0.47 0.52 
F54080 0.84 0.40 0.43- 0.40 
F54085 0.98 0.62 0.29 0.00 
F54085 0.31 
F54086 0.70 0.35 
F54104 0.58 0.73 0.81 0.47 
F54105 0.34 0.55 0.60 1.08 0.36 
F54107 0.46 0.31 0.40 0.31 

GROUP 2 

Dose Level : 5 mg/kg 

F54077 - 0.53 0.58 1.22 0.34 

F54077 0.39 

F54083 0.33 0.43 0.98 0.00 
F54083 0.42 
F54091 0.36 0.12 0.90 0.28 
F54094 0.36 0.45 1.03 0.27 
F54097 0.40 0.05 0.67 0.48 

F54100 0.39 0.41 0.62 0.00 

F54100 0.31 

F54102 0.38 0.29 0,46 0.18 

F54108 0.20 0.01 0.20 0.27 

GROUP 3 
Dose Level : I0 mg/kg 

F54071 0.24 0.16 0.00 0.24 
F54078 0.39 0.22 0.32 0.52 
F54090 0.28 0.20 0,49 1.02 
F54093 0.43 0.29 0.00 0.21 

F54095 0.24 0.41 0,00 0.42 
F54096 0.13 0.00 0,04 0.23 

F54101 0.15 0.13 0,00 0.34 

F54110 0.25 1.85 0,00 0.30 

GROUP 4 
Dose l.~vel : 100 mg/kg 

F54080 0.56 0.73 0.53 1.21 0.28 0.65 0.21 
F54080 0.57 

F54087 0.50 0.41 0,64 0.81 0.38 0.66 0.35 0.27 0.34 
F54088 0.40 0.64 0,79 0.48 0.31 0.32 0.00 
F54089 0.36 0.75 0.65 0.99 0.22 0.49 0.33 0.32 0.23 
F54092 0.28 0.87 0,44 1.02 0.19 0.73 0.43 

F54099 0.63 0.60 1,79 2.15 1.14 0.74 0.61 
F54099 0.47 0.34 0.53 
F54106 0.68 1.05 0.96 0.88 

F54109 0.32 0.67 0.64 0.78 0.43 0.56 0.50 0.29 0.34 
F541t4 0.86 0.80 0.72 0.64 0.46 0.73 0.29 0.34 0.36 
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SUMMARYof6329-159
SERUM SAMPLES
AMDT42095.1
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SUMMARY of 6329-159 
SERUM SAMPLES 

AMDT 42095.1 

GROUP 5 

Dose Level : 500 mg/kg 

F54076 0.92 1.17 0.68 

F54079 2.94 1.36 1.25 1.00 1.05 1,28 1.36 1.07 0.86 
F54082 1.40 1.75 0.95 0.86 1.37 1.28 0.71 1.17 1.21 
F54084 1.78 1.44 1.30 1.03 1.73 1.46 1.40 
F54098 1.25 1,58 1.39 1.10 1.37 1.25 1.04 
F54111 2.42 1,19 1.40 1.18 1.52 1.02 1.22 1.14 0.89 
F54112 1.05 1,47 1.65 1.25 1.63 1.45 0.90 
F54113 2.23 1,40 0.66 1.17 1.44 1.55 1.17 
F5411.6 2.61 4,56 1.32 1.20 1,69 1.15 1.92 1.08 1.00 
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cus “rans
95-05-04 16544 output of : 950504a AT wroas.t

2159 Seon
oftware : version 6.1 ¢1990,93 ©aersy

porator + oo BESTCOPY AVAILABLE
ate of the Analysis : 1995-05-04 08:18
nalysis File Name © C:\SKALAR\DATA\HWIDATA\SERUM\950504A1

1uoride 1.5alibration order = Inverse Logarithm
i1ope is = gaeren

xe X= corrected value of the sample[12] nigmsdudec tami,
esult = 101 5 s = Slope of the electrode

2- -0.00000So 0000ER eH
Luoride1aibiation order = 2
orrelation : r = 0.99928
osult=az +x bal vs a0
2= 0.00000II loooisER 45H
amplor 700 + sat000Faber iSample Time | 50 sec.Gach© Tine | 120 Sec.Mr Tee 10STake up {SingleSpecial ; NonsRocdis Height | 70 mm.
stuter nesdle Height 80 mmaiTution Factor © 10dilution volume © 25 mLResampio iiDilution runs © 1

user file : LeRosroces. Mo

000164
000244 “

aworsoasat
2807.0164

995-05-04 ~6:44 OutPut of : 950504AI ~’I ~?,o%~.% 

oftware : version 6.1 c1990,93 ~’\~ "~*~ 

perator : DDW B[Sf COPf AYA~[A~E 

ate of the Analysis : 1995-05-04 08:18 

nalysis File Name    : C:\SKALAR\DATA\HW[DATA\SERUM\950504AI 

’luoride 1.5 
~alibration order = Inverse Logarithm 

~i ope : s = #.##### 

r x - cl ] :esult = I0L    s 

X = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

2 = -0.00000 
1 = 0.00063 
0 = -1.24458 

luoride L 
alibration order = 2 

:orrelation : r = 0.99928 

esult = a2 * x= + al * X + a0 

2 = 0.00000 
1 = 0.00018 
0 = -0.00141 

ampler Type 
Number 
Sample Time 
Wash Time 
Air Time 
Take up 
special 
needle Height 

SAI000 
1 
50 sec. 
120 sec. 
1    sec. 
Single 
None 
70 mm. 

iluter needle Height    : 80 mm 
dilution Factor : I0 
dilution Volume : 2.5 ml. 
Resample : 
Dilution runs : 1 

User file : TXT 
Reproces : No 

000244 

2807.0164 
3MA01502331 



Resample No BEST,EE Mhrashora | dos COPYAviApLE

000245
000165

23

2807.0165

995-05-04 ~.6:44 OutPut of : 950504AI 

luoride 1.5 Path number 
Signal type 
Decolor 
system Number 
diLute 
Resample 
dil Threshold 
dig output 
Window event 

: 3 
: Debubbled 
: Yes 
: 0 
: No 
: No 
: 4095 
: 0 
: Off 

sl sTandard 
s2 sTandard 
s3 standard 
s4 sTandard 
s5 sTandard 
s6 sTandard 
s7 sTandard 
s8 sTandard 
s9 sTandard 
sl0 sTandard 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: 0.300 
: 0.600 
: 1.200 
: 1.500 

Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

iuoride L Path number 
Signal type 
Decolor 
system Number 
diLute 
Resample 
dil Threshold 
dig output 
Window event 

: 0 
: Debubbled 
: No 
: 0 
: No 
: No 
: 4095 
: 0 
: Off 

000E45 

2807.0165 
3MA01502332 



995-05-04 16:44 Output of : 950504A1
1 standard: 0.0152 itendard © 0.0%3 Smamaard i 0logi tanaara © 0.0%55 Smancara | 0li203% manaara i oligoommend a,33 Srandard © Ignore py,
$9 sTandard : Ignore Aytlo Sranaard © fonore 4Order’: 2Dimension : PEMStart value |: 500 DUtrigger Linit © 1800 SecFoak shape | i PointedStart ignore 60 SecSa nora | 120 SecNeasura window © To 3
Filter ihoRegeneration | Noformule; caseyoutput sever

000246 i.
000166

24

awsors0z233
2807.0166

’.995-05-04 16:44 OutPut of : 950504AI 

sl sTandard 
s2 sTandard 
s3 sTandard 
s4 sTandard 
s5 sTandard 
s~ sTandard 
s7 sTandard 
s8 sTandard 
s9 standard 
sl0 sTandard 

: 0.015 
: 0.030 
: 0.060 
: 0.090 
: 0.120 
: 0.150 
: Ignore 
: Ignore 
: Ignore 
: Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula 
output 

500 DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

c4:=c3 
#.#### 

000246 

2807.0166 
3MA01502333 



995-05-04 16:44 Output of : 9505041 Page 1 of 2
Fluoride 1.5 Fluoride 1
I= EY

‘os Typ Ident Ch Result F Time Ch Result F Time
tiw Initial ash 3 0.057 65 4 #.akks 0 2: Tracer 3 1.462 212 4 1.0733 0
Loa Drift 3 1.467 387 41.0775 0 -

“ Wash 3 0.057 629 4 sieves 0 =
51 standard 1 3 0.085 740 4 0.0150 0 <2

i os2 Standard2 3 0.073 915 4 0.0304 0 -
| 83 Standard3 3 0.050 1087 4 0.0394 ° =Si Standard& 3 0/105 1263 40.0891 ° =

35 Standard 5 3 0.132 1i3s 4 0lizz1 ° =
© 3  Stanaaras 3 0.133 Tei 4 0.1430 °
0 37 Standard 7 3 0lz83 1787 4 0.2868 °
0 35 Stanaara8 3 01609  isei 4 0.5232 0
3 29 Standard 9 3 1.226 2137 4 0.3080 0
3 0 standaza 10 3 10474 2313 41.0831 0
ia Teift 3 1.472 i814 1.0810 0
Sw Wash 3 01057 2729 4 seers 0
iu Blk 1 3 0.077 283s 40.0385 °
iu Blk 2 3 0.070 3013 4 0.0242 °
au sok53-1 3 0.095 318 4 0.0886 0
su Sok 63-2 3 0.098  336¢ 4 0.0736 0
0 4 spkSasi 3 0l098 3338 4 0.0733 0
14 Spko4is-2 3 0.080 3734 4 0.0433 0
Zou Spk 126-1 3 0l170 3888 4 011698 0
3U Sekize-z 3 0/117 4062 4 0.0937 0
§U stko126-3 3 0llaz 4238 4 011343 °
HE Sox 126-4 3 0l14s adie 4 0.143 °
sa Drift 3 1.425 ass 4 1.0132 °7 Vash 3 0.0871 i756 4 £lnass 0
FI 540814 3 0.07) 1938 4 0.0120 °
FI £075.43 0.073 8113 4 0.0306 0
ou 54207-4 3 0l063 S251 40.022 °
1 £34105. 3 0.086 546s 4 0.0172 0
FE F34074-4 3 0.070 sedi 40.023 °
5a Blk-1 3 0lazs 581s 4 0.8608 0
iu Blcz 3 0.402 3583 4 0.3788 °
Sou Spr 63-1 3 0.100 sles 4 0.0767 0
Fa Sok 637 3 0.111 6335 4 0.0920 °
7a Sok 633 3 0.113 esis 4 0.0363 °sd Drift 3 1.464  6ess 4 1.0750 0
Su Wash 3 0.057 esii 4 sleane 0OL so a2e.1 3 olla joad 4 0.1397 °Tou Sek ize-z 3 0i47 721s 401i) °
34 Sbk1263 3 odes 7350 4 0li3ee °5 u sek 126-4 3 0l1si 736s 4 0.1467 °
IU SK i2és 3 oli 7740 4 0liz0s 05% spk 126-6 3 0.137 731s 4 0.1333 0Su Siki287 3 liao aos 4 0.417 0Tu Pse0as-4 3 0.083  azes 4 0.0492 °au 340804 3 0.072 8442 4 0.0278 0su 341044 3 0.077 8623 4 0.0291 00a Drift 3 1.467 e750 4 1.0775 °Tow Vash 3 01087 9032 4 Hein °FY 55407724 3 0.071 3138 4 0.0265 ° .ia 310834 3 ol0ss 9314 40.0183 ° 000167

000247 25

aMAO1S02334
2807.0167

.995-05-04 16:44 OutPut of : 950504AI Page 1 of 2 

’os Typ Ident 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ch Result F Time    Ch Result F Time 

Initial Wash 3 
Tracer 3 
Drift 3 
Wash 3 

Standard 1 3 
Standard 2 3 
Standard 3 3 
Standard 4 3 
Standard 5 3 
Standard 6 3 
Standard 7 3 
Standard 8 3 
Standard 9 3 

Standard i0 3 
Drift 3 
Wash 3 
Blk 1 3 
Blk 2 3 

Spk 63-1 3 
Spk 63-2 3 

Spk 94.5-1 3 
Spk 94.5-2 3 
Spk 126-1 3 
Spk 126-2 3 
Spk 126-3 3 
Spk 126-4 3 

Drift 3 
Wash 3 

F54081-4 3 
F54075-4 3 
F54107-4 3 
F54105-4 3 
F54074-4 3 

Blk-i 3 
Blk-2 3 

Spk 63-1 3 
Spk 63-2 3 
Spk 63-3 3 

Drift 3 
Wash 3 

Spk 126-I 3 
Spk 126-2 3 
Spk 126-3 3 
Spk 126-4 3 
Spk 126-5 3 
Spk 126-6 3 
Spk 126-7 3 
F54085-4 3 
F54080-4 3 
F54104-4 3 

Drift 3 
Wash 3 

F54077-4 3 
F54083-4 3 

057 
462 
467 
057 
065 
073 
090 
109 
132 
153 
288 
609 
226 
474 
472 
057 
077 
070 
095 
098 
098 
080 
171 
112 
142 
149 
425 
057 
O79 
073 
069 
066 
070 
828 
402 
i00 
iii 
113 
464 
057 
146 
147 
144 
151 
138 
157 
129 
083 
072 
072 
467 
057 
071 
066 

65 
212 
387 
629 
740 
915 

1087 
1263 
1436 
1611 
1787 
1961 
2137 
2313 
2487 
2729 
2838 
3013 
3188 
3364 
3538 
3714 
3888 
4062 
4238 
4414 
4588 
4756 
4938 
5113 
5291 
5465 
5641 
5815 
5989 
6165 
6339 
6515 
6689 
6911 
7040 
7215 
7390 
7566 
7740 
7916 
8092 
8266 
8442 
8623 
8790 
9032 
9138 
9314 

4 # #### 
4 1 0733 
4 1 0775 
4 # #### 
4 0 0150 
4 0 0304 
4 0 0594 
4 0 0891 
4 0 1221 
4 0 1490 
4 0 2865 
4 0 5232 
4 0 9080 
4 1 0831 
4 1 0810 
4 # #### 
4 0 0385 
4 0 0242 
4 0 0686 
4 0 0736 
4 0 0732 
4 0 0433 
4 0 1698 
4 0 0937 
4 0 1343 
4 0 1431 
4 1 0452 
4 # #### 
4 0 0420 
4 0 0306 
4 0 0229 

4 0 0172 
4 0 0255 
4 0 6608 
4 0 3788 
4 0 0767 
4 0 0929 
4 0 0963 
4 1 0750 
4 # #### 
4 0 1397 
4 0 1417 
4 0 1368 
4 0 1467 
4 0 1292 
4 0 1533 
4 0 1179 
4 0 0492 
4 0 0278 
4 0 0291 
4 1 0775 
4 # #### 

4 0 0265 
4 0 0163 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

000247 
O()O167 

2807.0167 
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s55-05-04 15:44 outta of: 9305041 vase 2 or 2
Fluoride 1.5 Fluoride I
eon -

4 ou F54094-4 3 0.067 9488 40.0181 0 2,Lu Emde am foam 2,
6 u F54091-4 3 0.067 9842 4 0.0181 0 #,
7 ou Blk 1 3 0.069 10016 40.0220 0 Z,iy HE: Bh oidem © 2,$y Bhi ooh fom ioome oo$y TEL OD OIE mm oidmm$Y maRd 3 oohe dois ioeme 65d SD RED ium3 Wan 3 dow items Gimme ooDU mad 300% HNN ©DuoomEE ot nim fod ooPu Emm 3 oo HED dum 8PU mel odoin loamDue men 30s IE dum 8 p5 U= Faifose-4 3 0.087 1211s 40.0200 0 meee we The
0 ur F547087-4 3 0.070 12291 4 0.0248 0
1 u > F54f110-4 3 0.064 12462 4 0.0123 0PUTTERS dG mm ofodm ooSu RIRND oe i iamiy Rho om ousSu en 3 don ae fine ooDU eet 3000 INE LN ©SUR os mEpoloaneSU EBSD Son HN jot 8Dome fem mm oioumSU mie oosE nn doom ooTo Eden Sem HED LoePOBENTD Dn HB eng 8DUE San mm donnoDBE 3 ul i ieknDu mE SE im foami inn in fthm 61: Tan 3 don ian finn.PU wad 30ND mE SINSu BENT Sa BE fonmSu mM GORD mE idmTU mL DON In oiodm 2PORN 3m Nn ioun 8Pu RENN dd In inesis lod oTam In f0de 6i iain on fk ihm 6Dh nou 3 oon ime SEE 8

000248 0001685

ww

sworsozsss
2807.0168

995-05-04 16:44 

’os Typ Ident 

4 u 

5 u 
6 u 
7 u 
8 u 
9 u 
0 u 
1 u 
2 d 
3 w 
4 u 
3 u 
6 u 
7 u 
8 u~ 
9 u 
o 
1 U -~- 
2 u 
3 u 
4 d 
5 w 
6 u 
7 
8 u 
9 u 
0 u 
1 u 
2 u 
3 u 

5 u 
6 d 
7 w 
8 u 
9 u 
0 u 
! u 
2 u 
3 u 
4 d 
5 w 
t rw 

F54094-4 
F54100-4 
F54091-4 

Blk 1 
Blk 2 
Spk 1 
Spk 2 

F54097-4 
Drift 
Wash 

F54102-4 
F54092-4 
F54080-4 
F54106-4 

F54~088-4 
F54,~087-4 
F54~II0-4 
F54096-4 
F54090-4 

Drift 
Wash 

F54078-4 
F54101-4 
F54095-4 
F54093-4 
F54071-4 
F54108-4 
F54116-4 
F54098-4 
F54084-4 
F54079-4 

Drift 
Wash 

F54113-4 
F54111-4 
F54082-4 
F54076-4 
F54114-4 
F54109-4 

Drift 
Wash 

RunOut Wash 

Fluoride 

PPM 

OutPut 

1.5 

Ch Result F Time 

3 0 067 
3 0 067 
3 0 067 
3 0 069 
3 0 064 
3 0 103 
3 0 105 
3 0 067 
3 1 436 
3 0 057 
3 0 067 
3 0 064 
3 0 072 
3 0 075 
3 0 067 
3 0 067 
3 0 070 
3 0 064 
3 0 061 
3 0 064 
3 1 455 
3 0 057 
3 0 067 
3 0 061 
3 0 063 
3 0 068 
3 0 063 
3 0 062 
3 0 139 
3 0 091 
3 0 108 
3 0 152 
3 1 478 
3 0 057 
3 0 124 
3 0 131 
3 0 096 
3 0 082 
3 0 080 
3 0 065 
3 1 468 
3 0 057 
3 0 057 

9488 
9666 
9842 

10016 
i0191 
10367 
i0543 
10717 
i0891 
11066 
11241 
11419 
11591 
11769 
i1942 
12116 
12291 
12462 
12642 
12818 
12992 
13159 
13342 
13516 
13692 
13868 
14042 
14213 
14393 
14568 
14744 
14919 
15093 
15332 
15444 
15619 
15795 
15967 
16145 
16319 
16493 
16650 
16968 

of: 950504A1 

Fluoride L 

PPM 

Ch Result F Time 

4 0 0181 
4 0.0196 
4 0 0181 
4 0. 0220 
4 0 0130 
4 0. 0800 
4 0 0835 
4 0.0200 
4 1 0537 
4 #.#### 
4 0 0192 
4 0.0141 
4 0 0287 
4 0.0340 
4 0 0181 
4 0.0200 
4 0 0248 
4 0.0123 
4 0 O064 
4 0.0138 
4 1 0681 
4 #. #### 
4 0 0194 
4 0.0076 
4 0 0120 
4 0.0213 
4 0.0118 
4 0.0102 
4 0.1307 
4 0.0624 
4 0.0889 
4 0.1471 
4 1.0857 
4 #.#### 
4 0.ii14 
4 0.1210 
4 0.0702 
4 0. 0460 
4 0. 0431 
4 0. 0160 
4 !. 0780 
4 #.#### 
4 #.#### 

o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 

Page 2 of 2 
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2807.0168 
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Dow “halas995-05-04 16:48 Output of: 95050481 deoxy angs
oftware : version 6.1 c1990,33 Lidia
sraser oo BEST COPY AVAILABLE
ate of the Analysis : 1995-05-04 13:07
nalysis File Name  : C:\SKALAR\DATA\HWIDATA\SERUM\95050431

luoride 1.5
alibration order = Inverse Logarithm
‘zope Ps = panerr

x -elq x = corrected value of the sample
[==] cl = corrected value of the concentration 1esule = 100 5 = Slope of the electrode

2=  -0.00000
i= olooos2
0= 124651
luoride L
alibration order = 2
‘orrelation : r = 0.99962
esult=a2 xt + al tx+a0
2= 0.00000
1s 0l00020
0= -0.00460
ampler Type + 5A1000

Number 1
Sample Time  : 30 sec
Wash Time  : 120 sec
Ar Time: 1 sec
Take up : single

special : None
needle Height: 70 mm.

iluter needle Height : 80 mm
dilution Factor : 10
lution Volume: 2.5 ml
Resanpla ii
Dilution runs © 1
User file : . mr
Reproces : No

000252 000175

«

3WAD1502339
2807.0172

995-05-04 16:48 

oftware : version 6.1 c1990,93 

perator : DDW 

ate of the Analysis : 1995-05-04 13:07 

OutPut of : 950504BI 

BEST COPY AI AILABLE 
nalysis File Name    : C:\SKALAR\DATA\HWIDATA\SERUM\950504BI 

luoride 1.5 
alibrat±on order = Inverse Logarithm 

:lope .: s = #.##### 

i x - cl 1 

esult = I0 s 

x = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

.2 = -0.00000 
1 = 0.00062 
0 = -I.24651 

luoride L 
alibration order = 2 

:orrelatio~ : r = 0.99962 

esult = a2 * x= + al * x + a0 

2 = 0.00000 
1 = 0.00020 
0 = -0.00460 

ampler Type : SAIO00 
Number : 
Sample Time : 50 sec. 
Wash Time : 120 sec. 
Air Time : 1    sec. 
Take up : Single 
special : None 
needle Height : 70 mm. 

iluter needle Height    : 80    mm 
dilution Factor : I0 
dilution Volume : 2.5 ml. 
Resample : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

000i75 

2807.0472 
3MA01502339 



995-05-04 16:48 Output of : 950504B1
luoride 1.5 Path number 3

Signal type Debubbled
Decolor © Yes
system Number : 0
dilute © NoEe ik BESTCOPY AVAILABLE
dil Threshold : 4095
diG output i 0
Window event : Off

s1  sTandard : Ignore
52 sTandard : Ignore
$3 sTandard : Ignore
s4  sTandard : Ignore
$5  sTandard : Ignore
s6 sTandard : 0.150
$7  sTandard : 0.300
s8 sTandard : 0.600
$9 sTandard : 1.200
$10 sTandard : 1.500
order : Inverse Logarithm
Dimension : PEM
start Value  : 500 DU
trigger Limit : 1800 Sec
Peak shape i Pointed
SArt ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75
Filter i No
Regeneration : No
formula
output i ##.###

luoride L Path number : 0
Signal type : Debubbled
Decolor : No
system Number : 0
dilute : No
Resample : No
dil Threshold : 4095
diG output: 0
Window even: : Off

000253
000176

3MAO1502340
2807.0173

995-05-04 16:48 OutPut of : 950504BI 

luoride 1.5 Path number 
Signa! type 
Decolor 
system Number 
dilute 
Resample 
dil Threshold 
dig output 
Window event 

3 
Debubbled 
Yes 
0 
No 
No 
4095 
0 
Off 

sl sTandard 
s2 sTandard 
s3 sTandard 
s4 sTandard 
s5 sTandard 
s6 sTandard 
s7 standard 
s8 sTandard 
s9 standard 
sl0 sTandard 
Order : Invers 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: 0.300 
: 0.600 
: 1.200 
: I. 500 
e Logarithm 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

’luoride L Path number 
Signa! type 
Deco!or 
system Number 
diLute 
Resample 
dil Threshold 
dig output 
Window event 

0 
Debubbled 
No 
0 
No 
No 
4095 
0 
Off 

BEST COPY AVAILABLE 

0{)0i76 

2807.0173 
3MA01502340 



995-05-04 16:48 Output of : 95050481
si standard : 0.015
52 sTandard : 0.030
53 sTandard : 0.060
s4 standard : 0.090
55 sTandard : 0.120
s6 sTandard : 0.150
s7  sTandard : Ignore
58  sTandard : Ignore
59 sTandard : Ignore
510 sTandard : Ignore
order : 2
Dimension : PPX
start Value  : 500 DU
trigger Limit : 1800 Sec
Peak shape : Pointed
StArt ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75 %
Filter : No
Regeneration : No
fornvla  : ci:zc3
output RTT

000254

000177

—c

3MA01502341
2807.0174

,995-05-04 16:48 OutPut Of : 950504BI 

sl standard 
s2 sTandard 
s3 sTandard 
s4 standard 
s5 sTandard 
s6 standard 
s7 standard 
s8 sTandard 
s9 sTandard 
sl0 standard 

0 015 
0 030 
0 060 
0 090 
0 120 
0 150 

Ignore 
Ignore 
Ignore 
Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formUla 
output 

500 DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

c4:=c3 
#.#### 

000254 

0 00i 77 

2807.0174 
3MA01502341 



55-05-04 16:48 Output of + s5050481 Page 1 of 2
Fluoride 1.5 Fluorite 5
sou Pow %,

os Typ aon oh Sasult P Tine Oh Bevis ¥ Tew %,
© Se Initial wash 3 0.057 65 4 4.eene o Z,§ Tracer 3 tee as sol 0 %,i Seif 3 Li des soma 0wash 3 0.05 3% ayes oLo oseenatdt 3005 SR GLA 0Soman loool a dun 2S$ onmi i loots ams doom 0SOonmamI ood BR dwn 0Sonam: doin HE ionm 0Lo mma doi nn doy»0 3 SMENES 3 eR) UR ioEm ¢5 Siinaras > os ose doe 6jos SmENIS 3 vam mu gokm 0Pode Slama 3 DEON isk oo38 Tab 3 Dis Be ion 0Sa ah 3 0.08 ies damm 6PU marin 30 RY iam .SL Bis 30s Bn oom 5§ ues 5 001 as do0ba 0SU BESTS om BE seemSu Eines 5 ome Ba io0ne 0DU Eoess 3 clon 3 dooms 0Pu BIRES om us ion 5Fi Sk: 3 ols del 4 oom 0i HE 3 00s ms ioe 5i SE oh ah ong 5os She 3 Lak i 10% oy 2 ws 3 0a Bn nag 513 SR 3 oo Bh dom 5SU esadeas 3 on hoon 5HN Biers 3 06 ner 400k 5TL ENS 3 ads na 100 5Pu Ehoeis 3 00 nen 1003 030 Bie 3 one xd doe 0Iu BEBE 3 os Xe dol 5ta $3007 3 oes sie 4oloo 58 Hides 3 ode m3 400k 0Su BENE 30s fy iohe 5id Tin 3 1% ese 10.99% 0Ss aon 3 0.051 Goss 4 aiaeee 5SU esiorics 3 oda es 4 o.0ce 5$Y ESTE 3 ese mh dun 51: iene 3 os 73s 4 olen o22 Bios 1 Seal ne 4a 5HN ists 3 oom The 4 olotes 5su Taibo 3 Sn ie 4lioice 0SL BSE 3 0m Ma ive 5Hi Idle 3 oe sae iales: 5
8 u F54087-8 3 0.068 8441 4 0.0207 0 000255Su Hides > oom seh soem 9HH Sete 3 vm ode ioe S3: wash 3 3.031 Ga 4 aames 6
2 u F54089-8 3 0.076 9141 4 0.0376 0 000178
TU BES: GG Bh iif: @

[e—
2807.0175

995-05-0~ 

:t 

.0 

.2 

.4 

.5 

7 
8 
9 
0 
1 

:3 
:4 
:5 
’.6 
:7 

0 
! 
~2 
~3 
~4 

7 
~8 
~9 
,0 

-2 
:3 
.4 
:5 
,6 
.7 
,8 
.9 
,0 
1 

Typ 

iw 

sl 
s2 
83 
84 
85 
s6 
87 
88 
89 
sl0 
d 
w 
u 
u 

u 

u 
u 
u 
d 
w 

u 
u 

u 

d 

u 
u 

u 
u 
u 
u 
u 
d 
w 
u 
u 

16:48 

Ident 

OutPut of : 950504BI 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ch Result F Time    Ch Result F Time 

Initial Wash 3 0 
Tracer 
Drift 3 ! 
Wash 3 0 

Standard 1 3 0 
Standard 2 3 0 
Standard 3 3 0 
Standard 4 3 0 
Standard 5 3 0 
Standard 6 3 0 
Standard 7 3 0 
Standard 8 3 0 
Standard 9 3 1 

Standard I0 3 
Drift 3 
Wash 3 O. 

F54075-8 3 0 
F54081-8 3 0 
F54105-8 3 0 
F54107-8 3 0 
F54074-8 3 0 
F54085-8 3 0 
F54086-8 3 0 

BLK-I 3 0 
BLK-2 3 0 
SPK 1 3 0 
Drift 3 1 
Wash 3 0 
SPK 2 3 0 

F54104-8 3 0 
F54077-8 3 0 
F54083-8 3 0 
F54094-8 3 0 
F54100-8 3 0 
F54091-8 3 0 
F54097-8 3 0 
F54102-8 3 0 
F54108-8 3 0 

Drift 3 1 
Wash 3 0 

F54071-8 3 0 
F54093-8 3 0 
F54095-8 3 0 
F54101-8 3 0 
F54078-8 3 0 
F54090-S 3 0 
F54096-8 3 0 
F54110-8 3 0 
F54087-8 3 0 
F54088-8 3 0 

Drift 3 1 
Wash 3 0 

F54089-8 3 0 
F54106-8 3 0 

057 65 
467 212 
473 388 
057 629 
065 740 
073 910 
089 1089 
105 1264 
128 1440 
153 1614 
291 1790 
605 1964 
228 2138 
475 2314 
448 2488 
057 2709 
073 2837 
067 3013 
071 3186 
065 3361 
066 3541 
073 3712 
075 3891 
068 4067 
092 4241 
113 4415 
439 4589 
057 4828 
098 4941 
075 5112 
072 5301 
068 5461 
069 5642 
067 5813 
061 5987 
060 6169 
065 6339 
059 6513 
397 6690 
057 6855 
062 7040 
065 7214 
067 7392 
061 7562 
063 7740 
063 7916 
O58 8088 
108 8266 
068 8441 
073 8615 
481 8790 
057 8938 
076 9141 
084 9315 

4 #.#### 
4 0.8027 
4 0.8066 
4 #.#### 
4 0.0140 
4 0.0311 
4 0.0615 
4 0.0877 
4 0.1206 
4 0.1501 
4 0.2729 
4 0.4486 
4 0.7030 
4 0 8073 
4 0 7951 
4 # #### 
4 0 0319 
4 0 0~99 
4 0 0274 
4 O 0154 
4 0 0176 
4 0 0311 
4 0 0357 
4 0 0211 
4 0 0663 
4 0 1002 
4 0 7912 
4 # #### 
4 0 0774 
4 0 0366 
4 0 0292 
4 0 0217 
4 0 0227 
4 0 0203 
4 0 0061 
4 0 0027 
4 0 0146 
4 0 0004 
4 0 7727 
4 # #### 
4 0 0081 
4 0 0144 
4 0 0203 
4 0 0063 
4 0 0108 
4 0 0101 
4 # 
4 0 0923 
4 0 0207 
4 0 0321 
4 0 8103 

4 0 0376 
4 0 0525 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

Page 1 of 2 

000255 

O00iTS 

2807.0175 
3MA01502342 



995-05-04 16:48 output of + 95050481 Page 2 of 2
Fluoride 1.5 Fluoride 5
pov eon

os Trp Taent Ch Result F Time Ch Result ? Time %,
iu Fsios0-a 3 0.075 oas1 4 0.0364 03 Tiiovas 3 0.075 des 4 0.013 5
5 ou F54109-8 3 0.074 9841 4 0.0333 o #,7 Failte 3 olor 1001s 4 00a 0 2su Fiore 3 oon lois 40.0% 03 Fsiosss 3 oop 1031 4 0.0897 S3 Phillis 3 o.dss 1043 40.050% °HN BD 3 oss ion 4 0i0a 8a Bile 3 Ted iS 4000) 51: Wash 3 0.031 11003 4 Wass oHi rsi073%8 3 0105 iis 4 00st 5
1: Taioess 3 o.oo itis 4 0.0nis oHi Fiiosss 3 0.09 ise 4 0.0758 5Su Filles 3 0.22 irre 4 0.3238 58 rir 3 sia iieat 3 o.e3is 5Sa Wash 3 0.031 13031 4 ween 3Dh numous wasn 3 003 dite dens 5

0002 ’56 000179

~

Swaorsazsis
2807.0176

995-05-04 

os Typ 

4 u 

5 u 
6 u 
7 u 
3 u 
9 u 
0 u 
i u 
2 d 
3 w 
4 u 
~ u 
6 u 
7 u 
8 d 
9 w 
t rw 

16:48 

Ident 

F54080-8 
F54092-8 
F54109-8 
F54114-8 
F54076-8 
F54082-8 
F54111-8 
F54113-8 

Drift 
Wash 

F54079-8 
F54084-8 
F54098-8 
F54116-8 

Drift 
Wash 

RunOut Wash 

Fluoride 

Ch Result 

3 0 075 
3 0 079 
3 0 074 
3 0 077 
3 0 087 
3 0 105 
3 0 O88 
3 0 094 
3 1 512 
3 0 057 
3 0.093 
3 0.095 
3 0.099 
3 0.228 
3 1.512 
3 0.057 
3 0.057 

OutPut 

F Time 

9491 
9667 
9841 

10015 
10193 
10367 
10543 
10717 
10891 
11093 
11240 
11416 
11591 
11766 
11941 
12097 
12416 

of : 950504BI 

Fluoride L 

PPM 

Ch Result F Time 

4 0 0364 
4 0 0433 
4 0 0333 
4 0 0402 
4 0 0585 
4 0 0877 
4 0 0593 
4 0 0700 
4 0 8247 
4 # #### 
4 0 0681 
4 0 0718 
4 0 0792 
4 0 2236 
4 0 8245 
4 # #### 
4 # #### 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

Page 2 of 2 

000 56 0O017.9 

2807.0176 
3MA01502343 



————————— Calibration curve of $50504B1 : Fluoride L ———————— Fo]
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000257

000180
29

MAO1S02344
2807.0177

000257 

2807.0177 
3MA01502344 



Calibration curve of SSUSO481 © Fluoride 4.5 —
TREC © Sone eene7ieio yey Ela

* LL] Al

| i| i
i J 1

i
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31 / |1 / Ii / itH / i.
HH / li§ / i
$i i

| / i

/ ii
JS Ini / HH
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i Pp-
iVe |

sosessssd——_ ii
0 Measuurart ans |

Order © Inversa Logarithn see |

000258

000181

4

MAOIS02345
2807.0178

8888943 

0 

8380 

BEST COPY AVAILABLE 

000;~58 

2807.0178 
3MA01502345 



——————— Raw data of 95050481: Fluoride {.§ ——m0ou

oss
2 a

'y Te w
Hi Ph PoHi I bo
IE Tl I i1 ITH Hl| i |Lil !

lh IH |
Pl ii ioPg in 1| Hh LoJ wl loin i) HIoh fii ioERI Ed |
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Si Sstn | |
ht Thani si i
Pin en =ASHEL gs Ra EL Ya aug AIL AViaAREEYernimaeaTa AILLE RAINYTT RARARRAN etLJ y AMANGY el]

s |EV—; To Sato
SBat i Fikeln | CrtlPeEdit seme t

000259 ,
000152

owsots02848
2807.0179

BEST COPY AVAILABLE 

000259 

2807.0179 
3MA01502346 



Rau data of 505046! © Fluoride 15—
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2807.0180

BEST COPY AVAILABLE 
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———————————— Raw data of $5050481 : Fluoride 1.5 eee

085
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0080 “halas995-05-08 12:46 Output of : 950508A1 ApT 42045.
oftware : version 6.1 c1990,93 63291159 Ser
sorator ow BEST COPY AVAILABLE
ate of the Analysis : 1995-05-08 07:30
nalysis File Name  : C:\SKALAR\DATA\HWIDATA\SERUM\S50508AL

luoride 1.5
a1Tbration order = Inverse Logarithm

slope is = paren
x =e X= corrected valus of the sample[==] C1 = corrected valus of the concentration 1wesute = 10l Ts FZ Slee ot the slectrode

2 = -0.00000$C Tol000s0-267
‘luoride &
libration order =2
‘orrelation : r = 0.99873
sult = a2 + xt wal tx +a0
2= 0.00000$I Tolooozs52> -000833

anpler v0 + saz000
Number iT
Sample Tine | 50 sec.
Wash Time 120 sec.Mr Time 1 sec
Take up {singlesPecial None
needle Height © 70 mm.

iluter needle Height i 80 mm
d5Tution Factor | 10dilution volume ; 2.5 mL

Resample ii
Dilution runs | 1
User file : =rReproces | No

000262 .
00018!

MAO1502349
2807.0182

~ate of the Analysis : 1995-05-08 07:30 

~nalysis File Name    : C:\SKALAR\DATA\HWIDATA\SERUM\950508AI 

’luoride 1.5 
ialibration order = Inverse Logarithm 

71 ope : s = #.##### 

i 
x- cl ] 

’.esult = i0 s 

x = corrected value of the sample 
cl = corrected value of the concentration 
s = Slope of the electrode 

~2 = -0.000OO 
~i = 0.00066 
~0 = -1.26704 

’luoride L 
:alibration order = 2 

~.orrelation : r = 0.99873 

esult = a2 * x= + al * x + a0 

.2 = -0.00000 

.I = 0.00021 

.0 = -0.00833 

ampler Type : SAIO00 
Humber : 1 
Sample Time : 50 sec. 
Wash Time : 120 sec. 
Air Time : 1    sec. 
Take up : Single 
sPecial : None 
needle Height : 70 mm. 

.iluter needle Height    : 80    mm 
dilution Factor : I0 
dilution Volume : 2.5 ml. 
Resample          : 1 
Dilution runs    : 1 

User file : 
Reproces : No 

TXT 

000262 

2807.0182 
3MA01502349 



995-05-00 12:48 output of + 3505081
lioride 15 feth sumer: 3Sonal Tit | oanursiesErr tHSyeten vumber | 0nn fofesampie io BEEE Mitanosa | ies STCopy4iG output: 0 AnyShae Tien | out Age

© standard: Ignorefines | iden$3 finer | igor0 fanaa | len$3 irindara | idners55 ianasma i “3iiseimma odfo iTandarai olsi iamamal daefo Cinema: 150Grades”: Tavasss LogarithnSinansion benstare vatue©: 500 outelcos tine | i000 ducFeotthape © | PointedSaris Eeehet iho Di fiHansuca union | 35Fite feFsgensration | NopiErle
loride t rath umber: 0Sonal Tire © ombumbieaSelotor weSyston number | 0ali ToSosansie ioaT TRbanore | toss035 outpur © 8Vinaow Brent | ote

000263 000156

—
2807.0183

995-05-08 12:46 OutPut of : 950508AI 

luoride 1.5 Path number 
Signal type 
Decolor 
system Number 
diLute 
Resample 
dil Threshold 
diG output 
Window event 

: 3 
: Debubbled 
: Yes 
: 0 
: No 
: No 
: 4095 
: 0 
: Off 

sl standard 
s2 sTandard 
s3 standard 
s4 standard 
s5 sTandard 
s6 sTandard 
s7 sTandard 
s8 sTandard 
s9 sTandard 
sl0 standard 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: 0.300 
: 0.600 
: 1.200 
: 1.500 

Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

5OO DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

~luoride L Path number : 0 
Signal type : Debubbled 
Decolor : No 
system Number : 0 
dilute : No 
Resample : No 
dil Threshold : 4095 
dig output : 0 
Window event : Off 

O00,?,G8 

2807.0183 
3MA01502350 



9595-05-08 12:46 Output of : 950508A1
sl standard + 0.018
Sz amandard i 01030
53 Standard © 0.080
Si Tandara © 0050
35 standard © 0112052 Stanaara © 0150
57 Tandara © Ignore23 Tanaara | Ignore
39 sTandara © ignore
S10 iTandara © Ionore
Order : 2
Dimension : PPM
start value  : 500 DUrigeer Lint : 1800 Sec
Peak shape | Pointed
Start igmors © 60 SecNd ignore i 120 Sec
Neasure window: 75%Fiicer io
Regenaration fo
TornUia ¢caricsoutput Vener

000264 000187

aMAO1S02351
2807.0184

995-05-08 12:46 OutPut of : 950508AI 

sl 
s2 
s3 
s4 
s5 
s6 
s7 
s8 
s9 
s!0 

sTandard : 
sTandard : 
sTandard : 
sTandard : 
sTandard : 
sTandard : 

0 015 
0 030 
0 060 
0 090 
0 120 
0 150 

sTandard : Ignore 
sTandard : Ignore 
sTandard : Ignore 
sTandard : Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formUla 
output 

500 DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

c4:=c3 
#.#### 

~000264 OOO± 7 

2807.0184 
3MA01502351 



395-05-08 12:46 output of : 950508A1 Page 1 of 2
Fluoride 1.5 Fluoride L
on BY 2,

0s Typ Tdent Ch Result F Time Ch Result F Time Ou)
®t iw Initial Wash 3 0.058 65 4 #.4aas 0

¢ Tracer 1 1.447 210 4 0.7320 0
a Drift 3 1.486 304 4 0.7363 0: ah 3 00% a seams 0 2
51 Standard 1 3 0.083 734 40.0139 0
Sz standard z 3 007 odo 40.033 °
53 Stanaara 3 3 008s 108s 4 0.0397 °
Si Standera 3 3 0.107 1260 4 0.0932 °
55 Standard 5 3 0.124 1438 4 0.1136 °
Se Standara 6 3 0.154 e114 0l1514 °

0 37  Standara7 3 i287 1785 4 0.2880 0
. 55 standard© 3 0.07  1se1 40.4282 0
3 39 Standard9 3 11239 2134 4 0less7 0
3 310 standard 10 3 11464 2309 4 0.7386 0
ia Drift 3 1.474 248s 40.7125 0
Sw asn 3 0l084 2706 4 aleuss °
Hi 31 3 0l071  2e3s 4 0.039 0
7 Blk z 3 ol0s3 3010 1 0.0128 °
au Sek1 3 0.200 3187 40.0839 °
2 Spe 2 3 0104 3362 4 00083 0
3 4 sarSiaz 3 olor: 353 3 0lo3is °
Du Esisiiiz 3 0067 3113 40.0217 °
34 faalos-iz 3 0l071 3835 4 0.0398 °
Su Esaiora2 3 0.066 037 4 0.0198 0
34 Fs107422 3 0lose 4235 40.0209 0
Su ra40ss-12 3 01083 4402 4 0.0143 o
sd Drifr 3 1.45: asses 4 0.7348 0
7 ow Vash 3 0.054 4778 4 davis 0
8 u  F54086-12 3 0.073 4337 40.0353 0
5 4 fsitosiz 3 0076 silo 40.0403 0
ou F3i077-23 3 0l087 3288 40.0810 0
Iu rsi0ea1z 3 0losi 5467 4 0.0492 0
ZL 300412 3 o0l0az 3637 4 0.051% o3 u ssitoo-iz 3 0lo7i seis 40.0309 0
3 u F54091-13 3 o0lo7e 3951 4 olodas 0
JU Fs097-12 3 0.072 ies 40.0333 0 .4 u  Faloz1z 3 0.067 e337 40.0732 0Tu FSal06-1z 3 0.062 e515 40.0100 0
Fa Drift 3 1.467 eee) 40.7399 0
5 Wash 3 0.034 5853 4 #luver 0ou ss4077-12 3 olose 7037 4o.0iss 0
Du ESi071aaz 3 01084 a 7212 4 sane 0
34 FS400313 3 0l0s4A 7387 4 sinner 0
5% PS4093.13 3 0l0s4A 7362 4 plerns 0
iW Faal0icaz 3 0l0s4A 773) 4 planer 0Su Fsiiioo1z 3 0.054A 7512 4 planes oSu Fi0se-1: 3 0.038 sass 40.0021 °
7 4 31090-1273 0.088  a2e4 40.0243 0
su Fsi078-17 3 0.064 843s 40.0180 0SU Fsioes-iz 3 0.075 sell 4 0.0397 0 i.
0 a Drift 3 1.457 8789 4 0.7355 0 000155Fa Vash 3 0.054 8995 4 3.338 0
34 rsa106.17 3 0.080 9141 4 0.0178 0Su plaosslz 3 0.072 3315 4 0.036 0 000265

awaorsozsse
2807.0185

995-05-08 

’os T!rp 

rt iw 
t 
d 
w 
sl 
s2 
s3 
s4 
s5 
s6 

~0 s7 
~ s8 
2 s9 
.3 sl0 
~4 d 
.5 w 
~ u 
7 u 
8 u 
9 u 
i0 u 
.I u 
2 u 
13 u 
~4 u 
15 u 
:6 d 
~7 w 
18 u 

u 

u 
u 
u 
u 

:7 u 
~8 d 
~9 w 
:0 u 
:i u 
-2 u 
~3 u 
~4 u 
:5 U 
¯ 6 U 
-7 ~ 
¯ 8 U 
.9 U 
0 d 
1 w 
~2 u 
~ U 

12:46 

Ident 

Initial Wash 
Tracer 
Drift 
Wash 

Standard 1 
Standard 2 
Standard 3 
Standard 4 
Standard 5 
Standard 6 
Standard 7 
Standard 8 
Standard 9 

Standard i0 
Drift 
Wash 
Blk 1 
Blk 2 
Spk I 
Spk 2 

F54075-12 
F54081-12 
F54105-12 
F54107-12 
F54074-12 
F54085-12 

Drift 
Wash 

F54086-12 
F54104-12 
F54077-12 
F54083-12 
F54094-12 
F~4100-12 
F54091-12 
F54097-12 
F54102-12 
F54108-12 

Drift 
Wash 

F54077-12 
F54071-12 
F54093-12 
F54095-12 
F54101-12 
F54110-12 
F54096-12 
F54090-12 
F54078-12 
F54088-12 

Drift 
Wash 

F54106-12 
F54089-12 

Fluoride 

OutPut 

1.5 

Ch Result F Time 

054 
447 
466 
054 
063 
071 
086 
107 
124 
154 
287 
607 
239 
464 
474 
054 
071 
063 
i00 
104 
071 
067 
071 
066 
066 
063 
454 
054 
073 
076 
O87 
081 
082 
071 
078 
072 
067 
062 
467 
054 
066 
054 
054 
054 
O54 
054 
058 
068 
064 
075 
457 
054 
080 
072 

65 
210 
384 
625 
734 
910 

1088 
1260 
1436 
1611 
1785 
1961 
2134 
2309 
2485 
2718 
2835 
3010 
3187 
3362 
3538 
3712 
3886 
4057 
4235 
4402 
4588 
4778 
4937 
5110 
5288 
5467 
5637 
5813 
5991 
6165 
8337 
6515 
6687 
6853 
7037 

A 7212 
A 7387 
A 7562 
A 7737 
A 7912 

8088 
8264 
8438 
8611 
8789 
8995 
9141 
9315 

of’ : 950508AI 

Fluoride L 

PPM 

Ch Result F Time 

4 # #### 
4 0 7320 
4 0 7393 
4 # #### 
4 0 0139 
4 0 0313 
4 0 0597 
4 0 0932 
4 0 1156 
4 0 1514 
4 0 2640 
4 0 4282 
4 0 6557 
4 0 7386 
4 0 7425 
4 # #### 

4 0 0298 
4 0 0128 
4 0 0829 
4 0 0883 
4 0 0315 
4 0 0217 
4 0 0298 
4 0 0198 
4 0 0209 
4 0 0143 
4 0 7348 
4 # #### 
4 0 0352 
4 0 0403 
4 0 0610 
4 0 0492 
4 0 0514 
4 0 0309 
4 0 0448 
4 0 0335 
4 0 0232 
4 0 0100 
4 0 7399 

4 0 0194 
4 # #### 
4 # #### 
4 # #### 
4 # 
4 # 
4 0 0021 
4 0 0243 
4 0 0160 
4 0 0397 
4 0 7356 
4 # #### 
4 0 0478 
4 0 0326 

o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 
o 

Page 1 of 2 

2807.0i85 
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995-05-08 12:45 Output of : 950508A1 ase 2 of 2
Fluoride 1.5 fluoride 1
een eon

os Trp Taent Ch Result F Tine Ch Result ¥ Time 2
su Es0eT-12 3 0.072 san 4 0.0320 0 2Su plsos0li2 3 0l0s5  oses 4 0.0268 a 2§ u  Pia00212 3 0loa7 838 4 0loz2 o =
Ju PSa09.12 3 0072 10017 40.0327 °Soh mama > oon es Loe 5 Z
Su Ei07e1z 3 0l073 10387 4 0l03ai °ou ai13a2 3 0l072 oss & 0.0330 o
Lu esioez1z 3 olos 107s 4 0l047s °
:d rife 3 1.432 10850 4 0.7301 o
Sow Wash 3 0.054 11038 4 fires °P00 esadiz 3 o0l0az 1izaz 4 0lo7or °
Su Esi0se-12 3 0.052 141s 4 0.0697 0§u  rioea12 3 0l0a 11330 4 0.0830 07 U  FSi079.12 3 0l088 11764 40.023 °
su Psille-lz 3 0030 11343 40.059 05 8 Drife 3 1.515 1211s 4 0.7507 °ow ash 3 005i 1214s 4 sleet °© fw Runout ash 3 0.034 12591 4 plese °

000266 000154

swors0zsss
2807.0186

995-05-08 

’os Typ 

,4 u 
5 u 
6 u 
7 u 
8 u 
9 u 
0 u 
l u 
2 d 
3 w 
4 u 
5 u 
6 u 
7 u 
8 u 
9 d 
0 w 
ot rw 

12:46 

Ident 

F54087-12 
F54080-12 
F54092-12 
F54109-!2 
F54114-12 
F54076-12 
F54113-12 
F54082-12 

Drift 
Wash 

F54111-12 
F54098-12 
F54084-12 
F54079-12 
F54116-12 

Drift 
Wash 

RunOut Wash 

Fluoride 

PPM 

Ch Result 

3 0 072 
3 0 069 
3 0 067 
3 0 072 
3 0 074 
3 0 073 
3 0 072 
3 0 080 
3 I 442 
3 0 054 
3 0 092 
3 0.092 
3 0 089 
3 0 088 
3 0 090 
3 1 515 
3 0 O54 
3 0 054 

OutPut 

1.5 

F Time 

9491 
9664 
9839 

10017 
10193 
10367 
10540 
10716 
10890 
11058 
11242 
11418 
11590 
11764 
11943 
12116 
12348 
12591 

of : 950508AI 

Fluoride L 

PPM 

Ch Result F Time 

4 0.0320 
4 0.0266 
4 0.0222 
4 0.0322 
4 0.0362 
4 0.0341 
4 0.0330 
4 0.0475 
4 0.7301 
4 #.#### 
4 0.0701 
4 0.0697 
4 0.0650 
4 0.0623 
4 0.0659 
4 0.7597 
4 #.#### 
4 #.#### 

0 
o 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

Page 2 of 2 

000Z66 

2807.0186 
3MA01502353 



eeCalinration curve of SSCS! : Fluoride L——
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Calibration curve of SSISDERT | Fluoride 1.5 mmm
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bau data of SSeS! Fluoride 1.5———
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Fav datz of dSCS0E: Fluoride 1.8 —
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LL “halas995-03-09 15:09 outruc of © 950505A1 ArT Ni0a5)
9-152 Sea:

ioftware : version 6.1 ¢1990,93 “3

estar e- BESTCOPYavalLapyate of the Analysis : 1895-08-03 03:48
‘alysis File Name: C:\SKALAR\DATA\MWIDATA\SERUM\S0305A1
nuoride 1.5Salfhretion order = Inverse Logarithn
soe x= seren

fx-ely x = corrected value of the sample
1 —_— cl = corrected value of the concentration 1

esult = 10L 5 s = Slope of the electrode

2 = -0.00000dI800eeBI
—ifhranion order = 2
Sorcelation : r= 0.99974
losult = a2 + xt + al xx +a0
@= 0.0000GZ SoooJER fH
ampler Troe sai000Thea iSample Tine | 50sec.ash Tine | 120 sesMEHRTako ur SingleSPocial RosFeedle Hotant | 70 am
tutor nesdle Hesnt 80 mmait ton Factor | 10dilution Valine © 2's m.fesanpio iiBite runs 01

User file © mrre

000272 000195

owarsezss
2807.0192

.995-05-09 %5:09 

;oftware : version 6.1 c1990,93 

)perator : DDW 

)ate of the Analysis : 1995-05-09 09:48 

~nalysis File Name 

OutPut o£ : 950509AI 

: C:\SKALAR\DATA\HWIDATA\SERUM\950509AI 

~luoride 1.5 
~alibration order = Inverse Logarithm 

~i ope : s = #.##### 

rx- cl n 

~esult : i0k    s 

x = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

~2 = -0.00000 
~i = 0.00061 
~0 = -1.24329 

~luoride L 
:a!ibration order = 2 

7orrelation : r = 0.99974 

~esult = a2 * x~ + al * x + a0 

~2 = 0.00000 
~i = 0.00020 
~0 = -0.00554 

~amp!er Type : SA!000 
Number : 1 
Sample Time : 50 sec. 
Wash Time : 120 sec. 
Air Time : 1    sec. 
Take up : Single 
special : None 
needle Height : 70 mm. 

)iluter needle Height    : @0 mm 
dilution Factor : 10 
dilution Volume : 2.5 ml. 
Resample : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

2807.0192 
3MA01502359 



995-05-09 15:09 Output of © 950509A1
luoride 1.5 Path number 5

Signal type : Debusbled
Decolor vas
system Number © 0

aitute wo
Resample ce #srpy

il Threshold: 4095Si Teese: ¢ Fay,Window event ; Off
si standard : Ignore
52 srandard: Ignore
53 standard : Ignore
Si sTandard © Ignore
5 sTandard : Ignore
6 standard 0.150
$7 crandard© 01300
$8 standard : 0.500
5 standard 1.200
S10 srandard 17500
Order: Inverse Logarithm
Dimension : FEM
start value: 500 DU
trigger Limit : 1800 Sec
Poak shape: Pointed
start ignore : 60 Sec
end ignore i 120 Sec
Measure window : 75 3
Filter i No
Regeneration i No
fornia:
output: #e.ane

luoride L Path number : ©
Signal type © Debubblsd
Decolor ‘ne
Systen Number | 0
aiLute iw
Resample ‘we
ail Threshold : 4095
aiG output 0
Window event © Off

000273 000194

MAO1502360
2807.0193

995-05-09 15:09 OutPut of : 950509A1 

luoride 1.5 Path number 
Signa! type 
Decolor 
szstem Number 
dilute 
Resample 
dil Threshold 
diG output 
Window event 

3 
Debubbled 
Yes 
0 
No 
No 
4095 
0 
Off 

sl sTandard : Ignore 
s2 standard : Ignore 
s3 standard : Ignore 
s4 standard : Ignore 
s5 standard : Ignore 
s6 standard : 0.150 
s7 standard : 0.300 
s8 standard : 0.600 
s9 standard : 1.200 
sl0 standard : 1.500 
Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
start ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
:120 Sec 
: 75 % 
: No 
: No 

’luoride L Path number 
Signal type 
Decolor 
system Number 
dilute 
Resample 
di! Threshold 
dig output 
Window event 

0 
Debubbled 
No 
0 
No 
No 
4095 
0 
Off 

2807.0193 
3MA01502360 



995-05-09 15:09 Output of : 950509A1
s1  sTandard : 0.015
s2  sTandard : 0.030
53 sTandard © 0.060
s4  sTandard : 0.030
s5  sTandara 0.120
s6  sTandard 0.150
57 sTandard : Ignore
58  sTandard: Ignore
59 sTandard: Ignore
$10 sTandard : Ignore
order : 2
Dimension : PPM
start value  : 500 DU
trigger Limit : 1800 Sec
Peak shape : Pointed
stArt ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75%
Filter : No
Regeneration : No
formula  : cic
output: 4.4883

000274
0001Y

3MA01502361
2807.0194

995-05-09 15:09 OutPut of : 950509AI 

sl sTandard 
s2 sTandard 
s3 sTandard 
s4 sTandard 
s5 sTandard 
s6 sTandard 
s7 sTandard 
s8 sTandard 
s9 sTandard 
slO standard 
Order : 2 

0 015 
0 030 
0 060 
0 090 
0 120 
0 150 

Ignore 
Ignore 
Ignore 
Ignore 

Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula 
output 

500 DU 
1800 Sec 
Pointed 
60 Sec 
120 Sec 
75 % 
No 
No 

c4:=c3 
#.#### 

000274 
0 )019’ 

2807.0194 
3MA01502361 



195-0505 15:09 Output of 1 950509A1 Page 1 of 2
Fluoride 1.5 Fluoride ©
on pe 2

os Typ Ident Ch Result F Time Ch Result P Time 2
© iw Initial Wash 3 0.057 65 4 here 0 2

: Tracer 3 1.474 200 4 0.7917 0
a Drift 3 1.502 384 4 0.8031 0 ~
“ Wash 3 0.057 26 4 #leser 0 =z
Si standard 3 01085 734 4 0.0141 0
52 standara 2 3 0.074 910 4 0.0318 0$3 Gtanaara 3 3 0l0se 1052 4 0.0588 °
Si Standard 4 3 01207 1260 4 0.0508 0Se Standard 5 3 0lIzs 1433 4 0.1193 0
Se Standara 3 0l1s3 1610 4 0.1503 0

0 37 Standard7 3 0.290 1787 40.2726 0
DS: Standara© 3 0ls06 1360 4 0.4494 03 53 Standards 3 1.233 213s 40.653 0
3 ilo standard 10 3 1.4s8 2310 40.7892 0
ia Drife 3 1.548 2:04 4 0.0224 0sw Wash 3 0.057 2726 4 sleen 0
30 serumblkl 3 0080  za3s 4 0lo4s 0
7 u  Seramblkz 3 0.073 3011 4 0.032 03 u  Seramspk i 3 0080 3183 40.0436 0
Su Serumspk z 3 0.081 3361 40.0457 0Ou Serum spk 3 3 008s 3337 4 0.0584 0
10 Serwmepk 4 3 0.031 372 40.0630 0
2 U  Serumapk 5 3 0l115 eer 4 0.1016 0
54 Serumspk 6 3 01095 4062 4 0.0713 0PU Serumspk 7 3 01030 4236 4 0.0633 0
Su Serumapk © 3 0.096 4413 4 0.0728 0a Drift 3 11305  4sa7 4 0.8060 °
Tw Wash 3 0.057 4813 4 #leees 0
BU  F54105.7 3 0.085 4333 4 0.0541 0
9% Fs4075-24 3 0.070 5111 40.0236 0Ou F3i0ei-24 3 0loes 5232 4 0.0302 °
TW F34107-24 3 0.086 sues 40.0133 °3 U Fsdi04-26 3 0.070 3635 4 0.0236 °
3 ou Psi0se-24 3 0.067 seis 40.0175 °DW Bseo7a2s 3 0.075 595s 4 0.0353 °
5 u Fsd0ss-24 3 0.055 A 6162 4 #.evns 0
3% rai0ea24 3 00055 6336 4 slssns 074 FSilco-24 3 0l0ss  gs08 4slmsne 0
sd Drift 3 1.472 6688 4 0.750 0
Sw wash 3 0.057 8927 4 4.sdn 0
0 Bll 3 0lo13 703 4 0.0310 °1 Blk 2 3 0l08s 7210 4 0.0337 0
FI Sok1 3 0l078 731 4 0.0402 03a Sbkz 3 0l0ss 7565 4 0.0353 °iu Secs 3 loan 7135 4 o0l0s7s °
su Sok 3 oloss 7312 40.0352 °
Hi Sbks 3 0i093 B0si 40.0874 °3. Spke 3 0.092 s263 4 0.0658 0
3 ou 30k 3 3 0l078 843 4 0.0412 °
Su essoss-z4 3 0.066  asis 4 0015s 0

4 Drift 3 1.306 e783 i 0.8050 3 ge
Fi wash 3 0.057 9023 4 #.esen ° 00019
30 esaessze 3 0l0ss 9142 4 0.0208 050 FSilooi2s 3 olose axis 4 lois: 5 000275

se

avA1S02362
2807.0195

995-05-09 15:09 OutPut of’: 950509AI Page 1 of 2 

os Typ Ident 

t 
t 
d 
w 
sl 
s2 
s3 
s4 
s5 
s6 

0 s7 
s8 

3 
4 d 
5 w 

7 u 
8 u 
9 
0 u 
]_ u 
2 u 
3 u 
4 u 
5 u 
6 d 
7 

9 
0 u 
! 1_1 

2 u 
3 u 
4 u 
5 u 
6 u 
7 u 
8 
9 w 

,0 U 

,2 U 
,3 U 
,4 U 

,5 U 

,7 U 

d 
W 

U 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ch Result F Time Ch Result F Time 

Initial Wash 3 
Tracer 3 
Drift 3 
Wash 3 

Standard i 3 
Standard 2 3 
Standard 3 3 
Standard 4 3 
Standard 5 3 
Standard 6 3 
Standard 7 3 
Standard 8 3 
Standard 9 3 

Standard i0 3 
Drift 3 
Wash 3 

Serum blk 1 3 
Serum blk 2 3 
Serum spk I 3 
Serum spk 2 3 
Serum spk 3 3 
Serum spk 4 3 
Serum spk 5 3 
Serum spk 6 3 
Serum spk 7 3 
Serum spk 8 3 

Drift 3 
Wash 3 

F54105-24 3 
F54075-24 3 
F54081-24 3 
F54107-24 3 
F54104-24 3 
F54086-24 3 
F54074-24 3 
F54085-24 3 
F54083-24 3 
F54100-24 3 

Drift 3 
Wash 3 
Blk 1 3 
Blk 2 3 
Spk 1 3 
Spk 2 3 
Spk 3 3 
Spk 4 3 
Spk 5 3 
Spk 6 3 
B!k 3 3 

F54085-24 3 
Drift 3 
Wash 3 

F54083-24 3 
F54100-24 3 

057 
474 
502 
057 
065 
074 
088 
107 
128 
153 
290 
606 
233 
468 
548 
057 
O8O 
073 
080 
081 
088 
091 
115 
095 
090 
096 
509 
057 
085 
070 
068 
066 
070 
067 
075 
055 A 
O55 
055 
472 
O57 
073 
065 
078 
086 
087 
088 
093 
092 
078 
066 
506 
057 
068 
066 

65 
209 
384 
626 
734 
910 

1082 
1260 
1435 
1610 
1787 
1960 
2135 
2310 
2484 
2726 
2838 
3011 
3189 
3361 
3537 
3712 
3887 
4062 
4236 
4413 
4587 
4813 
4939 
5111 
5282 
5464 
5635 
5814 
5994 
6162 
6336 
6508 
6688 
6927 
7038 
7210 
7391 
7565 
7739 
7912 
8091 
8263 
8439 
8615 
8789 
9028 
9142 
9313 

4 # #### 
4 0 7917 
4 0 8031 
4 # #### 
4 0 0141 
4 0 0318 
4 0 0588 
4 0.0908 
4 0.1193 
4 0.1503 
4 0 2726 
4 0 4494 
4 0 6983 
4 0 7892 
4 0 8224 
4 # #### 
4 0 0451 
4 0 0312 
4 0 0436 
4 0 0457 
4 0 O584 
4 0 0650 
4 0 1016 
4 0 0713 
4 0 0633 
4 0 0728 
4 0 8060 
4 # #### 
4 0 0541 
4 0 0236 
4 0 0202 
4 0 0153 
4 0 0236 
4 0 0175 
4 0 0352 
4 #.#### 
4 # #### 
4 # 
4 o 7909 
4 # #### 
4 0 0310 
4 0 0137 
4 0 0402 
4 0 0553 
4 0 0578 
4 0.0592 
4 0.0674 
4 0.0658 
4 0.0412 
4 0.0155 
4 0.8050 
4 #.#### 
4 0.0208 
4 0.0153 

0 
0 
0 
O 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

% 
% 

O00ZTS 

2807.0195 
3MA01502362 



395-05-09 15:09 Output of: 950509A1 Page 2 of 2
Fluoride 1.5 Fluoride 1

su F54077-24 3 0.067 9483 4 0.0169 0
5 ou £34094-24 3 0.065 9663 4 0.0133 0
su £34091-24 3 0.065 9842 4 0.013% 0
7 ou F54108-24 3 0.065 10012 4 0.013% 0
[a F5i102-24 3 0.063 10183 4 0.0080 0
5 uw 5407-24 3 0.070 10364 4 0.0242 0
ou 54071724 3 0.064 10580 4 0.0121 0
Tu P34053-24 3 0.064 10715 4 0.0108 0
2a Drift 3 1.493 10850 4 0.7997 0
3 ow Wash 3 0.057 11098 4 #.#ss% 0
FE 54095-24 3 0.068 11236 40.0208 0
su F54101-24 3 0.067 1l4l4 4 0.071 0
iu 3411024 3 0.066 11530 40.015% 0
7 5439624 3 0.064 11772 40.0117 0
[3 5309024 3 0.084 11943 40.0510 0
5 uw FSa078.24 3 0.070 12115 4 0.0261 0
ou 3i088-24 3 0.070 12282 40.0242 0
Lu 5410624 3 0.805 12480 40.5348 0
ER 5408924 3 0.435 12655 40.3836 °
5 ou 3408724 3 0.574 12830 40.4347 0
ia Drift 3 00223 13005 40.2195 ——0cupret{Medcoglybdly
5 ow Wash 3 0.057 13117 4 WL4EKE °
EI F54080-24 3 0.089 13335 40.0606 0
7 ou Fse0s2-24 3 01084 13517 40.0510 0
su F54109-24 3 0.077 13693 40.0389 0
5 u Fs4114-24 3 0.074 13865 4 0.0322 0
ou Blk 1 3 0.088 13042 4 0.0204 0
iu Blk 2 3 0.085 1a2is 40.0145 °
zu Sok 13 0.105 14392 4 0.0873 0
3 ou Spe 2 3 011s 1436s 4 01063 °
iu Fs4113-2: 3 0.088 14743 4 0.0384 0
5 ou F5i082-24 3 0.079 14318 40.0430 0
HR Drift 3 1.423 15092 4 0.7713 0
7 ow Wash 3 0.057 15331 4 #.eReH 0
su Fs4111°24 3 0.088 1siéz 4 0.0302 0
3 ou £54098-24 3 0.085 15618 40.0549 0
ou 3408424 3 0.084 1379 4 0.0314 °
iu £5407924 3 0.083 15968 30.0300 0
zu Faille 24 3 008s Isles 40.0398 0
5 a Drift 3 1.457 less 4 0.7849 0
iw Wash 3 0.057 16558 4#.ewks 0© rw Runout Wash 3 0.037 16793 4 #.eeF °

000276 000199

SMAO1502363
2807.0196

995-05-09 

’os Typ 

5 

7 
8 
9 
0 
I 
2 
3 
,4 

5 
7 

9 
0 
1 
2 
3 
4 
5 
5 
7 

9 
0 

5 
5 
,7 
.8 

,0 

’,2 
!3 
~4 

u 
u 
u 
u 
u 
u 
u- 
u 
d 
w 
u 
u 
u 
u 
u 
u 
u 
u 
u 
u, 
d 
w 
u 

u 
u 
u 
u 
u 
u 
u 
u 
d 
w 
u 
u 
u 
u 
u 
d 

rw 

15:09 

Ident 

OutPut 

Fluoride 1.5 

PPM 

Ch Result F Time 

F54077-24 3 
F54094-24 3 
F54091-24 3 
F54108-24 3 
F54102-24 3 
F54097-24 3 
F54071-24 3 
F54093-24 3 

Drift 3 
Wash 3 

F54095-24 3 
F54101-24 3 
F54110-24 3 
F54096-24 3 
F54090-24 3 
F54078-24 3 
F54088-24 3 
F54106-24 3 
F54089-24 3 
F54087-24 3 

Drift 3 
Wash 3 

F54080-24 3 
F54092-24 3 
F54109-24 3 
F54114-24 3 

Blk I 3 
BI~ 2 3 
Spk i 3 
Spk 2 3 

F54113-24 3 
F54082-24 3 

Drift 3 
Wash 3 

F54111-24 3 
F54098-24 3 
F54084-24 3 
F54079-24 3 
F54116-24 3 

Drift 3 
Wash 3 

RunOut Wash 3 

0 067 
0 065 
0 065 
0 065 
0 063 
0 070 
0 064 
0 064 
1 493 
0 057 
0 068 
0 067 
0 066 
0 064 
o O84 
0 071 
0 070 
0 805 
0 435 
0 574 
0 223 
0 057 
0 089 
0 084 
0 077 
0 074 
0 068 
0 066 
o lO5 
0 118 
0 088 
0 079 
1 423 
0.057 
0 088 
0 086 
0 084 
0 083 
0 088 
i 457 
0 057 
0 057 

9489 
9663 
9842 

10012 
10188 
10364 
10540 
10716 
10890 
11098 
11236 
11414 
11590 
11772 
11943 
12115 
12282 
12480 
12655 
12830 
13006 
13117 
13335 
13517 
13693 
13865 
14042 
14218 
14392 
14568 
14743 
14918 
15092 
15331 
15442 
15618 
15794 
15968 
16145 
16318 
16558 
16793 

of’: 950509AI Page 2 of 2 

FluorideppM L 

Ch Result F Time 

0 0169 
0 0133 
0 0139 

4 
4 
4 
4 
4 
4 
4 
4 
4 
4 
4 
4 
4 
4 

0135 
0090 
0242 
0121 
0106 
7997 
#### 
0208 
0171 
0151 
0117 
0510 
0261 
0242 
5348 
3636 
4347 
2195 

#.#### 
0.0606 

0510 
0389 
0322 
0204 
0145 
0873 
1063 
0584 
0430 
7713 
#### 
0592 
0549 
0514 
0500 
0598 
7849 
#### 

0 
0 
0 
0 
0 
o 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 

----0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

2807.0i96 

3MA01502363 
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Calibration curve of SSOSO3AI © Fluoride 1.8

ewe Lg

/ 1 ==

: 7 ! E

SB
i /T J
3 / |

£ |

3 ’ I

1 ~~| + |
seme

° ! Measured ! a0ss |

Grder © tnverse Logsrithn 5: mw

000275
000201

o

owsotsozzes
2807.01982807.0198 

3MA01502365 



————————— Rau azt3 of 35050981. Fivoride 1.5—

EERE Amd or pes umes mee | =
vas =

- -or o - 8
3 1 i 1 ed

i Ea 1 i ==

i «ld | =
i sit fooii Fi | g| il |Sil i |Ti i i.
Pn Hil hot
Lindl i Woinl iHgl hil to
Hd EHH ol
ih Lh HESH HH |
i in io
PHN hii HE
1H ei Io
pil it io
3H I ito(A id Ho
Hi o HEH | |
yin CREE ho
Lid wb > A
| w dl lows |
PIV ce pallial oe ead ASRT lmSER gs Ae eA
OUT E YT SARA AAA eiNYY CVU VL

0 | |—d Tie wo |
a - TT

000279 000202

owsotsozzes
2807.0199

000279 

2807.0199 
3MA01502366 



BESTCOPY AVAILABLE
Fey 7203 7 SESE Slur 15

ERASER Tr eR TTT SOEseEmaa
0s

{ + = |
i | ! H
4 | \ i

| i |§ |
|

4} i | iil i2 |ih | 1 Ii} i || |

Ed - . aes i
TL pn [go tid AA% 1] agg
| SATAN mar] ARGS, 2087

LJ |
sen ’ Tie ry

PT

000280

000207

WAD1502367
2807.0200

BEST COPY AVAILABLE 

,i 

000280 

2807.0200 
3MA01502367 



a deta of SEERA © Fhusrice 1.5

os oo =

} ’ EE =; \ EE

; : CBf 1
1 I i

i oi
i <0i h i !: ; =

i] i 2 i i
i oe i

Hl
«> |; !

i ke)

Tease Ast A “ YenLn RETE de alee LTB

000281
000204

,-

aworsoasss
2807.0201

L 

O00281 

2807.0201 

3MA01502368 



ERRAE TT se serseme =sss isscsi SHE=
i 8

sv © =
i i =
; i =

. i Ii

3 i!| li

: H |

9 }
I + deo LE Raat
TAS Ap wi AA
FOALSA NNN NYY ~a%

semhdit | Fiseis | Crtlpebnt mewsfo

000282
000205

-

aworsozses
2807.0202

000~05 

2807.0202 
3MA01502369 



9985-05-03 15:59 Output of : 95050981 sp,
oftware : version 6.1 c1990,93 yy,

serator + ow Wag
ate of the Analysis : 1995-05-09 15:08
nalysis File Name  : C:\SKALAR\DATA\EWIDATA\SERUM\95050981

‘luoride 1.5
alibration original time-date stamp : 1995-05-09 03:48
libration order = Inverse Logarithm
slope is = naeenn

x- a x = corrected value of the sample[==] c1 = corrected value of the concentration 1esult = 100 5 = Slope of the slectrods
2 -0.00000
1: oloooss
0 -1l24328
luoride 1
alibration original time-date stamp : 1995-05-09 03:48
alibration order = 2
torrelation : r = 0.99974
esult =a2 * x* +al xx +a0
2= 0.00000
i= 000020
0- -oloosss
ampler ype 541000Number il

Sample Time 50 secWash Time i 120 sec.Ar Time 1 sec
Take up + single
secial : None
needle Height : 70 mm.

iluter nesdle Height : 80 mmdilution Factor : 10
dilution Volume : 2.5 ml
Rosample il
Dilution russ © 1
user file : . mrReproces : No

000206
000283

«

mA01S02370
2807.0203

995-05-09 15:59 OutPut of : 950509BI 

oftware : version 6.1 c1990,93 

Derator : DDW 

ate of the Analysis : 1995-05-09 15:08 

~nalysis File Name    : C:\SKALAR\DATA\HWIDATA\SERUM\950509BI 

’luoride 1.5 
ialibration original time-date stamp : 1995-05-09 09:48 

’alibration order = Inverse Logarithm 

11 ope : s = #.##### 

i 
x- cl ] 

~,esult = I0     s 

x = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

:2 = -0.00000 
~i = 0.00061 
~0 = -1.24329 

’luoride L 
ialibration original time-date stamp : 1995-05-09 09:48 

ialibration order = 2 

7orrelation : r = 0.99974 

esult = a2 * x2 + al * x + a0 

L2 = 0. 00000 
~i = 0. 00020 
~0 = -0.00554 

ampler Type 
Number 
Sample Time 
Wash Time 
Air Time 
Take up 
special 
needle Height 

SA!000 
1 
50 sec. 
120 sec. 
1 sec. 
Single 
None 
70 mm. 

.iluter needle Height    : 80 mm 
dilution Factor : I0 
dilution Volume : 2.5 ml. 
Resample : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

2807.0203 
3MA01502370 



995-08-09 15:59 output of : 95050981
luoride 1.5 Path number : 3Signal type © DabubbledBedotor YerSyston unser | 0 2ane woResanple No 5

451 Threshold © 403s Y,dls augur 10 2Window event | oft 2,
si standard : Ignore$3 Imandara | lomore5 iTandard | IgnoreSi iTandard | lomore55 iTandard | Ignore© iTandard | ois$7 iTanaara | 013002 imandard i 0la0© imandard | 11200Slo iTinaara | 11300Order’: Inverse LogarithmDinansion 1 FoStart valus© 5 500 ouErigoer Limit © 1000 SecPeak shape | Pointed“are ignore © 60 SecGia ignore 1120 SesHoasuza window | 75 3Fiver ihoFegeneration | Noforoscutpus Lownans

luoride L path number i 0Slonal Type | posubbledDedoior heSyston Number | 0altuce HoResample Moa51 Thrashola| ossals output 10Window event | 0st

000284
000207

wu

awsorsozs71
2807.0204

995-05-09 15:59 OutPut of : 950509BI 

luoride 1.5 Path number : 3 
Signal type : Debubbled 
Decolor : Yes 
system Number : 0 
diLute : No 
Resample : ~o 
dil Threshold : 4095 
diG output : 0 
Window event : Off 

sl sTandard 
s2 standard 
s3 sTandard 
s4 standard 
s5 standard 
s6 sTandard 
s7 sTandard 
s8 sTandard 
s9 standard 
sl0 sTandard 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: 0.300 
: 0.600 
: 1.200 
: 1.500 

Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula : 
output : ##.### 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

’iuoride L Path number 
Signal type 
Decolor 
system Number 
diLute 
Resample, 
dil Threshold 
dig output 
Window event 

: 0 
: Debubbled 
: No 
: 0 
: ~[o 
: No 
: 4095 
: 0 
: Off 

0002S4 
000207’ 

2807.0204 
3MA01502371 



395-0509 15:59 output of": 95050981
si standard: 0.01
$2 trandard | cl0%
$5 Standard | c.080
Si standard | 0.0%$5 Stancara i 0.120
$6 Standard| 0.1%
57 Standard | IgnoreSo Standard | Ignore
SS Standard : Ignore
Slo Standard | IemereGrader’: 2
Dimension : PH
Start value |i 500 pufrigoer Limit | 1600 Sec
Fear shape. | Pointed
Siare'ighore | 50. Sec
Sha ignore | 120 secFoasure window | 73 8
Filter ieZegeneration | lio
formula i chised
catgut. © eran

000285

000208

Gl

aworseasrz
2807.0205

995-05-09 15:59 OutPut of" : 950509BI 

sl standard 
s2 sTandard 
s3 standard 
s4 standard 
s5 standard 
s6 sTandard 
s7 sTandard 
s8 standard 
s9 sTandard 
sl0 sTandard 

: 0 015 
: 0 030 
: 0 060 
: 0 090 
: 0 120 
: 0 150 
: Ignore 
: Ignore 
: Ignore 
: Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
stArt ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formUla 
output 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

: c4:=c3 
: #.#### 

2807.0205 
3MA01502372 



995-05-09 15:59 Output of: 95050981 Page 1 of 1
Fluoride 1.5 Fluoride L
Pp eon

os Typ Ident Ch Result F Time Ch Result F Time 2

© iw Initial wasn 3 0.057 55 4 naeen 0 2t Tracer 3 1.509 212 4 0.8062 0 7%a Drift 3 1.520 385 4 0.8108 0 7)Wash 3 0.057 651 4 #.#ptE 0 %u F3410624 3 0.080 745 4 0.04% 0u F53089-24 3 0.083 944 4 0.0434 0
u 3403724 3 0.073 1083 4 0.0408 0a Drift 3 1.613 1262 4 0.8540 0
M Wash 3 0.057 1503 4 #.seen 0

© rw Run out wash 3 0.057 1737 4 #.#ee °

000256

ono:

“

aMAO1S02373
2807.0206

995-05-09 15:59 OutPut of’: 950509BI Page 1 of I 

os Typ Ident 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ch Result F Time    Ch Result F Time 

t iw Initial Wash 3 
t Tracer 3 
d Drift 3 
w Wash 3 
u F54106-24 3 
u F54089-24 3 
u F54087-24 3 
d Drift 3 
w Wash 3 

t rw Run out wash 3 

0.057 65 4 #.#### 
1.509 212 4 0.8062 
1.520 386 4 0.8106 
0.057 651 4 #.#### 
0.080 745 4 0.0438 
0.083 944 4 0.0494 
0.078 1093 4 0~0406 
1.619 1262 4 0.8540 
0.057 1503 4 #.#### 
0.057 1737 4 #.#### 

0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

2807.0206 

3MA01502373 



95-05-09 15:44 Output of : 95050981 Page 1 of 1
Fluoride 1.5 Fluoride ©
poy pom %,

os Typ Tdent Ch Result F Time Ch Result ? Time
Ca mame 3 00 6 comm 0 Gy© Tracer 3 1.430 212 4 0.7385 0 Zi Drie 3 1ase se 40.7351 0 Z
pr Wash 3 0.057 551 4 #4kid 0
u P54106-24 3 01113 751 4 0.0383 0
u F5i089-24 3 0.159 926 4 0.1577 0
u Fs4087-24 3 0.108 1101 4 0.0915 0
a Drift 3 1.809 1262 4 0.8333 0

Wash 3 0.057 1503 4 #.enkd 0
© fw Run out wash 3 0.057 1737 4 K.anA# 0

low bam Lup fnfal
un Sus puasen gels
420" Madvaity remod|eole
and rapt Salas Ques

000287 000210

2

amA01S02374
2807.0207

995-05-09 15:44 OutPut of.: 950509BI Page 1 of 1 

~os Typ Ident 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ch Result F Time    Ch Result F Time 

’t iw Initial Wash 3 
t Tracer 3 
d Drift 3 
w Wash 3 
u F54106-24 3 
u F54089-24 3 
u F54087-24 3 
d Drift 3 
w Wash 3 

r% rw Run out wash 3 

O57 
490 
482 
057 
113 
159 
108 
609 
057 
057 

65 
212 
386 
551 
751 
926 

II01 
1262 
1503 
1737 

4 # #### 
4 0 7985 
4 0 7951 
4 # #### 
4 0 0989 
4 0 1577 
4 0 0916 
4 0 8493 
4 # 

4 # #### 

% 

0 
0 
o 
o 

2807.0207 
3MA01502374 
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ow “halas

oftware version 6.1 <¢1990,93 301-155 Sur

erator oo BESTCOPY AVAILABLE

} cl = corrected value of the concentration 1

000289 000212

2807.0209

995-05-11 13:19 

oftware : version 6.1 c1990,93 

~erator : DDW 

ate of the Analysis : 1995-05-11 08:16 

OutPut of : 950511AI 

BEST COPY AVAILABLE 

nalysis File Name    : C:\SKALAR\DATA\HWIDATA\SERUM\950511AI 

luoride 1.5 
alibration order = Inverse Logarithm 

:lope : s = #.##### 

i x - cl 1 

esult = i0 s 

x = corrected value of the sample 
cl = corrected value of the concentration 1 
s = Slope of the electrode 

2 = -0.00OO0 
1 = 0.00060 
0 = -1.24775 

luoride L 
alibration order = 2 

’orrelation : r = 0.99962 

esult = a2 * x2 + al * x + a0 

2 = 0.00000 
1 = 0.00019 
0 = -0.00028 

ampler Type 
Number 
Sample Time 
Wash Time 
Air Time 
Take up 
special 
needle Height 

: SAI000 
: 1 
: 50 sec. 
: 120 sec. 
: 1    sec. 
: Single 
: None 
: 70 mm. 

iluter needle Height    : 80 mm 
dilution Factor : i0 
dilution Volume : 2.5 ml. 
Resample : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

000212 

2807.0209 

3MA01502376 



95-05-11 13:19 Output of : 950511A1
luoride 1.5 Path numer : 3

Signal type © Dabubbled
Decolor : ves
system Number : 0
aitute i No "

Resample : No 37,
dil Thrashold : $095 ,
4iG output i 0 Ay,
Window event | Off Wagyy
si sTandard : Ignore
22 :Tandard : Ignore
53 sTandard : Ignore
Si iTandard : Ignore
55 sTandard : Ignore
S6 standard : © 0.150
57 standard : 0.300
$8 sTandard i 0.600
So sTandard i 1.200
510 standard 1500
Order: Inverse Logarithm
Dimension : PPM
start Valus 500 DU
trigger Linit © 1800 Sac
Peak shape: Pointed
Start ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75 4

Filter ive
Regeneration : No
formula
output 1 #4.kH

luoride L Path number : 0
Signal type  : Debubbled

Decolor i Ne
Systen Number : 0

aituce i No
Resanple tx
ail Threshold : 4095
aio output: 0
Window event : Off

000290 .
000213

awAots02377
2807.0210

995-05-!1 13:19 OutPut of’ : 950511AI 

luoride 1.5 Path number 
Signal type 
Decolor 
system Number 
diLute 
Resamp!e 
dil Threshold 
dig output 
Window event 

3 
Debubbled 
Yes 
0 
No 
No 
4095 
0 
Off 

sl sTandard : Ignore 
s2 sTandard : Ignore 
s3 standard : Ignore 
s4 sTandard : Ignore 
s5 sTandard : Ignore 
s6 sTandard : 0.150 
s7 sTandard : 0.300 
s8 sTandard : 0.600 
s9 sTandard : 1.200 
sl0 standard : 1.500 
Order : Inverse Logarithm 
Dimension : PPM 
start Value 
trigger Limit 
Peak shape 
start ignore 
end    ignore 
Measure window 

’Filter 
Regeneration 
formula : 
output : ##.### 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

!uoride L Path number 
Signal type 
Decolor 
system Number 
dilute 
Resample 
dil Threshold 
dig output 
Window event 

: 0 
: Debubbled 
: No 
: 0 
: No 
: No 
: 4095 
: 0 
: Off 

O00zgo 

2807.0210 
3MA01502377 



995-05-11 13:19 OutPut of : 950511A1
si sTandard : 0.015
52 sTandard : 0.030
53 sTandard : 0.060
54 sTandard 0.090
s5 sTandard : 0.120
55 sTandard : 0.150
s7  sTandard : Ignore
58  sTandard: Ignore
59 sTandard : Ignore
510 sTandard : Ignore
order : 2
Dimension : PPM
start Value  : 500 DU
trigger Limit : 1800 Sec
Peak shape : Pointed
Start ignore : 60 Sec
eNd ignore : 120 Sec
Measure window : 75
Filter i No
Regeneration : No
formula  : c4:=c3
output: #.###H

000291

000213

3401502378
2807.0211

995-05-11 13:19 OutPut of : 950511AI 

s! sTandard 
s2 sTandard 
s3 standard 
s4 standard 
s5 standard 
s6 standard 
s7 sTandard 
s8 sTandard 
s9 standard 
sl0 sTandard 

: 0 015 
: 0 030 
: 0 060 
: 0 090 
: 0 120 
: 0 150 
: Ignore 
: Ignore 
: Ignore 
: Ignore 

Order : 2 
Dimension : PPM 
start Value 
trigger 5imit 
Peak shape 
start ignore 
end    ignore 
Measure window 
Filter 
Regeneration 
formula 
output 

: 500 DU 
: 1800 Sec 
: Pointed 
: 60 Sec 
: 120 Sec 
: 75 % 
: No 
: No 

: c4:=c3 
: #.#### 

000Z9I 
000214 

2807.0211 
3MA01502378 



95-05-11 13:19 Output of : 950511A1 Page 1 of 2
Fluoride 1.5 Fluoride L
Pou PEM %,

‘0s Typ Ident Ch Result F Time Ch Result F Time 2,
© iw Initial Wash 3 0.057 65 4 2.nesr o 2

t Tracer 3 1.472 208 4 0.7342 o 25 rife 3 1.473 302 40.7342 5 Z,
w Wash 3 0.057 624 4 #.4%ne o
s1 Standard 1 3 0.08% 729 4 0.0164 0
s2 Standard2 3 0.070 $13 4 0.0287 o
53 Standard 3 3 0.085 1085 4 0.0586 0
sé Standard§ 3 0.107 1260 4 0.0921 0
S5 Standard 5 3 0.127 1435 4 0.1194 0
s6 Standard5 3 0.151 1610 4 0.1498 0

0 57 Standard 7 3 0.289 1784 4 0.2642 0
. s8 Standard8 3 0.507 1359 4 0.4285 0
2 s3 Standard9 3 1.233 2133 4 0.6527 0
3 sic standard 10 3 1.458 2309 4 0.7329 0
ia Drift 3 11509 2483 4 0.7376 0
5 ow Wash 3 0.057 2725 4 #.448¥ 0
su FS4113-48 3 0.094 2835 4 0.0722 0
7 ou F54082-48 3 0.091 3011 4 0.0685 0
su FSilil-43 3 0.096 3185 40.0758 0
5 ou FS4098-48 3 0.091 3359 4 0.0685 0
ou F54084-48 3 01103 3537 4 0.0863 0
iu F54079-48 3 0.082 3711 4 0.0523 0
zu PSille-48 3 0.101 3887 40.084% 0
5 u  FS4113-192 3 0.097 4061 4 0.0775 0
3 ou FS54082-192 3 0.083 4237 4 0.0639 0
Su F34l1i-192 3 0.081 4413 4 0.0512 0sd Drift 3 1.435 4585 40.7213 07 ow Wash 3 0.057 4732 4 4.4484 o8 u  F54098-192 3 0.088 4935 4 0.0626 09 uw F54079-192 3 0.085 S111 40.0639 0
0 uw F54084-192 3 0.034 5285 40.0729 0
Lou P34lle-192 3 0.085 5458 4 0.0573 0
Zu FSA113-360 3 0.085 5635 4 0.0386 o
3 u FS40s2-350 3 0073 5810 4 0.0353 03 u FS4111-360 3 0.087 5984 4 0.0611 oJu F34093-360 3 0.082 6164 4 0.0519 06 u  F54079-350 3 0.091 6335 4 0.0681 07 u FS4084-350 3 0.092 6513 40.0699 0a a Drift 3 1.481 6685 4 0.7374 0
5 w Wash 3 0.057 8926 4 #.4ke¥ 0
Ou FS4116-350 3 0.109 7033 4 0.0959 0
iu BLK 1 3 01065 7213 4 0.0188 0
zu SP 1 3 0.054 7387 40.0727 03 ou Sex 2 3 0lliz 7385 4 0.1002 o4 u  Fs1082-D22 3 0.085 7739 4 0.0586 0
5 uw FS41l-D22 3 0.084 7912 40.0569 0
Su £54079-D22 3 0.083 8085 4 0.0536 o
7 uw F54115-D22 3 0.083 8263 40.0540 o3 uw F54032-D28 3 0.087 8438 40.0607 0
9 u  F5411-D28 3 0.078 8614 40.0447 0 gd
od Drift 3 1.519 8787 4 0.7510 0 000217
1w Wash 3 0.057 9027 4 4.#agd 02 uw  F34079-028 3 0.077 9138 40.0431 0 0002923 F34l1s-028 3 0.081 9314 40.0502 0

3WAD1502379
2807.0212

,995-05-ii 

’OS Typ 

it iw 
t 
d 
w 
sl 
s2 
s3 
s4 
s5 
s6 

.0 s7 
s8 
s9 

3 sl0 
4 d 
5 w 
6 u 
7 u 
3 u 
9 u 
0 u 
1 u 
2 u 
3 u 
4 u 
5 u 
6 d 
7 w 
8 u 
9 u 
0 tl 
! u 
2 u 
3 u 
4 u 
5 u 
6 u 
7 u 
8 d 
9 w 
0 u 
1 u 
2 u 
3 u 
4 u 
5 u 
8 u 
7 u 
3 u 
9 u 
0 d 
! w 
2 u 
J u 

13:19 

Ident 

Initial Wash 
Tracer 
Drift 
Wash 

Standard 1 
Standard 2 
Standard 3 
Standard 4 
Standard 5 
Standard 6 
Standard 7 
Standard 8 
Standard 9 

Standard i0 
Drift 
Wash 

F54113-48 
F54082-48 
F54111-48 
F54098-48 
F54084-48 
F54079-48 
F54116-48 

F54113-192 
F54082-192 
F54111-192 

Drift 
Wash 

F54098-192 
F54079-192 
F54084-192 
F54116-192 
F54113-360 
F54082-360 
F54111-360 
F54098-360 
F54079-360 
F54084-360 

Drift 
Wash 

F54116-360 
BLK 1 
SPK 1 
SPK 2 

F54082-D22 
F54111-D22 
F54079-D22 
F54116-D22 
F54082-D28 
F54111-D28 

Drift 
Wash 

F54079-D28 
F54116-D28 

Fluoride 

PPM 

OutPut 

1.5 

Ch Result F Time 

3 0 057 
3 1 472 
3 1 472 
3 0 057 
3 0 064 
3 0 070 
3 0 085 
3 0 107 
3 0 127 
3 0 153 
3 0 289 
3 0 607 
3 1 233 
3 1 468 
3 i 509 
3 0 057 
3 0 094 
3 0 091 
3 0 096 
3 0 091 
3 0 103 
3 0 082 
3 0 i01 
3 0 097 
3 0 089 
3 0 081 
3 1 435 
3 0 057 
3 0 088 
3 0 089 
3 0 094 
3 0 O85 
3 0 085 
3 0 073 
3 0 087 
3 0 082 
3 0 091 
3 0 092 
3 1 481 
3 0 057 
3 0 109 
3 0 065 
3 0 094 
3 0 i12 
3 0 085 
3 0 084 
3 0 083 
3 0 083 
3 0 087 
3 0 078 
3 1 519 
3 0 057 
3 0 077 
3 0 081 

65 
208 
382 
624 
729 
913 

1085 
1260 
1435 
!610 
1784 
1959 
2133 
2309 
2484 
2725 
2836 
3011 
3185 
3359 
3537 
3711 
3887 
4061 
4237 
4413 
4585 
4732 
4936 
5111 
5286 
5458 
5638 
5810 
5984 
6164 
6336 
6513 
6686 
6926 
7039 
7213 
7387 
7565 
7739 

7912 
8085 
8263 
8438 
8614 
8787 
9027 
9138 
9314 

of : 950511AI 

Fluoride L 

PPM 

Ch Result F Time 

4 # #### 
4 0 7342 
4 0 7342 
4 # #### 
4 0 0164 
4 0 0287 
4 0 0586 
4 0 0921 
4 0 1194 
4 0 1498 
4 0 2642 
4 0 4285 
4 0 6527 
4 0 7329 
4 0 7476 
4 # #### 
4 0 0722 
4 0 0685 
4 0 0758 
4 0 0685 
4 0 0863 
4 0 0523 
4 0 0844 
4 0 0775 
4 0 0639 
4 0 0512 
4 0 7213 
4 # #### 
4 0 0626 
4 0 0639 
4 0 0729 
4 0 0573 
4 0 0586 
4 0 0353 
4 0 0611 
4 0 0519 
4 0 0681 
4 0 0699 
40 7374 
4 # #### 
4 0 0959 
4 0 0188 
4 0 0727 
4 0 1002 
4 0 0586 
4 0 0569 
4 0 0536 
4 0 0540 
4 0 0607 
4 0 0447 
4 0 7510 
4 # #### 
4 0 0431 
4 0 0502 

0 
0 
o 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

Page 1 of 2 

000292 

2807.0212 
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995-05-11 13:19 output of: $50511A1 Page 2 of 2
Fluoride 1.5 Fluoride ©
oH BP BEST0gpy

os Typ Ident Ch Result F Time Ch Result F Time Wp
iu 54099-4 3 0.071 9430 40.0317 0
sou FSi0998 3 0.070  9sez 4 0.0298 °
Pu 5099-12 3 0.105 9840 40.0894 0
Tu 3409924 3 0.118 10015 40.2075 0
Fa 51099-4583 0.084 10150 40.0563 0
Su £ss099-192 3 0.074 10362 4 0.0371 0
5 £54099-360 3 0.070 10538 40.0308 0 |
DL EeeeoBlan gbanasee!
2a Drift 3 1.504 10888 4 0.7457 0 Sample Zits Saw
Sow Wash 3 0.057 11129 4 #.eesr 0
Hi FSall2-4 3 0l082 11237 40.0527 0
Su FS4112-8 3 0.094 1lals 40.0735 0
Ea P5411212 3 0.100 11591 40.0827 0
iu F34113-24 3 0.088 1176s 40.0624 0
3 ou Ps4112-42 3 0.100 11941 40.0815 0
3 uw gsallz-19z 3 0.094 121s 40.0728 0
Ou F34112.360 3 0.078 12289 40.0452 0
Tou SPE 63-1 3 0.095 12465 40.0750 0
Fi SPR 63-2 3 0.110 1z6d1 40.0973 0
3 ou SPR 633 3 0.092 12817 4 0.0689 0
I Drift 3 1.469 12989 40.7334 0
sow Wash 3 0.057 13lss 4 #.erer 0
3a sek 12601 3 0.111 13342 4 0.1061 0
7a SPK 126-2 3 0.149 13518 40.1452 0
su Sek 1263 3 0.137 Iaesz 4 0.153 0
3d Drifc 3 1.4% 1386s 4 0.7427 0
0 Wash 3 0.057 14107 4 #l4ser 0
© tw Runout Wash 3 0.037 14340 4 flere 0

000293
000216

aMAO1502380
2807.0213

995-05-11 13:19 OutPut of : 950511AI Page 2 of 2 

os Typ 

4 u 

5 u 
6 u 
7 u 

0 u 
1 u 
2 d 
3 w 
4 u 

6 u 
7 u 
8 u 
9 u 
0 u 
! u 
2 u 
3 u 
~ d 
5 w 
6 u 
7 u 
8 u 
’9 d 
0 w 
t rw 

Fluoride 1.5 Fluoride L 

PPM PPM 

Ident Ch Result F Time    Ch Result F Time 

F54099-4 3 
F54099-8 3 

F54099-12 3 
F54099-24 3 
F54099-48 3 

F54099-192 3 
F54099-360 3 
54~9 361 3 

Drift 3 
Wash 3 

F54112-4 3 
F54112-8 3 
F54112-12 3 
F54112-24 3 
F54112-48 3 

F54!12-192 3 
F54!12-360 3 

SPK 63-1 3 
SPK 63-2 3 
SPK 63-3 3 

Drift 3 
Wash 3 

SPK 126-1 3 
SPK 126-2 3 
SPK 126-3 3 

Drift 3 
Wash 3 

RunOut Wash 3 

0 071 
0 070 
0 105 
0 118 
0 084 
0 074 
0 070 
C.054 
1 504 
0 057 
0 082 
0 094 
0 i00 
0 088 
0 i00 
0 094 
0 078 
0 095 
0 ii0 
0 092 
1 469 
0 057 
0 117 
0 149 
0 157 
i 496 
o O57 
0 05.7 

9490 4 0 
9662 4 0 
9840 4 0 

10015 4 0 
10190 4 0 
i0362 4 0 
10538 4 0 

A 10713 4 ~. 
10888 4 0 
11129 4 # 
11237 4 0 
11415 4 0 
11591 4 0 
11765 4 0 
11941 4 0 
12115 4 0 
12289 4 0 
12465 4 0 
12641 4 0 
12817 4 0 
12989 4 0 
13166 4 #. 
13342 40. 
13518 4 0. 
13692 4 0. 
13865 4 0. 
14107 4 #. 
14340 4 #. 

0317 
0298 
0894 
!075 
0569 
0371 
0306 

7457 

#### 
0527 
0735 
0827 
0624 
0815 
0725 
0452 
0750 
0973 
0689 
7334 
#### 
i061 
1452 
1537 
7427 
#### 
#### 

0 
0 
0 
o 
0 
0 
o 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 
0 

000298 

2807.0213 
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———ee Calibration curve of JS0S1IAL 0 Fluoride L e————————
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Calibration curs of SSESLIAL : Fluoride 4.5
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———————— f2u data of 33051141 © Fluoride 1.5—
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fu cat of 3S05413% © Fluoride 1.5 —
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Oow “lazlas29508 24 18:60 output of : 95052¢A1 Ano 42085.
6329-159 Swesiwuars i version 8.1 1590.23

poratoe oon BESTCOPY AVAILABLE
26 of the Analysis : 1395-05-24 11:38
nalvais File Name © C:\SKALAR\DATA\ENIDATA\SZRUM\950524A1
Luoride 1.5al%hration order = Inverse Logarithm
ope Ds nner

K-cly x = corractad value of the sample[22] Bom he 8 oh,soute = 200 3 See ne edie
2 0.00000£2 0000s51 lheses
Lueride ©ASEiatin order = 2
orrelation : © = 0.99756
sult = a2 x x val xxva0
2= 0.00000PI T0lo002s51 00085
aaptor v0 + sat000Tinbes irSangie Tine | 30 sacash Time | i0 sec.Mr Thee ivTake up SingleShecial NoneResale Heignt | 70 mm
Suter nesdls Weight 30 anSilution Factor | 10Siiution vem: | 20s mefezaneis iiSiietton runs [1

user file © CmRaprocss | ro

002527}000300 ao:

owsorsozer
2807.0220

ate o~ the Analysis : !995-05-24 11:39 

nalysis File Narae     : C:\SKALAR\DATA\HWIDATA\$EROM\950524AI 

luoride 1.5 
alibration order = Inverse Logarithm 

:I ope : s = #. 

i x - cl ] 

esult = I0 S 

x = corrected value of the sample 
cl = corrected value of the concentration 
s = Slope of the electrode 

2 = -0.00000 
1 = 0.00064 
0 = -1.22588 

!uoride L 
alibration order : 2 

"orrelatfon : r = 0.99786 

esult = a2 * x= + al * x + aO 

2 : -0.00000 
1 = 0.00025 
0 = -0.00699 

amp 1. e r Type 

Number 
Sample Time 
Wash Time 
Air Time 
Take up 
sPecial 
needle Height 

SA!000 

50 sec. 
120 sec. 
i    sec. 
Single 
None 
70 mm. 

iluter needle Height    : 80 mm 
dilutien Factor : I0 
dilution Volume : 2.5 m!. 
Resamp!e : 1 
Dilution runs : 1 

User file : TXT 
Reproces : No 

000300 

2807.0220 
3MA01502387 



035-05-24 16:01 oucut of : ssas2ea1
torte 1.5 vous yume + 4Sinai Tres | pabubbisd BeySedoter isSvaten umber | 0 Copygy,hen ihoFesarsie iei Thrisnola | sssrefitinom tens | Oe

EI$2 Siancara | Igmors3 aaa foem5% Tenn en3 Ionige5 Trang ST5 Shana oleDogma: oe$5 Siinaaa TiaSo Srinaaa:  1iaesrae T Taverns LogaiiommDlnension: FoStara seo outisser Lint © is00 SecFeat chaps | PointedprevcA iSha idnore ©is saeFeasure window | 15i heFeompiration | Nefornia?fitietal
tide i pan mmber ©5na"Tee | olvusbieaPo, iheSveten number | 5iin hefesample ihoa1 Thresnota | dcodis ouput 01 8aon Dene oer

000301 }
000221

[—
2807.0221

995-05-24 16:0! OUtPUt of : 950524AI 

!uor!de 1.5 PaSh number 
Signal type 
Decolor 
system Number 
diLute 
Resample 
dil Threshold 
dig output 

Window event 

: 3 
: Debubbled 
: Yes 
: 0 
: No 
: No 
: 4095 
: 0 
: Off 

sl standard 
s2 standard 
s3 standard 
s4 standard 
s5 standard 
s6 sTandard 
s7 standard 
s8 standard 
s9 standard 
sl0 standard 

: Ignore 
: Ignore 
: Ignore 
: Ignore 
: Ignore 
: 0.150 
: O. 300 
: 0. 600 
: 1.200 
: 1.500 

Order : £nverse Logarithm 
Dimension : PPM 
start Value : 500 DU 
trigger Limit : 1800 Sec 
Peak shape : Pointed 
start ignore : 60 Sec 
end    ignore ; 120 Sec 
Measure window : 75 % 
Filter : No 
Regeneration : No 
formula : 
output : ## 

iuoride L Path number 
Signal type 
Deco!or 
system Number 
dilute 
Resamp[e 
dil Threshold 
diG output 
Window event 

0 
Debubbled 

0 
No 
No 
4095 
0 

: Off 

00030:1_ 

2807.0221 
3MA01502388 



995-05-24 15:01 OutPut of : 95052:A1
sl sTandard 0.015
s2  sTandard : 0.030
53 sTandard : 0.060
54  sTandard : 0.090
s5  sTandard © 0.120
s6 sTandard : 0.150
$7 sTandard : Ignore
38 sTandard: Ignore
$8 sTandard : Ignore
510 sTandard : Ignore
Order: 2
Dimension: PEM
start value 500 ou
trigger Limit : 1800 Sec
seak shape : Pointed
start ignore 60 sec
eNd_ ignore 120 sec
Measure window : 75
Filter i No
Regeneration : No
formUla i cd:zed
output: #.##8k

000302
0002275

3401502389
2807.0222

995-05-24 16:O1 OUtPUt of’ : 950524AI 

sl standard 
s2 standard 
s3 standard 
s4 standard 
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HHT 6329-159

QUALITY ASSURANCE STATEMENT
This report has been reviewed by the Quality Assurance Unit of HazletonWisconsin, Inc., in accordance with the Food and Drug Administration(FDA) Good Laboratory Practice Regulations, 21 CFR 56.35 (b) (5) (7).The Following inspections were conducted and findings reported to theStudy Director and management. Written status reports of inspectionsand Findings are issued to Hazleton nanagenent monthly according tostandard operating procedures.

DateInspection Dates Reported to Date toFron To Phase. Study Director Management
03/22/95 03/22/95 Protocol Review 03/22/95 03/10/3504/10/95 04/10/95 Protocol Amendnent 04/10/95 05/10/9504/27/95 04/27/95 Animal Observation 04/27/95 05/10/3507/05/95 07/10/95 Data/Report Review 7/10/95 08/10/9503/12/95 03/12/95 Report Rereview 03/12/95 10/10/35

9.14.95
Represegtative, Quality Assurance Unt Date
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HHT 6329-159
SumARY

This study was done to assess the level of systemic exposure of T-6246 whenadministered by a single intravenous injection to rabbits.
The study was conducted using four male and four female acclimated rabbits ofthe Hra:(NIN)SPF strain for each treatment group as follows:

Dose Level Nusber of AnimalsGroup Test Material _(na/ka) Males Females
1 (Control) Sterile water 0 4 42 (Low) T-6246 5 4 43 (Medium) T-6246 10 4 44 (High) T-6246 100 ax 45 (High) T-6246 500 a 4

* One animal sacrificed after treatment due to apossible broken back and replaced with another maleanimal.

The animals received a single intravenous injection of the test material atthe indicated dose Tevel into the marginal ear vein of the right sar. Thedose volume was 0.5 ml/kg of body weight for Groups I through 4 and was0.75 ml/kg for Group 5. “Two animals/sex/dose level were sacrificed on Day 15and the remaining animals (two animals/sex/dose level) were sacrificed onDay 28.

Clinical observations were conducted predose and at approximately 0.5, 2, and4 hours after intravenous injection. Additional clinical observations andtwice a day mortality checks were conducted daily thereafter until thescheduled sacrifice interval (Day 1 or Day 28). Body weights were determinedon Day -7 for randomization purposes, before test or control materialadministration (Day 1), and at the scheduled sacrifice interval (bay 15 orDay 28). A blood sampie (approximately 4 nL) was collected from a marginalear vein (left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hourspost-injection, and on Day 8. An approxinate 4-nl blood sample was alsocollected on Days 15 and 22 for the animals scheduled for sacrifice on Day 28.In addition, at the tine of the scheduled sacrifice (Day 13 or Day 28),2pproxinately 20 nil of blood was obtained from each animal. All samples werecentrifuged, separated into serum and cellular fractions, ind sent to theSponsor. On Day 15 or 28, the animals were anesthetized with sodiunpentobarbital, bled via the posterior vena cava, and exsanguinated. Anabbreviated gross necropsy examination was not done, however tissues werecollectad. The whole liver, bile, and both kidneys fran each animal werecollected, weighed (volune only determined for bile), and sent frozen to theSponsor.
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SUMMARY 
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This study was done to assess the level of systemic exposure of T-6246 when 
administered by a single intravenous injection to rabbits. 

The study was conducted using four male and four female acclimated rabbits of 
the Hra:(NZW)SPF strain for each treatment group as follows: 

Group Test Material 
Dose Level Number of Animals 

(mq/kg) Males #emale~ 

i (Control) Sterile water 0 4 
2 (Low) T-6246 5 4 
3 (Medium) T-6246 i0 4 
4 (High) T-6246 100 4* 
5 (High) T-6246 500 4* 

4 
4 
4 
4 
4 

* One animal sacrificed after treatment due to a 
possible broken back and replaced with another male 
animal. 

The animals received a single intravenous injection of the test material at 
the indicated dose level into the marginal ear vein of the right ear. The 
dose volume was 0.5 mL/kg of body weight for Groups I through 4 and was 
0.75 mL/kg for Group 5. Two animals/sex/dose level were sacrificed on Day 15 
and the remaining animals (two animals/sex/dose level) were sacrificed on 
Day 28. 

Clinical observations were conducted predose and at approximately 0.5, 2, and 
4 hours after intravenous injection. Additional clinical observations and 
twice a day mortality checks were conducted daily thereafter until the 
scheduled sacrifice interval (Day 15 or Day 28). Body weights were determined 
on Day -7 for randomization purposes, before test or control material 
administration (Day i), and at the scheduled sacrifice interval (Day 15 or 
Day 28). A blood sample (approximately 4 mL) was collected from a marginal 
ear vein (left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours 
post-injection, and on Day B. An approximate 4-mL blood sample was also 
collected on Days 15 and 22 for the animals scheduled for sacrifice on Day 28. 
In addition, at the time of the scheduled sacrifice (Day 15 or Day 28), 
approximately 20 mL of blood was obtained from each animal. All samples were 
centrifuged, separated into serum and cellular fractions, and sent to the 
Sponsor. On Day 15 or 28, the animals were anesthetized with sodium 
pentobarbital, bled via the posterior vena cava, and exsanguinated. An 
abbreviated gross necropsy examination was not done, however, tissues were 
collected. The whole liver, bile, and both kidneys from each animal were 
collected, weighed (volume only determined for bile), and sent frozen to the 
Sponsor. 
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HT 6325-159
Intravenous injection of T-624 did not result in any test material-relatedchanges in body weight gain. Al) aninals appeared clinically normilthroughout the study with the exception of one Group 4 and one Group 5 maleanimals that were sacrificed on Days 2 and 1, respectively, due to injury(possible broken backs). These animals were replaced and the replacementanimals appeared clinically normal throughout the study
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HWI 6329-159 

Intravenous injection of T-6246 did not result in any test material-related 
changes in body weight gain. All animals appeared clinically normal 
throughout the study with the exception of one Group 4 and one Group 5 male 
animals that were sacrificed on Days 2 and I, respectively, due to injury 
(possible broken backs).. These animals were replaced and the replacement 
animals appeared clinically normal throughout the study. 
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HHT 6329-159

OBJECTIVE

The objective of this study was to assess the level of systemic exposure tothe test material, T-6246, when administered as a single intravenous injection
to rabbits.

REGULATORY COMPLIANCE

This study was conducted in accordance with the U.S. Food and Drug
Administration's Good Laboratory Practice Regulations for Nonclinical
Laboratory Studies, 21 CFR 58, with the exception that analysis of the testmixtures for concentration, honogeneity/solubility, and stability was notconducted. All procedures used in this study were in compliance with theAnimal Welfare Act Regulations. In the opinion of the Sponsor and study
director, the study did not unnecessarily duplicate any previous work.

TEST AND CONTROL MATERIALS

dentification

The test material was identified as T-6246 and described as a clear, colorless
liquid. The control material was Sterile Water for Injection, USP (Abbott
Laboratories, Lot No. 86-748-DH-02; Exp. April 1, 1996), and was described as
a clear, colorless liquid.

Purity and Stability

The Sponsor assumes responsibility for test material purity and stability
determinations (including under test conditions). Analysis of the test
material mixtures for concentration, homogeneity/solubility, and stability wasnot conducted or requested by the Sponsor. The purity and stability of thecontrol material were considered to be adequate for the purposes of thisstudy.

Storage and Retention

The test material was stored at room temperature. The control material was
stored refrigerated. Any unused test material was returned to the Sponsor
after completion of all in-life testing according to Hazleton Wisconsin (HHI)
Standard Operating Procedure (SOP). Any remaining vehicle may be used for
other testing and will not be discarded after issuance of the final report
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OBJECTIVE 

HWI 6329-159 

The objective of this study was to assess the level of systemic exposure to 
the test material, T-6246, when administered as a single intravenous injection 
to rabbits. 

REGULATORY COMPLIANCE 

This study was conducted in accordance with the U.S. Food and Drug 
Administration’s Good Laboratory Practice Regulations for Nonclinical 
Laboratory Studies, 21CFR 58, with the exception that analysis of the test 
mixtures for concentration, homogeneity/solubility, and stability was not 
conducted. All procedures used in this study were in compliance with the 
Animal Welfare Act Regulations. In the opinion of the Sponsor and study 
director, the study did not unnecessarily duplicate any previous work. 

TEST AND CONTROL MATERIALS 

Identification 

The test material was identified as T-6246 and described as a clear, colorless 
liquid. The control material was Sterile Water for Injection, USP (Abbott 
Laboratories, Lot No. 86-748-DM-02; Exp. April I, 1996), and was described as 
a clear, colorless liquid. 

Purity and Stability 

The Sponsor assumes responsibility for test material purity and stability 
determinations (including under test conditions). Analysis of the test 
material mixtures for concentration, homogeneity/solubility, and stability was 
not conducted or requested by the Sponsor. The purity and stability of the 
control material were considered to be adequate for the purposes of this 
study. 

Storaqe and Retention 

The test material was stored at room temperature. The control material was 
stored refrigerated. Any unused test material was returned to the Sponsor 
after completion of all in-life testing according to Hazleton Wisconsin (HWI) 
Standard Operating Procedure (SOP). Any remaining vehicle may be used for 
other testing and will not be discarded after issuance of the final report. 
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HHL 6329-159
safety precautions
The test and control material handling procedures were according to HWI SOPsand policies.

TEST SysTEM
Test Animal
Adult albino rabbits of theHra: (NZA)SPF strain were received fron HRP, Inc.,Kalanazoo, Michigan on March 8, 1395 and maintained al the Hazleton Hisconsinfacility at 3301 Kinsman Boulevard, Madison, Hisconsin.

Housing
After receipt, the animals were acclinated for a period of at least 7 days.During acclimation and throughout the study, the animals vere individuallyhoused in scraen-botton stainless steel cagés in temperature and hunidity-controlled quarters. Environmental controls for the animal room were set tomaintain a temperature of 19° to 23°C, a relative humidity of 0% <20%, and a12-hour 1ight/12-hour dark lighting cycle. In cases Where variations Fromthese conditions existed, they were documented and considered to have had noadverse effect on the study outcons

Anima) Diet
The animals were provided access to water ad libitum and a measured amount ofLaboratory Rabbit Diet HF #5326, PHI Feeds, Inc. The feed is routinelyanalyzed by the manufacturer for nutritional components and environmentalcontaminants. Samples of the water are pariodically analyzed by MAI. Therewere no known contaminants in the feed or water at levels that would haveinterfered with or affected the results of the study

Selection of Test Animals
The animals were identified by animal nusber and corresponding ear tag andwere placed into study groups usinga stratified body weight randomizationprogran. The randonization body weights were deternined on Day 7. TheWeight variation of the animals for each group of each sex selected for thestudy did not exceed +2 standard devictions of the mean weight, and the meanBody weights for each group of each sex were not statistically different atthe 5% probability level.
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HWI 5329-159 

Safety Precautions 

The test and control material hand|ing procedures were according to HWI SOPs 
and policies. 

TEST SYSTEM 

Test Animal 

Adult albino rabbits of the Hra:(NZW)SPF strain were received from HRP, Inc., 
Kalamazoo, Michigan on March 8, 1995 and maintained at the Hazleton Wisconsin 
facility at 3301 Kinsman Boulevard, Madison, Wisconsin. 

Housinq 

After receipt, the anima|s were acclimated for a period of at least 7 days. 
During acclimation and throughout the study, the animals were individually 
housed in screen-bottom stainless steel cages in temperature- and humidity- 
controlled quarters. Environmental controls for the animal room were set to 
maintain a temperature of 19° to 23°C, a relative humidity of 50% ±20%, and a 
12-hour light/12-hour dark lighting cycle. In cases where variations from 
these conditions existed, they were documented and considered to have had no 
adverse effect on the study outcome. 

Animal Diet 

The animals were provided access to water ad libitum and a measured amount of 
Laboratory Rabbit Diet HF #5326, PMI Feeds, Inc. The feed is routinely 
analyzed by the manufacturer for nutritional components and environmental 
contaminants. Samples of the water are periodically analyzed by HWI. There 
were no known contaminants in the feed or water at levels that would have 
interfered with or affected the results of the study. 

Selection of Test Animals 

The animals were identified by animal number and corresponding ear tag and 
were placed into study groups using a stratified body weight randomization 
program. The randomization body weights were determined on Day -7. The 
weight variation of the animals for each group of each sex selected for the 
study did not exceed ±2 standard deviations of the mean weight, and the mean 
body weights for each group of each sex were not statistically different at 
the 5% probability level. 
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WI 6329-159
Study Oesian

Animals weighing from 2,523 to 3,276 g at initiation of treatment were placedinto the following study groups:

Dose
Test/Control Dose Level Volume Number of Animals’Group Material na/ka) (ml/kg) Males Females

1 (Control) Sterile water 0 0.5 4 42 (Low) T-6245 5 0.5 4 43 (Medium) 1-626 10 0.5 4 @4 (High) 1-626 100 0.5 ax 45 (High) T-6246 500 0.75 ax 4

* One animal sacrificed after treatment due to a possible
broken back and replaced with another male animal.

a Two animals/sex/dose level were sacrificed on Day 15. Theremaining animals (two animals/sex/dose level) were
sacrificed on Day 28.

Justification for Species Selection

Historically, the New Zealand White albino rabbit has been the animal ofchoice because of the large amount of background information on this species.

PROCEDURES
Dose Preparation and Administration

The test material was diluted with sterile water to achieve a specific
concentration for each dose level in Groups 2 to 5. An individual dose ofeach respective test solution or control was calculated for each animal basedon its body weight on the day of treatment. The respective test solution wasadministered by intravenous injection into the marginal ear vein of the rightear over approxinately 22 to 60 seconds. The prepared test solutions werestored at room temperature until administered. After administration, anyremaining test solutions were discarded.

Reason for Route of Administration

Intravenous injection is an acceptable route to assess systemic exposure.
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Study Desiqn 

HWI 6329-159 

Animals weighing from 2,523 to 3,276 g at initiation of treatment were placed 
into the following study groups: 

Dose 
Test/Control Dose Level Volume Number of Animalsa 

Group Material (mq/kq) (mL/kq) Males Females 

I (Control) Sterile water 0 0.5 4 4 
2 (Low) T-6246 5 0.5 4 4 
3 (Medium) T-6246 10 0.5 4 4 
4 (High) T-6246 100 0.5 4* 4 
5 (High) T-6246 500 0.75 4* 4 

* One animal sacrificed after treatment due to a possible 
broken back and replaced with another male animal. 

a Two animals/sex/dose level were sacrificed on Day 15. The 
remaining animals (two animals/sex/dose level) were 
sacrificed on Day 28. 

Justification for Species Selection 

Histor~cally, the New Zealand White albino rabbit has been the animal of 
choice because of the large amount of background information on this species. 

PROCEDURES 

Dose Preparation and Administration 

The test material was diluted with sterile water to achieve a specific 
concentration for each dose level in Groups 2 to 5. An individual dose of 
each respective test solution or control was calculated for each animal based 
on its body weight on the day of treatment. The respective test solution was 
administered by intravenous injection into the marginal ear vein of the right 
ear over approximately 22 to 60 seconds. The prepared test solutions were 
stored at room temperature until administered. After administration, any 
remaining test solutions were discarded. 

Reason for Route of Administration 

Intravenous injection is an acceptable route to assess systemic exposure. 
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HI 6329-159
Observations of Animals
Clinical observations vere conducted predose and at approximately 0.5, 2, and4 hours after intravenous injection. Additional clinical observations andtwice a day mortality checks were conducted daily thereafter until thescheduled sacrifice interval (Day 15 or Day 28).
Body weights were determined on Day -7 for randomization purposes and beforetest or control material administration (Day 1). Additional body weights weredetermined at the scheduled sacrifice interval (Day 15 or Day 28) or atunscheduled sacrifices (when survival exceeded 1 day).

Sample Collections

A blood sample (approximately & ml) was collected from the marginal ear vein(left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours post-inject ion,and on Day 8. An approximate 4-nl blood sample was also collected on Days 15and 22 for the animals scheduled for sacrifice on Day 28. In addition, at thetime of necropsy, approximately 20 al of blood was obtained fron the posteriorvena cava of each animal. All samples were stored at roo temperature, andthen centrifuged, separated into serum and cellular fractions. These Sampleswere then stored in a freezer set to maintain a temperature of -20°¢ +10°Cuntil shipped to the Sponsor.

Pathology
The animals sacrificed on Days 1 and 2 due to apparent broken backs werenecropsied in the sane manner as the animals surviving to the scheduledsacrifices with the exception that they received an abbreviated gross necropsyexamination and any abnormalities were recorded
On Day 15, the first two aninals/sex assigned to each dose level (based on thegroup assignment randomization) were anesthetized with sodium pentobarbital(via injection in the narginal ear vein), bled via the posterior vena cava,and exsanguinated. An abbreviated gross necropsy examination was not done,however, tissues were collected. The whole liver, bile, and both kidneys Fromeach animal were collected, weighed (volune only determined for bile). andinmediately placed in a freezer set to maintain a temperature of -20°C +10°C.After tissue/bile collection, the animals were discarded. The remaining tnoaninals/sex/dose level were anesthetized, bled, and exsanguinated on Day 28 inthe sate manner as the animals sacrificed on Day 15.
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Observations of Animals 

HWI 6329-159 

Clinical observations were conducted predose and at approximately 0.5, 2, and 
4 hours after intravenous injection. Additional clinical observations and 
twice a day mortality checks were conducted daily thereafter until the 
scheduled sacrifice interval (Day 15 or Day 28). 

Body weights were determined on Day -7 for randomization purposes and before 
test or control material administration (Day i). Additional body weights were 
determined at the scheduled sacrifice interval (Day 15 or Day 28) or at 
unscheduled sacrifices (when survival exceeded I day). 

Sample Collections 

A blood sample (approximately 4 mL) was collected from the marginal ear vein 
(left ear) of the animals at 4-, 8-, 12-, 24-, and 48-hours post-injection, 
and on Day 8. An approximate 4-mL blood sample was also collected on Days 15 
and 22 for the animals scheduled for sacrifice on Day 28. In addition, at the 
time of necropsy, approximately 20 mL of blood was obtained from the posterior 
vena cava of each animal. All samples were stored at room temperature, and 
then centrifuged, separated into serum and cellular fractions. These samples 
were then stored in a freezer set to maintain a temperature of -20°C ±I0°C 
until shipped to the Sponsor. 

Pathol og,y 

The animals sacrificed on Days 1 and 2 due to apparent broken backs were 
necropsied in the same manner as the animals surviving to the scheduled 
sacrifices with the exception that they received an abbreviated gross necropsy 
examination and any abnormalities were recorded. 

On Day 15, the first two animals/sex assigned to each dose level (based on the 
group assignment randomization) were anesthetized with sodium pentobarbital 
(via injection in the marginal ear vein), bled via the posterior vena cava, 
and exsanguinated. An abbreviated gross necropsy examination was not done, 
however, tissues were collected. The whole liver, bile, and both kidneys from 
each animal were collected, weighed (volume only determined for bile), and 
immediately placed in a freezer set to maintain a temperature of -20°C ±IO°C. 
After tissue/bile collection, the animals were discarded. The remaining two 
animals/sex/dose level were anesthetized, bled, and exsanguinated on Day 28 in 
the same manner as the animals sacrificed on Day 15. 
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HI 6329-159
Shipmentof Tissues
After completion of the in-life phase, the blood samples (serum and cellular
fractions), livers, bile, and kidneys were sent frozen (on dry ice) to theSponsor (Janes D. Johnson, 3M E.E. & P.C., 31d. 2-36-09, 935 Bush Avenue: StFaul, HN, 55106), along with their corresponding weights or volumes. The
Sponsor is responsible for the retention and disposition of the samples.HUT does not accept any responsibility for the analysis of the samples
collected in this study nor are these results presented in this report.

tistical Ana)
No statistical analyses vere required by the protocol.

ation of fay ecords. ort
The raw data, records, and an original signed copy of the final report will beretained in the archives of AMI in accordance with HHI SOP.
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Shipment of Tissues 

HWI 6329-159 

After completion of the in-life phase, the blood samples (serum and cellular 
fractions), livers, bile, and kidneys were sent frozen (on dry ice) to the 
Sponsor (James D. Johnson, 3M E.E. & P.C., Bldg. 2-3E-09, 935 Bush Avenue, St. 
Paul, MN, 55106), along with their corresponding weights or volumes. The 
Sponsor is responsible for the retention and disposition of the samples.. 
HWI does not accept any responsibility for the analysis of the samples 
collected in this study nor are these results presented in this report. 

Statistical Analyses 

No statistical analyses were required by the protocol. 

Location of Raw Data, Records~ and Final Report 

The raw data, records, and an original signed copy of the final report will be 
retained in the archives of HWI in accordance with HWI SOP. 
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HAT 6329-159
RESULTS

BodyWeiahts
Individual body weights are in Table 1. Thera was no meaningful effect onbody weight gain during the study

Clinical Observations
Individual clinical signs are in Table 2. AT animals appeared normalthroughout the study ith the following exceptions:

+ One Group 4 male (No. FS4106) treated with T-6245 at 100 mg/kg appeared tohave injured its back on Day 2 and was sacrificed, necropsied, andreplaced with No, £54099. The replacement animal appeared normalthroughout the study.
+ One Group § male (No. F54076) treated with T-6245 at 500 mg/kg appeared tohave injured its back on the day of treatment and was sacrificed,necropsied, and replaced with No. FS4112. The replacement animal appearednormal throughout the study.

Pathology
Individual animal pathology comments are presented in Table 3. Individualanimal tissue weights and bile volumes are in Table 4. The necropsy of animalNo. F54106 revealed the skeletal muscle surrounding the lumbar spinal cord wasdiffusely dark red. In animal No. F54076, the skeletal muscle surroundingboth hind limbs and the sacral spinal cord was diffusely dark red. Theremaining aninals survived to their scheduled sacrifice and were not examinedgrossly, although tissues were saved.
Page 15 contains a pathology report by the study pathologist.

DISCUSSION
The Tevel of systemic exposure of T-6746 was evaluated in male and femalealbino rabbits when administered as a single intravenous injection at levelsof 5, 10, 100, and 500 no/ky. There were no test material-related effects inany of the animals following administration of this material
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RESULTS 

Body Weiqhts 

Individual body weights are in Table i. 
body weight gain during the study. 

HWI 6329-159 

There was no meaningful effect on 

Clinical Observations 

Individual clinical signs are in Table 2. All animals appeared normal 
throughout the study with the following exceptions: 

¯ One Group 4 male (No. F54106) treated with T-6246 at 100 mg/kg appeared to 
have injured its back on Day 2 and was sacrificed, necropsied, and 
replaced with No. F54099. The replacement animal appeared normal 
throughout the study. 

¯ One Group 5 male (No. F54076) treated with T-6246 at 500 mg/kg appeared to 
have injured its back on the day of treatment and was sacrificed, 
necropsied, and replaced with No. F54112. The replacement animal appeared 
normal throughout the study. 

Pathology 

Individual animal pathology comments are presented in Table 3. Individual 
animal tissue weights and bile volumes are in Table 4. The necropsy of animal 
No. F54106 revealed the skeletal muscle surrounding the lumbar spinal cord was 
diffusely dark red. In animal No. F54076, the skeletal muscle surrounding 
both hind limbs and the sacral spinal cord was diffusely dark red. The 
remaining animals survived to their scheduled sacrifice and were not examined 
grossly, although tissues were saved. 

Page 15 contains a pathology report by the study pathologist. 

DISCUSSION 

The level of systemic exposure of T-6246 was evaluated in male and female 
albino rabbits when administered as a single intravenous injection at levels 
of 5, 10, 100, and 500 mg/kg. There were no test material-related effects in 
any of the animals following administration of this material. 
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SIGNATURE

AuAYSteven Hi. Glaza DateStudy Director
Acute Toxicology
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SIGNATURE 
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Steven~ Study Director 
Acute Toxicology 

Date 
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HHI 6329-159
PATHOLOGY REPORT

There were two male rabbits sacrificed on Day 1 or Day 2 and necropsied. Atnecropsy, the skeletal muscle surrounding the luabar spinal cord in AninalNo. F54106 (100 ng/kg of body weight) was diffusely dark red. In AnimalNo. F54076 (500 mg/kg of body weight), the skeletal muscle surrounding bothhind Timbs and the sacral spinal cord was diffusely dark red. The findings inthese animals are indicative of injury of undetermined etiology to the caudalregion of the back. The liver, bile, and both kidneys from these animals werecollected as required by protocol. After necropsy, the animals were
discarded.

NAOpVTale 7-3 FS
oias E.” Painer~ohD tte

Pathologist

(6329-159. Thm)
051295
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PATHOLOGY REPORT 

There were two male rabbits sacrificed on Day I or Day 2 and necropsied. At 
necropsy, the skeletal muscle surrounding the lumbar spinal cord in Animal 
No. F54106 (I00 mg/kg of body weight) was diffusely dark red. In Animal 
No. F54076 (500 mg/kg of body weight), the skeletal muscle surrounding both 
hind limbs and the sacral spinal cord was diffusely dark red. The findings in 
these animals are indicative of injury of undetermined etiology to the caudal 
region of the back. The liver, bile, and both kidneys from these animals were 
collected as required by protocol. After necropsy, the animals were 
discarded. 

Pathologist 
Date 

(6329-159.1hm) 
051295 
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HHT 6329-159
Table 1

Individual Body Weights (g)
Randon-

Animal ization Initial __TerminalSex Mumber (Dav 7) (Day 1) Das Dw Z
r (Control) - Sterile Water for n k

Hale FS4105 2,603 2,761 2,033 -F075 2531 2539 2,703 -
Fse081 2,373 2,52 - 2,87454107 7,548 2,731 - 3,056

Female  F54104 2,665 28% 3,130 -54085 2,525 282 2,175
FS4074 2540 2,703 - 2,99F585 2553 2,867 : 3,014

Group 2 - T-6246 (5 ma/ka)
Male £56083 2,381 2,58 2,58 -F400 2,675 2,869 3,030 -

F54077 7,459 2,59 - 2,85954093 7,466 2,601 - 2,916
Female  F54091 2,717 2,785 2,9% -F54108 2,412 2,622 2,7% :

54102 2,690 2,839 - 3.2%5007 20430 253 - 2,928

Group 3 - T-6246 (10 na/ka.
Male Fseorl 2,487 2,523 2,709 -

54093 7,652 2.17% 2,993 z
54095 2,662 2.12 - 3.128Fsdlol 2,622 2,682 - 3182

Female  F54110 2,719 2,800 2,95 -
F409 2,772 201 302 -
FS6090 2542 2,740 - 3,022F478 2,710 2,882 - 3288

- Not required.
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Table 1 
Individual Body Weights (g) 

Random- 
Animal    ization Initial 
Number    (Day -7) (Day 1) 

HWI 

I (Control) Sterile Water for Injection 

F54105 2,603 2,761 2,933 
F54075 2,531 2,539 2,703 
F54081 2,373 2,526 
F54107 2,544 2,731 

Terminal 
Day 15      Day 28 

(0 mq/kq) 

2,874 
3,056 

F54104 2,665 2,890 3,130 
F54086 2,526 2,632 2,775 
F54074 2,540 2,703 - 
F54085 2,553 2,667 - 

2,990 
3,014 

6329-159 

Male 

Femal e 

Group 2 - T-6246 (5 mq/kq) 

F54083 2,381 2,598 2,538 
F54100 2,675 2,869 3,030 
F54077 2,459 2,592 - 
F54094 2,466 2,601 - 

2,859 
2,916 

F54091 2,717 2,785 2,996 - 
F54108 2,412 2,622 2,790 
F54102 2,690 2,839 - 3,290 
F54097 2,439 2,533 - 2,928 

Male 

Female 

Group 3 T-6246 (10 mg/kg) 

F54071 2,487 2,523 
F54093 2,652 2,776 
F54095 2,662 2,772 
F54101 2,622 2,642 

F54110 2,719 2,802 
F54096 2,772 2,914 
F54090 2,542 2,740 
F54078 2,710 2,842 

2,709 
2,993 

2,959 
3,022 

3,126 
3,152 

Not required. 
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HHI 6329-159
Table 1 (Continued)

Individual Body Weights (g)
Randon-

Animal ization Initial TerminalSex Number (Davo? Dy) BTS ow
Group 4 - T-6246 (100 ma/kal

Male Fsi0s 2,45 2,582 2,771 -54106 2,677 2,833 2,803 -F54089 2,597 2,662 - 2.911Fsi087 2,578 2,665 - 3,060F54099 2,360 2,768 3,004 -
Female  FSi080 2,498 2,62 2,83

P5802 2,400 2,500 2,667 -FS4109 2,592 2,657 - 2,979Falls 2077 2,933 - 3,29

Group 5 - T-6246 (500 ma/ka
Male Fsa07® 2,655 2,678 - -FS 20667 78 2,8% -Fsi0s 2,734 2,883 - 3,216FA 20547 2,788 3,228FSUl2 209% 3276 3,53 -
Female  F54098 2,565 2679 2,85 .

Fsa08s 2.510 2500 2,821 z
F407 2468 2,528 - 2,959Fells 2,442 2,611 - 3,002

© Not required.
a Animal Mo. FS4106 was originally selected by the randomizationprogran for use in the study and was treated. This animal wassacrificed on Day 2 due to a broken back and was replaced withNo. F54099
©) Number in superscripted parentheses indicates the day the bodyweight was taken.
©» Animal No. FS4076 was originally selected by the randomizationprogran for use in the study and was treated. This animal wassacrificed on Day 1 dus to a broken back and was replaced withNo. Fs4ll2.
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Table I (Continued) 
Individual Body Weights (g) 

Random- 
Animal    ization Initial 
Number    (Day -7} (Day I) 

Terminal 

Group 4 - T-6246 (100 mq/kq) 

Day 28 

F54088     2,494 2,582 2,771 - 
F54]06a 2,677 2,833 2,803(z) - 
F54089 2,597 2,662 - 2,911 
F54087 2,578 2,665 - 3,060 
F54099 2,360 2,764 3,004 - 

HWI 6329-159 

F54080 2,498 2,622 2,835 - 
F54092 2,400 2,540 2,667 - 
F54109 2,592 2,657 - 2,979 
F54114 2,776 2,933 3,296 

Male 

Femal e 

Group 5 - T-6246 (500 mq/kg) 

F54076b 2,655 2,678 - 
F54113 2,667 2,753 2,896 - 
F54082 2,734 2,843 3,216 
F54111 2,547 2,784 - 3,228 
F54112 2,996 3,276 3,530 

F54098 2,565 2,679 2,856 
F54084 2,510 2,600 2,821 
F54079 2,468 2,525 - 2,959 
F54116 2,442 2,611 - 3,002 

( ) 

Not required. 

Animal No. F54106 was originally selected by the randomization 
program for use in the study and was treated. This animal was 
sacrificed on Day 2 due to a broken back and was replaced with 
No. F54099. 

Number in superscripted parentheses indicates the day the body 
weight was taken. 

Animal No. F54075 was originally selected by the randomization 
program for use in the study and was treated. This animal was 
sacrificed on Day 1 due to a broken back and was replaced with 
No. F54112. 

2807.0247 
3MA01502414 
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. HHI 6329-159
Table 2

Individual Clinical Signs

Animal Hour (Dav 1 DaySex Number Observation 05 2 & Zitols BLA
Group| (Control) = Sterile Water for Injection (0 ma/ka

Male F54105 Appeared normal Sod J *

F505 Appeared normal 4 4/4 «
F54081 Appeared normal vy or ‘ v

F54107 Appeared normal Jor ’ v

Female F54104 Appeared normal Sov 7 *

£54086 Appeared normal S44 *
FSO074 Appeared normal S44
F54085 Appeared normal Jord 7 7 7

Group2-T-6266(5ma/ka)
Male F54083 Appeared normal Jo v *

F400 Appeared normal 4 4 4 4g -
F077 Appeared normal 4 4 4 4g ,
5403 Appeared normal 4 4 4 4 v

Female F54091 Appeared normal Sova + *

F508 Appeared moral S44 4s .
F54102 Appeared normal So 7 7

S007 Appeared normal 4 4 4 4g v

= Animal sacrificed on Day 15.
/ Condition existed

000328

awAots02415
2807.0248

Sex 

Male 

Female 

Male 

Female 
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Table 2 
Individual Clinical Signs 

HWI 6329-159 

Animal                     Hour (Day I)             Day 
Number     Observation      0.5 2    4    2 3 to 15 16 to 28 

Group I (Control) Sterile Water for Injection (0 mq/kq) 

F54105 Appeared normal 

F54075 Appeared normal 

F54081 Appeared normal 

F54107 Appeared normal 

F54104 -Appeared normal 

F54086 Appeared normal 

F54074 Appeared normal 

F54085 Appeared normal 

Group 2 - T-6246 (5 mq/kq) 

F54083 Appeared normal 

F541C0 Appeared normal 

F54077 Appeared normal 

F54094 Appeared normal 

F54091 Appeared normal 

F54108 Appeared normal 

F54102 Appeared normal 

F54097 Appeared normal 

* Animal sacrificed on Day 15. 
~ Condition existed. 

0003; 8 

2807.0248 
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HI 6329-159

Tntraial Eon ons
Animal tour (Day Day

Sex lumber Observation 0.5 2 4 Z Gols 16078
Group 3 - T-6266 (10 sa/ka

Male F471 Appeared normal 4 4 4 4 4 .
£54093 Appeared normal 4 4 4 4 4 B
F54095 Appeared normal vod 7 7

F401 Appeared normal 4 J 4 4s p
Female F540 Appeared normal 4 J 4 4s .

F540 Appeared normal 4 4 4 4 -
F400 Appeared normal 4 J 4 4 4
F54078 Appeared normal ov Vv v

Group & - T6246 (100 ma/ka
Male F54088 Appeared normal Soda 7 hd

54106 Appeared normal 4/4 -
Broken back LT
Woriburd sacrifice =. - 7

FS4089 Appeared normal 4 4 4 4g
F54087 Appeared normal Jol vo J 7

F54099° Appeared normal Jd Sol J *

Female F54080 Appeared normal CARES v »

F502 Appeared normal 4 4 4 4g B
FS4109 Appeared normal 4/4 4 4 v
F54114 Appeared normal vo v v

* Animal sacrificed on Day 15.
7 Condition existed.
= Condition not evident
a Replacement aninal for Animal Mo. F54105. 000329

awAots02416
2807.0249
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Male 

Table 2 (Continued) 
Individual Clinical Signs 

Animal Hour (Day I) 
Sex Number Observation 0.5 2    4 

Femal e 

Group 3 - T-6246 I]O mq/kq) 

F54071 Appeared normal 

F54093 Appeared normal 

F54095 Appeared normal 

F54101 Appeared normal 

F54110 Appeared normal 

F54096 Appeared normal 

F54090 Appeared normal 

F54078 Appeared normal 

HWI 6329-159 

Day 
3 to 15 16 to 28 

Group 4 - T-6246 (100 mq/kq) 

Male     F54088 Appeared normal 

F54106 Appeared normal 
Broken back 
Moribund sacrifice 

F54089 Appeared normal 

F54087 Appeared normal 

F54099~ Appeared normal 

Female F54080 Appeared normal 

F54092 Appeared normal 

F54109 Appeared normal 

F54114 Appeared normal 

* Animal sacrificed on Day 15. 
~ Condition existed. 

Condition not evident. 
a Replacement animal for Animal No. F54106. 000329 

2807.0249 
3MA01502416 
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HHL 6329-159
Table 2 (Continued)

Individual Clinical Signs
Animal Hour (Day 1 Day

Sex Mumber (Observation ~~ 0.5 2 & 2 3tols J6tozs
Group § - T-6246 (500 na/ka

Male  F54076 Appeared normal 4 J J
Broken back ost
Moribund sacrifice - -  f

F413 Appeared normal 4 4 4 J .
FS4082 Appeared mormal 4/4 J 4 v
FS4111 Appeared normal J 4 4 4 J v
FS4112' Appeared normal J 4 4 J og .

Female F54098 Appeared normal J 4 4 4 4 B
54084 Appeared normal J 4 4 4 4 -
54073 Appeared normal J 4 4 4 4 v
FS4lls Appeared normal J 4 4 J J v

* Animal sacrificed on Day 15.
/ Condition existed.
- Condition not evident.
+ Condition evident at tine of 12-hour bleeding interval
5 Replacement animal for Animal No. F54076.

. 000330

3MA01502417
2807.0250
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Table 2 (Continued) 
Individual Clinical Signs 

Animal                      Hour (Day I) 
Sex     Number     Observation      0.5 2    4 

Group 5 - T-6246 (500 mq/kq) 

Male F54076 Appeared normal 
Broken back 
Moribund sacrifice 

F54113 Appeared normal 

F54082 Appeared normal 

F54111 Appeared normal 

F54112a Appeared normal 

Female F54098 Appeared normal 

F54084 Appeared normal 

F54079 Appeared normal 

F54116 Appeared normal 

HWI 6329-]59 

Day 
3 to 15 ]6 to 28 

* Animal sacrificed on Day 15. 
~ Condition existed. 

Condition not evident. 
t Condition evident at time of 12-hour bleeding interval. 
a Replacement animal for Animal No. F54076. 

000330 

2807.0250 
3MA01502417 
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HHI 6329-159
Table 3

Individual Pathology Comments

Animal TestDay
Number Sex Died Sacrificed NecropsyObservation

Group 4 - T-5246 (100 ma/ka)
F54106 " - 2 The skeletal muscle surrounding thelumbar spinal cord is diffusely

dark red.

Group § - T-6246 (500 ma/ke)
F54076 " - 1 The skeletal muscle surrounding

both hind Timbs and sacral spinal
cord is diffusely dark red.

000331

IMAO1502418,
2807.0251
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Tabl e 3 
Individual Pathology Comments 

HWI 6329-159 

Animal 
Number 

F54106 

Sex 

M 

Test Day 
Died     Sacrificed Necropsy Observation 

Group 4 - T-5246 (100 mq/kq) 

The skeletal muscle surrounding the 
lumbar spinal cord is diffusely 
dark red. 

F54076 

Group 5 - T-6246 (500 mq/kq) 

The skeletal muscle surrounding 
both hind limbs and sacral spinal 
cord is diffusely dark red. 

2807.025i 
3MA01502418 
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HHT 6323-159

Table 4
Individual Animal Tissue Weights and Bile Volumes

Animal Sacrifice ysight (a siteSex Number _Day iver Kidnews Volume(al)
Group 1 (Control) - Sterile Water for Infection (0 na/ka!

Wale Fsal05 15 8.35 1.32 0s
Fars 1s 0.25 15.97 0.1
F54081 2» 80.597 14.768 12
Fa107 » 80.609 15.620 0.4

Female F54104 15 98.40 16.03 0.7

Fs4085 15 730 152 07
F54074 28 82.895 18.793 1.6

Fass 28 80.950 18.925 13

Group 2 - T-6246 (5 naka
Male F54083 15 ns 14.87 0.7

£54100 15 ne 1s 0.7
Farr 2 7569 17.864 0.3
Fs 2s ees 17.213 0.8

Female F54091 15 84.90 14.92 1.6

Fsa108 15 79.90 15.40 0.4
Fa 28 100.69 18.308 17
Fsa0s7 28 Ben 16.21 14

000332

awAots02419
2807.0252

Sex 

Group 

Male 

Femal e 

Male 

Female 
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Table 4 
Individual Animal Tissue Weights and Bile 

Animal    Sacrifice Weiqht 
Number Day Liver 

I (Control) - Sterile Water i~or 

HWI 

Volumes 

Bile 
Kidneys    Volume (mL) 

Injection (0 mq/kg~ 

F54105 15 86.35 14.92 

F54075 15 60.25 15.97 

F54081 28 80.597 14.764 

F54107 28 80.649 15.620 

F54104 15 98,40 16.03 

F54086 15 77.30 15.23 

F54074 28 82.895 18.793 

F54085 28 80.950 14.925 

0.6 

0.1 

1.2 

0.4 

0.7 

0.7 

1.6 

1.3 

Group 2 - T-6246 (5 mq/kq) 

F54083 15 73,15 14.87 

F54100 15 77.90 17.62 

F54077 28 75.699 17.864 

F54094 28 78.689 17.213 

F54091 15 84.90 14.92 

F54108 15 79.90 15.40 

F54102 28 101.494 18.308 

F54097 28 73.621 16.214 

0.7 

O7 

03 

O8 

16 

O4 

17 

14 

6329-159 

2807.0252 
3MA01502419 
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HUI 6329-159

nsivicust Anise]Tiss Belahes and Bile Voluses
Animal Sacrifice Veicht (ga) Bile

Sex Number _Dav Tljver Kidneys Volume (al)
Group 3 - T-6246 (10 ma/ka!

Male F54071 15 77.10 15.88 0.5

F54093 15 81.40 15.50 0.8
F54095 28 85.504 15.561 1.2

Fs4101 2 85.668 16.120 1.0
Female F54110 15 83.68 15.79 1.8

F54095 15 78.10 18.70 11

754030 4] 76.220 15.878 2.1
754078 2 83.460 18.130 1.0

Group & - T-6246 (100 ma/kg

Male F54088 15 84.26 16.98 0.4

F54106 2 82.301 16.550 2.0
F54089 2 71.79% 16.434 1.0

F54087 2 8.710 18.591 0.6
F54099" 15 82.143 16.038 0.5

Female  F54080 15 75.42 18.32 1.2

F54092 15 78.36 16.68 *
F54109 28 73.958 16.915 1.6
Fsall4 28 80.966 19.404 2.0

TIT Tad hoG1 hadaer sn iis vas collected.
000333

3MAO1502420
2807.0253

Sex 

Male 

Femal e 

Male 

Female 
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Table 4 (Continued) 
Individual Animal Tissue Weights and Bile Volumes 

HWI 6329-159 

Animal    Sacrifice Weio~ht (q)           Bile 
Number Day Liver     Kidneys    Volume (mL) 

Group 3 - T-6246 (10 mq/kq) 

77.10 

81.40 

85 504 

85 668 

83 68 

78 10 

76 22O 

83 460 

15.88 

15.50 

15.561 

16.120 

15.79 

18.70 

15.878 

18.130 

F54071 15 

F54093 15 

F54095 28 

F54101 28 

F54110 15 

F54096 15 

F540gO 28 

F5407B 28 

0.5 

0.8 

i.2 

1.0 

1.4 

I.I 

2.1 

1.0 

Group 4 - T-6246 (]00 mq/kq) 

F54088 15 84.26 

F54106 2 82.301 

F54089 28 71.796 

F54087 28 83.710 

F54099a 15 82.143 

F54080 15 75.42 

F54092 15 78.36 

F54109 28 73.958 

F54114 28 80.966 

16 98 

16 550 

16 434 

18 591 

16 038 

18 32 

16.68 

16.915 

19.404 

0.4 

2.0 

1.0 

0.6 

0.5 

1.2 

* 

1.6 

2.0 

a Replacement animal for Animal No. F54106. 
* This animal had no gallbladder, so no bile was collected. 

2807.0253 
3MA01502420 
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HL 6329-159

Ingivsdus) AniaslTisiud Bolan and Ble Volumes
Animal Sacrifice  __Meight(q) BileSex Number Dav iver  Kidmews Volume(al

Group 5 - T6246 (500 naka!
Male Fs4076 1 78.058 14.695 2.0

Fsa113 15 suse 16.57 Lo
Fs4082 E23 68.965 19.431 is
Fsa111 28 83.823 19.405 15

Fsal12* 15 97.824 21.069 1.4

Female F54098 15 78.95 14.72 1.2

F54084 15 66.42 13.18 0.8

F54079 2 B17 14.785 18
F415 2 Tee 15.793 2.0

2 Replacement animal for Animal No. F54076.

000334

amA01S02421
2807.0254

Sex 

Male 

Femal e 
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Table 4 (Continued) 
Individual Animal Tissue Weights and Bile Volumes 

HWI 6329-159 

Animal    Sacrifice        Weiqht (q)           Bile 
Number       Day        Liver     Kidneys    Volume (mL) 

Group 5 - T-6246 1500 mq/kq) 

F54076 I 78.058 14.695 

F54113 15 91.52 16.57 

F54082 28 88.965 19.431 

F54111 28 83.823 19,405 

F54112a 15 97.824 21.069 

F54098 15 78.95 14.72 

F54084 15 66.42 13.18 

F54079 28 83.117 14.785 

F54116 28 71.962 15.793 

2.0 

1.0 

i.6 

1.5 

1.4 

1.2 

0.8 

1.8 

2.0 

a Replacement animal for Animal No. F54076. 

2807.0254 
3MA01502421 
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HNI 6329-159

APPENDIX A

Protocol Deviations
Protocol TP8084. PK

Protocol Amendment No. 1

000335

3MAO1502422
2807.0255
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HWI 6329-159 

APPENDIX A 

Protocol Deviations 
Protocol TP8084.PK 

Protocol Amendment No. I 

000335 

2807.0255 
3MA01502422 
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HHI 6329-159

Protocol Deviations

protocol Actual Procedure
Page 6, 7. Experimental Design, The rate of injection for one€.Dosing Procedures, (1) Group 5 female (No. F54098)Dosing Route. Intravenous was 22 seconds. Also, theinjection into the marginal ear tine for dose adainisirationvein of the right ear over for one male animal (Group 4,approxinately 30 to 60 seconds. No. F54087) was incorrectly

recorded ths the exact
duration of dosing can not bedetermined.

These deviations are not considered to have had an adverse effect on theoutcone of the study.

000336

3WAD1502423
2807.0256
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Protocol Deviations 

HWI 6329-159 

Protocol 

Page 6, 7. Experimental Design, 
C. Dosing Procedures, (I) 
Dosing Route. Intravenous 
injection into the marginal ear 
vein of the right ear over 
approximately 30 to 60 seconds. 

Actual Procedure 

The rate of injection for one 
Group 5 female (No. F54098) 
was 22 seconds. Also, the 
time for dose administration 
for one male animal (Group 
No. F54087) was incorrectly 
recorded thus the exact 
duration of dosing can not be 
determined. 

These deviations are not considered to have had an adverse effect on the 
outcome of the study. 

2807.0256 

3MA01502423 
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Sponsor:

wst. paul Wimesota
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Studs Title:
Single-Dose Intravenous Pharmacokinetic StudyOF ezAe in gb

Date:

rch 30, 1358

ertorming Laboratory:
Hazleton Wisconsin, nc5300 Kingoan BatevardHadizon, Wisionein £3108

sborstory Project HemFication:
wi 6325-159

) 000337
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Sponsor: 

3H 
S~. Paul, H{nnesota 

PROTOCOL TP8084.EXT 

Study Title: 

Single-Dose Intravenous Pharmacokinetic Study 
of T-6246 in Rabbits 

Date: 

March 30, 1995 

Performinq Laboratory: 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 

Madison, Wisconsin 53704 

Laboratory Project Identification: 

HW[ 6329-159 

000 07 

Phone 608 24.1 4471 

~ ~,PRE SS tv!Z~lL    DE[ i,.,’E RY KINSMAN BLVO 

Fax 

MADISON. Wl 53704 

2807.0257 
3MA01502424 
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TPBO84. EXT) Page 2
STUDY IDENTIFICATION

Single-Dose Intravenous Pharmacokinetic Study
of T-6246 in Rabbits

HAT No. 6329-159
Test Material T-6246
Sponsor M

Toxicology Service
Medical Departaent

3M Center, Bldg. 220-2€-02
P.0. Box 33220
St. Paul, MN 55133-3220

Sponsor’s Representative John L. Butenhoff, PhD
M
Toxicology Service

Medical Department
3M Center, Bldg. 220-2€-02» P.0. Box 33220
St. Paul, MN 55133-3220
(612) 733-1962

Study Director Steven M. Glaza
Hazleton Wisconsin, Inc.
P.0. Box 7545
Madison, WI 53707-7545
(608) 241-7292

Study Location Hazleton Wisconsin, Inc.
3301 Kinsman Boulevard
Madison, WI 53704

Proposed Study Timetable
Experimenta] Start Date April 4, 1995Experimental Termination Date May 1, i995Draft Report Date June i2, 1935

000338

3MAO1502425
2807.0258
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STUDY IDENTIFICATION 

TP8084.EXT 
Page 2 

Single-Dose Intravenous Pharmacokinetic Study 
of T-6246 in Rabbits 

HWI No. 

Test Material 

Sponsor 

Sponsor’s Representative 

Study Director 

Study Location 

Proposed Study Timetable 
Experimental Start Date 
Experimental Termination Date 
Draft Report Date 

6~29-159 

T-6246 

3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 

John L. Butenhoff, PhD 
3M 
Toxicology Service 

Medical Department 
3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 
(612) 733-1962 

Steven M. Glaza 
Hazleton Wisconsin, Inc. 
P.O. Box 7545 
Madison, WI 53707-7545 
(608) 241-7292 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 
Madison, WI 53704 

April 4, 1~95 
May I, 1995 
June 12, 1995 

000338 

2807.0258 
3MA01502425 
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To084. EXTPage 3
Lo staySingle-Dase Intravenaus Pharmacokinetic Study in Rabbits
2. purposeTo assess the level of systemic exposure when the test material 1sadninistered as a single’ intravenaus. injection to rashite
3. Reaulators ComplianceThis study will be conducted in accordance with the following GoodLaboratory Practice Regulat ons,Standards/Guidelines with theexception that analysis of the test material mixtures forconcentration, Solubility, homogeneity, and stability wil not beConductec

[] Conduct as 2 Nonregulated Study[x] 21'CFR 58 (70)
[ ] 40 CFR 160 (EPA-FIFRA)
[] 40 CFR 792 (EPA-TSCA){1 C(1)30 (Final) (06D){1 59 Nohsan Ho. 3850 (Japanese AFF)[1 Ratification No. 313 (Japanese MOK)
Al] procedures in this protocol are in compliance with the AnimalWelfare Act Regulations. In the opinion of the Sponsor and studydirector, the study does nat unnecessarily duplicate any previo)ork.

4 Quality Assurance
The arotacol, ‘study conduct, and the final report will be audited bythe Quality Assurance Unit in’ accordance wich Hazleton Wisconsin
(HWI) Standard Operating Procedures (SOPs) and policies.

5. Test materia)
A ldentification

Thee
8. PhusicalDescription(To be documented in the raw data)
©. PurityandStabilicyThe Soonsor assumes responsibility for purity and stabilitydeterminations. (Including under tast conditions). Samples oftest material/vehicle mixture(s) for concentration, solubility,homogeneity, and stability analyses will be taken before.adini stration’ if raquested by the Sponsor. These samples (iftaken) wil) be sent to the Spanor after experimentaltermination

! 0. StorageFoon temperature
000339

MAOIS02425
2807.0259
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o 

TPSO84.EXT 
Page 3 

Study 
Single-Dose Intravenous Pharmacokinetic Study in Rabbits 

Purpose 
To assess the level of systemic exposure when the test material is 
administered as a single intravenous injection to rabbits 

Requlatory Compliance 
This study wil! be conducted in accordance with the following Good. 
Laboratory Practice Regulations/Standards/Guidelines with the 
exception that analysis of the test material mixtures for 
concentration, solubility, homogeneity, and stability will not be 
conducted: 

[ ] Conduct as a Nonregulated Study 
IX] 21CFR 58 (FDA) 
[ ] 40 CFR 160 (EPA-FIFRA) 
[ ] 40 CFR 792 (EPA-TSCA) 
[ ] C(81)30 (Final) (OECD) 
[ ] 59 Nohsan No. 3850 (Japanese MAFF) 
[ ] Notification No, 313 (Japanese MOHW) 

All procedures in this protocol are in compliance with the Animal 
Welfare Act Regulations. In the opinion of the Sponsor and study 
director, the study does not unnecessarily duplicate any previous 
work. 

Quality Assurance 
The protocol, study conduct, and the final report will be audited by 
the Quality Assurance Unit in accordance with Haz|eton Wisconsin 
(HWI) Standard Operating Procedures (SOPs) and policies. 

5. Test Material 

A. Identification 
T-6246 

Physical Description 
(To be documented in the raw data) 

Purity and ~tability 
The Sponsor assumes responsibility for purity and stability 
determinations (including.under test conditions). Samples of 
test material/vehicle mixture(s) for concentration, solubility, 
homogeneity, and stability analyses will be taken before 
administration if requested by the Sponsor. These samples (if 
taken) will be sent to the Sponsor after experimental 
termination. 

Storaqe 
Room temperature 

000.339 

2807.0259 
3MA01502426 
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P04. EXT} Page 4
€. ReserveSamples

Reserve sample(s) of each batch/Tot of test and controlFaterials will be taken for this study.
The test and control material reserve samples will be stored atHMI in a freezer set to maintain a temperature of -20°¢ 109for 10 years per HWI SOP. The,Sponsor will be contacted after10 years for disposition in accordance with the apprapriate.regulatory Good Laboratory Practices.

F. Retention
Any unused test material will be returned to the Sponsor aftercompletion of the in-1ife phase of the study.

6. Safety precautionsAs required by HHI SOPs and policies
6. Control Materia

A. Identification
Sterile water for injection

B. PhysicalDescription1 Clear, colorless Tiquid
C. Purity and Stability

The purity and stability of this USP grade material isconsidered adequate for the purposes of this study.
0. Storage

Refrigerated .
E. Reserve Samples

See Section 5. E. Reserve Samples
F. Retention

Any remaining control material may be used for other testingand will not be discarded after issuance of the Final report.
G. Safety precautions

As required by HL SOPs and policies
7. Experinental Design

A. Animals

(1) species
Rabbit

J} (2) Strain/Source
Hea: (NZ) SPF/HRP, Inc.

000340

3WA01502427
2807.0260
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TP8084.EXT 
Page 4 

Reserve Samples 
Reserve sample(s) of each batch/lot of test and control 
maLerials will be taken for this study. 

The test and control material reserve samples will be stored at 
HWI in a freezer set to maintain a temperature of -20% ±10% 
for 10 years per HWI SOP. The, Sponsor will be contacted after 
10 years for disposition in accordance with the appropriate 
regulatory Good Laboratory Practices. 

F. Retention 
Any unused test material will be returned to the Sponsor after 
completion of the in-life phase of the study. 

G. Safety Precautions 
As required by HWI SOPs and policies 

6. Contro7 Material 

A. Identification 
Sterile water For injection 

B. physical Description 
Clear, colorless liquid 

Purity and Stability 
The purity and stability of this USP grade material 
considered adequate for the purposes of this study. 

D. Storaqe 
Refrigerated 

E. Reserve Samples 
See Section 5. E. Reserve Samples 

Fo Retention 
Any remaining control material may be used for other testing 
and will not be discarded after issuance of the Final report. 

Safety Precautions 
As required by HWI SOPs and policies 

7. Experimental Desiqn 

A. Animal s 

(I) Species 
Rabbit 

(2) Strain/Source 
Hra:(NZW)SPF/HRP, Inc. 

2807.0260 
3MA01502427 
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T8088.EXT3
Page 5

(3) faeat initiation
haart

(4) Height at Initiation
25035ke

(5) Number and Sex
20 males and 20 fenales

©) lentification
Individual nunbered ear tag

(7) Husbandry
@) Housing

Individually, in screen-botton stainless steel cages(heavy gauge)
(6) FondA measured amount of Laboratory Rabbit Diet HE #5326(PMI Feeds, Inc.). The food is routinely analyzed bythe manufacturer for nutritional components andenvironmental contaminants.

! (c) ater4d Tibitun fron an automatic system. Samples of thewater are analyzed by Hl for total dissolved sol ids,specified microbiological content, selected laments,heavy metals, organophosphates, andchiormatedhydrocarbons
(©) Contaminants.

There are no noun contaminants in the food or waterthat would interfere with this study.
(¢) Environment

Environmental controls for the animal room will be
set to maintain a temperature of 19°C to 23°C, arelative humidity of 50% 20%, and 1 12-hourTignt/12-haur dark cycle

(9) acclimation
At Teast 1 days

(8) Selection of Test AnimasBased an fealth and body weight according to WWI SOPs. Anadequate ruber of extra animals wil be purchased so thatno animal in obviously poor health is placed on test. The, animals will be placed {nto study groups using astratified body weight randomization program within ninedays of study Tnitiation
000341

awAots0242
2807.0261
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(3) Aqe at Initiation 
Adul t 

(4) .Weiqht at Initiation 
2.5 to 3.5 kg 

Number and Sex 
20 males and 20 females 

TP8084.EXT 
Page 5 

Identification 
Individua] numbered ear tag 

(7) ~usbandrv 

(8) 

(a) 

(b) 

Housing 
Individually, in screen-bottom stainless steel cages 
(heavy gauge) 

Food 
A measured amount of Laboratory Rabbit Diet HF #5326 
(PMI Feeds, Inc.). The food is routinely analyzed by 
the manufacturer for nutritional components and 
environmental contaminants. 

(c) Water 
Ad libitum from an automatic system. Samples of the 
water are analyzed by HWI for total dissolved solids, 
specified microbiological content, selected elements, 
heavy metals, organophosphates, and chlorinated 
hydrocarbons. 

(d) 

(e) 

Contaminants 
There are no known contaminants in the Food or water 
that would interfere with this study. 

Environment 
Environmental controls for the animal room will be 
set to maintain a temperature of 19°C to 23°C, a 
relative humidity of 50% ±20%, and a 12-hour 
light/12-hour dark cycle. 

(f) Acclimation 
At least 7 days 

Selection of Test Animals 
Based on health and body weight according to HWI SOPs. An 
adequate number of extra animals will be purchased so that 
no animal in obviously poor health is placed on test. The 
animals will be placed into study groups using a 
stratified body weight randomization program within nine 
days of study initiation. 
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(9) JustificationforSpeciesSelectionifistorically, the Now ZeaTand #hite albino rabbit has beenthe animal of choice because of the larga ssount ofbackground information on this species.

8. DoseAdministration

(1) TestGroups
Test/Control Dose Level NumberofAnimals®Grow _Materis! na/ka)' Males © females

1 (Control) Sterile water 0 4 42 (Low) T6246 5 4 43 (Hedin) T-6248 10 4 44 (High) 16266 100 4 35 (High) T6246 500 4 4
a The dose volume will be 0.5 mL/kg of body weight.b Tuo aninals/sex/dose Tevei will be sacrificed on Day 15.The remaining aninals (two aninals/sex/dose level) will besacrificed on Day 28.

€. Dosing Procedures
(1) DosingRouteIntravenous injection into the marginal ear vein of theright ear over approximately 30 to 60 seconds.
(2) Reason forDosingfouteIntravenous injection 1s an acceptable route to assesssystemic exposure.
(3) Dosing Duration

Single dose
(4) ose Preparation

The day of treatment will be designated as Day 1. TheGroup 1 animals will be treated with sterile water at adose volute of 0.5 ml/kg. The test material will badiluted with sterile water to achieve a specificconcentration for each dose Tevel in Groups 2:5.Individual doses will be calculated based on the animal’sbody weight taken Just before test materi!adninistration. The prepared test mixtures will be storedat room temperature until aoninistration

)
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Justification for Species Selection 
Historically, the New Zealand White albino rabbit has been 
the animal of choice because of the large amount of 
background information on this species. 

B. Dose Administration 

(I) Test Groups 

Test/Control Dose Level Number of Animalsb 
Group Material (mq/kq)a Males ~emales 

(Control) Sterile water 0 4 4 
(Low) T-6246 5 4 4 
(Medium) T-6246 10 4 4 
(High) T-6246 I00 4 4 
(High) T-6246 500 4 4 

The dose volume will be 0.5 mL/kg of body weight. 
Two animals/sex/dose level will be sacrificed on Day 15. 
The remaining animals (two animals/sex/dose level) will be 
sacrificed on Day 28. 

C. Dosinq Procedures 

(I) Dosinq Route 
Intravenous injection into the marginal ear vein of the 
right ear over approximately 30 to 60 seconds. 

(2) Reason for Dosinq Route 
Intravenous injection is an acceptable route to assess 
systemic exposure. 

(3) Dosinq Duration 
Single dose 

(4) Dose Preparation 
The day of treatment will be designated as Day I. The 
Group 1 animals will be treated with sterile water at a 
dose volume of 0.5 mL/kg. The test material will be 
diluted with sterile water to achieve a specific 
concentration for each dose level in Groups 2-5. 
Individual doses will be calculated based on the animal’s 
body weight taken just before test material 
administration. The prepared test mixtures will be stored 
at room temperature until administration. 
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0. Observationof Animals
(1) Clinica) Observation

The animals will be observed for clinical signs oftoxicity before test or control naterial administration,at approximately 0.5, 2.0, 4.0 hours post-injection(a1), and ail thereatier for clinical Signs and twicedaily (a.m. and pn.) For mortabity until the scheduledsacrifice interval (Day 15 or Day 28). Observationsmaybe extended when directed by the Stuy Director.
2) ody weiants

For randonization, before test or control materialinjection (Day 1)! at the scheduled sacrifice interval(Day 15 or Day 28], and st unscheduled death and
sacrifices (when survival exceeds 1 day)

(3) sample Collections
@) Ersquency£58, 12-, 24-, and 46-hours post-injection, onDays 8, 15.'22, ind at the scheduled sacrifice

interval (Day 15 or Day 28)

(8) Method of Collect ion/Musber of AnimalsBlood Samles (approximately 4 at) will be collectedfron the marginal ear vein (eft ear) of a1} anineleSUA, 8, 12 240, and 48-haurs. post-injection, andan Day 8." Additional samples wil be coljected onDays 15 and 22 for the aninals scheduled forsacrifice on Day 28.
Approximately 20 mL of blood (actual volume to bedocunented in the raw data) will be obtained from theposterior vena cava at the tise of the schedujeq
sacrifice (Day 15 or Day 28). Approximately 20 mL ofblood will be collected from moribund animals duringthe study, also, iF possible.
The samples will be stored at room temperature andthen centrifuged, and the separate sarun and col aarfractions stored’ in a freezer Set to maintain a
temperature of -20°C +10°C. The separated serum andcellular fractions will be sent frozen on dry jee tsthe Sponsor after experimental ternination. TheSponsor is respansible for the retention anddisposition of the samples.
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(2) 

Clinical Observations 
The animals will be observed for clinical signs of 
toxicity before test or control material administration, 
at approximately 0.5, 2.0, 4.0 hours post-injection 
(Day I), and daily thereafter For clinical signs and twice 
daily (a.m. and p.m.) for mortality until the scheduled 
sacrifice interval (Day 15 or Day 28). Observations may . 
be extended when directed by the Study Director. 

Body Weiqhts 
For randomization, before test or control material 
injection (Day I), at the scheduled sacrifice interval 
(Day 15 or Day 28), and at unscheduled death and 
sacrifices (when survival exceeds I day) 

(3) Sample Collections 

(a) 

(b) 

~requency 
4-, 8-, 12-, 24-, and 48-hours post-injection, on 
Days 8, 15, 22, and at the scheduled sacrifice 
interval (Day 15 or Day 28) 

Method of Collection/Number of Animals 
Blood samples (approximately 4 mL) will be collected 
from the marginal ear vein (left ear) of all animals 
at 4-, 8-, 12-, 24-, and 48-hours post-injection, and 
on Day 8. Additional samples will be collected on 
Days 15 and 22 for the animals scheduled for 
sacrifice on Day 28. 

Approximately 20 mL of blood (actual volume to be 
documented in the raw data) will be obtained from the 
posterior vena cava at the time of the scheduled 
sacrifice (Day 15 or Day 28). Approximately 20 mL of 
blood will be collected from moribund animals during 
the study, also, if possible. 

The samples will be stored at room temperature and 
then centrifuged, and the separate serum and cellular 
fractions stored in a freezer set to maintain a 
temperature of -20°C ±I0°C. The separated serum and 
cellular fractions will be sent frozen on dry ice to 
the Sponsor after experimental termination. The 
Sponsor is responsible for the retention and 
disposition of the samples. 
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Samples will be shipped to:

James 0. Johnson
MEE WP.C.
Bldg. 2-3¢-09
935 Bush Avenue
St. Paul, HN 55106

Janes D. Jonson or his alternate will be notified bytelephone at (612) 778-5294 prior Lo the shipment ofthe samples.
€. Termination

(1) Unscheduled Sacrifices and DeathsAny animal dying during the study or sacrificed in amoribund condition will be subjected to an abbreviatedgross necropsy examination and all abnormalities will berecorded. Animals in a moribund condition will beanesthetized with sodiun pentobarbital (via injection inthe marginal ear vein), bled via the vena cava, andexsanguinated. Tissues, as described in section7.E. (3) Sample Collection, will be collected fron anyaninal dying during the study or sacrificed in a moribundcondition. “After necropsy, the animals will be discarded.
(2) Scheduled Sacrifices

On Day 15, the first two animals/sex assigned to each doselevel (based on the group assignment randonization) willbe anesthetized with sodiun pentobarbital (via injectionin the marginal ear vein), bled via the vena cava andexsanguinzted. The resaining two aninals/sex;dose evelwill be anesthetized with sodium pentobarbital (viainjection in the marginal ear vein), bled via the venacava, and exsanguinated on Day 28. ‘An abbreviated grassnecropsy examination will not be done, however, tisoues.(as described in section 7.E. (3) Sample Collection) willbe collected.
(3) Sample Collection

The Whole Tiver, bile, and both kidneys from each aninalill be collected, weighed (volune only determined forbile), and immediately placed in a freezer sot to maintaina temperature of -20°C +10°C. After sample collection,the aninals will be discards.
The samples (iver, bile, and kidneys) will be sent frozenon dry ice to the Sponsor after experizental termination.The samples and their corresponding weights or voluresJ) will be shipped to the person listed in SectionT0310). The Sponsor is responsible for the retentionand disposition of the samples
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Termination 

(i) 

Samples will be shipped to: 

James D. Johnson 
3M E.E. & P.C. 
Bldg. 2-3E-09 
935 Bush Avenue 
St. Paul, MN ,55106 
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James D. Johnson or his alternate will be notified by 
telephone at (612) 778-5294 prior to the shipment of 
the samples. 

(2) 

Unscheduled Sacrifices and Deaths 
Any animal dying during the study or sacrificed in a 
moribund condition will be subjected to an abbreviated 
gross necropsy examination and all abnormalities will be 
recorded. Animals in a moribund condition will be 
anesthetized with sodium pentobarbital (via injection in 
the marginal ear vein), bled via the vena cava, and 
exsanguinated. Tissues, as described in section 
7.E. (3) Sample Collection, will be collected from any 
animal dying during the study or sacrificed in a moribund 
condition. After necropsy, the animals will be discarded. 

Scheduled Sacrifices 
On Day 15, the first two animals/sex assigned to each dose 
level (based on the group assignment randomization) will 
be anesthetized with sodium pentobarbital (via injection 
in the marginal ear vein), bled via the vena cava, and 
exsanguinated. The remaining two animals/sex/dose level 
will be anesthetized with sodium pentobarbital (via 
injection in the marginal ear vein), bled via the vena 
cava, and exsanguinated on Day 28. An abbreviated gross 
necropsy examination will not be done, however, tissues 
(as described in section 7.E. {3) Sample Collection) will 
be collected. 

Sample Collection 
The whole liver, bile, and both kidneys from each animal 
will be collected, weighed (volume only determined for 
bile), and immediately placed in a freezer set to maintain 
a temperature of -20°C ±]O°C. After sample collection, 
the animals will be discarded. 

The samples (liver, bile, and kidneys) will be sent frozen 
on dry ice to the Sponsor a£ter experimental termination. 
The samples and their corresponding weights or volumes 
will be shipped to the person listed in Section 
7.D.(3).(b). The Sponsor is responsible For the retention 
and disposition of the samples. 
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! Fo StatisticalAnalysesHo’ statistical analyses are required.

8. ReportA Final report. including those items Visted below will be submitted.
Description of the test and control materialsDescription of the tast systenProcedures
Dates of experirental initiation and terminationDescription of any toxic effectsGross patholosy Findings (if applicable)Gross pathology report (11 applicable 4nd requested by the StudyDirector
Individual animal tissue weights and bile volumes

9. Location of Raw Data. Records, and Final ReportOriginal data, or copies thereof, Will be available at HUI tofaci tate auditing the study during its progress and beforeiepiace oe the inal ror. “hen th Fina] report angled,411 original paper data, including those ftem 11sted below itl beretained in the archives of HHI according to WHI SOP.
Protocol and protocol amendments

‘ Dose preparation recordsIn-Tife records
Body weights
Dose administration
Observations

Sample callaction recordsShipping recordsPathology Records
Study correspondance
Final report. (original signed copy)
The following supporting records will be retained at WHI but willnot be archived with the Study data
Animal receipt/accl ation recordsHater analysis recordsAina ‘roon temperature and hunidity records
Refrigerator and freezer temperature recordsInstrunent calibration and maintenance records

J
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Fo Statistical Analyses 
No statistical analyses are required. 

Report 
A final report including those items listed below will be submitted. 

Description of the test and control materials 
Description of the test system 
Procedures 
Dates of experimental initiation and termination 
Description of any toxic effects 
Gross pathology findings (if applicable) 
Gross pathology report (if applicable and requested by the Study 

Director) 
Individual animal tissue weights and bile volumes 

Location of Raw Data, Records~ and Final Report 
Original data, or copies thereof, will be available at HWI to 
facilitate auditing the study during its progress and before 
acceptance of the final report. When the final report is completed, 
all original paper data, including those item listed below will be 
retained in the archives of HWI according to HWI SOP. 

Protocol and protocol amendments 
Dose preparation records 
In-life records 

Body weights 
Dose administration 
Observations 

Sample collection records 
Shipping records 
Pathology Records 
Study correspondence 
Final report (original signed copy) 

The following supporting records will be retained at HWI but will 
not be archived with the study data. 

Animal receipt/acclimation records 
Water analysis records 
Animal room temperature and humidity records 
Refrigerator and freezer temperature records 
Instrument calibration and maintenance records 

.) 
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PROTOCOL APPROVAL

Fe 2Lute Luff VEon T._ Butenhoft, P10 teSponsors ReprasentatveH

Steven B. Gaza te
Study Director
Acute Toxicology2 Hazleton Hiscontin, Inc.

3-30-95Representative weQuality Asdurance UnitHazleton Wisconsin, Inc.
(6329-158.protaska)

)
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PROTOCOL APPROVAL 

John L. Butenhoff, PhD ’ 
Sponsor’s Representative 
3M 

Steven M. Glaza 
Study Director 
Acute Toxicology 
Hazleton Wisconsin, Inc. 

Date 

Date 

Representa "re 
Quallty Assurance Unit 
Hazleton Wisconsin, Inc. 

(6329-159.protdsk2) 

Date 
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y mums +comma

ProTocoL Tos0se ExT
Single-Dose Intravenous Pharmacokinetic Study ofTe in aveice

I 6329-159

ED Contractor
M Toricotogy service Wazleton Wisconsin, nc.Wadia Dagartaent 3301 Kinstan BoulevardaH Center, dp. 20-26-02 Fadison, 1" £3704FOESE an,  ssi33-3220

Sponsor's Representative StudyDirector

John L. Butenheft, pho Steven M. GlazaSTae
, smendsent to. 1

This amendment modifies the following portions of theprotocol:

Effective ori 4, 1355
Lie 6. 7 Caperiaenta) vestan; b. Dose Administrations (1) Test GroupsThe Te3E material mixture for Grou 3 could pot Be proiaed ot giconcentration needed to utilize 3 foso volune of 0.5 sLikg. HoueyFoctnote “at in this section K1th She: folowing under aed adsseich

+s dos ols wil be 0.5 i of body wefan orruns16 Sh TR br con
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WISCONSIN 
POST OFFICE BOX 7545 
MADISON, Wl 53707 7545, a CORNING Company 

I 

PROTOCOL TP8084.EXT 

Single-Dose Intravenous Pharmacokinetic Study of 
T-6246 in Rabbits 

HWI 6329-159 

Sponsor 

3M Toxicology Service 
Medical Department 

3M Center, Bldg. 220-2E-02 
P.O. Box 33220 
St. Paul, MN 55133-3220 

Sponsor’s Representative 

John L. Butenhoff, PhD 

Contractor 

Hazleton Wisconsin, Inc. 
3301 Kinsman Boulevard 
Madison, WI 53704 

Study Director 

Steven M. Glaza 

Amendment No. 1 

This amendment medifies the following portions of the protocol: 

Effective April 4, 1995 

1. Paqe 6, 7. Experimental Desiqn; B. Dose Administration; (1) Test Groups. 
The test material mixture for Group 5 could not be prepared at the 
concentration needed to utilize a dose volume of 0.5 mL/kg. Modify 
footnote "a" in this section with the following underlined addition: 

a The dose volume will be 0.5 mL/kg of body weight for Groups 
1-4 and 0.75 mL/kq for Group 5. 

EXPRESS.MA!L DZ~L!VERY    3301 KINSMAN BLVD    MADISON, WI     53704 
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Effective Kori 5, 1995
2 per. 1 Desion: nistration: .Animal Ro. £54075 (Group § nats) snd Anal No: Fo¢106 Toramp mare)vere sacrificed an Days’ L and 2, respectively, dus to insurics. (apparentBroken backs). Add the Following pareqrash to this section:

Bue to the sacrifice on Day 1 of ane Group § male .(nina Mo. “FE1076) ‘and on Day 2 of ont Group 4 male{nina No. FSA106) because of injuries (apparent broken backs),replacement animals will be treated at the sane dose levels in theSite mamner 33 for the nits] animals in the Sy. hehaarvations Te frca] chervactne boa) waits id Soetecollections) and the termination of the animals (imscheduiedSacrifices and deaths, scheduled Sacrifices, and sasplecollection) WIT be conducted in the same mimer 35 for the otheranisdls in the study terminating on Day 15.

PROTOCOL AMENDMENT APPROVAL

Pho 2. BiBty Fron
TnComorePO GmSponsor's RepresentativeSH Toxicology Sarvics Hedical Departaant.

SeasSteven H. GTsieStudy DirctorReus ToxtcotogyHazleton Wisconsin, Inc.

“f.18 5Fepresintatile TeQuatiiy Resdrance Unitj Hated Wisconsin, Inc
(6329-159. pe csi)
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Amendment No. I , HWI 6329-159 
Page 2 

Effective April 5, 1995 

Paqe 6, 7. Experimental Desiqnl B. Dose Administration; {I) Test Groups. 
Animal No. F54076 (Group 5 male) and Animal No. F54106 (Group 4 male) 
were sacrificed on Days I and 2, respectively, due to injuries (apparent 
broken backs). Add the Following paragraph to this section: 

Due to the sacrifice on Day I of one Group 5 male 
(Animal No. F54076) and on Day 2 of o,e Group 4 male 
(Animal No. F54106) because of injuries (apparent broken backs), 
replacement animals will be treated at the same dose levels in the 
same manner as for the i,itial animals in the study. The 
observations (clinical observations, body weights and sample 
collections) and the termination of the animals (unscheduled 
sacrifices and deaths, scheduled sacrifices, and sample 
collection) will be co,ducted in the same manner as for the other 
animals in the study terminating on Day 15. 

PROTOCOL AMENDMENT APPROVAL 

John L. Butenhoff, PhD 
Sponsor’ s Representative 
3M Toxicology Service Medical Department 

Date 

Steven M. G1aza 
Study Director 
Acute Toxicology 
Hazleton Wisconsin, Inc. 

Date 

epresentati~e 
Quality AssUrance Unit 
Hazleton Wisconsin, Inc. 

(6329-159.Am1.dsk3) 

Date 

0003/18 
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