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6.1 Health Risks of the Tobacco Product 6-Summary of Research Findings\6-1-Health Risks 
of the Tobacco Prod\6-1-health-risks-of-the-
tobacco-prod.pdf 
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summ.pdf 

7 Scientific Studies & Analysis  
7.1 Product Analysis – Harmful And Potentially 

Harmful Constituents (HPHC) 
7-Scientific Studies and Analysis\7-1-Prod Analysis-
Harmful Constituents\7-1-product-analysis-
hphc.pdf 

 Appendix 7.1-1: ALCS 095-3370 
Determination of pH by the CDC Method 

7-Scientific Studies and Analysis\7-1-Prod Analysis-
Harmful Constituents\app-7-1-1-alcs-095-3370.pdf 

 Appendix 7.1-2: ALCS 095-3371 
Determination of Total Moisture by CDC 
Method 

7-Scientific Studies and Analysis\7-1-Prod Analysis-
Harmful Constituents\app-7-1-2-alcs-095-3371.pdf 

 Appendix 7.1-3: ALCS 095-5020 
Determination of Select Carbonyls in Tobacco 
by UPLC-MSMS 

7-Scientific Studies and Analysis\7-1-Prod Analysis-
Harmful Constituents\app-7-1-3-alcs-095-5020.pdf 
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of Tobacco – Lancaster 

7-Scientific Studies and Analysis\7-2-Non-Clin 
Studies-Stability Study Brief\app-7-2-2-alcs-096-
3841.pdf 

 Appendix 7.2-3: ALCS 095-5014 
Determination of Nitrite and Nitrate in 
Smokeless Tobacco Products by IC 

7-Scientific Studies and Analysis\7-2-Non-Clin 
Studies-Stability Study Brief\app-7-2-3-alcs-095-
5014.pdf 

 Appendix 7.2-4: ALCS Comment Letter to 
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Harmful and Potentially Harmful Constituents 
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Studies-Stability Study Brief\app-7-2-4-alcs-
comment-letter-20120601.pdf 

 Appendix 7.2-5: ALCS 095-3330 
Determination of Oven Volatiles, Precision 
Oven 

7-Scientific Studies and Analysis\7-2-Non-Clin 
Studies-Stability Study Brief\app-7-2-5-alcs-095-
3330.pdf 

 Appendix 7.2-6: ALCS 095-5519 
Determination of TSNAs in Tobacco 

7-Scientific Studies and Analysis\7-2-Non-Clin 
Studies-Stability Study Brief\app-7-2-6-alcs-095-
5519.pdf 

 Appendix 7.2-7: ALCS 095-3021 
Measurement of Water Activity in Tobacco 
and Tobacco Products 

7-Scientific Studies and Analysis\7-2-Non-Clin 
Studies-Stability Study Brief\app-7-2-7-alcs-095-
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7.3 Human Studies  
7.3.1 Appendix 7.3.1-1: PK Study with Subjective 

Effects 
7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-1-PK Study\CA21981\alcs-ra-17-02-
mst-1-15-rpt-body.pdf 

 Appendix 7.3.1-2: ALCS-RA-17-02-MST 
Factory Release 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-1-PK Study\app-7-3-1-2-alcs-ra-17-02-
mst-fact-release.pdf 

 Appendix 7.3.1-3: ALCS-RA-17-02-MST 
Laboratory Report 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-1-PK Study\app-7-3-1-3-alcs-ra-17-02-
mst-lab-rpt.pdf 

7.3.2 Section 7.3.2: Claim Comprehension and 
Intentions (CCI) Study 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\7-3-2-cci-
study.pdf 
 

 Appendix 7.3.2-1: CCI Study Report 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-1-
ccis-report.pdf 

 Appendix 7.3.2-2: CCI Study IRB Exemption 
Letter 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-2-
ccis-irb-exempt-letter.pdf 

 Appendix 7.3.2-3: CCI Study Weighting 
Efficiency File 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-3-
ccis-weighting-efficiency.pdf 

 Appendix 7.3.2-4: CCI Study Tests of 
Normality 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-4-
ccis-tests-of-normality.xlsx 

 Appendix 7.3.2-5: CCI Study Frequency 
Distributions 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-5-
ccis-freq-distrib.xlsx 

 Appendix 7.3.2-6: CCI Study Protocol 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-6-
ccis-protocol.pdf 

 Appendix 7.3.2-7: CCI Study Report Signature 
Page 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-7-
ccis-final-rpt-sign-page.pdf 

 Appendix 7.3.2-8: CCI Study Final Data 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-8-
ccis-final-data.xpt 

 Appendix 7.3.2-9: CCI Study Additional 
Analysis 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-9-
ccis-addtl-analys.pdf 

 Appendix 7.3.2-10: CCI Study Item Tracking 
Matrix 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-10-
ccis-item-track-matrix.xlsx 
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 Appendix 7.3.2-11: CCI Study Codebook 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-11-
ccis-codebook.pdf 

 Appendix 7.3.2-12: CCI Study SAP 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-12-
ccis-sap.pdf 

 Appendix 7.3.2-13: CCI Study Survey / 
Questionnaire 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-13-
ccis-quest.pdf 

 Appendix 7.3.2-14: CCI Study SAP Signature 
Page 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-14-
ccis-sap-sign-page.pdf 

 Appendix 7.3.2-15: CCI Study SSAP Syntax 
Code 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-2-CS-03-CCI Study Brief\app-7-3-2-15-
ccis-ssap-syntax-code.pdf 

7.3.3 Analysis of Previous Studies 7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\7-3-3-
analysis-of-prev-studies.pdf 

 Appendix 7.3.3-1: CS01 Claims Qualitative 
Study 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-1-
cs-01-claims-qual-study.pdf 

 Appendix 7.3.3-2: CS01.1 Claims Qualitative 
Study 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-2-
cs-01-1-claims-qual-study.pdf 

 Appendix 7.3.3-3: Perception and Behavioral 
Intentions (PBI) Validation Study – Debriefing 
Statements for Phases I and II 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-3-
pbi-val-study-debrief.pdf 

 Appendix 7.3.3-4: PBI Validation Study – 
Prescreener 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-4-
pdi-val-study-prescreen.pdf 

 Appendix 7.3.3-5: PBI Validation Study – 
Informed Consent for Phase I 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-5-
pbi-val-study-icf-phase-1.pdf 

 Appendix 7.3.3-6: PBI Validation Study – 
Informed Consent for Phase II 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-6-
pbi-val-study-icf-phase-2.pdf 

 Appendix 7.3.3-7: PBI Validation Study – 
Protocol 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-7-
pbi-val-study-protocol.pdf 

 Appendix 7.3.3-8: PBI Validation Study – 
Report 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-8-
pbi-val-study-final-rpt.pdf 
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 Appendix 7.3.3-9: PBI Validation Study – IRB 
Protocol Exemption 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-9-
pbi-irb-protocol-exempt.pdf 

 Appendix 7.3.3-10: SAP for PBI Validation 
Study (Sep 2016) 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-
10-pbi-val-study-sap-sep2016.pdf 

 Appendix 7.3.3-11: SAP for PBI Validation 
Study (Mar 2017) 

7-Scientific Studies and Analysis\7-3-Human 
Studies\7-3-3-Analysis of Prev Studies\app-7-3-3-
11-pbi-val-study-sap-mar2017.pdf 

7.4 Secondary Data Analyses and Computational 
Models 

 

7.4.1 Linked Mortality Analysis – Appendix Listing 7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-1-Linked Mortality 
Analyses\7-4-1-linked-mortality-analysis.pdf 

 Appendix 7.4.1-1: Linked Mortality Analysis – 
Exclusive Chew and Snuff 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-1-Linked Mortality 
Analyses\app-7-4-1-1-lma-excl-chew-and-snuff.xlsx 

 Appendix 7.4.1-2: Linked Mortality Analysis – 
SLT Results 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-1-Linked Mortality 
Analyses\app-7-4-1-2-lma-slt-results.xlsx 

 Appendix 7.4.1-3: Smokeless Tobacco 
Mortality Risks: Analyses of Two 
Contemporary Nationally Representative 
Longitudinal Mortality Studies 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-1-Linked Mortality 
Analyses\app-7-4-1-3-slt-mortality-risks.pdf 

 Appendix 7.4.1-4.: Linked Mortality Analysis 
Data and SAS Code 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-1-Linked Mortality 
Analyses\app-7-4-1-4-lma-data-and-sas.pdf 

7.4.2 Population Model 7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-2-Population Model 
Dev\7-4-2-population-model.pdf 

 Appendix 7.4.2-1: Population Model – Tables 7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-2-Population Model 
Dev\app-7-4-2-1-pop-model-tables.pdf 

 Appendix 7.4.2-2: Population Model – 
Computer Code 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-2-Population Model 
Dev\app-7-4-2-2-pop-model-comp-code.pdf 

 Appendix 7.4.2-3: Population Model – Rare 
Events, False Positive Paradox, Small Samples, 
and Superpopulation Concept 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-2-Population Model 
Dev\app-7-4-2-3-pop-model-rare-events.pdf 

 Appendix 7.4.2-4: Population Model - 
Analysis of Input Data from the Claim 
Comprehension and Intentions (CCI) Study for 
Modified Case in the ALCS Cohort Model 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-2-Population Model 
Dev\app-7-4-2-4-pop-model-input-data-ccis.pdf 
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7.4.3 Adverse Event Summary 7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-3-AE Report\7-4-3-
adverse-event-summary.pdf 

 Appendix 7.4.3-1: Adverse Event Survey 
Questions (August 24, 2017) 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-3-AE Report\app-7-
4-3-1-ae-survey-questions.pdf 

7.4.4 Centers for Disease Control and Prevention 
(CDC) Data – Appendix Listing 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-4-USSTC CDC 
Data\7-4-4-cdc-data.pdf 

 Appendix 7.4.4-1: Copenhagen Fine Cut Data 
Tables and Charts 

7-Scientific Studies and Analysis\7-4-Secondary 
Data Analyses and Models\7-4-4-USSTC CDC 
Data\app-7-4-4-1-cfc-data-tables-charts.xlsx 

7.5 Summary of the Literature  
7.5.1 Literature Selection and Review 7-Scientific Studies and Analysis\7-5-Summary of 

Literature\7-5-1-Lit Selection and Review\7-5-1-lit-
selection-and-review.pdf 

7.5.2-1 Initial Users’ Behavior  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-2-Users Behavior Lit Summ\7-5-2-1-
init-users-behav-lit-summ.pdf 

7.5.2-2 Update Users’ Behavior  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-2-Users Behavior Lit Summ\7-5-2-2-
updt-users-behav-lit-summ.pdf 

7.5.3-1 Initial Nonusers’ Behavior  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-3-Nonusers Behavior Lit Summ\7-5-
3-1-init-nonusers-behav-lit-summ.pdf 

7.5.3-2 Update Nonusers’ Behavior  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-3-Nonusers Behavior Lit Summ\7-5-
3-2-updt-nonusers-behav-lit-summ.pdf 

7.5.4-1 Initial Chemistry and Constituents  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-4-Chem Lit Summ Scenarios\7-5-4-1-
init-chem-lit-summ.pdf 

7.5.4-2 Update Chemistry and Constituents  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-4-Chem Lit Summ Scenarios\7-5-4-2-
updt-chem-lit-summ.pdf 

7.5.5-1 Initial Exposure  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-5-Exposure Lit Summ\7-5-5-1-init-
exposure-lit-summ.pdf 

7.5.5-2 Update Exposure  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-5-Exposure Lit Summ\7-5-5-2-updt-
exposure-lit-summ.pdf 

7.5.6-1 Initial Health Risks  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-6-Health Risks Lit Summ\7-5-6-1-init-
health-risks-lit-summ.pdf 
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7.5.6-2 Update Health Risks  7-Scientific Studies and Analysis\7-5-Summary of 

Literature\7-5-6-Health Risks Lit Summ\7-5-6-2-
updt-health-risks-lit-summ.pdf 

7.5.7-1 Initial Perceptions  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-7-Perceptions Lit Summ\7-5-7-1-init-
perceptions-lit-summ.pdf 

7.5.7-2 Update Perceptions  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-7-Perceptions Lit Summ\7-5-7-2-
updt-perceptions-lit-summ.pdf 

7.5.8-1 Initial Topography  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-8-Topography Lit Summ\7-5-8-1-init-
topog-lit-summ.pdf 

7.5.8-2 Update Topography  7-Scientific Studies and Analysis\7-5-Summary of 
Literature\7-5-8-Topography Lit Summ\7-5-8-2-
updt-topog-lit-summ.pdf 

8 Postmarket Surveillance  
8.1 Postmarket Assessment Plan 8-PostMarketing Surveillance\8-1-Postmarket 

Assess Plan\8-1-postmarket-assessment-plan.pdf 
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