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.. OBJECTIVE ' -

The purpose of this pilot study is to characterize the maximum potential exposure to
selected tobacco constituents typically expetienced by persons that choose and regularly
use CAMEL Snus products. The maximum potential exposure will be determined by
measuring and comparing the amounts of selected tobacco constituents in unused
product versus product after use.

7 EXPERIMENTAL DESIGN

1.

This study was designed to address the objective defined above and will consist of the
following principal steps:

The study will be conducted in states where CAMEL Snus is sold at retail.



A recruitment in Austin, TX, Dallas, TX and Raleigh, NC will be undertaken by Bellomy
Research of Winston-Salem to identify 15 usual brand (UB) users for each CAMEL Snus
variety to be tested. The varieties to be tested are CAMEL Snus — Original, CAMEL
Snus — Spice and CAMEL Snus — Frost.

For the initial visit (Day 0), recruits wiil come to the central location test (CLT) site. At
the site, the test will be described to the recruits and they will be given an opportunity to
enrofl in the test and provide informed consent, After signing the informed consent form,
participants will complete a short demographic survey.

Participants will be given a collection packet with three (3) labeled jars for their used
snus pouches. Participants will be instructed to collect all snus pouches used on Day 1,
Day 2 and Day 3 in the jar appropriately labeled for that specific day. Participants will
also be instructed to save all packaging tins of snus used during each collection day.
Participants will be instructed to store the collected snus in a freezer at the end of each
day until they return to their designated CLT site. The participants will return to their
designated CLT site on Day 4 and turn in their collection containers of used snus
pouches and complete a group of surveys. They will also be instructed to provide the
testing facility with each Camel Snus tin from which the pouches were coflected.

The collected used pouches will be frozen until they are shipped to a designated contract
laboratory (Labstat International in Kitchener, Ontario, Canada) where the number of
used snus pouches collected for each participant by day will be counted. The used
pouches will also be analyzed for one or more of the following constituents: nicotine; N-
nitrosonornicotine (NNN); 4-(methylnitrosamino)-1- (3-pyridyl)-1-butanone (NNK); N’-
nitrosoanatabine (NAT); N’-nitrosoanabasine (NAB); arsenic, cadmium; chromium;
lead; nickel; benzo[a]pyrene (B[a]P) based on the number of available used snus pouches
collected. The designated laboratory will also be responsible for recording the product
lot number on each snus tin collected by the snus user.

‘7" Methods and Materials -~ 0

Test Products

All test materials for this study are brands that are in the marketplace. The brands
include CAMEL Snus — Original, CAMEL Snus — Spice and CAMEL Snus — Frost. All
subjects will be required to provide their own snus during testing. They will also provide
the snus product packaging (tins) used during the collection of pouches so that product
lot numbers may be identified. The identification will take place at the designated
contract analytical laboratory after subject testing and will not interfere with the ability
of the subjects to participate in the test or their compensation.

Subjects

The snus users will be recruited in Austin, TX, Dallas, TX and Raleigh, NC by Bellomy
Research. Twenty one (21) Camel snus users will be recruited in each city to complete
15 participants per city for a total of 45 completed subjects. The 45 subjects will be
evenly distributed across the three Camel Snus varieties: Frost, Original and Spice. Male
or female snus users age 21-55 whose usual brand (= 3 months) is one of the selected
study brands wiil be accepted, To be eligible, subjects must report using at least § snus



pouches per day. Each participant will be required to make two visits to a designated test
site.

Study Procedure

A screening session will be held before study enrollment to explain the protocol to
potential subjects. At the conclusion of the screening, potential subjects who agree to
the conditions of the study will be enrolled in the study. Following the screening, the
study is planned to run five days for each snus user. Informed consent (Attachment 1)
will be obtained from all subjects before any experimental procedures begin. Unique
identification numbers will be generated for each subject; the numbers will be used
throughout the study to protect subject confidentiality. After signing the informed
consent, subjects will complete a short demographic questionnaire (Attachment 2).

Subjects will be provided with glass jars for collecting used snus pouches at their initial
visit (Day 0). Subjects will collect used snus on three consecutive days. Subjects will be
instructed to only use their UB of Snus, and not to use any other varieties during the
three day test. They will be instructed to coliect used pouches from all snus used on the
following day (Day 1). They will be instructed to collect all pouches, from the first snus
pouch used in the morning to the last pouch used before going to bed. The subjects will
be instructed to save the pouches in the glass jar designated for their first collection.
They will be instructed to store the jar in a freezer until their return to their testing site.
Subjects will also be instructed to save each snus tin from which pouches are collected
during the entire study. On Day 2, they will also collect all pouches, from the first snus
pouch used in the morning to the last pouch used before going to bed. The subjects will
be instructed to save the pouches in the glass jar designated for their second collection
and again to store the jar in a freezer until their return to their testing site. On Day 3, the
subjects will again collect all used pouches, from the first snus pouch used in the
morning to the last pouch used before going to bed. The subjects will be instructed to
save the pouches in the glass jar designated for their third collection and to store the jar
in a freezer until their return to their testing site. On Day 4, subjects will return to the
testing site at their appointed time and turn in their collection containers and complete a
group of questionnaires (Attachments 3 to 5). ,They will turn in all snus tins from which
the pouches were collected. They will also empty any partial tins used during the
collection periods and surrender the packaging materials at the site.

Subjects who successfully complete each phase of the study will receive compensation
of $150 for time and travel. In the event that a subject does not complete all of the
requirements of the study, a subject could receive partial compensation according to the
following schedule:

Initial site visit/informed consent/initial visit surveys - $10
Snus Collection 1 - $40

Snus Collection 2 - $40

Snus Collection 3 - $40

Final site visit/final visit surveys - $20

Subjects must turn in all snus tins from which the pouches were collected in order to
receive the Snus collection compensations.
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The used snus pouches will be frozen at the test site and shipped at the conclusion of the
study (via overnight courier) to Labstat International for measurement of nicotine, TSNAs
(NNN, NNK, NAT, NAB), B[a]P and/or trace metals (As, Cd, Cr, Ni, Pb). Sample can be
shipped only on Monday or Tuesday.

Sample questionnaires are attached. At a minimum, the following screening and Snus
usage information will be collected for each study subject:

Usual brand (Came! Snus)

UB variety (Quotas for Frost, Original and Spice)

Length of time using UB

Number of pouches used daily (minimum of 8)

History of certain medical conditions (if yes, exclude from study)
Standard demographics (age, gender, race, education and income)

Analysis of Used Snus Pouches

Analysis of unused and used snus pouches will be applied in this study to determine the
potential exposure of CAMEL Snus market adopters to nicotine, TSNAs, B[a]P and metals
when using their usual brand of CAMEL Snus.

End determinations for nicotine, TSNAs, B[a]P and trace metals will be performed by
Labstat International in Kitchener, ON, Canada using their standard test methods.

The amount of an analyte extracted from a used pouch will be calculated from the
difference between the average level of that analyte in unused pouches from at least three
(3) determmations and the amount of that analyte determmed in a used pouch.
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ATTACHMENT 1.

INFORMED CONSENT CHECKLIST

For a Constituent Exposure Study Among Users of Camel Snus
Sponsored by R. J. Reynolds Tobacco Company

YOU STATE THAT YOU ARE AT LEAST 21 YEARS OF AGE.

YOU HAVE VOLUNTARILY AGREED TO BE PART OF THIS RESEARCH STUDY.
NOBODY HAS PRESSURED YOU TO TAKE PART IN IT.

You are not postponing a decision to quit using snus just to take part in this study.
You understand that you can ask the study administrator questions at any time if there is
something in this form or about the study that you do not understand. [include name and

contact number]

You are aware of the Surgeon General’s warnings concerning snus:

e This product is not a safe alternative to cigarettes.

e This product may cause mouth cancer.

e This product may cause gum disease and tooth loss.

All samples collected from you and all data pertaining to you will be identified only by a code
number. The link between the code and your identity will be maintained in strictest
confidentiality.
WHY THIS STUDY IS BEING DONE
This study is designed to assess the maximum potential exposure to selected tobacco constituents
typically experienced by CAMEL Snus users.
YOU UNDERSTAND THE FOLLOWING:

You state that you use at least 8 pouches of Camel Snus each day.

This study will last 4 days, not including today, and you will return to your testing facility on
Day 4 for a final visit that will last about 15 minutes.

Y ou will be required to collect every Camel Snus pouch that you use on Days 1-3 in the
containers provided and return the containers to the study administrator on Day 4.



You will be required on Day 4 to give the study administrator each Camel Snus tin from which
the pouches were collected during testing. If a tin is unfinished, you will be given a container
to put the remaining pouches in to take with you.

You will be paid $150 at the end of the study.

Do you have any questions? YES - NO

YOU UNDERSTAND THAT YOUR INVOLVEMENT IN THIS STUDY INCLUDES THE
FOLLOWING:

You are not required to indicate if you have any of the following conditions, but you should not
participate in the study if you have any of the following:

e Heart disease, including angina (chest pain)
* Kidney disease
¢ Liver disease such as hepatitis
e Any other serious diseases such as cancer
¢ Any other medical condition that might be affected by tobacco use
In signing this consent form and participating in this study, you are stating that to your
knowledge you do not have any of these conditions and are in generally good health
(WOMEN ONLY) You must not participate in the study if you are pregnant, breast feeding or
are planning to become pregnant during the course of the study.
In signing this consent form, you confirm that you have answered all questions and you know of
no reasen why you should not participate in this study.
You are free to withdraw from the study at any time.
Do you have any questions? YES NO
This the day of , 2008.
Subject (PRINT NAME)
Person Administering Consent Signature

INTERVIEWER: PLEASE ATTACH A COPY OF A
STATE OR FEDERALLY ISSUED PHOTO ID TO THE
BACK OF THIS CONSENT FORM.



ATTACHMENT 2

AUST.cooecreiereece e i -01
Dallas ..o -02
Raleigh.....ccccooninnnnnnennn, -03
Initial Visit Sample Questionnaire
1. Besides Snus, which of the foliowing other tobacco products, if any, do you regularly use? {(PROGRAMMER: ALLOW
MULTIPLE RESPONSES)
Moist snuff or dip in around can.........cconirererenin -1
Chewing tobaceo....commimmiiciiini s -2
CIZATEHES ....veverereseerervreeesiiunasnirerorsessiessthasasassesnerens -3
Pipe tobacco........cucciiiiniinicirnr s -4
CUZAIS.1ev v stesssnss st cnasans e stenes =9
LAtte CIZATS .oviiievrveeeiiiiine et -6
Tobacco tabIELS....ccceireere e eraene -7
Other (SPECify) vvvvvrrnree e inenesncrerereriieesressaeansonens -8

NOTE ittt
la. In a typical day, how many times do you use moist snuff or dip? (RECORD EXACT NUMBER)

1b. In a typical day. how many cigarettes do you smoke in a typical day? (RECORD EXACT NUMBER)

2. Which of the following nicotine replacement products, if any, do you regularly use? (PROGRAMMER: ALLOW MULTIPLE

RESPONSES)

Nicotine pateh......ocoomi s, -1
NICOtNE ZUMN ..oocviiviirreeec et ve e eansirsse e 2
NICOHNE JOZENEES....vverecririritrrrararrrnreesssssissornrernsereseeess -3
Nicotine nasal Spray......ocevvveeinniinmrenen -4
NICOtNE MHALET vvveviervvrierreiiiirs e ssisrssssenssens -5
Other (SPeCify) v et eseins -6
NOME .o reerrt e sree e resssnssnesrocaranssansonsases -7

The next few questions are for classification purposes only.

3. Was the last grade of school you completed...?
Grade school (grades 1-8).......... -1
High school (grades 9-11) ......... -2
High school graduate (grade 12) -3
Technical schaol.....ccvevvrvcinaen -4
1 year of college ..ooceerviviiiinnnn, -5
2 years of college....oouvrrveerennn -6
3 years of college......ooevveecieninnn -7
4 years of college.......cccuvrrneene -8
Graduate school ... -9



Is your approximate yearly household income group...?

Less than $20,000..........ccceeenee.. -1
$20,000 to $40,000........c0ccvvenne -2
Over $40,000 to $60,000........... -3
Over $60,000 to $80,000........... -4
Over $80,000 to $100,000......... -5
Over $100,000 to $120,000....... -6
Over $120,000......ccceviiiiiiiinnnnn -7

How old were you at your last birthday?
[ | (ACCEPT WHOLE # 0-100; DO NOT ACCEPT A RANGE)

To ensure proper representation of race, are you...?

White (Caucasian) .........cccovene. -1
African American (Black) ......... -2
ASTAN. e -3
Hispanic........ccccovierrrvicnnnerenns -4
Another race (SPECIFY)........... -5
L ]

[PROGRAMMER: COUNT RESPONDENTS AS COMPLETES AT Q6. UPON BEING COUNTED AS A
COMPLETE, THE PACKET ID# IN THE PORTAL WILL POPULATE BASED ON THE PREASSIGNED
FACILITY ID#S]

Thank you for your help and including your opinion as part of our research.



ATTACHMENT 3

AUStN ... -01
Dallas........ccovvnvrrimininiccennnens -02
Raleigh ......ccooveiriireeiiiireeen, -03
Final Visit Sample Questionnaire
1. Did you forget to place any used pouches into the collection containers over the past 3 days?
Y B8 e tetiaierirrre et sree sttt e st et s st s eaa g rrenneeneeeae -1 (CONTINUE)
N 1 rererreeetiettrrrrsre s s s seeertasanseassssbesessssasaresasetaseataseses -2 (SKIF TOQ.3)
2. Approximately how many pouches did you forget to place into the collection container?
Collection 1 [ ] (ACCEPT WHOLE # 1-99; DO NOT ACCEPT A RANGE)
Collection 2 | | (ACCEPT WHOLE # 1-99; DO NOT ACCEPT A RANGE)
Collection 3 | ] (ACCEPT WHOLE # 1-99; DO NOT ACCEPT A RANGE)
3. Thinking about the number of CAMEL Snus pouches you used over the past 3 days, was it more, less, or about the same
compared to the number of CAMEL Snus pouches you usnally use?
More pouches than nsual .........cccoceeciveervcnnnsniieenicenns -1
About the same number of pouches as usual .............. -2
Less pouches than usual......c.ccoocceeeveviisnrnnenensern=3
4, Which of the following other tobacco products, if any, did you nse over the past 3 days? (PROGRAMMER; ALLOW
MULTIPLE RESPONSES)
Moist snuff or dip in a round can........ccecvvreeeeneicriiienns -1
Chewing tODACCO... vvveierereectiirirrre e seseesasasassesnnens -2
CIZATEES . ovevvvrve ettt ettt s et s -3
Pipe tobacco......... -4
CHEATS o1ttt sresren e res s snsassssss e n s as et betabssberaress -5
Little CIZAIS .....oovev i -6
Tobacco tablets........covcrmivrirrinirne e eseeenes -1
Other (Specify) ....ccccormrvrrnerne bttt eae e bt es -8
NODE ..ottt e Y
5. Which of the following nicotine replacement products, if any, did you use gver the past 3 days? (PROGRAMMER: ALLOW

MULTIPLE RESPONSES)

Nicoting patch...... .. -1
NiCOtNe SUM .....ccciviire e ecsre e e es e errnn s -2
NICOUNE LOZBIEZES. 1vvivrrerereeerirrirrisnssantrrremeserasiresenssessans -3
Nicotine nasal SPray.......co.ecmecivniermieicsimineeiene ~4
Nicoting inhaler .......oco.vrerrevrrcvcsmnierrreresrererrnsseseseenn -5
Other (SPecify) .o -6

NODE o s sses s ssssaies -7
: 10



6. When using the Camel Snus product, where in the mouth do you typically place the pouch?

In the front between upper lip and gum ..........oooeevevnne. -1
In the front'between lower lip and gom vovuveveeceecieen -2
On the upper side between teeth and cheek ................. -3
On the lower side between teeth and cbeel ................. -4
Under your tONZUE .....coovvvisuerererenceeieriinisinnnracnsennenese -5
Different l0CAtiONS ........oveerveisiereerneesrerrererneseneeensens -6
Do not have a set patterN..........overvvrrvrereeessecrainierrsrenns -7
7 Do you typically move the Camel Snus pouch around or reposition it while you are using it?
B = YR TR -1
IO et ettt e 2
8 How long do you typically keep the Camel Snus pouch in your mouth?
Less than 5 MINUES ... e ieeiecieernre e resesiessnneres -1
510 9 MINUEES....oeeccc it cssese s -2
10 40 30 MINTLES. ..coeremenrreerrcaeininieeseres e errsssesesesens -3
Longer than 30 minues ......cccccevnririererinreneesinneervescneans -4
9 Do you use multiple pouches of Camel Snus at the same time?
Y B5 it -1
NO et aaressn s [SKIP TO Q12]
10. When you use muitiple pouches of Camel Snus, how many do you use at one time?
2 POUChES ..ot -1
3 POUChES ..o s -2
More than 3 pouches.......ceecivriiiininnie e -3
11. What percent of the time would you say you use multiple pouches of Camel Snus at the same time?
Less than 25% of the time........c.oeereececeiiininnieenceniniees -1
25% to 50% of the time ........ooccviieriniin i 2
More than 50% of the time .........ccevvvvrvrrvreesninnsssareenes -3
12. Do you ever drink beverages while using Camel Snus?
| =3 T OO U -1
IO et e e e et 2
13. Were you able to freeze the samples after each day of collection?
Y B8 ittt e s -1
N0 it rverc et et e e seea -2

14. Thinking about the Overall Study: (PROGRAMMER: EACH STATEMENT SITOULD APPEAR ONE AT A TIME)

[RANDOMIZE STATEMENTS] Yes No
The gratuity that I will be paid for my time is a fair amount............... -1 -2
The facility gave me clear instructions on how to compiete the study.... -1 -2
The location of the facility was convenient... -1 -2
The field site was able to answer my questlons -1 -2
The field site provided a good variety of days for me to v1s;t thelr ofﬁce -1 -2
I would be willing to participate in a similar study in the future,........ -1 =2

1



15. Would you consider participating in a similar study in the future?

H BB i iuiirsenieratenrrrnrereeetaieesnase e e et nt e b e e tae s ar e e -1
N it sttt g eeen -2
16. Do we have your permission to contact you in the future to ask some questions about your tobacco use at that time?
Y S ittt e e e -1
N s srar et -2
17. A similar study may be conducted again in the future, We value your feedback. Please provide any questions or comments

about this study. (PROGRAMMER: ALLOW FOR OPEN-ENDED ANSWER)

Thank you for your help and including your opinion as part of our research.
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ATTACHMENT 4

The Fagerstrédm Test for
Nicotine Dependence (FTND)

1. How soon after you wake up do you smoke your first cigaretie?

Within 5 minutes... .......oee v Ly
B—30 minutes.........coo v viceeeee. L
31—60 minUteS... oo oo e e Ly
After 80 MINWES... ... ..oovve v v Lo

2. Do youfind it difficuilt to refrain from smoking in places where it is forbidden e.g. in church, at the
library, in cinema, ete.?

D (= TP RSSOV I M

3. Which cigarette would you hate most to give up?
The first one in the morning...... ... [y
ANV Other....o. e e v e ensve e Ll

4. How many cigarettes per day do you smoke?

11 =200 e v v v Ly
21=30 et e e L

5. Do you smoke more frequently during the first hours after waking than during the rest of the day?
D TV U UUURTTUU I P
NO... oo ettt in e e ane e g

6. Do you smoake if you are so ill that you are in bed most of the day?
D TSRO UORUR I

Reproduced with parmission.
Source: Heatherton, T, F., L. T. Kozlowski, et al. (1991). "The Fagerstrom Test for Nicotine Dependence:
a revision of the Fagerstrom Toterance Quiestionnaire." Br J Addict 88(9): 1118-27.
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ATTACHMENT 5

The Fagerstrom Test for Nicotine Dependence — Smokeless Tobacco
{Ebbert JO et al. (2006) Addictive Behaviors 31:1716-1721]
(modified for use with snus users)

How soon after you wake up do you place your first Snus pouch?
Within 5 minutes..........cccovveiiiininiiei e, s
6 — 30 MINULES . ..ven ittt e 0,
31 — 60 MMUEES.. ..\t cnier e e e ereeinea )

After 60 MINULES. .. ..\ vvivirisvroeiiienerrreraeeeneaaad Oy

Never......cocoiiiniii il

Which snus would you hate to give up most?
The first one in the MOMINE........cvvvireeciiiiieennnn, 0y

How nany tins per week do you use?

More than 3. oo s 0,
e R 0y
1 cerellg

Do you snus more frequently during the first hours after awakening
than during the rest of the day?

14



