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• Template (or similar) language highlighted in TURQUOISE refers to specific procedures 
that are not common to ALL our studies (e.g., smoking topography). Include only when 
such proccdurc(s) utilized. 

• Red text indicates substantive changes from previous CE short-term studies. 
• Language high'igh/ed'mYkl;lf)W is changed from last CE review, mostly based on 

feedback from MDS and Legal, and needs final approval by CK (MDS note that some of 
this will also be a change from what MDS reviewed, based on interval Legal review.) 
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e.g. 
i.e. 
Inc 
NNAL 
NNAL-glucuronides 

NNK 
CL1A-88 
CO 
COHb 

For example (Latin: exempli gratia) 
That is to say (Latin: id est) 
Incorporated 
4-(methylnitrosamino)-1 -(3 -pyridyl)-1 -butanol 
[4-(methylnitrosamino)-l-(3-pyridyl)but-l-yl]-p-N-D-
glucosiduronic acid and [4-(methylnitrosamino)-l-(3-
pyridyl) but-1 -yl]-p-0-D-glucosiduronic acid 
4-(methylnitrosamino)-1-(3-pyridyl)-1 -butanone 
Clinical Laboratory Improvement Amendments of 1()88 
Carbon monoxide 
Carboxyhemoglobin 
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1. INTRODUCTION 

1.1 S mo king-Related Disease 

In 2002, an estimated 45.8 million adults in the United States were current :: 

smokers.' 

Scientific evidence: • of the: harm- to- smokers: from -tobacco- :u:sc Ms 
accumulated;; :over: decades:;: The; medical M ^ is that 
cigarette: • smoking; cau:se¥ lung; •cancer,: heart••disease^ ;emp^ys;emci:r • cind- :6ther 
seridus: diseases in :smb:kers:;? Smokers are far'more likely 16'develoip 
serious diseases; like king cancer; than non-smokers (USpHHS: 1989, 
Nlisofl::;etai;:::i:994>. 

1.2 Principles of Harm Reduction 

Given the established relationship of smoking and various disease 
conditions, it would seem desirabl&to reduce the risk of these diseases by 
avoiding smoking altogether or stopping smoking as soon as possible. 
However smoking behavior is a complex psychological, sociological, and 
physical event that may be very difficult for some individuals to overcome. 
Fewer than 10% of smokers who attempt to quit each year succeed.2 

Although the goal for most smokers is to achieve a minimum risk of 
smoking-related diseases through smoking cessation, for some individuals a 
reduction in risk while continuing to smoke may be a possible alternative. 

1.3 Biomarkers Related to Smoking 

i t | | | | l § l i ^ 
iiiiiiiiiliii 
llSplllllHli^ 

!!l!!ifiH 
illilslilillft 

:pli|||i|itt^ 
iMllfi 
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e i t l l i l i l l lS , 
tiHjIflte^ Biomafkers caii 
be organized into three categories as defined below." Some biomarkers 
may overlap two or more of these categories. 

Biomarker of exposure (BOE): A tobacco constituent or 
metabolite that is measured in a biological fluid or tissue that has 
the potential to interact with a biological macromolecule; 
sometimes considered a measure of internal dose. 

Biomarker of biologically effective dose (BED): The amount that a 
tobacco constituent or metabolite binds to or alters a 
macromolecule; estimates of the BED might be performed in 
surrogate tissue, 

Biomarker of potential harm (BOPH): A measurement of an effect 
due to exposure; these include early biological effects, alterations in 
the morphology, structure, or function, and clinical symptoms 
consistent with harm; also includes "preclinical changes". 

1.4 Rationale for Biomarkers Measured 

IjlliMiS 
HJHliigllfB 

KllfilllltlW 

iiiBiiiiiis 
KlliHiiiilftli!^ 
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belweel;- l l f f f ^ 
after smoking: cessation; 

Biomarkers of exposure: 

Nicotine and five of its metabolites (nicotine equivalents) in urine 
provide a measure of the amount of nicotine that enters the body.'' 

NNK metabolites (i.e., NNAL and NNAL-glucuronides) in urine 
provides an estimate of NNK, a tobacco-specific nitrosamine 
[TSNA]).4 

3-hydroxypropylmercapturic acid (3-HPMA) in urine provides an 
estimate of the allylic group found in acrolein (a toxic unsaturated 
aldehyde found in cigarette smoke).3 

1,3-butadiene metabolite (i.e.;monoliydroxybutenyl mercapturic acid 
[MHBMA]) in urine provides a measure of exposure to 1,3-butadiene. 

ff-Phenylmercapturic acid fff-PMA), a urinary metabolite derived from 
the conjugation of benzene epoxide with glutathione, provides a 
measure of exposure to benzene. 

Urinary metabolites of the noncarcinogenic polycyclic aromatic 
hydrocarbon (PAH) pyrene, total 1-hydroxypyrene (1-OHP), have been 
used as surrogate indicators of total PAH exposure. Total 1-QHP 
levels are generally higher in smokers' urine than in nonsmokers' 
urine.6 

••%..Urine mutagenicity as measured by the Ames test is elevated in 
•Smokers.7 

Biomarker of biologically effective dose:2 

• Carboxyhemoglobin (COHb) is produced from the interaction of 
hemoglobin and carbon monoxide and results in decreased oxygen-
carrying capacity of the blood. Carboxyhemoglobin is elevated in 
smokers.8'9 

1.5 Purpose of this Study 
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The use of a PREP may reduce the smoker's exposure to some of the 
chemical compounds to which the smoker is exposed when smoking in 
•ffiHfafiiill® Philip Morris USA has 
developed (PM USA: per Sec. 6.1, describe the investigational product, 
minimizing any confidential, proprietary details). 

The current study was designed to assess selected biomarkers in adult 
smokers smoking (investigationalproduct) as a PREP under controlled 
smoking conditions (i.e,, predetermined smoking times and an individually 
determined maximum number of cigarettes per day based on reported 
smoking history). Smoking behavior will be evaluated.in the 
(investigational product) smoking group through the duration of the study. 

In addition, smoking nnograpliy in all smokers ;will he measured twice 
daily, lo assess pulling beha.vio -. (number, of pulls,. puirv.oluirtc.pulT 
duration, inter-puff interval, and; peak; faw). Puffing ;profiles ivtll he 
compared 10 quantify compensatory behavior Ld determine if thie 
(investigational product) group Walters pulling behavior when compared 
with 'reference product) groups. 

2. STUDY OBJECTIVES 

2.1 Primary Objective 

• To assess changes in (list BOE, BED) from Baseline to Days 6 and 7 in 
adult (reference product) smokers who have been randomly assigned to 
continue smoking (reference product), to stop smoking or to switch to 
(investigational product). 

2.2 Secondary Objectives 
To assess in adult (reference product) smokers who have been 
randomly assigned to continue smoking (reference product), to stop 
smoking or to switch to (investigational product). 

• changes in (list BOE, BED) from baseline to Days 6 and 7. 

• changes in (list BOE, BED) from baseline to Days 1 through 5 
and from baseline to Day 8 

« ; changes in smoking behavior as evaluated by smokina topography 
aijd questionnaires. 
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3. SUMMARY OF STUDY DESIGN 

3.1 Design 

This research study will utilize a randomized, open-label, controlled, ;l 
forced-switching, parallel design conducted at a single research center, !|Jp 
to (N) self-affirmed (referenceproduct or tar range) adult smokers with a" 
daily cigarette consumption of 10 to 30 cigarettes/day will be initially 
enrolled (with neither gender constituting more than 60% of the total) into 
the Acclimation/Baseline determination phase (Days - 3 , -2 , -1) to better 
ensure that at least (N) healthy, adult male and female smoking subjects are 
available for randomization into one of (N) parallel groups with (N) 
subjects in the (reference product) group, (N) subjects in the (reference 
product) group, (N) subjects in the (investigationalproduct) group, and 
(N) subjects in the No-Smoking group. 

Beginning on the morning of Day k and-continuing through the end of 
Day 8, the subjects will participate in one of the following groups: 

Group 
X 

X 

X 

Smoking (Days 1 through 8) 
(reference product) 
(investigational product) 
No-Smoking 

No. of Subjects 
(N) 
(N) 
(N) 

Members :o Peach group will be randomized based on gender (male and 
female) and daily cigarette consumption (10-19 cigarettes/day and 20-30 
cigarettes/day) oh Day -3 

Smoking will only be permitted at designated smoking times throughout 
the study. Smoking will not be permitted from 2300 to 0700 during the 
study. Controlled smoking conditions (i.e., predetermined smoking times 
and an individually determined maximum number of cigarettes per day 
based on reported smoking history) were selected in order to reduce the 
variability of exposure and assure a range of different exposures in order to 
measure possible dose effects. Controlled smoking allows evaluation of 
the cigarette design and related smoking behavior excluding possible 
compensation by number of cigarettes smoked. For study integrity, all 
butts afil spi>ke|i ĉ g$T;etjt|p {include this term only ifEHCSS used) will be 
collected throughout the study. This will ensure that subjects do not have 
access to partially smoked cigarettes at any time during the study. 
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269 3.2 Clinical Procedures 
270 
271 Up to (N) subjects will be confined to the clinic on the evening of Day -4. 
272 At the time of check-in, the subjects will be required to give all of their 
273 cigarettes to the study staff. The subjects will be permitted to smoke 
274 (reference product) upon request to the study staff until 2300. On the 
275 morning of Day 3 beginning at 0700, the subjects will be monitored for 
276 cigarette consumption to determine their daily allotment of cigarettes for 
277 the remainder of the study. This Acclimation Day will be used to 
278 determine the maximum daily cigarette consumption permitted for each 
279 subject in the smoking groups during the study. Each, smoking group will 
280 smoke according to a controlled regimen that is consistent with the total 
281 number of cigarettes they usually smoke in a day. All cigarettes smoked by 
282 each subject from 0700 through 2300 will be documented by the study 
283 staff. During the Acclimation Day, each subject will be permitted to smoke 
284 up to 2 cigarettes more than the subject's usual daily maximum number 
285 according to the subject's smoking history obtained during subject 
286 recruitment and verified by the smoking history obtained at Screening. 
287 (Note: During the Acclimation Day, the maximum number of cigarettes 
288 permitted for subjects with a smoking history of 29 to 30 cigarettes/day 
289 will be 3 0 cigarettes/day.) 
290 
291 On subsequent study days, the maximum daily number of cigarettes for 
292 each subject in the smoking groups will be limited to the number actually 
293 smoked on the Acclimation Day. On each day, these subjects will be 
294 permitted to smoke up to their daily allotment of cigarettes at specified 
295 smoking opportunities offered at equal intervals between 0700 and 2300. 
296 On each day after the Acclimation Day. the total daily cigarettes smoked by 
297 each subject will be evenly divided over three periods during each day 
298 (0700 to 1219, 1220 to 1739, and 1740 to 2300). For example, a subject 
299 ,;; :|: who smokes 15 cigarettes per day would be permitted to smoke 5 
300 }l: cigarettes per period. A subject who smokes 10 cigarettes per day would 
301 :1: be permitted to smoke 3 cigarettes per period with one extra in the period 
302 Fof choice. All cigarettes smoked by each subject from 0700 through 2300 
303 :: will be documented by the study staff. 
304; 
305 v No subject in any group will be forced or required to smoke by the study 
306 staff at any time during the study, and a subject may quit smoking at any 
307 time. 
308 
309 Beginning on the morning of Day 2 and continuing through Day -1 , 
310 Baseline determinations will be conducted. (N) subjects will be randomized 
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just prior to Day 1 into one of the (N) groups. Subjects will continue to 
smoke (reference product) at the level determined from the Acclimation 
Day through the end of Day -1 . Beginning on Day 1, the subjects will 
participate within their randomization group for the remainder of the study. 
Each randomized group will be assigned to separate living quarters during 
the daily 0700 to 2300 smoking interval. No smoking will be allowed 
during meals. All cigarette smoking on Days -2 , -1 , 6, and 7 should occur 
indoors. All cigarettes smoked by each subject from 0700 through 2300 
will be documented by the study staff 

3.4 Urine Collection 

Beginning on the morning of Day -2, all urine voided by members of each 
group will be collected in 24-hour intervals (approximately 0700 to 0700) 
until completion of the study, and the total weight of each 24-hour 
collection for each subject will be recorded. See Attachment A for 
complete details. 

3.5 Biomarkers 

Biomarkers of exposure: 

• (list) 

will be measured in 24-hour urine collections at Baseline and at selected 
days during the study (see Summary of Events Table). 

Biomarker estimating biologically effective dose (BED): 

(list) 

wilibe measured in blood samples at Baseline and at selected days during 
the study (see Summary of Events Table). 

Smjrtkhig ^ipograiphj! (This schedule is just an example: customize 
procedure to be study-specific as needed.) 

On Day - 3 , al subjects will be trained in the use of the Clinical Research 
Support System Micro (CReSSmicro'UI) pot table measurement device 
manufactured by Plowshare'' I ecnnolpgies whidi wil: be used ip gainer 
smoking I op ograp I ly (/.."., nuirber of j>ulTs, pulT vol.nne. puff duration. 
rnler-piilTiriieivi-l. and peak How) during Hie study. The subjects will 
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smoke one or more cigarettes using this device on Day -3 to assure proper 
training on this device. 

All subjects will smoke the first cigarette of the id ay and the first cigarette 
after lunch using the Clinical Research Support System Micro 
(CReSSmicrc,r/) portable measurement device at Baseline (Days 2 and -
1). On Days 1 through S, subjects in the smoking groups will smoke the 
f rst cigarette of the day and the first cigarette after lunch using the 
Plowshare device to gather smoking topography. 

Each subject will be assigned one topography device for the-study duration 
\ i i klx- -»plain kind •.luaikl hi.- allied to the device without The prior 
ci'iNori nt Plowshare' I ethnologies 

Snioknvi pioltL's will H.1 comp.Hvd lo ivi ermine whether iw n>t aditls will 
likek MHOU- I lie 'n^i-.^tigainjiia! /•'/u.'/nii ci;j;i relies n ilk- s.uik- IIKITIKT .IS 

I'ie\ JIW.'V/I/I. '/K i'ifw/z/r/^ cigarette-* 

3.7 Questionnaires 

All subjects will complete the Smoking History Questionnaire at Screening, 
All subjects will complete the Diet and Work Environment Questionnaires 
at check-in (Day -4). All subjects will complete the Fagerstrom Test for 
Nicotine Dependence^ at Screening. All subjects will complete the 
Product Assessment Questionnaire on Days -2 and -1 . All subjects in the 
(investigational product) group will complete the Product Assessment 
Questionnaire on Days 1 through 8. 

3.8 Clinical Examinations 

The participants will be evaluated clinically with physical examinations, 
vital signs measurements, spirometry, and electrocardiograms 

4. 

During the study, blood samples collected for scheduled clinical laboratory 
tests and biomarkers will require approximately (N) mL of blood from each 
subject. 

SUBJECT SELECTION 

4.1 Source of Subjects 
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394 4.1.1 Adult subjects who are members of the community at large will be 
395 enrolled in this study. 
396 
397 4.1.2 Up to (N) subjects will be initially enrolled into the Acclimation 
398 period (with neither gender constituting more than 60% of the ^ " t 
399 total) to better ensure that (N) subjects are available for 
400 randomization into 1 of (TV) study groups. 
401 
402 4.2 Inclusion Criteria 
403 
404 4.2.1 Healthy smoking adult male and female subjects 21 to 65 years of 
405 age. 
406 
407 4.2.2 Smoking history of 10 to 30 cigarettes:per day, for at least (N) 
408 months prior to Day -2, of manufactured: (new'-menthol) cigarettes 
409 with a tar content of (N) mg (FTC). Brief periods (i.e., up to 7 
410 consecutive days) of non-smoking during the 3 months to 4 weeks 
411 prior to Day -2 (e.g., due to illness, trying to quit, participation in a 
412 study where smoking was prohibited) will be permitted at the 
413 discretion of the Investigator. 
414 
415 4.2.3 Smoked (referenceproduct) as their exclusive brand (i.e., no other 
416 brands) without interaiption (i.e., no brief periods of non-smoking) 
417 for at least 4 weeks prior to Day -2. 
418 
419 4.2.4 Female subjects who are heterosexually active and of childbearing 
420 potential {i.e., not surgically sterile [bilateral tubal ligation, 
421 hysterectomy, or bilateral oophorectomy at least 6 months prior to 
422 Day -2] or at least 2 years naturally postmenopausal) must have 
423 been using one of the following forms of contraception and agree to 
424 jcontinue using it through completion of the study: 
425 • hormonal {i.e., oral, transdermal patch, implant, or 
426 injection) consistently for at least 3 months prior to 
427 Day -2, 
428 • double barrier {i.e., condom with spermicide or diaphragm 
429 with spermicide) consistently for at least 2 weeks prior to 
430 Day -2, 
431 • IUD for at least 3 months prior to Screening, or have a 
43:2 partner who has been vasectomized for at least 6 months 
433 prior to Day-2. 
434 Female subjects of childbearing potential {i.e3 not surgically sterile 
435 [bilateral tubal ligation, hysterectomy, or bilateral oophorectomy at 
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436 least 6 months prior to Day -2] or two years naturally 
437 postmenopausal) who are not currently engaging in heterosexual 
438 intercourse must agree to use one of the above methods of birth 
439 control, in the event that they have heterosexual intercourse during 
440 the course of the study. 
441 
442 4.2.5 Voluntary consent to participate in this study documented on the 
443 signed ICF. 
444 
445 4.3 Exclusion Criteria 
446 
447 Subjects may be excluded from the study if there is evidence of any of the 
448 following criteria at Screening, at Acclimation/Baseline, or at anytime during the 
449 study as appropriate. Exceptions may be permitted at the discretion of the 
450 Investigator in consultation with the Sponsor providing there would be no 
451 additional risk involved for the subject. Any exceptions will be documented. 
452 
453 4 . 3 . 1 1 Iistory of clinically significant gastrointestinal, renal, hepatic, 
454 neurologic, hematologic, endocrine, oncologic, urologic, 
455 pulmonary, immunologic, psychiatric, or cardiovascular disease, or 
456 any other condition that, in the opinion of the Investigator, would 
457 jeopardize the safety of the subject or impact the validity of the 
458 study results. 
459 
460 4,3.2 Clinically significant abnormal findings on the physical examination, 
461 medical history, or clinical laboratory results, in the opinion of the 
462 Investigator. 
463 
464 4,3.3 Use of nicotine-containing product other than manufactured 
465 cigarettes (e.g., roll-your-own cigarettes, bidis, snuff, nicotine 
466 inhaler, pipe, cigar, chewing tobacco, nicotine patch, nicotine spray, 
467 nicotine lozenge, or nicotine gum) within 4 weeks prior to Day-2 
468 or during study. 
469 
470 !S 4.3.4 Self-reported puffers (i.e., smokers who draw smoke from the 
471 cigarette into the mouth and throat but do not inhale). 
472^ f" 
473 4.3.5 History of drug or alcohol abuse within 12 months of Day-2. 
474 
475 4,3.6 Diabetes mellitus that is not controlled by diet/exercise alone, in the 
476 opinion of the Investigator 
477 
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4.3.7 

4.3.8 

4.3.9 

4.3.10 

4.3.11 

4.3.12 

4.3.13 

43.14 

4.3.15 

4.3.16 

4.3.17 

4.3.18 

4.3.19 

::4i:3.20 

4.3.21 

4.3.22 

Current evidence or any history of congestive heart failure. 

Female subjects must not be pregnant, lactating, or intend to 
become pregnant from Screening through completion of study. 

An acute illness (e.g., upper respiratory infection, viral infectioia) 
requiring treatment within 2 weeks prior to Day -2. 

Fever (>100.2°F) at Screening or at check-in (Day -4). 

BMI greater than 40 kg/m2 or less than 18 kg/m2 at Screening. 

FVC or FEVi <75% of predicted at Screening. 

Clinically significant ECG abnormalitie%in thejopinion of the 
Investigator. 

Hemoglobin < 12.0 grams/|L af Screening. 

Carboxyhemoglobin < 1.5% at Screening or at check-in (Day -4). 

Serum creatinine >1.3 mg/dL (females) or >1.5 mg/dL (males). 

Liver enzymes > 1.5 times the upper limit of normal. 

Positiye urine screen for alcohol or drugs of abuse at Screening or 
at check-in (Day -4). 

Plasma donation within 7 days prior to Day -2 . 

^Donation (standard donation amount or more) of blood or blood 
products (with the exception of plasma as noted in 4.3.19) or 
receipt of a whole blood or blood product transfusion within 8 
weeks prior to Day -2 . 

Use of prescription anti-diabetic medication and/or insulin therapy 
within 12 months of Day -2. 

Use of prescription or over-the-counter bronchodilator medication 
(e.g., inhaled or oral P-agonists) within 12 months of Day -2. 
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4.3.23 Use of antibiotic treatment within 2 weeks prior to Day -2 . 

4.3.24 Participation in a previous clinical study for an investigational 
drug, device, or biologic within 30 days prior to Day -2. 

4.3.25 Subject or a first-degree relative (i.e., parent, sibling, child) is a 
current or former employee of the tobacco industry or a named 
party or class representative in litigation with Philip Morris USA. 

4.3.26 Subject or a first-degree relative (i.e., parent, sibling, child) is a 
current employee of MDS Pharma Services. . 

4.3.27 History of sensitivity or allergy to caffeine. (Include only if 
phenotypingwf caffeine being performed m the stucfy) 

4.4 Restrictions 

4.4.1 No foods or beverages containing alcohol for 48 hours prior to 
check-in (Day -4). 

4 4 2 V> TIMIK or he\or,isjcs coni.iini iy j j i ; i |vl i i i i t loi n claw prior (•> 
clK'ck-i i (\\w 4) and during the siikh 

4.4.2 No strenuous exercise for 48 hours prior to check-in (Day -4) and 
during the study. 

4.4.3 Subjects must have smoked (reference product) as their exclusive 
brand (i e., no other cigarette brands) for 4 weeks prior to Day -2. 

4.4.4 Smoking will only be permitted at designated smoking times 
throughout the study. No smoking will be permitted from 2300 to 
0700 nor during meals during the study. All cigarette smoking on 
Days -2, -1 , 6, and 7 should occur indoors. 

4.5 Medications 

Stable doses (i.e., no dosage adjustments within 30 days prior to Day -2) 
of prescription or over-the-counter medications required to treat an 
Investigator-approved disease or condition (e.g., hypertension, seasonal 
rhinitis) are permitted. Hormonal contraceptives (e.g., oral, transdermal 
patch, implant, injection) and hormonal replacement therapy are permitted. 
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Occasional use of over-the-counter analgesics (e.g., acetaminophen, 
ibuprofen), antacids, H2-antagonists, antihistamines, and nasal 
decongestants are permitted. Exceptions may be permitted at the 
discretion of the Investigator in consultation with the Sponsor, providing 
the medication in question would have no impact on the study. Any 
exceptions will be documented. 

5. SCREENING 

The Investigator or his/her designee must assess the following items during the 
interval Day -32 through Day -5. 

5.1 Informed Consent 

All prospective subjects will have the study explained by the Investigator or 
his/her designee. 

All prospective subjects will be required to read, sign and date the study 
informed consent prior to any Screening/study procedures being 
performed. Written acknowledgment of the receipt of the full informed 
consent and the subject's freely tendered offer to participate will be 
obtained from each subject in the study and documented in the source 
documents. Each subject will receive a signed and dated copy of each 
informed consent form (1CF). 

5.2 Medical History/Demographic Data 

After the 1CF is signed, medical history and demographic data, including 
name, sex, age (each subject must show proof of age with government-
issued photo ID, e.g., driver's license), race, and tobacco use/history will 
be recorded for each subject. 

5.3. Physical Examination 

5.3.1 Height (in inches) and weight (in pounds) in indoor clothing with 
shoes off. Body mass index (BMI) will be calculated as weight 
(kg)/height (meters) squared. 

5.3.3 Vital signs (respiratory rate, heart rate, blood pressure, oral 
temperature) in the sitting position after at least 10 minutes of rest 
and at least 15 minutes after the last cigarette smoked. 
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5.3.4 General observations and questioning by the Investigator or his/her 
designee (licensed physician). 

5.3.5 12-LeadECG. 

5.3.7 Pulmonary function testing (FVC, FEVi) in the standing position 
and according to the 1995 ATS Standardization of Spirometry 
Guideline/ Spirometry values for FVC and FEVi will be 
determined from at least three consistent efforts using KoKo 
Spirometry software. The best effort for each parameter will be 
recorded. 

5.4 Clinical Laboratory Tests 

All clinical laboratory tests will be conducted by a laboratory facility 
accredited by the Centers for Medicare and Medicaid Services (Clinical 
Laboratory Improvement Amendments of 1988 [CLIA-88]), MDS Pharma 
Services Clinical Laboratory, 621 Rose Street. Lincoln, Nebraska, 68502. 
Values for the laboratory parameters are to be within the normal ranges as 
determined by MDS Pharma Services Clinical Laboratory, Lincoln, NE. 
Subjects with Screening laboratory values outside the normal limits will be 
accepted into the study only after the Investigator or his designee (a 
physician) has determined that the abnormal values are "not clinically 
significant." 

5.4.1 Hematology, consisting of hemoglobin, hematocrit, RBC, WBC 
with differential, and platelet count. 

5.4.2 Serum chemistry, consisting of sodium, potassium, chloride, 
bicarbonate, ALT, AST, BUN, alkaline phosphatase, total bilirubin, 
glucose, creatinine, total protein, uric acid, and albumin. 

5.4.3 Routine clinical urinalysis consisting of bilirubin, blood, glucose, 
ketones, leukocyte esterase, nitrite, pH, protein, specific gravity, 
and urobilinogen will be evaluated. Microscopic examination will 
be conducted if protein, leukocytes, nitrite and/or blood is detected. 
Microscopic analysis will include RBC, WBC, casts, and bacteria. 

5.4.4 HIV antibody, hepatitis B surface antigen (HbsAg), and hepatitis 
C antibody (HCV) screens. 
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5.4.5 COHb drawn between 1500 and 1900 at the screening physical 
examination (repeated at check-in [Day -4]). 

5.4.6 Serum pregnancy test for females (repeated at check-in [Day -4]). 

5.4.7 Urine screen for ethanol, amphetamines, opiates, cannabinoids j and 
cocaine at Screening and check-in (Day —4) 

6. MATERIALS 

6.1 Study Smoking Supplies 

All cigarettes will be supplied by the Sponsor. Production lot 
number and date of manufacturing (to be provided by Sponsor) will 
be documented in the study file. 

Comparative Product: 

(reference product) (PM USA-to provide smoke machine yields as 
published on PM USA websi/e for mg tar, mg nicotine, mg CO 
[FTC] and COMPLETE product descriptive details) 

Investigational Product: 

(investigationalproduct) (PM USA to provide smoke machine 
yields for mg tar, mg nicotine, mg CO [FTC] and COMPLETE 
product descriptive details but minimizing any confidential, 
proprietary product details) 

Lighters: 

Gas lighters (blue flame type) will be provided and controlled by the 
clinical site. Subjects will be instructed to use these lighters 
exclusively for lighting (reference product) and {investigational 
product) cigarettes during the study. 

All cigarette products will be stored in a locked, limited-access area in the 
clinic site pharmacy under temperature- and humidity-controlled indoor 
conditions. For 3 days prior to dispensing, cigarette products will be stored 
in a locked, limited-access humidor at pre-specified temperature and 
humidity. A daily allotted amount of cigarettes for each subject in the 
smoking groups will be transferred into the study unit in subject-specific, 
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bar-coded containers for use at the designated smoking times. Any 
necessary handwritten markings on cigarette containers or container labels 
should be written with a grease pencil only unless otherwise pre-approved 
by the PM USA Study Manager. When handling or dispensing cigarettes, 
site personnel should wear gloves. 

6.2 Study Materials Accountability 

The pharmacy staff at the site will coordinate shipping of all cigarettes for 
the study with the Sponsor. The pharmacy will document the date each 
shipment was received and recorded in the inventory records. The site 
pharmacy will document and reconcile the total number of cigarette packs 
shipped to the site, the total number of cigarette packs dispensed during a 
study, and the total number of unopened packs remaining at the end of a 
study's clinical conduct. The site pharmacy will pull one unopened carton 
of each study cigarette from the first shipment and store it at the site until 
PM USA reviews the final study report. 

The daily allotment of study smoking materials for each subject will be 
maintained in a locked area on the study unit until required for use at the 
designated smoking times. Individual cigarette dispensing records will be 
maintained for each subject. The site study staff will document in the 
ClinQuick™ system each cigarette dispensed. At the end of each 24-h 
interval, the number of cigarettes dispensed by the study staff to each 
subject, as recorded in the ClinQuick™ system, will be considered the 
number of cigarettes smoked for that day (cpd). No other reconciliation 
will be done. The site pharmacy may then destroy any unused loose 
cigarettes for that 24-h interval according to the site's Standard Operating 
Procedure for drug destruction and complete a Certificate of Destruction. 

After statistical database lock occurs and after monitoring of cigarette 
accountability is completed, the site will destroy any unused cigarettes 
(except for the one reserved carton) according to its Standard Operating 
Procedure for drug destruction and the PM USA Clinical Evaluation 
Clinical Process "Destruction of unused study cigarettes" and complete a 
Certificate of Destruction. 

6.3 Subject Randomization 

MDS Pharma Services will prepare the randomization schedule. A total of 
up to (N) subjects will be initially enrolled in the study (with neither gender 
constituting more than 60% of the total). Following the Acclimation Day 
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728 (Day -2) to determine each subject's maximum permitted daily cigarette 
729 consumption, (N) subjects will be randomly assigned to (N) groups with 
730 (N) subjects in Group x [{referenceproduct) group), (N) subjects in Group 
731 x {(investigationalproduct) group), and (N) subjects in Group x (No-
732 Smoking group). 
733 
734 Subjects will be randomized into each group based on gender and cigarette 
735 consumption (10-19 cigarettes/day and 20-30 cigarettes/day) as determine!!' 
736 from Acclimation Day (Day -2). Treatments will be randomized in blocks 
737 of(N) subjects, consisting of 1 subject for (referenceproduct), (bi) subjects 
738 for {investigationalproduct), and (N) subject for No-Smoking group. To 
739 ensure that treatments are as balanced as possible within each allocation 
740 group (i.e., gender and cigarette consumption), randomization order will be 
741 numbered consecutively within each allocation group. Randomization 
742 order numbers will be associated with randomized treatment. For example, 
743 within gender, the subjects in the 
744 10 to 19 cigarettes/day group will be numbered starting with the first 
745 randomization order number for that group. Subjects in the 
746 20 to 30 cigarettes/day group will be numbered starting with the next 
747 available number following the last subject in the 10 to 19 cigarettes/day 
748 group and ending with the last number assigned in that allocation group (up 
749 to (N)). 
750 
751 7. STUDY CONDUCT 
752 
753 The following study conduct procedures will be observed during the study as 
754 appropriate. 
755 
756 7.1 Check-in Procedures (Day-4) 
757 
758 %:2.1 JBrief written assessment (medical/medication history) to affirm that 
759 |§ the exclusion criteria/restrictions have not been violated since the 
760 Screening visit. 
761 
762 7.2.2 Brief physical examination and vital signs (respiratory rate, heart 
763 rate, blood pressure, oral temperature) in the sitting position after at 
764 least 10 minutes of rest and at least 15 minutes after the last 
765 cigarette smoked. 
766 
767 7,2.3 Urine sample for urinalysis and testing for alcohol and drugs of 
768 abuse. 
769 
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770 7.2.4 Blood sample collection for clinical laboratory analysis 
771 (hematology, clinical chemistry) including a serum pregnancy test 
772 for females. 
773 
774 7.2.5 Blood sample collection between 1500 and 1900 for COHb. 
775 
776 7.3 Subject Confinement 
777 
778 The subjects will be admitted to the study unit in the evening of Day 4. . 
779 They will remain in the unit until completion of all the study events at the 
780 end of Day 8. 
781 
782 7.4 Meal Schedule/Dietary Considerations 
783 
784 A standardized diet (i.e., low mutagenicity, low PAHs) designed by a 
785 dietitian to minimize possible confounding influences for biomarkers 
786 assessed will be used. The following will not be permitted: broiled or pan-
787 fried meat, pre-cooked meats (e.g., tuna, ham, corned beef, smoked 
788 lunchmeats), bacon, and sausage.7 These specially-designed meals will be 
789 served throughout the study according to a meal plan at the following 
790 approximate times: 
791 
792 
793 
794 
795 
796 
797 Subjects may not smoke during meals. 
798 
799 One full serving of each meal will be labeled, frozen and then stored for 
800 possible future analysis by the Sponsor. Tfefepdziefi=rjii^knl^:iy 
801 ; discarded when: the; Sponsor :;authdrizes:; release :of the final; Study; Report.: 
802 
803 "The same menu and approximate meal schedule will be administered 
804 :: uniformly to all subjects in all groups. The meal menu will be the same on 
805 Days -2 , 6, and 8 and on Days -1 and 7. 
806- v 
807 Hard candies and gum will be available from 0700 through 2300 daily 
808 beginning on Day - 3 . 
809 
810 Consumption of water will be permitted ad lib during the study 
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Consumption of caffeinated beverages will be permitted with meals or 
snacks during the study 

Consumption of alcoholic beverages will not be permitted during the study. 

7.5 Smoking Considerations 

Beginning at 0700 on Day -3, the subjects will be permitted to continue s " 
smoking (reference product) and will be monitored for cigarette 
consumption to determine their daily allotment of cigarettes for the 
remainder of the study. This Acclimation Day will be used to determine 
daily cigarette consumption permitted for each subject in the smoking 
groups during the study. Each subject will smoke according to a controlled 
regimen that is consistent with the total number of cigarettes they usually 
smoke in a day, During the Acclimation Day, each subject will be 
permitted to smoke up to 2 cigarettes more than the subject's usual daily 
maximum number according to the subject's smoking history obtained 
during subject recruitment and verified by the smoking history obtained at 
Screening. (Note: During the Acchmation Day, the maximum number of 
cigarettes permitted for subjects with a smoking history of 29 to 30 
cigarettes/day will be 30 cigarettes/day.) All cigarettes smoked by each 
subject from 0700 through 2300 will be documented by the study staff. 

On subsequent study days, the maximum daily number of cigarettes for 
each subject in the smoking groups will be limited to the number actually 
smoked on the Acclimation Day. On each day, these subjects will be 
permitted to smoke up to their daily allotment of cigarettes at specified 
smoking opportunities offered at equal intervals (approximately every 32 
minutes) between 0700 and 2300. On each day after the Acclimation Day, 
the total daily cigarettes smoked by each subject will be evenly divided 
over three periods during each day (0700 to 1219, 1220 to 1739, and 1740 
to 2300). For example, a subject who smokes 15 cigarettes per day would 
be permitted to smoke 5 cigarettes per period. A subject who smokes 10 
cigarettes per day would be permitted to smoke 3 cigarettes per period 
with one extra in the period of choice. 

All cigarettes smoked by each subject from 0700 through 2300 will be 
documented by the study staff. 

No smoking will be allowed during meals. All cigarette smoking on Days -
23 -1 , 63 and 7 should occur indoors. All cigarettes smoked by each subject 
from 0700 through 2300 will be documented by the study staff. 
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No subject in any group will be forced or required to smoke by the study 
staff at any time during the study, and a subject may quit smoking at any 
time. 

On Days -2 and -1 , each subject will continue to smoke (reference 
product) up to the maximum daily number determined on the Acclimation 
Day. Beginning at 0700 on Day 1, subjects will participate within their 
randomization group for the remainder of the study. Subjects randomized 
to the No-Smoking group will not be permitted to smoke after 2300 on 
Day-1. 

Subjects will use only the blue flame gas lighters provided to light 
cigarettes. The lighting of a cigarette will be recorded as its start time. 

Throughout the study, all smoked cigarettes and butts will be collected for 
study integrity and to ensure that subjects do not have access to partially 
smoked cigarettes at any time during the study. The return of a smoked 
cigarette or butt will be recorded as its stop time. 

7.6 Baseline Investigations 

From 0700 on Day; 2 through 2300 on Day -1, Baseline investigations 
will be conducted 0n41.il subjects, 

7.6 Smokiiig/No-Smoking Groups 

Beginning at 0700 on Day 1, the subjects will participate within their 
randomization group for the remainder of the study. 

The groups used in this study are: 

Group 
X 

X 

X 

Smoking (Days 1 through 8) 
(reference product) 
(investigational product) 
No-Smoking 

No. of Subjects 
(N) 
(N) 
(N) 

889 
890 

Smoking | opograpln sample language only 
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Each subject wil: be assigned one topography device for the-study duratioil 
No labels of any kind should be affixed to the device without the prior 
consent of Plowshare1 Technologies. Devices will be date/time-
synchronized with the ClinQuick system prior to dispensing to subjects. 

On Day - 3 , all subjects will be trained in the use of the CTinicarResearch 
Support System A Hero (CRcSSmicro™) portable rr.casi: rement device 
manufactured by Plowshare11 Technologies which will be used to gather 
smoking topography {/.c, number of putts, putt* volume, puff duration, 
iiUei-pulVmleiviil. and peak How) during the study. The subjects will 
smoke one or more cigarettes using 1 his device on I );iy 3 to assure propel 
raining The interval between inserting (he cigarette into the topography 
device ('"new cigf Lime recorded on the device).and lighting the. cigarette 
(recorded in ClinQuick as the cigarette start time) shot Id be Hess than 10 
minutes. 

All subjects will smoke the first cigarette of the Id ay and the first cigarette 
after lunch using the Clinical Research Support System Micro 
(CReSSmicro"'') portable measurement device at Baseline (Days 2 and -
1). On Day.s.l through .8...subjects in.the.smoking.groups will smoke the 
f rst cigarette of the day and the first cigarette after lunch using, the 
CReSSiniuo™ device to gtflhersmokirg topography1 

7.8 Blood Sampling for Biomarkers 

The blood sampling procedure should not interrupt a cigarette being 
smoked by the subject. 

7.8.1 Carboxyhemoglobin 

A 5;JfnL blood sample for COHb analysis will be drawn in a sodium heparin 
(green top) vacutainer tube at 1900 + 3 0 minutes on Days - 2 and -1 
(Baseline), 1, 2, 3, 4, 5, 6, 7, and 8 ([N] mL of blood total). 

Immediately following collection the blood sample will be gently inverted 
to mix. The whole blood samples will be properly labeled and stored at 
ambient temperature until shipped for analysis 

The subjects will have approximately (N) mL of blood collected during the 
study for biomarker analysis and approximately (N) mL of blood for the 
Screening, check-in (Day -4), and Day 8 clinical laboratory evaluations 
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including a serum pregnancy test and carboxyhemoglobin at Screening and 
check-in (Day -4). 

7.9 Urine Collection for Biomarkers/Analyte 

All urine voided by each subject will be collected from approximately 0700 
to 0700 on Days -2 through 8 and refrigerated at 2 to 8°C. The total 
weight of each 24-h collection will be recorded for each subject. The site 
study staff will flag 24-h collections < 500 g as suspect and query the 
subject as to its completeness (i.e., full 24 hours), document the subject's 
response, and review with the subject proper collection of complete 24-h 
urine (see Attachment A). 

The following urine biomarkers and analyte will be analyzed in each group 
as outlined below: 
This is an EXAMPLE; actual will be study '-specific. 

All Groups 

Urine Biomarker/Analyte 
Al. Nicotine equivalents 

A3. Total 1-OHP 
A4. 1,3-butadiene metabolite 

(MHBMA) 
A5. 3-HPMA 
A6. NNAL and NNAL-

; glucuronides 
A7. Mutagenicity 

A8. S-PM.A 
A2. Creatinine 

Number of Aliquots/ 
Aliquot Size Required 
2 aliquots of 5 mL each 

2 aliquots of 5 mL each 
2 aliquots of 5 mL each 

2 aliquots of 5 mL each 
4 aliquots of 5 mL each 

1 aliquot of 500 mL 
2 aliquots of 5 mL each 
2 aliquots of 5 mL 

Study Day(s) 

-2 through 8 

-2, -1 , 6, 7 
-2, -1 , 6, 7 

-2, -1 , 6, 7 
-2 , -1 , 6,7 

-1,7 
-2 , -1 ,6 ,7 

-2 through 8 

Detailed container, processing, storage, and shipping information is located 
in Attachment X. which will be. study-specific 

Following the removal of the necessary urine for the urine biomarker 
aliquots, two 100 mL aliquots (2 x 100 mL) from each 24-hour collection 
interval or pooled 24-hour collection interval will be stored in a HDPE 
container in a freezer set at or below 20°C until shipped for analysis. 

7.15 Safety Assessments 
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960 7.15.1 Brief physical examination with vital signs (respiratory rate, heart 
961 rate, blood pressure, oral temperature) in the sitting position after at 
962 least 10 minutes of rest and at least 15 minutes after the last 
963 cigarette smoked at check-in (Day -4). Complete physical 
964 examination with vital signs (respiratory rate, heart rate, blood 
965 pressure, oral temperature) in the sitting position after at least 10 
966 minutes of rest and at least 15 minutes after the last cigarette 
967 smoked on Day 8. 
968 
969 7.15.2 Body weight (in pounds) in indoor clothing with shoes off in the 
970 morning of Days -2 and 8 before breakfast. 
971 
972 5.3.612-Lead ECG at Screening and on Day 8 . 
973 
974 5.3.7 Pulmonary function testing (FVC, FEVi) at Screening and on Day 
975 8. 
976 
977 7.15.3 Clinical laboratory analysis (hematology and clinical chemistry) on 
978 Day -4 (check-in) and on the morning of Day 8. 
979 
980 7.15.4 Clinical laboratory analysis (urinalysis) on Day -4 (check-in) and 
981 on the morning of Hay 9 after closing ou€#ie;;24H ;Mhe;;;;;v ̂  ^v;;̂ •̂̂ ;̂ 
982 iy|!rpf|Jfi|g|||̂ ^ 
983 
984 7,15.4 Serum pregnancy test at check-in (Day -4) (female subjects). A 
985 subject with a positive pregnancy test will be removed from the 
986 study, referred to a smoking cessation clinic if she requests, and 
987 advised to seek prenatal care and counseling from her primary care 
988 provider. 
989 
990 7il5.5 JUrine screen for alcohol and drugs of abuse (i.e., amphetamines, 
991 :|f opiates, cannabinoids, cocaine). 
992 
993 7.15.6 Brief written assessment (medical/medication history) of the subject 
994 to affirm that the eligibility criteria/restrictions have not been 
995 violated at check-in (Day -4). 
996 

•997 7.15.7 The subjects will be instructed to inform the study physician and/or 
998, nurses of any adverse events that may occur at any time during the 
999-: study. 

1000 
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1001 7.16 Questionnaires 
1002 
1003 The following study questionnaires will be administered throughout the 
1004 study as noted below: 
1005 
1006 The Fagerstrbm Test for Nicotine Dependence21 (Attachment x) at 
1007 Screening to all subjects. 
1008 
1009 The Smoking History Questionnaire (Attachment x) at Screening, to all 
1010 subjects. 
1011 
1012 The Diet Questionnaire and Occupation and Work Environment 
1013 Questionnaire (Attachments XX) at check-in (Day -4) to.all subjects. 
1014 
1015 The Product Assessment Questionnaire (Attachment x) between 1500 and 
1016 1800 on Days -2 and -1 to all subjects and on Days 1 through 8 to the 
1017 (investigationalproduct) group. 
1018 
1019 8. ADVERSE EVENTS 
1020 
1021 8.1 Adverse Events 
1022 
1023 The following is the definition for an adverse event (AE): 
1024 
1025 Any unfavorable and unintended sign (including an abnormal laboratory 
1026 finding3), symptom, or discascb temporally associated with the use of an 
1027 investigational product0, whether or not related to the investigational 
1028 product."-" mo" 

1029 :1 ;f!;Cfr;this;; study;; a |.aM|itp|T adverse; event Is;;-defined;asan abnormal 
103 0 : laboratory: finding that: is ̂ determined; by--the Investigator ;tp be clinically 
1031 -: îgpySqafit for; thi*T :subj^c^ 

1032 •;; ' This includes a newly developed, worsened preexisting, recurring 
1033 intermittent or intercurrent illness, injury, or condition. 

103%,. / ^'Investigational product" includes the reference product which all subjects 
1035 '% are allowed to smoke during the check-in and baseline phases, from initial 
1036 confinement until randomization, as it is administered as part of the study. 

1037 All adverse events occurring during this clinical trial after the subject has signed 
1038 the ICF document must be recorded in the CRF, including the date and time of 
1039 onset and outcome of each event. j l i i l i i l ^ 
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1040 

1041 

1042 

1043 

1044 

1045 

1046 

1047 

1048 

1049 

1050 

1051 

1052 

1053 

1054 

1055 

1056 

1057 

1058 

1059 

1060 

1061 

1062 

1063 

1064 

1065 

1066 

1067 

1068 

1069 

1070 

1071 

1072 

1073 

1074 

1075 

1076 

1077: 

1078 

1079 

moccur prior ̂ investigational product usage and will fe documented;^ medical 
history and not adverse : events: 

Surgical procedures themselves are not adverse events; they are therapeutic 
measures for conditions that require surgery. The condition for which the surgerys: 

is required may be an adverse event. Planned surgery permitted by the clinical: 
study protocol and the condition(s) leading to this surgery are not adverse events. 

No causal relationship with the study products or with the clinical study itself is 
implied by the use of the term "adverse event." 

The Investigator will review each event and rate each reported sign or symptom on 
a 3-point severity scale. The following definitions for rating severity999 will be 
used: 

Mild: 

Moderate: 

Severe: 

The adverse event is easily tolerliid:iahd does not interfere 
with daily activity. 

The adverse event interferes with daily activity, but the 
subject is still able lo function. 

The adverse event is incapacitating and requires medical 
intervention. Note: This is not the same as "serious, " 
which is based on the outcome or action criteria usually 
associated with events that pose a threat to life or 
functioning. Seriousness (not severity) serves as a guide for 
defining regulatory reporting obligations. 

Each AE will also be assessed by the Investigator for relationship to study 
"treatment'' (causality) using the following grades of certainty1001'1002 (the 
strength pf a causal association may be revised as more information becomes 
available): C; 

Not related: 
Clearly and definitely due to extraneous cause (e.g., 
disease, environment) 

a. Does not follow a probable temporal (i.e., time) 
sequence from use of study "treatment." 

b. Does not follow a known pattern of response to the 
study "treatment." 
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1080 
1081 
1082 
1083 
1084 
1085 
1086 
1087 
1088 
1089 
1090 
1091 
1092 
1093 
1094 
1095 
1096 
1097 
1098 
1099 
1100 
1101 
1102 
1103 
1104 
1105 
1106 
1107 
1108 
1109 
1110 
1111 
1112 
1113 
1114 

i i i r 
ml 
1117 
1118 
1119 
1120 
1121 

Possible: 

Likely: 

Definitely: 

c. Could plausibly have been produced by the subject's 
clinical state/underlying disease or other drugs or 
chemicals the subject received. 

d. Does not reappear or worsen when the study 
"treatment" is re-administered. 

Follows a reasonable temporal (i.e., time) sequence 
from use of study "treatment" 
Follows a known pattern of response to the study 
"treatment." 
Could also have been produced by the subject's clinical 
state/concurrent disease or other drags:Hor chemicals the 
subject received. 

a. Follows a reasonable temporal (i.e., time) sequence from 
use of study "treatment." 
b. Follows a known pattern of response to the study 

"treatment." 
c. Could not readily have been produced by the subject's 

clinical state/concurrent disease or other drugs or 
chemicals. 

d. Follows a clinically reasonable response on withdrawal 
':v{dech:allenge), i.e., disappears or decreases when the 

study "treatment" is stopped or reduced. 
e. Rechallenge information is not required to fulfill this 

definition. 

a. Follows a reasonable temporal (i.e., time) sequence from 
use of study "treatment" 
b. Follows a known pattern of response to the study 

"treatment." 
c. Cannot be explained by the subject's clinical state/ 

concurrent disease or other drugs or chemicals. 
d. Follows a clinically reasonable response on withdrawal 

(dechallenge), i.e., disappears or decreases when the 
study "treatment" is stopped or reduced. 

e. Recurs with re-exposure to study "treatment" 
(rechallenge) MOTE: Re-exposure of the subject is 
NOT required, but the "certainly/definitely related" 

VERSTON: 

3063094331 

Source: https://www.industrydocuments.ucsf.edu/docs/fsdf0219



(in vestigational product platform) 
Philip Morris USA Study No. 

27 

1122 category may only be used when recurrence is 
1123 observed. 
1124 
1125 8.2 Serious Adverse Events 
1126 
1127 The following is the definition for a serious adverse event (SAE): 
1128 
1129 A serious adverse event is any adverse study experience occurring at any :::S''""i 

1130 dose that results in any of the following outcomes: 
1131 • death 
1132 • a life-threatening adverse study experience'1 

1133 • in-patient hospitalization or prolongation of existing 
1134 hospitalization 
1135 • a persistent or significant disability/incapacity 
1136 a congenital anomaly/birth defect.' ("KI 

1137 
1138 a "Life-threatening" means that the subject was at immediate risk of death 
1139 at the time of the SAE; it does not refer to a SAE that hypothetically might 
1140 have caused death if it were more severe. 
1141 
1142 b "Persistent or significant disability/incapacity" means that there is a 
1143 substantial disruption of a person's ability to carry out normal life 
1144 functions. 
1145 
1146 Important medical events that may or may not result in death, be life-threatening, 
1147 or require hospitalization may be considered a serious adverse study experience 
1148 when, based upon appropriate medical judgment, it may jeopardize the subject and 
1149 may require medical or surgical intervention to prevent one of the outcomes listed 
1150 in this definition. An example is allergic bronchospasm requiring intensive 
1151 treatment in an emergency room or at home. 
1152 
1153 AH serious adverse events, whether or not considered study-related, must be 
1154 reported by telephone and by fax to the Sponsor within 24h of the site's learning of 
1155 the SAE or, at the latest, on the following workday. The Sponsor's representative 
1156 to contact about this study is: 
1157 xxxxx 
1158 Study Manager 
1159 Clinical Evaluation 
1160; Philip Morris USA Research Center 
1161 615 Maury Street 
1162 Richmond, VA 23224 
1163 Phone: (804) 274-xxxx 
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1164 Cellular: (804) xxx-xxxx 
1165 FAX: (804) 274-xxxx 
1166 
1167 The Investigator must also inform the 1RB, in compliance with GCP reporting 
1168 guidelines, and the site monitor of an SAE, whether or not considered study-
1169 related. The Investigator will submit a written report (for this study, a MedWatch 
1170 form [FDA 3 5 00A] will be used) electronically within 15 working days to the 
1171 Sponsor, whether or not the SAE is considered study-related, The initial report 
1172 must be as complete as possible, including an assessment of the causal relationship 
1173 between the event and the study "treatment." Information not available at the time 
1174 of the initial report (e.g., end date, laboratory values) must be; documented on a 
1175 follow-up SAE form. 
1176 
1177 8.3 AE/SAE Follow-Up 
1178 
1179 Each adverse event, whether serious or non-serious, will be followed to resolution 
I 180 regardless of whether the subject is still participating in the study. Where 
1181 appropriate, medical tests and examinations will be performed to document 
1182 resolution of the adverse event. Outcome may be classified as resolved, improved, 
1183 unchanged, worse, fatal, or unknown (lost to follow-up). 
1184 
1185 8.4 Pregnancy 
1186 
1187 Pregnancy occurring during a study in a female study subject will be documented* 
1188 in a note to file and as a protocol deviation in the clinical conduct study report 
1189 (CCSR) to the IRB. Pregnancy itself is not a serious adverse event. The 
1190 Investigator or designee will discontinue the pregnant subject from the study, 
1191 advise her to discontinue smoking, refer her to a smoking cessation clinic if she 
1192 requests, and advise her to seek prenatal care and counseling from her primary 
1193 care provider. Advice given will be documented in the subject's source document. 
1194 
1195 The site clinical staff will request the pregnant subject to notify the site of the 
I 196 outcome of the pregnancy (i.e., birth, loss, or termination). To help ensure this, the 
I 197 site clinical staff will follow up with the subject until the end of pregnancy, if in 
1198 : compliance with the site's SOP and with the subject's consent. This request and 
1199 the subject's response will be documented in the subject's source document. 
1200-::;:

: 

1201 * A positive urine pregnancy test will be confirmed by a serum pregnancy test, 
1202 (preferably done at the investigative site if the subject is willing) or by the subject's 
1203 primary care provider (with documentation provided to the investigative site). 
1204 
1205 
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1206 9. REMOVAL OF SUBJECTS FROM STUDY, EARLY TERMINATION 
1207 
1208 Subjects will be advised that they are free to withdraw from the study at any time. 
1209 Subjects who elect to quit smoking during the study period and choose to continue 
1210 in iIK* NIIKK Hill i\;mam ::|nV:fnW :^ 

1211 to thai group" •* sdK-iJuIej; If they withdraw from the study they will receive a pro-
1212 rated stipend. The Investigator may remove a subject if he feels this action is in 
1213 the best interest of the subject. At the discretion of the Investigator, and in 
1214 consultation with the Sponsor, a subject may be removed for failureto adhere to 
1215 the requirements of the protocol. In all cases, the reason for withdrawal must be 
1216 recorded in the CRF and in the subject's source documents. 
1217 
1218 If a subject terminates early from the study and has received investigational 
1219 product provided by the Sponsor,* all® of the safety data normally required at the 
1220 end of the study should, if possible, be obtained (see ''Early Termination" 
1221 procedures in the Time and Event Schedule). Subjects with adverse events will be 
1222 followed until the event has resolved. Appropriate supportive and/or definitive 
1223 therapy will be administered as required. 
1224 
1225 Neither subjects withdrawing from the study nor those removed by the 
1226 Investigator after Day -2 will be replaced. Subjects withdrawing or removed from 
1227 this study cannot re-enter, 
1228 
1229 Subjects who check-in but are not randomized because of excess number of 
1230 subjects or because of failure to fulfill ongoing eligibility criteria will be considered 
1231 "non-randomized subjects". Early termination procedures will not apply to these 
1232 non-randomized subjects 
1233 
1234 Investigational product" includes the reference product which all subjects smoke 
1235 during; the check-in and baseline phases, from initial confinement until 
1236 randomization-as it is administered as part of the study. 
1237 
1238 "- Repeating the check-in safety tests may be waived at the Investigator's discretion 
1239 for subjects who terminate between check-in and randomization. The Investigator 
1240 should record in the subject's source documents the reason for waiving the repeat 
1241 safety tests. 
1.242 
1243 
1244 10. ANALYTICAL METHODOLOGY 
1245 The following is an example; (his section will be sludy-specific. 
1246 10.1 Clinical Laboratory 
1247 
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12841' 
1285 
1286 
1287 
1288 
1289 

Values for the clinical laboratory parameters will be determined by MDS 
Pharma Services Clinical Laboratory, Lincoln, Nebraska, which is an 
accredited laboratory facility, or other accredited clinical laboratory 
facilities accredited by the Centers for Medicare and Medicaid Services 
(Clinical Laboratory Improvement Amendments of 1988 [CLIA-88]). 
Hematology, clinical chemistry, and urinalysis will be analyzed using 
standard clinical laboratory procedures. 

COHb will be analyzed spectrophotometrically. 

Urine creatinine will be analyzed by rate alkaline pic-rate (Jaffe). 

10.2 Analytical Laboratory 

11. 

Biomarkers as noted below will be analyzed using validated analytical 
methods with appropriate quality controls according to the FDA Guidance 
for Industry: Bioanalytical Method J 'aiidation (May, 2001) and in 
accordance with FDA Good Laboratory Practice regulations (21 CFR 
Part 58): 

Urine nicotine and five major nicotine metabolites (nicotine, cotinine; 

trans-3 '-hydroxycotinine, nicotine-/V-glucuronide, cotinine-/V-glucuronide, 
and fra/w-S'-hydroxycotinine-O-glucuronide) will be reported individually 
and summed as nicotine equivalents, analyzed by LC-MS/MS. 

NNAL (total and free/will be analyzed by LC-MS/MS. 

3-HPMA will be analyzed by LC-MS/MS. 

Urine .S'-PMA will be analyzed by LC-MS/MS. 

: Total 1-OHP will be analyzed by LC-MS/MS. 

1 MHBMA will be analyzed by LC-MS/MS. 

Mutagenicity will be evaluated from concentrated urine using the Ames 
test. 

STATISTICAL METHODS 
The following is an example; complete, study-specific details can be found in the 
study 's Statistical Analysis Plan. 
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1290 
1291 
1292 
1293 
1294 
1295 
1296 
1297 
1298 
1299 
1300 
1301 
1302 
1303 
1304 
1305 
1306 
1307 
1308 
1309 
1310 
1311 

1312 
1313 
1314 
1315 
1316 
1317 
1318 
1319 
1320 
1321 
1322 
1323 
1324 
1325 
P26 
1:327 
132R. 
1329 
1330 
1331 

11.1 General 

SAS (SAS Institute, Version 8.1 or above) will be the software package 
for data presentation and summarization, including data listings, tables, 
graphs and statistical analyses. The data listings will include all data fbrthe= 
study. 

Descriptive statistics will be provided for variables of subject 
demographics, biomarkers, smoking topography, smoking questionnaire, 
clinical outcome and safety, with sample size, mean, standard deviation, 
minimum, median and maximum for continuous variables and frequency 
tables for categorical variables Additional descriptive statistics including 
CV% and percentiles may also be provided for continuous variables. 
Descriptive statistics for biomarkers will be based oriibur data types: 
original measurements and original measurements adjusted by number of 
cigarettes/day; percent change from baseline and percent change from 
baseline adjusted by number of cigarettes/day. 

Shapiro-Wilk test statistics will be used to test for normality of primary and 
secondary biomarker variables, Baseline comparability between the 
treatment groups in demographic characteristics and primary biomarkers of 
exposure will be assessed by statistical analysis. One-way analysis of 
variance (ANOVA) will be used for continuous variables (e.g., age, BMI, 
nicotine equivalents) if the normality assumption is not markedly violated, 
otherwise, the Kruskal-Wallis test will be used. For categorical variables 
(e.g., genderand smoking intensity), exact tests will be used. 

The intent-to-treat (TTT) subject population for data analysis is defined as 
all subjects who are randomized into the "treatment" groups and have valid 
evaluations at baseline and post-baseline. Data from subjects who 
terminate early or quit smoking during the study will be included up to the 
time;study "treatment" stops. Missing data from scheduled assessments 
will be treated as missing. The statistical significance level will be 5% for 
two-sided testing. 

No interim analysis is planned. 

11.2 Statistical Analysis 
Complete, study-specific details can be found in the study's Statistical 

Analysis Plan. 
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1332 Primary Variable Analysis 
1333 
1334 
1335 Secondary Variable Analysis 
1336 
1337 
1338 Smoking Topoumpln AIIUKM- (IFperformed) 
1339 
1340 
1341 Questionnaire' Arialy sis 
1342 
1343 
1344 Safety Analysis 
1345 
1346 Safety variables assessed in the study include adverse events, concomitant 
1347 medications, physical examinations, vital signs, ECG, clinical chemistry, 
1348 hematology, and urinalysis. All safety data will be listed in full for each 
1349 subject in an Appendix. Abnormal laboratory values will be flagged with 
1350 "L" for values below the lower limit of the Investigator's clinical 
1351 laboratory's normal range, and "H" for values above the upper limit of the 
1352 Investigator's clinical laboratory's normal range. 
1353 
1354 Adverse events will be coded using the MedDRA dictionary. Adverse 
1355 events will be compared descriptively among the (N) "treatment" groups. 
1356 
1357 If a subject becomes pregnant during the study, all the pregnant subject's 
1358 data from trie visit at which the pregnancy was confirmed will be excluded 
1359 from ail analyses. 
1360 
1361 Concomitant medications will be coded using WHO Drug. 
1362 
1363 11,3 Sample Size Estimation 
1364 
1365 f (study-specific) 
1366 
1367 
1368=X;.i2.;:. DATA MANAGEMENT 
1369 
1370 Data management activities will be carried out by MDS Pharma Services according 
1371 to their internally established SOPs. A data management plan and data capture 
1372 forms (e.g., CRFs) will be prepared by MDS and provided to the Sponsor for 
1373 review. 
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1374 
1375 All the data generated during the course of the study will be captured electronically 
1376 or entered in ClinQuick™, entered from source documents into Entrypoint® Plus 
1377 (EP-Plus), or captured by data or device specific software for that procedure. 
1378 
1379 ClinQuick™, a fully integrated study management and data capture system, will be 
1380 used for all data that can be captured electronically via barcode or electronic 
1381 acquisition (e.g., vital signs, meal times, blood draw times). Other data will be 
1382 entered into ClinQuick™ by remote data entry (e.g., adverse events, concomitant 
1383 medications) or via double data entry by two different associates using an 
1384 automated verification system within ClinQuick™ (e.g., medical history, physical 
1385 examinations, ECGs, inclusion/exclusion criteria). 
1386 
1387 Data from some source documents (e.g., questionnaires) may be entered into EP-
1388 Plus. Any EP-Plus data will be entered into two separate files by two different 
1389 data entry associates. These two files will be uploaded and compared to each 
1390 other using the SAS* COMPARE procedure- :Any discrepancies will be resolved 
1391 and adjustments will be made to the data akneeessary. This process will be 
1392 repeated until all data values are an exact match between the two data files. This 
1393 data is to be considered "clean" data. 
1394 
1395 All ClinQuick™ and EP-Plus clinical data will undergo a 100% quality control 
1396 check prior to clinical database lock. 
1397 
1398 Edit checks will be performed as a validation routine using SAS® to check for 
1399 errors and discrepancies such as missing data, data inconsistencies, and 
1400 inappropriate data ranges. Corrections will be made as necessary to the EP-Plus 
1401 and/or ClinQuick™ data prior to statistical database lock. Any changes to the data 
1402 following database lock will be documented. 
1403 
1404 All 24h urine collections will be evaluated for completeness (i.e., full 24h) using a 
1405 .. standardized bioplausibility algorithm based on 24h urine creatinine excretion. 
1406 Collections determined to be biologically implausible will be excluded from 
1407 analyses of 24h biomarker amount excreted but will be included in creatinine-
1408 adjusted analyses. 
1409 
1410 Topography data will be downloaded -it each'visit from the CAV.V.S" -\ Hero devices 
1411 lo a dedicated com pi: I er at the investigative site. These tiles will be converted into 
1412; a SAS dntaset. 
1413 
1414 Any bioanalytical and/or clinical data received by the MDS statistical team from a 
1415 source other than MDS' internal Data Management team procedure (e.g., KoKo 
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1416 Spirometry. Piowshare" Technologies topography) will be in electronic format and 
1417 considered final audited data. This final audited data will be converted into SAS" 
1418 datasets and stored in one singular study directory. Listings will be generated from 
1419 these SAS® datasets and QC'ed against the final audited data originally received by 
1420 the MDS statistical team. Data collected from specific software for a specific 
1421 procedure 
1422 
1423 Case Report Forms will be printed off directly from the SAS* data files. Each 
1424 CRF will be reviewed and signed by the Principal Investigator. 
1425 
1426 LIpon completion of the study, the clinical data will be transferred to the Sponsor 
1427 in SAS"' format with supporting SASK documentation (e.g.; SAS"' programs, 
1428 formats) according to the specifications of the Sponsor.: Subjie t̂ naffles^initiais, 
1429 date k>£Ibilth^excepfyear);,; ahdiiOther personal ideiiiiiiMsiiiwMib©:reni6vid; From; Ills 
1430 data =transfer=file = :any :sueh; information: removed; will ilb^ilDcuiocL^t^; ;at;tliie; tiirie;;©!' 
1431 transfer-
1432 
1433 13. MONITORING TTTE STUDY 
1434 
1435 The responsible Philip Morris USA monitor or designee will contact and visit the 
1436 Investigator as necessary, and he/she will be allowed, upon request, to inspect the 
1437 various records of the study (e.g., ICFs, CRFs) in ^mahher^coh^ 
143 8 CiiniaiJ iPfa^i&laT&ialli ̂ therapplie^ble: Estate: iahtj ifMeraHaw. 
1439 
1440 It will be the monitor's or designee's responsibility to inspect the CRFs at regular 
1441 intervals throughout the study to verify the adherence to the protocol and the 
1442 completeness, consistency, and accuracy of the data being entered on them. The 
1443 monitor will verify that each subject has consented in writing to direct access to 
1444 study records as well as to the study procedures. Where the terms of the Informed 
1445 Consent;; Good; Clinical Practice;;; arid all ;otlier; applicable;; state; arid -federal law 
1446 permit, the monitor should have access to laboratory test reports and other subject 
1447 records needed to verify the entries on the CRF. The Investigator (or his/her 
1448 designee) agrees to co-operate with the monitor to ensure that any problems 
1449 detected in the course of these monitoring visits are resolved. 
1450 !;: 

1451 14. REPORTING FOR THE STUDY 
1452% :: 
1453 14.1 Case Report Forms 
1454 
1455 Standard MDS Pharma Services Case Report Forms will be used. MDS 
1456 Pharma Services will assure complete and accurate entries on the forms 
1457 
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1458 
1459 
1460 
1461 
1462 
1463 
1464 
1465 
1466 
1467 
1468 
1469 
1470 
1471 
1472 
1473 
1474 
1475 
1476 
1477 
1478 
1479 
1480 
1481 
1482 
1483 
1484 
1485 
1486 
1487 
1488 
1489 
1490 
1491 
1492 
1493 
1494 
1495 
1496 
1497 
1498 

14.2 Study Report 

A study report written consistent with TCH guidelines will be provided by 
MDS Pharma Services to the Sponsor. The report will include a 
description of the clinical conduct of the study, analytical methods and j r !^ 
results, and the statistical analysis described in the statistical methodology 
section of the protocol. 

l i l i i i i i s^ 

tiliiNilftiffi 

iiJtiiiife^ 

15. GENERAL 

15.1 Confidentiality 

All members of the Investigator's staff have signed confidentiality 
agreements with MDS Pharma Services. MDS Pharma Services will 
regard all information provided to the Investigator dealing with the study 
and information obtained during the course of the study as confidential. 

S:iifejeci:: naThei:,- initieil:̂ ;-dcî ie!:: b-FbitHt&^except-yeiir)!;: ajif3:-otNieir-; j>:jerisciTiHl 
identifiers will not be supplied to the Sponsor Any Mch^riformatidn that 
appears on any study document must be obliterated before a copy of the 
document is supplied to the Sponsor. Study findings stored on a computer 
will be stored in accordance with local data protection laws. The subjects 
will be. informed during the consenting process that representatives of the 
Sponsor, IRB, or regulatory authorities may inspect their medical records 
to verify the information collected, and that all personal information made 
available for inspection will be handled in the strictest confidence and in 
accordance with local data protection laws. 

The Investigator will maintain a personal subject identification list (i.e., 
subject numbers with the corresponding subject names) to enable records 
to be identified. 

15.2 Responsibility of the Investigator 
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The Investigator is responsible for ensuring that the clinical study is 
performed in accordance with the Declaration of Helsinki (revised version 
of Washington, 2002) and in a manner consistent with the TCH Guideline 
for Good Clinical Practice and the applicable section of the U.S. Code of 
Federal Regulations governing Protection of Human Subjects (21 CFR 50), 
Institutional Review Boards (21 CFR 56), and Responsibilities of Sponsors 
and Investigators (21 CFR 312 Subpart D). 

The Investigator should ensure that all persons assisting with the study are 
adequately informed about the protocol, and amendments to the protocol, 
the study "treatments," and their study-related duties and functions. 

The; Investigator ;wili;;maMaiii; a -list̂  -ijiieludiiiig-: isigidiiattiiiiê  of 
sublnvestigatbrs and; gthetfapprppiiiWe^: quMiMd;; persons: *©; wliom 
significant study-related; Jiities;: are delegated • 

15.3 Procedure for Amendments to Protocol 

No deviations from this protocol will be permitted, except in a medical 
emergency, without the approval of the Sponsor. The Investigator and the 
Sponsor will discuss any amendment to tliis study. If agreement is reached 
concerning the need for modification, this agreement will be made in a 
formal amendment to the protocol. 

All revisions and/or amendments to the protocol must be approved in 
writing by the MDS Pharma Services Institutional Review Board. 

15.4 Institutional Review Board 

This protocol, ICFs, and any amendments to the protocol will be reviewed 
and approved in writing by the MDS Pharma Services Institutional Review 
Board prior to commencement of the study. The study will not be initiated 
without the approval from the MDS Pharma Services Institutional Review 
Board. The MDS Pharma Services Institutional Review Board operations 
are in compliance with Part 56 of Title 21 of the Code of Federal 
Regulations. Notice that the protocol and any amendments to the protocol 
and ICF have been reviewed and approved by the MDS Pharma Services 
Institutional Review Board will be in the final study report. 

15.5 Termination of Study 
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1540 The Sponsor reserves the right to discontinue this study for administrative 
1541 reasons at any time. The Investigator, in collaboration with the Sponsor, 
1542 reserves the right to discontinue the study for safety reasons at any time. 
1543 
1544 15.6 Study Record Retention 
1545 
1546 Investigator-specific essential documents and all primary data, or copies thereof^ 
1547 (e.g., CRFs, laboratory records, data sheets, correspondence, photographs, 
1548 computer records), which are a result of the original observations and. activities of 
1549 the study and are necessary for the reconstruction and evaluation of any study 
1550 report will be retained in the investigative site's archives for a minimum of 20 
1551 years after the completion or termination of the study. It is the responsibility of the 
1552 Sponsor to inform the Investigator as to when these dopuments no longer need to 
1553 be retained. The study report;aMffialdatabase will he retained in the MDS 
1554 Pharma Services' archives for a minimum of 20 years;after the completion or 
1555 termination of the study and will be available for inspection at any time by the 
1556 Sponsor, At completion of the study (/.<?., at issuance of final study report), the 
1557 final database will be transferred to the Sponsor. Subject names, initials, date of 
1558 birth (except year); and other: personal ::idcntificrs;;vvil];; be: removed: from this -data 
1559 transler: file;: ;any :siich inlbrination-removcd:: will; be: doeuipeiitcdsal::the lime: of 
1560 trehsfe^ 
1561 
1562 
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16. REFERENCES Need to be study-specific. These (from K6/01/03) are left in b/c 
several reference the "boiler-plate " sections of this template protocol and should be 
retained or updated as/when appropriate. 
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CDC (Center for Disease Control and Prevention) 2002. Cigarette 
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40 SUMMARY OF EVENTS 
41 

EVENT 

Informed Consent 
Check-in Procedures 
Confinement 
Randomization 
Discharge from clinic 
Medical History 
Review of Inclusion/Exclusion Criteria 
Physical Examination 
Vital Signs 
Body Weight and Height 
BMI 
ECG 
Pulmonary Function Tests (FEVi, FVC) 
HIV, Hepatitis B and C serology 
Clinical Chemistry 
Hematology 
Urinalysis 
Urine Drug Screen 
Urine Alcohol Screen 
Pregnancy Test (females) 
Standardized Diet (low mutagen and PAH) 
Review of Concomitant Medications 
Review of Adverse Events 
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Screen 
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X 
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X 
X 
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X 
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Chk-In 

X 
X 

X1 

X 
X2 

X 

X 
X 
X 
X 
X 

." X 
X 
X 
X 

Day 
-3 

Acclim 

X 

X 

X 
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Day 
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Day 
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X 
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X 
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X 

Day 
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X 
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Day 
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X 
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Day 
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X 
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Days 
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X 
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Day 
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X 
X 
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Day 
7 

X 

X 

X 
X 
X 

Day 
8 

X 

X 
X 
XJ 

X 
X 

X 
X 

X 
X 
X 

End of 
Study 

X 

X 

Early 
Termina­

tion 

X 

X* 
X* 
X3* 

X* 
X* 

X* 
X* 
X* 

X 
X 

Questionnaires 
Fagerslrom Test for Nicotine Dependence :,il # 
Smoking History Qiu'stiotnuiirv J 
Diet Questionnaire 
Occupation and Work Environment Questionnaire. 
Product Assessment Questionnaire" 

X 
X 

X 
X 

X X r X5 X5 X5 X5 X5 X5 X5 
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OJ 
© 
CD 
OJ 
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44 
45 
46 
47 
48 
49 
50 
51 
52 
53 
54 
55 
56 
57 
58 

EVENT (continued) 
Day -32 
to Day -5 

Screen 

Day 
-4 

Chk-In 

Day 
-3 

Acclim 

Day 
-2 

Day 
-l" 

Baseline 

Day 
1 

Day 
2 

Day 
3' 

Day 
4 

Day 

Ik 
Day:, 

6 j 
Day 

i 
Day 

8 
End of 
Study 

Early 
Termina­

tion 

Blood Biomarkers 
Carboxyhemoglobin X" X6 X7 X' X' X7 ,; •'** • X7 X7 X7 x7 X7 

24-hour Urine Biomarkers/Analyte 
24-Hour Urine Collection (~ 0700 to 0700) 
Nicotine Equivalents 
Total and free NNAL 
3-hydroxypropylmercaptunc acid (3-HPMA) 
5-phenvhnercaptunc acid (S-PMA) 
Monohydroxvbutenyl mercapturic acid (MHBMA) 
Total 1-hydroxypyrene (1-OHP) 
Mutagenicity^5 

Creatinine 
Urine Storage (2 x 100 mL aliquots) 

X 
X 
X 
X 
X 
X 
X 

X 
X 

X 
X 
X 
X*!i 
X ' 
X 
X 
X 
X 
X 

X 
X 

X 
X 

X 
X 

X 
X 

X 
X 

X 
X 

":X 
X 

X 
X 

X 
X 

X 
X 

X 
X 
X 
X 
X 
X 
X 

X 
X 

X 
X 
X 
X 
X 
X 
X 
X 
X 
X 

X 
X 

X 
X 

S m J ik i n j*! lEoBMraM h y 
SmoMni topography. XIfi X X X X X X X X X X I I 

Smoked Cigarette /Butt Collection 
Collection for Study Integrity X X X X X X X X X X X x 1 1 

EXPLANATION OF SUPERSCRIPTS 
1 Brief medical/medication history. 
2 Brief physical examination. 
" Body weight only and in morning before breakfast. 
4Between 1500 and 1800. \ 
" (Investigationalproduct) group only. 
6 Between 1500 and 1900. 
7 At 1900 ± 30 minutes. , , r y % 
s Ames assay using YGID24 with S9. • 
1 The IJlrsi'lcigiirettelof 'Oie'dMiawl th"-" Inst cilic reUe after 1. iu.li for all <nn:kinii sab vets on Davs -2 llmnii::: >v 
^•^(irtraimig'punKj^'ortfj^ilata'L-iJllcL-tcd s\itl no: 'M- nsL'd to: :;li.d> i.uahsi:;. 
* The Investigator may v, aivc Ihe safety testing'for a subject who terminates after confinement begins but before randomization^MIHiilt^ 
documents. 

VERSION: 

Source: https://www.industrydocuments.ucsf.edu/docs/fsdf0219

http://iu.li


(in vestigational product platform) 
Philip Morris USA Study No. 

IV 

60 

64 
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LIST OF ABBREVIATIONS 
(Protocol writer to include all protocol-specific abbreviations here. This is just an 
example and a specific protocol may require additions or deletions from what is in this 
list.) 

= 
± 
3-HPMA 
1-OHP 

Hg 
urn 
AE 
ALT 
ANOVA 
AST 
BED 
BUN 
°C 
CFR 
CLIA-88 
CO 
COHb 
COPD 
CRF 

Approximately 
Plus or minus 
3-hydroxypropylmercapturic acid 
1 -Hydroxypyrene 
Microgram(s) 
Micrometer(s) 
Adverse event 
Alanine aminotransferase 
Analysis of variance 
Aspartate aminotransferase 
Biologically effective dose 
Blood urea nitrogen .;;; 

Degrees Celsius 
Code of Federal Regulations 
Clinical Laboratory Improvement Amendments of 1988 
Carbon monoxide 
Carboxyhemoglobin 
Chronic obstructive pulmonary disease 
Case report form 

DNA -Deoxyribonucleic acid 
ECG Electrocardiogram 
EDTA 
EHCSS 
ELISA 
°F 
FDA 
FEVi 
FTC 
FVC 
GC 
GCP 
Glue 
H2 antagonist 
Hb 
HBsAg 
HCV 

Ethyienediaminetetraacetic acid 
Electrically Heated Cigarette Smoking System 
Enzyme-linked immunosorbent assay 
Degrees Fahrenheit 
Food and Drug Administration 
Forced expiratory volume in the first second 
Federal Trade Commission 
Forced vital capacity 
Gas chromatography 
Good Clinical Practice 
Glucuronide 
H2 histamine receptor antagonist 
Hemoglobin 
Hepatitis B surface antigen 
Hepatitis C virus 
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65 
HDL 
HDPE 
HDPP 
HIV 
hr(s) 
IARC 
ICF 
ICH 
ID 
IRB 
IUD 
K:,EDTA 
L 
LC 
LDH 
LDL 
mg 
ML 
MS 
NaCl 
NNAL 
NNK 
PAH 
PREP 
RBC 

High density lipoprotein 
High density polyethylene 
High density polypropylene 
Human immunodeficiency virus 
Hour(s) 
International Agency for Research on Cancer 
Informed consent form 
International Conference on Harmonization 
Identification 
Institutional Review Board 
Intrauterine device 
Tripotassium ethylenediaminetetraacetate 
Liter(s) 
Liquid chromatography 
Lactate dehydrogenase 
Low density lipoprotein 
Milligram(s) 
Milliliter(s) 
Mass spectrometry 
Sodium chloride 
4-(methylnitrosamino)- l-(3-pyridyl)-l -butanol 
4-(methylnitrosamino)-1-(3-pyridyl)-1 -butanone 
Poryeyclic aromatic hydrocarbon 
Polenlial reduced-exposure products 
Red blood cell 

RCF Relative centrifugal force 
RPM Revolutions per minute 
SAE 
SOP(s) , 
S-PMA"i:, 
TSNA 
USA 
WBC 
HDL 
HDPE 
HDPP 
HIV 
hr(s) 
IARC 
ICF 

Serious adverse event 
Standard operating procedure(s) 
S-phenylmercapturic acid 
Tobacco-specific nitrosamine 
United States of America 
White blood cell 
High density lipoprotein 
High density polyethylene 
High density polypropylene 
Human immunodeficiency virus 
Hour(s) 
International Agency for Research on Cancer 
Informed consent form 
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ICH 
ID 
IRB 
IUD 
K3EDTA 
L 
LC 
LDH 
LDL 
mg 
ML 
MS 
NaCl 
NNAL 
NNK 
PAH 
PREP 
RBC 
RCF 
RPM 
SAE 
SOP(s) 
S-PMA 
TSNA 

Tnternational Conference on Harmonization 
Identification 
Institutional Review Board 
Intrauterine device 
Tripotassium ethylenediaminetetraacetate 
Liter(s) 
Liquid chromatography 
Lactate dehydrogenase 
Low density lipoprotein 
Milligram(s) 
Milliliters) 
Mass spectrometry 
Sodium chloride 
4-(methylnitrosamino)- l-(3-pyri|yl)-l -Bitanol 
4-(methylnitrosamino)- l-(3-pyridyl|-l -hiatanone 
Polycyclic aromatic hydrocarbon 
Potential reduced-exposure products 
Red blood cell 
Relative centrifugal force 
Revolutions per minute 
Serious adverse event 
Standard operating procedure(s) 
S-phenylmercapturic acid 

: Lobacco-specific nitrosamine 
USA United States of America 
WBC White blood cell 
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