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PROTOCOLSYNOPSIS |

with

Rationale:

This investigation is being conducted to determine whether the addition of sodium fluoride to

an essential oil-containing mouthrinse affects the antipléque/aﬁfiéihgiﬁitis"ef‘fefc't,i,\'/ene'ss:ef )
the mouthrinse. o o

Objective(s):

Primary: The objective of this controlled clinical study is to compare the efficacy of an
essential oil-containing mouthrinse with fluoride to that of an essential oil-containing
mouthrinse without fluoride (positive control) in inhibiting the developme agingival
dental plaque and gingivitis in a six-month period.

Secondary:  Not applicable.

Subjects and Centers:

A population of 340 evalga}gle:_:sypjects from the MissisSguga; Onta.rlo areals expected to
complete this single center study. '

Inclusion/Exclusion Criteria:

To be eligible for study partlclpatlon,subjectsmust meet the following criteria:

1. Males and females between the ages of 18 and 65 in good general and oral health.
2. A minimum of 20 natural teeth with scorable facial ingual surfaces. Teeth that are
grossly carious, fully crowned or extensively , dontically banded,

abutments, or third molars will not be included in t}}e tooth
A gingival index > 1.75 according to the Modified Gingiv

had

4. A plaque index > 1.95 according to the Turesky modification of the Quigley-Hein Plaque
Index scored on six surfaces per tooth.

5. Volunteers must read, sign, and receive a copy of the Informed Consent Form afterthe
nature of the study has been fully explained. ‘ ‘ B
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Subjects presenting with any of the following will not be included in the study:

1. History of significant adverse effects following use of oral hygiene products such as
toothpastes and mouthrinses. . e

2. History of uncontrolled diabetes or hepatic or renal disease, or other serious medical
conditions or transmittable diseases, e.g. cardiovascular disease or AIDS. |

3. History of rheumatic fever, heart murmur, mitral valve prolapse or other conditions

requiring prophylactic antibiotic coverage prior to invasive dental procedures.
4. Antibiotic, anti-inflammatory or anticoagulant therapy during the month preceding
the baselineexam. |
5. Alcoholism, current or recovered. /
~ 6. Donation of blood or blood products for transfusion during the 30 days prior to
initiation of treatment with study material(s) B SRR
7. Participation in any study involving oral care products, concurrently or within the
previous 30 days. '
8. Self reported pregnancy or lactation (This criterion is due to oral tissue changes
related to pregnancy and nursing which can affect interpretation of study results).
9. Significant oral soft tissue pathology, excluding gingivitis, based on a visual
examination. ‘
10. Moderate/advanced periodontitis based on a clinical
IV). : . .
- 11. Any object used for lip, tongue, or other form of oral piercing.
12. Teeth with gross dental caries, large fractured or temporary restorations or severe
generalized cervical abrasion and/or enamel abra:
13. Fixed or removable orthodontic appliance or re

ion (ADA Type IIT,

14. Use of chemotherapeutic antiplaque/antigingivitis produét's such as Col gaté Total® or
chlorhexidine mouthrinse within 2 weeks prior to baseline. ‘

Other Therapy: : ‘ '
ADA-Accepted fluoride toothpaste, ADA-accepted soft textured toothbrush.

Study Design:

This is a single center, double-blind, controlled, parallel-group design clinical trial.

Qualified subjects will receive a dental prophylaxis, then rinse twice daily with 20 ml of their
assigned mouthrinse for six months while continuing their usual brushing with an ADA-~
Accepted fluoride toothpaste. S bl st ARSI

Pfizer Coxﬁsugﬁer Healthcare, izex
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Efficacy Measures:

The prlmary efficacy variables will be the mean Mod1f1ed Gmgwal Index and mean Plaque
Index at six months post-baseline.

The secondary efficacy varlables W111 be the mean,Bleedmg Index at three and six months
post-baseline and the mean ] ingival Index an
post-baseline. All indices W ed at baseline, 3 months and 6months.

Safety:

An oral soft and hard tis eﬂqxagg}ﬁngng%gv%lnpeﬂperformed at baseline, 3 months, and 6
months. At each visit, each subject will be querléd inan pec1f1c manner to record adverse

events.

Pfizer Consumer Healthcare, Pfizer inc
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Decision Pomts/Statlstlcal Methods/ln

~ The primary analysis will be based on evaluable subjects deﬁned as all subjects withno
major protocol violations. Demographlc and basehne analyses will be performed for
randomized as well as evaluable subjects.

For each of the primary and secondary efficacy variables, between-treatment differences at 3
months and 6 months post-baseline will be tested by means of a one-way analysis of
covariance model W1th treatment and smoking status as factors and the corresponding
baseline value as the covariate, NThe treatment b’y basehne 1nteract10n w111 be tested at the k

N e
0.05 level to assess heterogeneity of slopes.

The research question is:

Is the essential oil-containing mouthrinse with fluoride (EOF rinse) (W2194-471) “a
least as good as” the essential 0il- -containing mouthrmse without fluoride (EO rmse)
(W2194-395) in inhibiting the development of supragmgwal plaque and g1ng1v1t1s‘7

EOF rinse will be considered “at least as good as” EO rinse in inhibiting the development of
plaque and gingivitis if, for each of the primary efficacy variables,

1. The mean for EOF rinse group is statistically significantly lower than the mean for the =

5% hydroalcohol control, based on a two-sided 0.05-level test of the null hypothesis that

the treatment means are equal versus the ‘alternative hypothesis that the means are
different, and
2. The upper limit of the one- -sided 97.5% confidence interval for the difference between

the means for EOF rinse and EO I‘ll’lSC 8oups (expressed as a percentage difference

relative to EO rinse mean) is below 10% . This procedure is a 0.025 level test of the null

hypothesis that the fnean for EOF rinse is at least 10; igher than he mean for EO rinse,
versus the alternative ‘hypothes1s that the mean for EO

than the mean for EO rinse group.

The study will be con31dered validated if the post baseline six-month means of the primary

efficacy variables for EQ rinse group are stat1stlca11y s1gn1f1cant1y lower than the
corresponding means of the, 5% hydroalcohol control rinse group based on a two-31ded test.

Test Material Regimens:

All subjects will brush with an ADA- Accepted ﬂuorlde toothpaste in their usual manner and
rinse with assigned mouthrmses twice daily according to label directions (20 ml for 30
seconds, full strength). Although product usage will be unsupervised, subjects will maintain
a diary of their product use.

Special Equlpment/Measures. o

A Qulix™ Color Coded Probe PCPIL5B (Hu Frledy Mfg Co Inc Chlcago IL USA) W1th a
() 5 mm dlameter t1p '

Pfizer C,onsm!,i.er H?ﬁl hear
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1.0 INTRODUCTION

In both short term and long term stud1es there is ample evidence that an essential oil-
containing mouthrrnse (Lrsterme ‘Antiseptic, Pfizer Consumer Healthcare, Morr1s Pla1ns
NIJ) significantly reduces supragrnglval plaque and gingivitis 5 The six-month studies,
designed in accordance with ADA Guldehnes6 consistently showed gr g1V1t1s and plaque
reductions for those subjects rinsing with Listerine formulations ¢ ared to a negative
control rinse” JIn‘ ese. ies, twice- darly rinsing with the essentral oil mouthrinse, used
adjunctively to the subJects sual mechanical oral hygiene procedures, reduced gingivitis by
as much as 36% and plaque by as much as 56%, compared to a negative control rinse.
Furthermore, recent analyses have shown that Listerine mouthrinse is efficacious at

1nterprox1mal sites as well as facra an
Subcommittee has recommended that the fixed
Listerine be classified as Category Ifor safety 'and effectrvenes S.1n the control of
supragingival plaque and grngrvrtrs

We have recently developed a product in which O, 02% sodium fluorlde has been added to th

essential oil-containing mouthrinse formulation. Of all the fluoride compounds only
stannous fluoride has been demonstrated to have antrplaque/antrgrnglvms activity and was

recommended for Category Iclassrflcatron by the F%A Dental Plaque Products

rinse, either positively or negatively, the FDA has sought confirmation that, in \ fact, this is the .
case. Accordingly, we have compared the antiplaque and antigingivitis activities of essential

oil mouthnnses wrth and w1thout sodrum ﬂuorldez usmg an experrmental gmgrvms model’.

comparison between the essentral oil m_outhrlnse}wlth k
containing mouthrinse (EO) using “at least as good as crlterla The EOF mouthnnse
formulation produced statistically significant (p<0.001) reductions in gingivitis and plaque of
12.3% and 30.0%, respectively, relative to the negative control. These reductions were
comparable to the reference standard formulation (EQ rinse). In addition, the EOF
mouthrmse satrsfred the “at least as good as” crr , r1a relatrve to the EO mou‘

i

and antrgmglvrtrs actrvrty of the Lrsterrne mou

An experimental gingivitis model was mrtrally selected to evaluate the relative effectiveness

of the EOF and EO mouthrinse formulations based on the acceptance of this model by the
Dental Plaque Product
containing the fixed combrnatron of essentla 011‘ . :
monograph for antiplaque/antigingivitis 1ngred1ents has not yet ‘been developed, the FDA
raised questions about the suitability of this model for assessing whether the addition of

. sodium | fluorlde affects the act1v1ty of the frxed combmatron of essentral orls In order to -

Pfizer Consumer Healtheare, Pfizer Inc ™
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more definitively determine this, we have designed this controlled six-month clinical trial to

evaluate the antiplaque and antigingivitis efficacy of twice daily rinsing with an essential oil-

containing mouthrinse with 0.02% sodium fluoride compared to an essential oil-containing
mouthrinse without fluoride. This si y is based on ADA Guide further,

conforms to the study design requlred by the FDA Plaque Products Subcommitteeto

determine 1ngred1ent effectiveness of antiplaque/antigingivitis formulations.
20 OBJECTIVES

2.1  Primary Objective(s)

The objective of this controlled clinical study is to compare the efflcacy of an essential 0il-
containing mouthrinse with fluoride to that of an essential oi aining mouthrinse w1thout ,
fluoride (positive control) in inhibiting the development of supraging al dental plaque and
gingivitis in a six-month period. '

2.2  Secondary Objective(s)

Not applicable.
3.0 STUDY DURATION

The maximum and expected duratlon of exposure to the chnlcal test materlal(s) for an
individual subject will be six months. The estimated length of time needed to complete the
entire study (from enrollment of the first subject to completion of the last subject) is eight
months. '

40 NUMBER OF SUBJECTS _

A sufficient number of subjects will be enrolled in this study to ensure that 340 evaluable =

subjects complete this study. Each subject will receive individually coded 1.0 L. bottles of
mouthrinse, an ADA-Accepted soft textured toothbrush and ADA-accepted fluoride

toothpaste as needed. Subjects will rinse twice daily for 30 seconds with 20ml of elther an o -

essential oil-containing mouthrinse with 0.02% sodium fluoride, an essentlal oi

mouthrinse without fluoride, or 5% Hydroalcohol negative control mouthrinse foll
regular brushing for 6 months. Subjects who do not complete the study will not be replaced

50 COMPLIANCE WITH GOOD CLINICAL PRACTICE
ETHICAL CONSIDERATIONS

D

This study will be conducted in compliance with Good Clinical Practice (GCPs), including

- International Conference on Harmomzaﬂon (ICH) Gu1dehnes and in general cons1stent w1th -

AR R R R e
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, countrres mvolved w1ll be adhered to

5.1  Regulatory and In,stituti(_)\llﬁa_“ls&?}ii&

5.1.1 ApprovallFaVQ!‘ﬁblsQpinion of Study Documents

Before the start of the study, documents submrtted to the Institutional Review Board

(IRB)/Independent Ethics Commlttee _(IEC) for review and approval/favorable op1n1on must

include:

. Most current version of approved study protocol srgned and dated by Pf1zer and the
investigator

. Case report form (if applicable)

. Informed consent form

. Advertising and sub]ect recruitment procedures

. Written information to be provided to subjects,

. The Investigator’s Brochure (IB)/other safety documents, or locally approved labeling,
for approved/marketed drugs or products, in studies. with approved indications or

~ dosage forms
“. Summary of serious. adverse events (saes) or other available safety information including

all test material-related serious unexpected aes (e.g., from recent/ongoing non-clinical
and clinical studies, toxicology and pharmacokinetic data, etc) which are not included
in the IB or locally approved labeling, for approved marketed drugs or products.

. Information about compensation available to subjects

. TInvestigators’ current curriculum vitae and/or other documentation evidencing
qualifications ’ e

A copy of the IRB/IEC approval/favorable opinion, along with any other documents required
under local regulations or standards, must be on file at Pfizer before the first shipment of
clinical supply is provided to the study site.

5.1.2 Ethical Review of Amendments to Study Documents

bR

All amendments to the protocol and mformed consent form Wthh requrre regulatory and/or o
IRB/IEC approval/favorable opinion, must be reviewed and approved by the sponsor,
IRB/IEC and/or_local authorities befor
implemented until all necessary approvals have been obtatned

pt where necessary to

orities before being 1mp1emented Amendments should not be

eliminate an immediate hazard(s) to study subjects Addltlonally, updates to the IB/other

safety documents or Tocally approved labeling during the study must be submitted to the
IRB/IEC,for\approval/favorablke opinion, as appropriate.

Pfizer Consumer Healthcare, Pfizer Inc
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5 1.3 Varlatmns to the Protocol

Variations to the protocol are not permltted except where necessary to ehmmate an
1rnmed1ate hazard(s) to study subJects In the event of any dev1at1on from the protocol, the
ion, and promptly notify

to the extent necessary under GCPs and local requrrements

5.2  Informed Consent

Informed consent must take place before any study specific procedure (1nc1ud1ng at
screening), prior to the “initiation _of non-routine study-related tests, and prior to
administration of chmcal test materral(s) (either 1nvest1gat10na] “product, comparative
product, or placebo) Signed and dated, informed consent will be obtained from each subject
(or his/her legally acceptable representative) in accordance with GCPs and with local

ify the IRB/]EC o

regulatory and legal requirements. The completed informed consent form must be retained

by the investigator as part of the study records.

The informed consent form will be modlfled as appropriate (e.g., due to protocol amendment
or significant new safety information). If the consent form is revised, it is the investigator’s

_responsibility to ensure that an amended consent is reviewed d proved by Pfizer prior to
~ approval/favorable opinion by the local IRB/IEC “and that it is signed by ‘all subjects

subsequently entered in the study and those currently in the study.

Documentation that the informed consent was 31gned and dated prior to study screening must
appear in the study case report form and med1ca1 records at ‘the time the informed con ‘

obtained.

6.0 CRITERIA FOR STUDY SUBJECT fSELECTION

Three hundred volunteer subjects will be requlred to complete the study. Approxnnately 375
subjects are needed to enter th study so that 340 evaluable subjects could be reasonably
expected to complete the study. Volunteers must read, sign, and receive a copy of the
Informed Consent Form after the nature of the study has been fully explained. Subjects will
be selected by the investigator from a panel of subJects ‘located in the Mississauga, Ontario
area.

6.1 Inclusion Criteria

To be eligible for study participation, the subject must meet the followrng cr1ter1a

1. Males and females between the ages of 18 and 65 in good general and oral health,
except gingivitis. T

Pfizer Consumer Healthcare, Pfizer Inc
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6.2

A minimum of 20 natural teeth with §c‘ofable facial and lingual surtaces.
are grossly carious, fully crowned or extensively restored, orthodontically banded,

abutments, or third molars will not be included in the tooth count. . .

A gingival index ;\ljjuacgggq;ng to thé Modiﬁed Gingival Index.9

A plaque index > 1.95 according to the Turesky modification of the Quigley-Hein
Plaque Index scored on six surfaces per tooth. "

Volunteers must read, sign, and receive a copy of the Informed Consent Formafter .

the nature of the study has been fully explained.

Exclusion Criteria

O S b s A S

Subjects presenting with any of the following will not be included in the study:.

examination.

History of significant adverse éffects following use of oral hygiene products such as
toothpastes and mouthrinses. ..

History of uncontrolled diabetes or hepatic or renal disease, or other serious medical

ingual surfaces. Teeththat

conditions or transmittable diseases, _e‘.g.'cardiovascular diseaseor AIDS. =

History of rheumatic fever, heart murmur, mitral valve prolapse or other conditions,

requiring prophylactic antibiotic coverage prior to invasive dental pfocedures.

Antibiotic, anti-inflammatory or anticoagulant therapy during the month preceding
the baseline exam. . |

Alcoholism, current or recovered. - o -

Donation of blood or blood products for transfusion during the 30 days prior to
initiation of treatment with study ymatelljial(s).

' Participation in any study involving oral care products, concurrently or within the
‘previous 30 days. : SO ,

Self reported pregnancy or lactation (This is an exclusion criterion due to oral tissue

changes related to pregnancy and nursing that can influence the study parameters).

Significant oral soft tissue pathology, excluding gingivitis, based on a visual

I 5 P
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10. Moderate/advanced periodontitis based on a Clini‘cal,éxami‘néﬁon (ADA Type IIL IV).

11. Any object used for lip, tongue, or other form of oral piercing.

12. Teeth with gross dental caries, large fractured or temporary restorations oOr severe
generalized cervical abrasion and/or enamel abras ‘» Ly

13. Fixed or removable orthodontic appliance orﬁrernoyable partial denture,s.o

14. Use of chemotherapeutic antiplaque/ antrgmgrvms products such as Colgate Total® or
chlorhexidine mouthrinse within 2 weeks prior to baseline..

If the subject reports taking medrcatron a hlstory of allergy, and/or a chromc dlsease whrch

in the opinion of dental examiner will not affect the clinical parameter(s) being assessed or

the safety of the subject, the subject may be enrolled in the study and it will be noted on the

Subject Screening Form. The use of any mouthrinse, dentifrice, or any oral hygiene devices
other than the test materials supplied is prohrbrted ,

7.0 METHODOLOGY

Th1s isa s1ngle center randormzed controlled observer bhnd parallel group, chmcal trral

A 5% hydroalcohol mouthrinse will be used as a negatrve control and an essential oil-
containing mouthrinse without fluoride will serve as the posrtlve control. This study will
consist of an initial recruitment phase in which potent1a1 subjects will complete health
questionnaires an 1nforrned consent form and a scrﬁe‘&gnyérlg exammatron Gingivitis and plaque
levels will be determined according to the Modrfred ‘Gingival Tndex °, Turesky modification
of the Quigley- -Hein Plaque Index10 and the Bleeding Index'" %, Subjects fulfilling entry
criteria will be enrolled and omly assigned to one of the three mouthrmse groups.

7.1 Study Design

At baseline, the prescreened subjects will present to the chmcal site for basehne
examinations having refrained from oral hygiene for at least 8 hours, but no more than 18
hours, that day. Subjects will be randomly assigned to one of the three test groups, stratified
by smoking status, and receive a complete dental prophylaxis to remove plaque, stain and

calculus (confirmed by use of disclosing solution). Subjects will be instructed to brush twice

daily with the ADA-Accepted fluoride toothpaste using an ADA- Accepted soft textured
toothbrush and to rinse twice daily for 30 seconds with 20 rnL of their assigned mouthrinse
for 6 months. All daily brushrng and rinsing will be unsuperwsed however subjects will be
required to main diary to document product use and compliance will be reinforced at
each visit by measurmg residual volumes of returned mouthrinse bottles. All subJects wrll be
instructed not to rinse, eat or drink for 30 minutes after each ‘

thrmseuse

R R R AR R e S
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Daily rinses will be unsupervised with the exception of the rinse at the baseline visit. Each of |
the daily rinses shall be separated by at least four hours. During the study, subjects will ”
follow their usual dietary habits but will be instructed to refrain using any oral care products

other than the mouthrinse, toothpaste and toothbrush provided to them. .~~~

Compliance will be monitored at monthly intervals. Additional study materials willbe
 dispensed as needed at these visits. At the three- and six-mor its, the Modified Gingival

Index (MGD), Turesky modification of ¢ | (PD), and the Bleeding
tissue examinations performed. At the three-andsix-_

the Quigle « (PI),
Index (BI) will be scored and the oral ,
month visits, subjects will not have used their te terial Teast four hours prior to

their clinical examinations to avoid pote

| id potential examiner bias from the odor of the mouthwash
formulations. All unused materials will be collected and sured, and daily productuse = )

7.2 Study Schedule

Appendix B, Study Flow Chart, contains the schedule of observations and assessmentsto .. . .
take place during the study. ' ‘ o B

7.3  Study Visits

-7.3.1 Screening Visit

Prior to entry into this study the folloWing procédurés Wlllbeperformed -

. Inform,ed,COHS?B&%%Q&QQiCﬁI history |
e Oral hard and soft tissue examination, MGI, BI and PI scoring

e Identification of subjects with qualifying supragingival plaque :

nd gingivitis

7.3.2 Procedu

ing the Stu‘dy‘TI"ea’tnglentfPQ,I‘.iQd‘ e
Baseline - | |
Visit 1: Baseline Visit

e Query to update medical and oral health and record advérse events and concomitant

medications. N o
e Oral Exam, MGI, BI and PI scoring

If subject meets entry criteria, the following procedures will be conducted

e Complete prophylaxis , :
* Randomization to test groupsstratifying by smoking status (smokers versus

Pfizer Consumer Healthcare, Pfizer Inc
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. D1spense ehmcal test materials: ﬂueride tQOthpas_te and assigned mouthrinse, '
toothbrush, home care/product use diary, T
dy 1nstruct1ons and daily home care diary

Appomt subjects for next visit

Visit 2: One-Month Visit (Compliance Visit)

e Query to update med1cal and oral
medications.

e Assess comphance w1th use of chmcal test material(s) by mean of rev1ew1ng d1ar1es
and measuring returned mouthrinse volumes o
Dispense additional clinical test material(s) I
Sehodule next visit e

Visit 3: Two-Month Visit (Compliance Visit) ,

¢ Query to update medical and oral health and record adverse events ar
medications. ‘ :

. DISPense addl.t,lonal,sgll.l,i%%l,«&s,‘é;a el
" Schedule next visit

Visit 4: Three-Month Exams

e Query to update mediea,l, and oral health and record .35% rse events and concomitant
medications.

o Assess comphance w1th chmcal test materlal(s) by means of rev1ew1ng - diaries and
measuring returned mouthrinse volumes
Oral hard and soft tissue examination, MGI PI and BI scormg
Dispense additional chmcal test ;ga}gnal(s)
Schedule next visit. . . . ... .

Visit 5: Four-Menth Visit (Compliance Visit)

e Query to update medical and oral health and record adverse even
medications. -
e Assess compliance. w1th use of chmcal test rnaterlal(s) by means of rev1ew1ng d1ar1es
and measuring returned mouthrinse Volurnes |
e Dispense additional chmcal test materlal(s)
e Schedule next visit

oA
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Visit 6: Fivequntl;,,Yisﬂit‘\‘(COmplian'ce,Viﬁsit)

e Query to update medical and oral health and record a
« Assess compliance with use of linical test material(s) by means of reviewing diaries
and measuring returned mouthrinse volumes DY mealls O JLx e wls e
e Dispense additional clinical test material(s)

Schedule nextvisit . .. ... .. |

dverse events and concomitant

Visit 7: Six-Month Visit (Final Exam)

e Query to update medical and oral health and record adverse events and concomitant
medications e

e Assess compliance with clinical test material(s) by means of reviewing diaries and
measuring returned mouthrinse volumes ‘ R

e Oral examination, MGL PL,and BI

e Complimentary prophy ’

g~ 74  Study Evaluations/Procedures . .

A single trained dental examiner will perform all examinations and scoring. Prior to. A

initiation of the study, the examiner will review the plaque and gingivitis indices with a
representative of the sponsor and an examiner reproducibility exercise will be conducted.

The examiner will score at least ten subjects for gingivitis, acc rding to the MGI, and then

perform repeat examinations of the same subjects in a random sequence, after a reasonable
period of time on day 1, so as to avoid possible recall of scores. On day 2 of the exercise, the
examiner will score at least ten subjects for plaque and then perform repeat examinations
within the same day of the same subjects in a random sequence S0 as to avoid possible recall
of scores. ‘ o

Repeatability of mean index scores will be assessed using the intraclass correlation

coefficient, R, which will be obtained from the analysis of variance with subject as a factor. o
The intraclass correlation coefficient, R, will be calculated by dividing the difference of the
between- and within-subject mean squares by the sum of the between and within-subject
mean squares [4]. The intraclass correlation coefficients for the mean Pla MGI

must be > 0.85 to demonstrate examiner 1r,e,p‘rq\ch;{cibility.

For each scoring assessment, the examiner Wlll call out his/her findings to the recorder who

will enter the findings on the appropriate paper case report forms. The examiner will not . i}
have access to the case report forms until the completion of the examinations. .
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Subjects will refrain from oral hyg1ene for at least 8 1 hours, but no more than 18 hours, on the
day of the baseline exarmnatrons and will a, lly refram from use ( t products forat
least 4 hours prior to the examinations at 3a onths Separate case re rt forms will be
used at each examination. o

Case report forms will be submitted to the sponsor after completion of each examination

period. The investigator w1_11 ret coples of the case report forms

The following exams will be conducted at b

line, 3 months, ;?Er%d. 6 months in the order
S onths, and 6 months In the orier.

Oral Examination r

the effect of the mouthrlnse formufatlons on t ft nd hard tissu%&eg.ﬁguwec

sublingual mucosae, tongue, hard and soft palate uvula and orop arynx ‘and“teeth will be
examined and findings will be recorded on the Oral Exam CRF. Changes from the baseline

and previous visits will be recorded at each subsequent clinic visit. ically significant =~

findings will be recorded as adverse events and asses
test materials.

Gingivitis will be assessed at baseline, three and six
on the buccal and lingual margmal glngwae and mterdental paplllae of all scorable teeth:

0- Normal (absence of inflammation).

1- Mild inflammation (slight change in color, little change in texture) of
any portion of the gingival unit. k

2- Mild inflammation of the entire gingival unit.

3- Moderate 1nﬂammat10n (moderate glazing, redness edema and/or
hypertrophy) of the ingival unit.

4 - Severe inflammation (marked redness. and edema/hypertrophy,

spontaneous bleeding, or ulceration) of the gingival unit.

Gingival Bleeding Index ‘, 3

Bleeding will be assessed at baseline, 3 and 6 months according to the Gingival Bleedmg
Index .2 A periodontal probe, (QuthM Color Coded Probe PCPll 5B, Hu-Friedy Mfg.
Co., Inc., Chicago, IL , USA) with a 0.5 mm diameter tip will be 1nserted into the gingival
~ crevice, and swept from distal to mesial around the tooth at an angle of approximately 60°,
~ while in contact with the sulcul gingival areas (disto-buccal,

" midbuccal, mesio-b

dmg relat10nsh1p to

ths by the Modified Gingival Index’

Fgual) around each tooth will be assessed. After e

Pfizer Consumer Healthcare,Pfizer Inc -
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approximately 30 seconds, bleeding at each ggingival unit will be recorded according to the
following scale: :

0-  Absence of blgszding after 30seconds . . .
1- " Bleeding after 30 seconds ‘
2- Immediate bleeding

Turesky Modification of the uigley

Plaque area will be scored at baseline, 3 and 6 months by the Turesky modification of the
Quigley-Hein Plaque Index'?, on six surfaces (distobuccal, midbuccal and mesiobuccal,

distolingual, midlingual and mesiolingual) of all scorable teeth, following disclosing:

0- No plaque.
1-  Separate flecks or discontinuous band of plaque at the gingival
* (cervical) margin. o o
2 - Thin (up to 1 mm), continuous band of plaque at the gingival margin.
3- Band of plaque wider than 1 mm but less than 1/3 of surface.

4-  Plaque covering 1/3 or more, but less than 2/3 of surface.

5.  Plaque covering 2/3 or more of surface.

75  Definition of Efficacy Endpoints

- Antiplaqtie/antigingivitis'effic‘acyVWill be deternﬁng:d primarily by evaluation of the amount
of supragingival dental plaque and of visual signs of marginal gingivitis, and secondarily by
gingival bleeding determinations. ‘ o

Gingival inflammation will be assessed at baseline, three and six months using the Modified
Gingival Index and the gingival Bleeding Index. Supragingival plaque levels willbe
assessed using the Turesky Modification of j‘th‘Q“Quigley—He\in P‘Iaque Inde‘x.k,’ ‘

7.5.1 Primary Efficacy

The primary efficacy Va,ria_blﬁes; are whole_mouth six-month mean_ MonQe@Gmgwal Index

(MGI) scores and whole mouth ,six—monggl mean
scores. " ‘

7.5.2 Secondary Efficacy Variable(s)

The secondary efficacy variables are the three and six-month
scores and the whole mouth three-month me

Gingival Bleeding Index

Plizer Consumer Healthéaifé, Pfizer Inc ﬁ
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7.6  Efficacy Anélysés -

‘Efficacy analysis will be based on data from evaluable subjects, defined as all randomized o

subjects with no major protocol violations. _Demographic and baseline analyses will be
performed both for all randomized subjects and for all evaluable subjects.

7.7 Study Treatment

7.7.1 Identity

Test Material: _ Essential oil-containing Mouthrinse with 0.02% Sodium

)

Formulation

Nt © W2194-471

Trade name: , .FrcshBurst,Lis,terine® Antiseptic Mouthrinse with Fluoride

Dosage form: 20ml rinsed twice a day for 30 seconds

Manufacturer:  Pfizer Consumer Healthcare

Positive Control _ FreshBurst Li

itiseptic Mouthrinse (EO rinse)

Formulation ‘ .

Number: V;W21v94. 326 TR o

Trade name: FreshBurst Listerine® Antiseptic Mouthrinse .
Dosage form:  20ml rinsed twice a day for 30 seconds

Manufacturer:  Pfizer Consumer Healthcare

Negative Control 5 %MHydroalCOhOl Mouthrinse

Formulation

Pigira - W002194-0483P

Dosage form: ~ 20ml rinsed twice a day for 30 seconds

Manufacturer:  Pfizer Consumer Healthcare

7.7.2 Packaging, Labeling, and Storage

At the screening visit, each subject will be given a screening number beginning with S001.

Upon qualification, each enrolled subject will be sequentially issued a unique subject ,
_ number, which determines the treatment assignments according to a randomization schedule.

Pfizer Consumer Healthcare, Pfizer Inc
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Pfizer Clinical Consum
accordance w1th applicable regulatory requ1rements Mouthrinses will be provided in subject
specific bottles utilizing a one-part label contammg ‘the followmg information;

Protocol # Dosing 1nstruct10ns o
Subject # Warnings'

Site identification ~~~ ~ ~  Netcontents

The test mouthrinses will be supplied in 1. 5 L plastic (PET) bottles. The ADA- Accepted
toothpaste and soft toothbrushes will be supplied in original marketed packaging. All clinical
test supplies will be packed in subject specific boxes/bags containing one bottle of the
assigned mouthrinse, one 8.2 oz. tube of ADA-Accepted fluoride. and one soft toothbrush.

d Packaging Operations wrll package clinical test materialsin

Labeling of study supplies will be in compliance with regulatory requirements. All test

materials must be stored in accordance ,wrth ,the manufacturers’ instructions. Until drspensed
A L e e e

to the subjects, the test materrals W l be stored in a securely locked area at .
accessible only to authorized personnel

7.7.3 Blinding and Breaking the Blmd

. The Pfizer Clinical and Consumer Packaging Operatrons (CCPO) wrll provide blinded test ,
code Personnel o

materials. The clrmcal exammer ‘will not hav

dispensing the test products or superv1smg the1r use will 1
examinations. The randomization will b ified ¢

1g to subject s smoklng status 1n -
the following manner: :

e Nonsmokers will be allocated the next sequentral number in ascendmg order startmg
from 001.

e Smokers will be allocated he next sequentral number in descendmg order startmg from
the highest number prov1ded to the site.

Once a number has been assigned to a subject, it cannot be reassigned to another subject.

The clinical study coordinator will receive one package containing at least 375 individual
envelopes id ied by subject numbers. Each numbered envelope will contain the study
product identifi 1, formulation. codes and manufacturer S lot number

Blinding should only be broken for. serious, unexpected and test material-related adverse

events, and only for the subject in questlon or when required by local regulatory authorities.

The investigator must notify Pfizer prior to unblinding of any subject. Expectedness of
serious and related adverse event should be assessed using the IB and/or, for marketed
products, the locally approved labe

S

Plizer Consumer Healthcare, Pfizer Inc o S
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7.7.4  Test Material Dispensing and Accountability

Pfizer will provide the investigator with sufficient amounts Qf the_study test material,

The investigator must ensure that deliveries of investigational product from the sponsor are
received by a responsible person, that all receipts are recorded in writing and that the
product(s) is (are) stored in a secure area under recommended storage conditions. It is also
the responsibility of the investigator to ensure that the integrity of packaged Pfizer study

product not be jeopardized prior to dispensing. Each individual subject container must be
~ dispensed as provided by Pfizer with no further repackaging or labeling done at the site. The

investigator will dispense the test material only to subjects included in this study following
the procedures set out in the study protocol. Each subject will be given only the test material
carrying his/her number.

All dispensing will be documented. The investigator is responsible for assuring the retrieval

of all study supplies from subjects. All full, partially full and empty test material containers

must be returned to Pfizer.

_The investigator must maintain accurate and adequate records including dates of receiptand
return of test material shipments, and lot number and quantities received/returned from/to .

Pfizer as well as, dates and amounts dispensed to and returned by the study subjects.

7.75 Test Material Administration

At baseline and at each monthly visit, each subject will be provided with his or hqr,as.sigﬁéd .

mouthrinse and 1-oz. plastic dosage cups marked af the 20 ml level, ADA-accepted fluoride
toothpaste, toothbrush and diaries to document compliance witl lee_homﬁ‘,(l.?lrgregimen. ‘

7.7.6 Compliance

The test site will dispense indiyigluglly coded,botf;lqs_gf ‘mouthrinse for subjects’ home use.
The bottles will be retur hly to estimate and compliance will be monitored by
measuring the residual volume of mouthrinse and by reviewin g the diaries.

7.8 Termination of the Study

Every effort within the bounds of safety and subject choice should be made to have each
subject complete the study. The reason for a subject discontinuation from the study will be -
reported in the case report form. A discontinuation occurs j
participation in the study, regardless of the circumstances, prior to completi
protocol. The investigator must attempt to determine ir

e primary reason for discontinuation.

Withdrawal due to adverse event should be distinguished from withdrawal due to insufficient
; adverse event noted earlier. A discontinuationmust
 be immediately reported to the Pfizer clinical monitor or his/her designat B

response according to the definitior

representative if

Pfizer Consumer Healtheare, Pfizer Inc
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,tyoc, ill be

it is due to a serious adverse event. The %Qfgwgﬁl evaluation
performed at the time of study discontinuation. )
study discontinuation, provide or arrange for appropriate follow-up (if required) for subjects,
and document the course of the subject’s condition.

e

Stigator will record the reason for

Additionally, any subject may'bé discontinued from the study at any time at the discretionof

the investigator if he/she feels it is in the best interest of the subject.

80 SAFETYREPORTING

Clinical research center personnel will ask subjects about the occurrence of any adverse
events during their participation in this stu y. Adverse events will be recorded from the day
the subject signs the informed consent form through the end of the study.

All observed or volunteered adverse events regardless of treatment group or suspected causal
relationship to study product will be recorded on the adverse t page(s) of the case report
ferm, et i P

Events involving adverse drug reactions, illnesses with onset during the study, or
exacerbations of pre-existing illnesses should be recc bation of pre-existing
illness, including the disease under study, is defined as a manifestation (sign or symptom) of
the illness that indicates a significant increase in the severity of the illness as compared to the
severity noted at the start of the trial. It may include worsening or increase in severity of
signs or symptoms of the illness, increase in frequency of signs and symptoms of an

intermittent illness, or the appearance of a new manifestation/complication. Exacerbationof
a pre-existing illness should be considered when a patient/subject requires new or additional =~

concomitant drug or non-drug therapy for the tr atment of that illness during the trial. Lacl“;‘

of or insufficient clinical response, benefit, efficacy, therapeutic effect, or pharmacologic

action, should not be recorded as an adverse event. The investigator must makethe

f prefex1sting ’illnessfraﬁﬁﬁék;.Qf;th?I apelitic efﬁ‘caéy\.'

distinction between ex

In addition, clinically significant changes in physical examination ,fi,ndings and abnormal

objective test findings (e.g, laboratory, x-ray, ECG) should also be recorded as adverse

events. The criteria for determining whether an abnormal objective test finding should be
reported as an adverse event are as follows: ' i

1) test result is associated with accompanying symptoms, and/or
2) test result requires additional diagnostic testing or medical/surgical intervention,
and/or B ‘ ‘
' 3) testresult lead hange in study dosing or discontinuation from the study,
" significant additional concomitant drug treatment or other therapy, and/or

‘Pfizer Consumer Healthcare, Pfizer Inc
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. Examples of such medical events include allergic bronchospasm requiring intensive ”

4) test result leads to any of the outcomes included in the definition of a serious
adverse event, and/or '
5) test result is considered to be an adverse event by the investigator or sponsor

Merely repeating an abnormal test, in the ab;senfc‘e,of any of the above conditions, does noti
meet condition #2 above for reporting as an adverse event.

Any abnormal test result that is determined fo be an error does no require reporting as an
adverse event, even if it did meet one of the above conditions except for condition #4.

For all adverse events, the investigator must pursue and obtain information adequate both to
determine the outcome of the adverse event and to assess whether it meets the criteria for
classification as a serious adverse event requiring immediate notification to Pfizerorits
designated representative (see section 1.2). For all adverse events, sufficient information
should be obtained by the investigator to determine the causality of the adverse event (i.e.,

study product or other illness). The investigator is required to assess causality and indicate

that assessment on the CRF. Follow-up of the adverse event, after the date of therapy

discontinuation, is required if the adverse event or its sequelae persist. Follow-up is required

until the event or its sequelae resolve or stabilize at a level acceptable to the investigator and

the Pfizer clinical monitor or his/her designated representative.

8.2  Serious AdverseEvents

All serious adverse events (as defined below) regardless of treatment group or suspected

relationship to study product must be reported immediately by telephone to Sylvia L. Santos,

RDH, MS. at 973-385-5357.

Outside of normal working hours, serious adverse events should be reported to Sylvia L.
Santos, RDH, MS at 973-808-6809. |

A serious adverse event is any adverse drug experience occurring at any dose that:

1) results in death;

2) is life-threatening;

3) results in inpatient hospitalization or prolongation of existing hospitalization;
4) results in a persistent or significant disability/incapacity; or

5) results in congenital anomaly/birth defect.

Important medi,tcalgy_;e s that may not result in death, be lifé—threatening, or require

itoiohdnc e

hospitalization may be considered serious adverse drug experiences when, based upon
appropriate medical judgment, they may jeopardize the patient/subject and may require
medical or surgical intervention to prevent one of the outcomes listed in this definition.

Pfizer Consumer Healthcare, Pfizer Inc
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treatment in an emergency room or at home, ‘blood dyscrasias or convulsions that do not

result in inpatient hospitalization, or the development of drug dependency or drug abuse.

Regardless of the above criteria, any additional adverse experiences which Pfizer personnel.
or an investigator considers serious should be immediately reported to Pfrzer and 1ncluded in___
the Corporate adverse events database system

A life-threatening adverse event is any adverse drug experience that places the
patient/subject at immediate risk of death from the reaction as it d, i.e., it does not

include a reaction that, had it occurred in a more severe form, m ght have caused death

Initial hospitalization is defined as any inpatient. admlssmn (even. 1f less than 24 hours). For
chronic or long-term inpatients, inpatient admission transfes ithin the hosprtal to an” i
acute/intensive care inpatient unit (e.g., from the psychiatric wing to a me o
medical floor to the coronary care unit, from the neurological floor to the tuberculosis unit).

1) Inpatient adm1ss10n in the absence of a precipitating, treatment-emergent, clinical adverse o
event may meet criteria. for “seriousness” but is not an adverse expenence and thus is not .
subject to 1mmed1ate reporting to Pfizer. For example: e

i. Admission for treatment ofha pre- ex1st1ng condition not assoc1ated ‘with the development of

~ anew adverse event or with a worse ing of the | pre ex1st1ng condrtlon (e g for work -up of
persistent pretreatment lab abnorrna ity)

ii. Social admission (e.g., subject has no place to sleep)

iii. Administrative admission (e.g., for yearly physical exam)

iv. Protocol-specified admission during a clinical trial (e.g., for a procedure requlred by the
study protocol)

v. Optional admission not associated with a precrpltatmg chnlcal adverse event (e g for
elective cosmetic surgery)

However, if a hospltahzatron for an unknown event occurs, it should b

ed as a serious
o Soit. 580 AR

2) Inpatient admission does not include the followin‘g‘:‘wW_ -

i. Emergency Room/Accident and Emergency/Casualty Department visits
ii. Outpatient/same-day/ambulatory procedures R -
1ii.
iv. Rehablhtatlon facrhtres o
v. Hospice facilities
vi. Respite care (e.g., caregiver rehef)
vii. Skilled nursing facilities
viii, Nursing homes

- ix. Custodial care facilities

Pfizer Consumer Healthcare, Pfizer Inc
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x. Clinical research/PhaSe Lunits

- Prolongation of hospltallzatlon is defined as any extension of an inpatient hospltahzatron beyond
the stay antrc1pated/requ1red in relation to riginal reason for the initial admission, as
determined by the investigator or treating physician. For protocol-specified hospitalizations in
clinical trials, prolongatlon is defined as any extension beyond the length of stay described in the
protocol. Prolongation in the abse f a precipitating, treatment-emergent, clinical adverse
event (i.e., not associated with the development of a new. adverse event or worsening of a pre-
existing condition) may meet criteria for " seriousness but is not an adve experrence and thus 1s o
not subject to immediate reporting to Pfizer . ‘ ' o

Pre-planned treatments or surgrcal procedures should be noted in the baseline documentatron
for the entire protocol and/or for the individual patrent/subject

Disability is a substanti\a;%djwsruption of; a person’s ability to conduct normal life funCtions.‘ »

Any serious adverse event or death must be reported immedi ately 1ndependent ofthe
circumstances or suspected cause if it occurs or comes to the 1 Sf the investigator at
any time during the study through the last follow-up visit required by the protocol or 30 days
after the last administration of study product whichever comes later. Any serious adverse
event occurring at any other time after completion of the study must be promptly reported if a

~ causal relationship to study product is suspected The only exception to these reporting
requirements are serious adverse events that occur during a pre- -randomization/washout run- o
in period, during which either placebo alone 1s red, or no active study product or no o
protocol-specified background product is admrmstered -

For all serious adverse events, the 1nvest1gator is obligated to pursue and provide information

as requested by the Pfizer clinical monitor or designated representative in additiontothaton
the case report form. In general, this will include a description of the adverse eventin
sufficient detail to allow for a complete medical assessment of the case and i dependent R
determination of possible causality. Information on other possrble causes of the
including concomitant medications and illnesses must t be provided. The 1nvest1gator

assessment of lity must also be provrded "It causahty is unknown and the investigator

does not know whether or not study product caused the event, then it should be attributed to

study product. If the investigator's causality assessment is unknown but not related to study'

product"”, this should be clearly documented on study records. In the case of a subject death,

a summary of available autopsy findings must be submi as possible to Pfizer or

its designated representative. The 1nvest1gator shoul_{_ensure that information reported

immediately by telephone or other means and information entered in the case report form are A

accurate and consistent.

A T R
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100 STUDY MANAGEMENT AND MATERI

8.3  Discontinuations .

The reason for a subject discontinuing from the study will be recorded in the case report
form. A discontinuation occurs when an enrolled subject ceases participation in the study,

e T B SR T - o
regardless of the circumstances, prior to completion of the protocol. The investigator must

determine the primary reason for discontinuation. Withdrawal due to ac
be distinguished from withdrawal due to insufﬁicient, response according t
adverse event noted earli di inuati e reported immediately to the Pfizer
clinical monitor or his/her desig ive if 1t is due to a serious adverse event.

The final evaluation required by the protocol will be performed at the time of study
discontinuation. Tt estigator will record the reason for study discontinuation, provide or
arrange for appropriate follow-up (if required) for such subjects, and document the course of

edefinitionof

- the subject’s condition.

9.0 CONCOMITANT THERAPY

Any medication the subject takes other than the study drugs spec“iﬂe‘din the protocol, is
considered concom medic dications must be recorded in the
subject’s medical record and on the CRFs, All non-drug therapy (i.e. tooth extraction,

endodontic treatment, etc.) will be recorded on the appropriate CRF-

Subjects will be considered non-evaluable if any of the following classes of medication are
taken within three weeks of the clinical examinations: systemic antibiotics, anti-
inflammatory drugs, or anticoagulants. In ad , subjects are prohibited from using any
other oral hygiene products other than the test materials provided. ‘

10.1  Study Materials

The tube of ADA-Accepted fluoride toothpaste and ADA-Accepted soft textured
toothbrushes

supplied in original marketed packaging. Case Report Forms (CRFs)
will be provided to the study site by Pfizer. The following study documents will be supplied
by Pfizer: subject diaries, test materials dispensing log, subject screening log. All unused
study supplies will be returned to Pfizer. o

Pfizer Consumer He:
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. Queries, a copy of the final

10. 2 Study Documentatlon” o

10.2.1 Case Report Forms (CRFs) and Source Document Completlon and Transfer of
Study Data

The 1nvest1gator is required to prepare and maintain adequate and accurate case histories

(i.e., medical records or dental records) de51gned to record all observations and other data_

pertinent to the study for each study participant. This includes accurate documentation of _

test material accountability as described in section 7.7.4, Test Materzal Dzspensmg and
Accountability, of this protocol. The subject’s records must contain adequate information to_
allow for verification of subject identity throughout the study. Investigators must retain a
subject identification code list, should they need to contact subjects after the study.

A CRF will be completed for each subject enrolled in the study. A subject screening log,
noting reasons for screen failure, where applicable, will be maintained for all subjects. All
information recorded on the CRFs for this study must be consmtent W1th the bJCCt s source
documentation (i.e., dental records). o

The original CRFs for each subject will be periodically checked against the subject’s source
documents at the study site by the Pfizer site monitor. Instances of missing or unclear data
will be dlscussed with the investigator for resolution. After resolutlon of the Womtor s
F will be placed in the 1nvest1gator s study file and the or1g1nal
will be taken by the site monitor to Pflzer The CRF data will beentered
database and a quality assurance audit will be performed on the
Data on all paper study documents (e.g., subject exclusion records, source documents, study
medication inventory/accountability forms) should be typed or printed using a ballpomt pen.
If an error is made, cross it out with a single horizontal line, clearly record the new

omputerized

information next to the error, and nd date,the correct,lon, Do not use CthI’l ﬂu1d
at any time. R e

10.2.2 Subjects’ Diaries

Diary information will be collected during this study for the purposes of tracking subject
compliance with the home care regimen. ' ' TR R e

10.2.3 All Other Study Documents/Forms .
Not Applicable.

10.2.4 Transfer of Essentlal Study Documents .

All completed original CRFs, dated and si gned by the mvesUgator and any data clarification
forms (DCFs), dated and signed by the investigator or designee, will be returned promptly to
Pfizer at the completion of the study A copy of each completed CRF and DCF mustbe

retamed at the S1te

Pfizer Consum
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‘pending or contemplated marketing applications in an ]

10.2.5_Archiving of Study Documentation

Study data and _otherp‘s‘,_ksgn‘tiél.docgggents shbulgi&?g gggging
after the last approval of a marketing applicatiop ; Cl

CH region or at
elapsed since the formal discontinuation of clinical development of the investigational
product. However, these documents should be retained for alongerpemod if required by the
applicable legal requirements. Pfizer will inform the investigator, in writing, as to when

these documents no longer need to be maintained. .~~~ -

ing and Quality Assurance

10.3 Mo

An investigator meeting will be held to introduce investigators and their personnel to the
study protocol, CRFs, procedures and regulatory requirements. During the course of the
study, a monitor will make routine site visits to review protocol compliance, compare CRFs
with individual subject’s original source documents, assess test material accountability and
ensure that the study is being conducted according to the pertinent regulatory requirements.
The review of the subjects’ medical records ‘
subject confidentiality is maintained. =

Regulatory authorities of certain countries and/or Pfizer quality assurance staff may carry out
source data checks and/or on-site inspections/audits. Direct access to original source data

- will be required for inspections/audits, which will be carried out giving due consideration to

data protection and subject confidentiality.

11.0 CONFIDENTIALITY

All personal study subject data collected and processed for the purposes of this study will be |
managed by the investigator and his staff with adequate precautions to ensure the

confidentiality of those data, and in accordance with applicable national and/or local laws

and regulations on personal data protection.

Monitors, auditors and other authorized agents of Pfizer, the IRB approving this research,
and the United States (US) Foo Drug Administration, as well as, that of any other
applicable government agency will be granted direct access 1o the study subjects’ original
medical records for verification of clinical trial procedures and/or data, without violating the
confidentiality of the subjects, to the extent permitted by the law and regulations. In any
presentations of the results of this study at meetings or in publications, the subjects’ identity
will remain confidential. =

ill be performed in a manner to ensure that

Pfizer Consumer Healthcare,
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12.0 DATA”A;’SA&XS;S R

The Statistical and Data Management Depafiment at Pfizer Consumer Healthcare Research
and Development will be responsible for the data management and statistical analysis of this
data. ~

The primary arnkalysis will be based on data from evgluablngubJects, ,dé,fined as all subjécts
with no major protocol violations. Demographic and baseline analyses will be performed for
both randomized and evaluable subjects. No imputations will be made for missing data
points. o o S .

12.1 Demographic And Baseline Characteristics

The three treatment groups will be compared with respect to baseline age, and whole-mouth
mean Modified Gingival Index, mean Plaque Index and mean Bleeding Index by means ofa
one-way analysis of variance model with treatment as the factor, and with respect to gender,
race, and smoking status using a chi-square test or Fisher’s exact test if cell sizes are small,

122 Efficacy Evaluation

For each of the primary and secondary efficacy variables, between-treatment differences at3 =~
months and 6 months will be tested using a one-way analysis of covariance model with .
treatment and smoking status as factors_and. the corresponding baseline value as  the

covariate. The treatment-by-baseline interaction will be tested at the 0.05 level to as
heterogeneity of slopes. : S B

The following pairwise comparisons will be tested for each of the primary and secondary
efficacy variables at 3 months and 6 months: ‘ '

¢ EOF rinse (test product) versus the S,‘Zq,hydroalcoholknegative control rinse
o EOF rinse versus EO rinse (positive control)
e EO rinse versus the 5% hydroalcohol negative control rinse

The research question is:

Is the essential oil-containing mouthrinse with fluoride (EOF rinse) (W2194-471) “at
least as good as” the essential oil-containing mouthrinse without fluoride, positive
control (EO rinse) (W2194-395), in inhibiting the development of plaque and
gingivitis? B | ‘

Pfizer Consum
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plaque and gmgwms if, ‘for each of the pnmary efﬁcacy varlables

hydroalcohol contro

the treatment means”are equal versus the alternatlve hypothe51s that the means are =~~~

different, and

2. The upper limit of the one-sided 97.5% confidence interval for the difference between
the means for EOF rinse and EO rinse (expressed as a percentage difference relative
to EO rinse mean) is below 10%13, his procedure is a 0.025 level test of the null

i ‘ally 51gn1ﬁcantly 1ower than the mean for the 5%

hypothesis that the mean for EOF rinse is at least 10%

2 mmm#" w«mﬁ‘ﬁ&:a”' S
rinse, versus the alternattve hypothesm that the mean fi %OF rmse is not at%least 10%

higher than the mean for EOrinse.

o N R S B R S e O R s e

igher than the mean for EO

Each comparison will be te)s,\tedat the 0.03 level, two-sided tests. |

Summary statistics will be provided for eachefflcacy variahles by treatment group at

- baseline, 3 months and 6 months post-baseline..

12.3 Safety Data

Safety data will be summarized by treatment group.

12.4 Sample Size And Power ConsideratiOns -

The planned sample size of 340 (68 per negative control rinse and 136 per test rinse and
positive control rinse group) completed, evaluable subjects is based on estimates of ;
variability and adjusted means from Studies #931-838, #931-939, #931- 1176, #931-1244,
#931-1305 and #951-9075. The sample size provides : at least 80% probablhty that the upper
97.5% confidence limit for the d1fference betw ;
rinse is less than 10% of posmve control mean This assumes rIylng meéan no more ,
than 0.5% h1gher for test than for positive control i se, and coefﬁc ents of _var1at10n (cv) of
15% and 25%, as percentages of the positive control means, for mean Mod1f1ed Gingival
Index and mean Plaque Index, respectively. The c.v. ’s of 15% and 25% are the second

largest c.v. observed in these six studles This sample 51ze also prov1des greater than 80% ) N

Pfizer ConsumerHeal ) Pﬁzerlnc
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power to detect a 10% dlfferenceyzbetwe Pv ctive treatments; assuming a

Any changes in the planned statistical methods will be documented in the mtegrated -

clinical/statistical report.

13.0 .

FINANCIAL DISCLOSUR

Not Applicable.

14.0

10.
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k Appendlx A: World Medlcal Association Declaratlon Of Helsinki

Adopted by the 18th World Medical Assembly
‘Helsinki, Finland, June 1 964
“and amended by the

29th World Medical Assembly

Tokyo, Japan October 1975

35th World Medical Assembly

Venice, Italy, October 1983

and the ,

41st World Medical Assembly

Hong Kong, September 1989

INTRODUCTION =

It is the mission of the physician to safeguard the health of the people. His or her knowledge
and conscience are ded1cated to the fulﬁllf" '

The Declaration of Geneva of the World I Medi
words, “The health of my subJect will be my % 3 nte
of Medical Ethics declares that, “A phy31c1an shall, act only in the subject s 1nterest when ,
~ providing medical care 1 might have the effect of weakening the physical and mental
condition of the subjects.”

The purpose of biomedical research involving human subJects must be to improve dlagnostrc
therapeutic, and prophylactic procedures and the underst g of the etlology and
pathogenesis of disease.. ‘

In current medical pracuce most d1agnost1c therapeutrc or prophylactlc procedures 1nvolve
hazards. This applies espec1a11y to blomedlcal research

Medical progress is based on research which u1t1mately must rest in part on exper1mentat1on
involving human subjects

In the field of biomedi ualiresearch a fundamental d' tinction must be rece gnized between -
medical research in whrch the aim is essentlally diagnostic or therapeutm for a subject, and
medical research, the essent1a1 object of which is purely scientific and without implying

direct diagnostic or therapeutic value to the person subjected to the research,

Special caution must be exercised 1 in the conduct of research w
environment, and the Welfar/_m

hich may affect the

Because it is essential that the results of laboratory experiments be applied to human beings
to further sc1ent1ﬁc knowlw ge and to help s{i@% ermg humamty, the World Medrcal

L M e :
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Association has prepared the following recommendations as a guide to every physician in
biomedical research inyolving h
future. It must be stressed that the standards as dr
the world. Physicians are not relieved from ¢
the laws of their own countries.

I

. Physicians should abstai

outweigh the potential benefit

ing human subjects. They should be kept under review in the

e R A

afted are only a guide to physicians all over
1, and cthical responsibilities under

BASICPRINCIPLES

. Biomedical research involving human subjects must conform to generally accepted

scientific principles and shc 11d be based on adequately performed laboratory and
animal experimentation and or

. The design and performance of gggﬁh»gxperimental procedure involving human

subjects should be clearly formulated in an experimental protocol which shouldbe .
transmitted for consideration, comment, and guidance to a specially appointed
committee independent of the investigator and the sponsor provided that this N
independent committee is in conformity with the laws and regulations of the country
xperiment is performed. '

. Biomedical research involving human subjects should be conducted only by

scientifically qualified persons and under the supervision of a clinically competent

“medical person. The responsibility for the human subject must always rest with a

medically qualified person and never rest on the subject of the research, even though
the subject has given his or her consent, ‘ : :

. Biomedical research involving human subjects cannot legitimately be carried out ,
unless the importance of the objective is in proportion to the inherentrisktothe .

subject.

. Every biomedical research project involving human subjects should be preceded by

careful assessment of predictable risks in comparison with foreseeable benefits to the

1 a thorough knowledge of the scientific literature. .

subject or to others. Concern for the interests of the subject must always prevail over p—

the interests of science and society.

The right of the research subject to safeguard his or her integrity must always be
respected. Every precaution should be taken to respect the privacy of the subject and
to minimize the impact of the study on the subject’s physical and mental integrity and
on the personality of the subject. ’ I

engaging in research projects involving human
d that the hazards involved are believed tobe

subjects unless they are sa

predictable. Physicians should ce:

e any investigation if the hazards are found to

Pfizer Consumer Healthcare, Pfiz
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H. In publication of the results of his or her research, the physician is obli ged to preserve
the accuracy of the results. Reports of experimentation not in accordance with the
principles laid down in, this Declaration should not be acggpted for publication.

I. In any research on human beings, each potential subject must be adequately informed
of the aims, methods, anticipated benefits, and potential hazards of the study and the
discomfort it may entail. He or she should be informed that he or she is at liberty to
abstain from participation in the study and that he or she is free to withdraw his or her
consent to participation at any time. The physician should then obtain the subject’s
freely-given informed consent, preferably in writing.

J. When obtaining informed consent for the research project, the physician should be
particularly' cautious if the subject is'in a dependent relationship to him or her or may
consent under duress, In that case the informed consent should be obtained by a

o e e e AN i s s s s i
physician who is not engaged in the investigation an?fww 10 18 completely independent
of this official relationship. ce '

|

K. In case of legal incompetence, informed consent should be obtained from the legal
guardian in accordance with national legislation. Where physical or mental incapacity
makes it impossible to obtain informed consent, or when the subject is a minor,
permission from the responsible relative replaces that of the subject in accordance

" with national legislation. ‘ '

L. Whenever the minor child is in fact able to gi
obtained in addition to the consent of the m

, the minor’s consent mustbe
R T T

M. The research protocol should always contain a statement of the ethical considerations
involved and should indicate that the principles enunciated in the present Declaration
are complied with. " ' ' o ‘

11 MEDICAL RESEARCH COMBINED WITH PROFESSIONAL CARE

(CLINICAL RESEARCH)

A. In the treatment of the sick person, the physician must be kfrkee' to use a new diagnostic
and therapeutic measure, if in his or her judgment it offers hope of saving life,
reestablishing health, or alleviating suffering. : ' '

B. The potential benefits, hazards, and discomfort of a new method should bcweighqd
against the advantages of the best current diagnostic and therapeutic methods. R

'C. In any medical study, every subject - including those of a control group, if any -
should be assured of the best-proven diagnostic and therapeutic methods. Thisdoes .
‘not exclude the use of inert placebo in studies where no proven diagnostic or
. therapeutic method exists. -

e ,j,A P R T TR P TR S Y YR TR R
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D. The refusal of ;tl;g;snpbject to participate;in a study must never interfere withthe
physician-subject relationship. ‘

E. If the physician considers it essential not to obtain informed consent, the specific

SRR e

reasons for this proposal should be stated in the gxperirinental protocol for
transmission to the independent conu ‘

LB)

F. The physician can combine medical research with professional care, the objective
being the acquisition of new medical knowledge, only to the extent that medical
research is justified by its potential diagnostic or therapeutic value for the subject.

III. NONTHERAPEUTIC BIOMEDICAL RES
SUBJECTS (NON-CLINICAL BIO

A. Tn the purely scientific application of medical research carried out on a human being,
it is the duty of the physician to remain the protector of the life and health of that
person on whom biomedical rese s carried out.

B. The subjects should be volunteers - either healthy persons or subjects for whom the
~~ experimental design is not related Lq,thq ‘,‘subject”s’i’llness, o

C. The investigator or the investigating team shou\l,d‘ dlscontmue the research 1f m hlS/her
or their judgment it may, if continued, be harmful to the individual.

D. In research on man, the interest of science and society should never take precedence

over considerations related to the well-being of the subject.
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Prior to Day Screening el
Assess subJect entry quahflcatwn -
e Oral exam for # of teeth, presence of
diseased sites .
e Record Concomltant medlcatlons
s Schedule appomtment for next Visi
Day 1 Visit 1, Baseline | e
and Concomitant medications. _ B
e Oral Exam, MGI, BI, PI
o Complete prophylaxis
« Randomization to tr : i}
« Dispense clinical test me
o Provide study instructions and daily home
care diary
+ Schedule appointment for next Visit.
Month 1 Month One, Visit 2, | ¢~ Query subject & record for ad "
Compliance Visit and Concomitant medications.
« Update of medical and oral hlstory
¢ Assess compliance
» Dispense clinical test material(s)
e Schedule next visit
Month 2 Month 2, Visit 3, |+ Query subject & record for adverse events
Compliance Visit and Concomitant medications,
« Update of medical and oral history
o Assess compliance »
o Dispense clinical test material(s)
e Schedule next visit =~
3 Months Interim 3-Month | »  Query subject & record for adverse events
Exams, Visit 4 ' and Concomitant medications.
o Update of medical and oral hlstory
o Oral Exam, MGI, BI, PI '
o Assess compliance
» Dispense clinical test materiai(s)
e Schedulenextvisit. =~
Month 4 Month 4, Visit 5, | e Query subject & Tecord for adverse events
Compliance Visit and Concomitant medications.
o Update of medical and oral history
. Assess compliance
TR S S AR i AL wbw.i‘\‘;m’;‘.?x:&“é"&w R
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Dispense clinical
o Schedule next visit

Months | Month 5, Visit6,” | e Query subject & record Tor adverse SVe
Compliance Visit and Concomitant medications.

o Update of medical and oral h1story
o Assess compliance

« Dispense clinical test material(s)

_ e Schedule next visit
Final 6. Month | » Query subject & r600rd for adverse ‘events”
Exams, Visit 12 and Concomitant medications.

o Update of medical and oral history

e Oral Exam, MGI, BL, PI

o Assess compliance

« Dispense clinical test matenal(s)

» Complimentary Prophy

6 Months

Pfizer Consumer Healthcare, Pﬁzer ne S



Pre-Meeting Materials for F

s

DA Feedback Meetlngﬁ .

Protocol 1D 103-0
Draft: 25 June 20 ;

June 27 2002

Appendlx C Code Break Guidelines

Code Break

Did the subject

experience a
serious adverse
event/medical
emergency? :

Is a code break
necessary for the
approprlate

treatment and
follow-up of this
subiect?

NO

BREAK

DO NOT

b CONTACT A PFIZER ]

REPRESENTATIVE
. IF A PFIZER
REPRESENTATIVE IS NOT |

THE RANDOMIZATION )

CODE CARD/SUBJECT

AND/OR AS S
THE STUDY PROTOCOL

Pfizer Con

DO NOT
BREAK CODE

et n

.

" COMPLETE A SERIOUS _

ADVERSE EVENT
AND/OR APPROPRIATE ~
CASE REPORTF

IFYOU HAVENOT

ALREADY DO
NOTIFY A PFIZ
REPRESENT AT
THE SERIOUS
WITHIN 24 HOU
APPLICABLE)




