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1. Study details

Chief Investigator:
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Principal Investigator: Professor Philip Preshaw
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Co — Investigator

Professor Elaine McCaoll
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Senior Trial Manager: Jared Thornton

ISRCTN Number:
REC Reference:

Sponsor:
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16/NE/0219

The Newcastle upon Tyne Hospitals NHS Foundation Trust

Sponsor Protocol Number: 1.3

Funder:

Study objectives:

Study design:

Study intervention:

National Institute for Health Research (DRF-2015-08-077)

The primary objectives of this feasibility study are to establish if the
e-cigarette intervention and associated trial procedures are
deliverable and acceptable from the perspectives of a range of
stake-holders, in particular patients and health professionals. To this
end, a key focus of the study will be on rates of patient eligibility,
recruitment, randomisation and retention and the yield and quality of
data.

Randomised, assessor-blind, controlled single centre feasibility
study

Usual Care (Very Brief Advice on Smoking and Oral Health) or
Usual Care + Electronic Cigarette Provision and Training. (1:1 ratio)

Study site: Newcastle Dental Hospital
Sample size required: 80
Study duration (recruitment): 15 months
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2. Protocol approval and amendment dates

Table 2.1: Protocol approvals and amendment dates

Protocol version

Amendment

Details

Approved Date

1.0, dated
24/08/2016

Original
submission

REC — 03/08/2016

1.1, dated
24/08/2016

Protocol
changes

Non-substantial changes were
made to the protocol following
REC approval. This was to
confirm who would have
access to data and update the
sponsor contact details.

HRA- 02/09/2016

Notified REC-
06/09/2016

1.2, dated
13/10/2016

Protocol
changes

Non-substantial changes were
made to the protocol. Change
in the way Periodontitis is
classified and several minor
administrative changes.

HRA 4/11/16

1.2, dated
13/10/2016

Addition of
PICs

Submitted as a ‘substantial
amendment’ but downgraded
to a non-substantial
amendment (Category B).

HRA 4/11/16

Sponsor sign off-
9/11/2016

1.3, dated
06/04/2017

Protocol
changes and
use of
promotional
materials

Non-substantial changes were
made to the protocol. The
minimum number of teeth
required was reduced from 20
to 16 (16 teeth represented
50% of the dentition of a
normal adult).

Promotional materials were
developed to enhance
recruitment as existing
recruitment centres.

HRA 09/05/2017

1.3, dated
06/04/2017

Extension of
study end
date

Non-substantial amendment to
extend the recruitment period
and study end date by 4
months.

Original 20/09/2017
recruitment

end date:

Amended 20/01/2018
recruitment

end date:

Original study | 31/03/2018

end date:

Sponsor sign off-
21/07/2017.

HRA approval-
27/07/2017.
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Amended
study end
date:

31/07/2018
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3. Signing off sheet

Review of Analysis Plan

The following analysis plan for the feasibility study of e-cigarettes in periodontitis study
has been reviewed by the following personnel. Any amendments to the plan should be
attached to this document and signed by all relevant personnel.

Trial Statistician: Vicky Ryan
M L“? PR
Date: 05.06.18

Chief Investigator: MM%

Date: 05/06/2018

Richard Holliday
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4. Introduction

The trial protocol describes the method of data collection and the main features of the
analysis. This document describes, in more detail, the proposed strategy for the
statistical analysis and presentation of data collected for this trial, guiding the final
analyses.

Both the ICH Guidance on Statistical Principles for Clinical Trials (ICH E9) and the
Revised CONSORT Statement for Reporting Randomized Trials recommend that all
analyses should be planned and outlined in a statistical analysis plan prior to the
unblinding of the data so as to avoid any post hoc decisions which may affect the
interpretation of the statistical analyses. The CONSORT statement also recommends
that when writing research papers authors should specify whether analyses were
planned or suggested by the data — planned analyses have greater credibility and are in
line with Good Clinical Practice.

The final trial data will be collected by the RH. These will be stored in SPSS format.
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5. Recruitment

e This study aimed to randomise 80 patients.

e The recruitment was initially expected to be over a 12-month period and projected
patient accrual was 7 patients/month. The recruitment period was then extended
by 4 months.

e Recruitment opened on 20" September 2016 and closed to recruitment on 7t
December 2017. Eighty patients were randomised. The last patient to enter the
study was randomised on 71" December 2017.
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Figure 6.1: Recruitment flow chart
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Cumulative number of patients

Figure 6.2: Plot of cumulative number of patients randomised by month:

actual and predicted.
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6. Randomisation

Randomisation was through a secure password protected web-based system
administered centrally by the Newcastle Clinical Trials Unit (NCTU). Participants
were randomised to usual care or the e-cigarette intervention in a 1:1 ratio, using
random permuted blocks of size x to y to ensure concealment of allocation.

XX participants were randomised to the control group and yy participants were
randomised to the intervention group.

Treatment arm allocation as recorded in the randomisation log will be checked
against actual treatment received as recorded in the CRF and master SPSS (using
visit 1 unblinded CRF). Any inconsistencies will be reported, however, analysis will
be by intention to treat, i.e. including all randomised participants and retaining
participants in their randomised treatment group.

7. Ineligible Participants

Ineligible participants are classed as those randomised participants who are found to
subsequently not adhere to the eligibility criteria of the trial (Protocol Section 3.2).
The number of known ineligible participants and reasons for ineligibility will be
reported. However, the analysis will be by intention to treat, i.e. including all
randomised participants and retaining participants in their randomised treatment
groups.

Table x: Summary of ineligible participants by randomised treatment group

Number (%) of participants

Criteria Control group | Intervention Total

group

<18 years of age at consent

<16 natural teeth protocol 1.0/1.1, or
<20 natural teeth protocol 1.2*

TOTAL

Xx participants had a baseline number of teeth <20 and therefore wouldn’t have
been eligible for the study with protocol version 1.2.
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8. Baseline participant characteristics

Demographic and clinical baseline characteristics at baseline will be compared
across treatment groups descriptively. For categorical variables (e.g. gender) the
number and percentage in each group will be reported and for continuous variables
the mean, standard deviation (sd) or median, IQR/range, as appropriate.
Descriptive statistics will be tabulated by treatment group and overall.

No significance testing will be carried out due to the randomised nature of the
study.(1-4)
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Table 8.1: Baseline assessments, by treatment allocation group (n=380)

Categorical Baseline Characteristic Control group Intervention group Total
n (%) N=xX n=yy n=80
Sex

Female XX (Xx%) XX (XX%) XX (XX%)

Male XX (Xx%) XX (XX%) XX (XX%)
Ethnicity
White (British, Irish, other White) XX (Xx%0) XX (Xx%0) XX (XX%)
Mixed (White & Black Caribbean, White & Black X (Xx%) X (Xx%) X (Xx%)
African, White & Asian, other Mixed)
Asian or Asian British (Indian, Pakistani, Bangladeshi, X (Xx%) X (xx%) X (Xx%)
other Asian)
Black or Black British (Caribbean, African, other X (Xx%) X (xx%) X (Xx%)
Black)
Chinese or other ethnic group X (Xx%) X (Xx%) X (Xx%)
Not Stated

X (Xx%) X (Xx%) X (Xx%)

Occupation
Working in a routine or manual occupation X (Xx%) X (xx%) X (Xx%)
Working in an intermediate occupation X (Xx%) X (xx%) X (Xx%)
Working in a managerial or professional occupation X (Xx%) X (Xx%) X (Xx%)
Unemployed / not working for a year or more X (Xx%) X (Xx%) X (Xx%)
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Full time student X (Xx%) X (Xx%) X (Xx%)
Retired X (Xx%) X (Xx%) X (Xx%)
Sick / Disabled / Unable to return to work X (Xx%) X (Xx%) X (Xx%)
Home carer (unpaid) X (Xx%) X (Xx%) X (Xx%)
None of these X (Xx%) X (Xx%) X (Xx%)
Continuous Baseline Characteristic Control group Intervention group Total
Min N=XX n=yy n=80
Median (LQ-UQ)
Mean (SD)
Max
Age (years) XX XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Number of cigarettes/day (any) XX XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Number of factory cigarettes/day XX n= XX XX
_ XX (XX-XX) XX (XX-XX) XX (XX-XX)
n=
XX (XX) XX (XX) XX (XX)
XX XX XX
Number of hand-rolled cigarettes/day n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Age started smoking XX XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Expired air Carbon Monoxide (eCO) reading XX XX XX
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[Reading of >10ppm signifies a tobacco smoker] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Clinical Examination Control group Intervention group Total
Min N=xX n=yy n=80
Median (LQ-UQ)
Mean (SD)
Max
Number of teeth (excluding 3 molars) n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Plaque score n= XX n= XX XX
[possible range 0-3, 0= no plague, 3= extensive XX (XX-XX) XX (XX-XX) XX (XX-XX)
plaque] XX (XX) XX (XX) XX (XX)
XX XX XX
%BOP score n= XX n= XX XX
[Bleeding On Probing] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mean MGl n= XX n= XX XX
[Maodified Gingival Index, possible range 0-4, 0= no XX (XX-XX) XX (XX-XX) XX (XX-XX)
inflammation, 4= severe inflammation] XX (XX) XX (XX) XX (XX)
XX XX XX
Mean Probing Pocket Depth (PPD) [mm] n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mean PPD [mm] of those sites with a baseline n= XX n= XX XX
probing depth of = 5mm XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
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Mean PPD [mm] of those sites with a baseline n= XX n= XX XX
probing depth of = 6mm XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mean PPD [mm] of those sites with a baseline n= XX n= XX XX
probing depth of = 7mm XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mean PPD [mm] of those sites with a baseline n= XX n= XX XX
probing depth of < 4mm XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mean CAL [mm] n= XX n= XX XX
[Clinical Attachment Level] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
PESA [mm?] n= XX n= XX XX
[Periodontal Epithelial Surface Area] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
PISA [mm?] n= XX n= XX XX
[Periodontal Inflammed Surface Area] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
No. of sites with probing depth = 5mm n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
% of sites with probing depth = 5mm n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
No. of sites with probing depth < 4mm n= XX n= XX XX
XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
% of sites with probing depth < 4mm n= XX n= XX XX
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XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Clinical Oral Dryness Score n= XX n= XX XX
[Possible range: 0-10, 10= worse dryness] XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX

Degree of precision: An appropriate approach will be taken for each outcome usually to one decimal place.
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Table 8.2: Baseline patient completed questionnaires, by treatment

allocation group.

Baseline Questionnaire Control Intervention Total
Min n= XX n=yy n= 80
Median (LQ-UQ)
Mean (SD)
Max
Fagerstrom Test for Nicotine XX XX XX
Dependence () XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Mood and Physical Symptoms XX XX XX
Scale® XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX
Oral Health Quality of Life XX XX XX
Assessment (OHQoL-UK)©) XX (XX-XX) XX (XX-XX) XX (XX-XX)
XX (XX) XX (XX) XX (XX)
XX XX XX

A. Fagerstrom Test for Nicotine Dependence. [6 items, possible range: 1-10, higher score=

more intense dependence]

B. Mood and Physical Symptoms Scale [12 items, possible range: 10-60, higher score =
worse cigarette withdrawal symptoms]
C. Oral Health Quality of Life Assessment [16 items, possible range: 16- 80, lower score =

poorer OHRQoL]
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9. Follow-up

Participants are scheduled to return for their study assessments at the following
time points:

e Visit 4: 4- weeks (minus 3 days or plus 14 days)*
e Visit 5: 3-months (minus 15 days or plus 28 days)*
e Visit 6: 6-months (minus 15 days or plus 28 days) **

# These study window periods are based on the Russel Standards for smoking
cessation studies.

*In the CRF the study visit windows for visit 5 and 6 are specified as +/-15 days.
Within the SAP a window of minus 15 days or plus 28 days will be used (in line
with Russell Standards). Figure 9.1 presents the number of participants in both
window sizes.

Participants could withdraw from the study for any reason at any time and no further
data or tissue would be collected or any other research procedures carried out on
or in relation to the participant.

Participants who failed to attend a scheduled visit and were unreachable were
deemed lost to follow-up.

9.1.Withdrawals and loss to follow-up:

There were x withdrawals or loss to follow-up, with y from the intervention group
and z from the control group.

Table 9.1: Chronological list of withdrawals and loss to follow-up

Participant Study Date of Withdrawal | Study visits | Reason
Arm randomisation date/ date | completed?
of last visit
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Table 9.2: Summary of patient follow-up

Control Intervention Total
N=xX n=yy n=80
Visit 1
Randomisation n (%) n (%) n (%)
Visit 4 Complied
4- weeks with study n (%) n (%) n (%)
(minus 3 days or window
plus 14 days) Out with
study n (%) n (%) n (%)
window
Visit 5 Complied
3- months (minus | with study n (%) n (%) n (%)
15 days or plus window
28 days) Out with
study n (%) n (%) n (%)
window
Visit 6 Complied
6- months (minus | with study n (%) n (%) n (%)
15 days or plus window
28 days) Out with
study n (%) n (%) n (%)
window

Figure 9.1: Compliance with study window at visit 4, 5 and 6.
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10.

Safety data

There have been xx SAEs reported in total.

Table 10.1: Chronological listing of SAEs:

Study Treatment Date of SAE Onset Date | Severity | SAE reason Outcome of
ID allocation initial Description SAE
report

Table 10.2: Summary of Adverse Events (AE)**

There have been xx AE’s in zz participants.

condition

AE No. AE in control group No. AE in intervention group (no.
(no. patients) patients)
Toothache N (n) N (n)
Dentine hypersensitivity N (n) N (n)
Tooth loss N (n) N (n)
Mouth ulceration N (n) N (n)
Fractured filling N (n) N (n)
Worsening of medical N (n) N (n)

“ A detailed chronological listing of the AEs is available in the appendix
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11.

Adherence to protocol

Table 11.1: Summary of protocol deviations*

Reason

group

No. deviations in control

group

No. deviations in intervention

Study visits outside
specified window

Use of e-cigarette whilst
in the control group.

NA

Not able to collect
periodontal indices at
visit 5 due to periodontal
therapy being
incomplete.

XXX

# A detailed chronological listing of the protocol deviations is available in the

appendix

Participant compliance

This study was intended to be a pragmatic design and hence there was not
excessive participant follow up with regards to compliance. Participant compliance
will be determined by attendance at the review visits (visit 4,5,6).

Table 11.2: Participant compliance- attendance at review visits

Compliance level

Randomisation group [n (%)]

Control group Intervention group Total

N=xX n=yy n=80

All reviews n (%) n (%) n (%)
2/3 reviews n (%) n (%) n (%)
1/3 reviews n (%) n (%) n (%)
0/3 reviews n (%) n (%) n (%)
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Table 11.2: Data completeness

Visit Consented Completed Data completeness Comment
Data element for procedure/
procedure | data collected
Pocket Probing Depths Baseline XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Gingival Index Baseline XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Plaque Index Baseline XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Bleeding on Probing Baseline XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Baseline XX XX %
Visit 5 XX XX %
Clinical Attachment Loss Visit 6 XX XX %
Clinical Oral Dryness Score Baseline XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Expired air Carbon Baseline XX XX %
Monoxide Visit 2 XX XX %
Visit 4 XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Saliva sample Baseline XX XX %
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Visit 2 XX XX %
Visit 4 XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Subgingival plagque sample Baseline XX XX %
Visit 2 XX XX %
Visit 4 XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Gingival crevicular fluid Baseline XX XX %
sample Visit 5 XX XX %
Visit 6 XX XX %
Fagerstrom Test for Baseline XX XX %
Nicotine Dependence Visit 2 XX XX %
Visit 4 XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Mood and Physical Baseline XX XX %
Symptoms Scale Visit 2 XX XX %
Visit 4 XX XX %
Visit 5 XX XX %
Visit 6 XX XX %
Oral Health Quality of Life Baseline XX XX %
Questionnaire Visit 6 XX XX %
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Compliance with weekly diary

Participant compliance with the weekly data collection will be determined by the
proportion of completed entries compared to the number of weeks the participant

was in the study.

Table 11.3: Compliance with weekly diary

Control group Intervention Total
N=XxX group n=80
n=yy
Min XX XX XX
Median (LQ-UQ) XX (XX-XX) XX (XX-XX) XX (XX-XX)
Mean (SD) XX (XX) XX (XX) XX (XX)
Max XX XX XX

Table 11.4: Compliance with EC usage (intervention group only)

Proportion of participants in
intervention group (n=yy) (% [n])

Accepted EC starter kit % (n)
Using the EC at visit 2 (baseline) % (n)
Using the EC at visit 4 (4w) % (n)
Using the EC at visit 5 (3m) % (n)
Using the EC at visit 6 (6m) % (n)

Table 11.5: E-liquid flavour choice

Each participant chose two e-liquids giving 10 selections. There were four flavour options:
tobacco, mint, cherry and flavourless.

Proportion of participants in
intervention group (n=yy) (% [n])

Tobacco only % (n)
Cherry only % (n)
Mint only % (n)
Mint & Cherry % (n)
Tobacco & Cherry % (n)
Tobacco & Mint % (n)
Flavourless only % (n)
Flavourless & Tobacco % (n)
Flavourless & Mint % (n)
Flavourless & Cherry % (n)
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Table 11.6: E-liquid strength (nicotine) choice

Each participant chose two e-liquids giving xx selections. There were four options: 0, 6,
12, 18 mg/ml.

Nicotine choices (mg/ml) Proportion of participants in
intervention group (n=yy) (% [n])
0 0 % (n)
0 6 % (n)
0 12 % (n)
0 18 % (n)
6 6 % (n)
6 12 % (n)
6 18 % (n)
12 12 % (n)
12 18 % (n)
18 18 % (n)
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12 Definition of analysis groups

Statistical analyses will be based on the intention to treat principle with analysis
groups based on the groups allocated at randomisation and all randomised patients
being included in the analysis. The number of participants who did not receive the
intervention to which they were randomised will be reported.

Figure 12.1: Consort Flow Diagram
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13 Missing data

Smoking outcome data

Those not attending for review visits when smoking outcome data was collected
(4w, 3m, 6m) will be considered as continuing smokers or to have relapsed in line
with standard research practice (Russell Standard(5) and Cochrane Tobacco
Addiction Group(6)). Therefore, the outcomes ‘self-reported quitters of burnt
tobacco’ and ‘Russell Standard 6-month quitter (RS6)’ will record missing data as
non-quitters. For continuous data (eCO, SC, SA) missing data will not be imputed.

Periodontal data

Missing periodontal data due to participant loss to follow-up will not be imputed.

Teeth lost during the study

Teeth that are planned to be removed as part of the initial treatment plan should
not be included in any analysis and periodontal indices should not be collected.

Teeth that are lost during the study period (i.e. their loss was not in the initial
treatment plan) prior to visit 5 should be recorded as missing data.

Teeth that are lost during the study period (i.e. their loss was not in the initial
treatment plan) after visit 5 should follow a ‘last observation carried forwards’
approach for the periodontal indices. In this circumstance, when a tooth is lost
between visit 5 and 6, then the data should be carried forwards from visit 5. This is
important because several of the oral health outcome measures for this study are
‘summary’ whole mouth measures calculated on all teeth present. If a diseased
tooth is lost which has high indices, the loss of that tooth could substantially effect
the summary whole mouth outcome measures giving the appearance of reduction
of disease severity.

Data was carried forwards between visit 5 and 6 for xx participants on yy teeth.
The mean (SD) of the carried forwards PPD data was xx(xx).

Table 13.1: Summary of PPD data carried forwards between visit 5 and 6.

Control group Intervention Total
N=xX group n=80
n=yy
Mean (SD) PPD of XX (XX) XX (XX) XX (XX)

data carried
forwards between
visit 5 and 6
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Questionnaires

For missing questionnaire data, published guidelines will be followed for validated
questionnaires and otherwise generic rules (such as ‘rule of halves’) which are
recommended in the literature will be described and employed. (7-9)

OHQoLUK

Patients who had not responded to 210% of the items in OHQoLUK questionnaire
were eliminated and recorded as missing data. For patients who had <10%
missing responses, the answers to the missing items were derived using group
mean score imputation for each item in order to calculate the individual domain
scores and the summary scores as reported in the literature(10-12).

FTND
There are no published guidelines for this questionnaire on how to manage
incomplete data. Generic rules will be used.

MPSS

There are no published guidelines for this questionnaire on how to manage
incomplete data. Generic rules will be used.

For all questionnaires the completeness of the data will be described by
randomised treatment group and overall, at baseline and follow-up visits:

e Missing items per questionnaire (e.g. 95% of OHQoLUKSs were complete,
4% had one missing item, etc...)

e Distribution of item responses (% of respondents with missing data by item)
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Table 13.2 Distribution (% of respondents) of number of missing

guestionnaire items

Questionnaire No. Baseline | Visit 2 Visit 4 Visit 5 Visit 6
missing n (%) n (%) n (%) n (%) n (%)
items

OHQoLUK 0 nn (xx%) nn (xx%)
1 nn (xx%) nn (xx%)
2 nn (xx%) nn (xx%)
3 nn (xx%) nn (xx%)
4 nn (xx%) nn (xx%)
5 nn (xx%) nn (xx%)
6 nn (xx%) nn (xx%)
7 nn (xx%) nn (xx%)
8 nn (xx%) nn (xx%)
9 nn (xx%) nn (xx%)
10 nn (xx%) nn (xx%)
11 nn (xx%) nn (xx%)
12 nn (xx%) nn (xx%)
13 nn (xx%) nn (xx%)
14 nn (xx%) nn (xx%)
15 nn (xx%) nn (xx%)
16 nn (xx%) nn (xx%)

FTND 0 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
1 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
2 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
3 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
4 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
5 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
6 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)

MPSS 0 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
1 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
2 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
3 nn (xx%) | nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%)
4 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
5 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
6 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
7 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
8 nn (xx%) | nn (xx%) | nn (Xx%) | nn (Xx%) | nn (Xx%)
9 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
10 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
11 nn (Xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
12 nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%) | nn (xx%)
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Table 13.3 Distribution (% of respondents) of missing items in

guestionnaires

Questionnaire Variable Missing response
Baseline | Visit 2 Visit 4 Visit 5 Visit 6
n (%) n (%) n (%) n (%) n (%)
OHQoLUK Eating or nn (xx%o) nn (xx%)
enjoyment of
food
Appearance | nn (xx%) nn (xx%)
Speech nn (xx%) nn (xx%)
General nn (xx%o) nn (xx%)
Health
Ability to nn (xx%) nn (xx%)
relax or sleep
Social life nn (xx%) nn (xx%)
Romantic nn (xx%) nn (xx%)
relationships
Smiling or | nn (xx%) nn (xx%)
laughing
Confidence | nn (xx%) nn (xx%)
Carefree nn (xx%) nn (xx%)
manner
Mood nn (xx%o) nn (xx%)
Work or nn (xx%) nn (xx%)
ability to do
your usual
jobs
Finances nn (xx%) nn (xx%)
Personality | nn (Xx%) nn (xx%)
Comfort nn (xx%) nn (xx%)
Breath odour | nn (xx%) nn (xx%)
FTND Smoke after | nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
waking? (xx%)
Refrain from | nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
smoking? (xx%)
Which cig nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
give up? (xx%)
How many | nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
smoke/day? (xx%)
Morning nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
smoking? (xx%)
Smoke when | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
sick? (xx%)
MPSS Depressed | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
(xx%)
Anxious nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
(xx%)
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Irritable nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
(xx%)

Restless nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
(xx%)

Hungry nn (xx%) nn nn (xx%) | nn (xx%) | nn (Xx%)
(xx%)

Poor nn (xx%o) nn nn (xx%) | nn (xx%) | nn (xx%)
concentration (xx%)

Poor sleep | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
(xx%)

Urge to nn (xx%o) nn nn (xx%) | nn (xx%) | nn (xx%)
smoke? (xx%)

Strength of | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
urges? (xx%)

Sore in nn (xx%o) nn nn (xx%) | nn (xx%) | nn (xx%)
mouth (xx%)

Constipation | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
(xx%)

Cough/ sore | nn (xx%) nn nn (xx%) | nn (xx%) | nn (xx%)
throat (xx%)
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14 Analysis of outcome measures

In accordance with recommendations for the analysis of feasibility studies (13, 14)
(where a formal power calculation is not carried out) the data analyses will be
descriptive and statistical comparisons between the randomised groups will not be
undertaken.

For the feasibility outcome measures all proportions/rates will be calculated as
defined and reported with 95% confidence intervals.

Summaries of the change from baseline to 3m and baseline to 6m for the study
assessment outcome measures will be reported as mean (sd) or median (range),
depending on the distribution of the data, which will be assessed by examining the
data graphically.
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Table 14.1: Feasibility outcomes

Trial objective

Assessment method

Outcome

To estimate the eligibility
rates among our patient
population.

Based on recruitment
flow chart

Eligibility rate from
Professor Preshaw’s
new patient clinic.

(Unable to make any
estimates beyond
this.)

To assess patients’
willingness to enter the
trial

Based on eligibility data.

Participants
consented as a
proportion of those
eligible.

To estimate the
recruitment rate; can 80
eligible patients be
recruited in a 12-month
period?

Bases on recruitment
data

Unable to recruit
within 12 months but
successfully
completed within 15
months. Average
recruitment rate was
5.3/month.

To ascertain if any
participation biases exist.

Not possible to determine
this with the data
collected.

To ascertain the
retention rate of the
participants for 6-month
follow-up data?

Based on compliance
data- ‘Table 11.2:
participant compliance’.

See Table 11.2

To ascertain the
randomised group
contamination rates (i.e.
the extent of cross-over
between the two arms of
the trial).

Based on protocol
deviations data. See
‘Table 11.1: Summary of
protocol deviations’

xx% of those in
control group who
used an e-cigarette.

To test a weekly smoking
status data collection
method.

Based on compliance
with weekly diary data.
See ‘Table 11.3:
Compliance with weekly
diary’

See Table 11.3

To compare descriptively
novel and traditional
periodontal outcome
measures. (Novel: PISA,
PESA. Traditional:
PPDs.)

Based on ‘Table 13.2:
Oral health outcome
measures’

See Table 13.2

To estimate the standard
deviation of the
periodontal outcome

Based on ‘Table 13.2:
Oral health outcome
measures’

See Table 13.2
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measures to input to the
sample size calculation
for future definitive trials.

To complete exploratory
analyses of the
distribution of the
microbiome.

Exploratory presence and
proportions of bacterial
species present will be
quantified.

NA

To complete exploratory
analyses of the
distributional properties
of the inflammatory
biomarkers.

Based on ‘Table 13.2:
Oral health outcome
measures’

See Table 13.2

To ascertain participant
compliance when
provided with an EC.

Based on ‘Table 11.4:
Compliance with EC
usage (intervention group
only)’

See Table 11.4

To describe tobacco

Based on ‘Table 13.3:

See Table 11.4 and

smoking and EC usage. | Smoking related outcome 13.3.
measures’ and ‘Table
11.4: Compliance with
EC usage (intervention
group only)’
To ascertain participant | Qualitative TDF NA
behaviour regarding the | interviews
use of the EC.: straight
nicotine replacement or
nicotine cessation
device?
To complete a Qualitative TDF NA

Qualitative Process
Evaluation to establish
the views of participants
on the provision of e-
cigarettes and to finalise
the exact characteristics
of an EC intervention for
the future definitive study
for this patient group.

interviews, staff diary and
focus group.
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Table 14.2: Oral health outcome measures

Outcome Control Group, n= Intervention Group, n=
Min
Median (LQ-UQ)
Mean (SD)
Max
95% ClI Baseline | Baseline | Quit 4- 3- Baseline | Baseline | Quit 4- 3-
_ Baseline of thoise of thqse date | weeks | month ' of thqse of thqse date | weeks | month
Unless otherwise I reaching | reaching 6- Baseline | reaching | reaching 6-
detailed (all) 3-month | 6-month month 3-month | 6-month month
visit visit visit visit
Number of teeth XX XX XX XX XX XX XX XX XX XX
(excluding 3 XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
molars) XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean Pocket XX XX XX XX XX XX XX XX XX XX
Probing Depth XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX~ XX (XX- XX XX
(PPD) [mm] XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean PPD [mm)] XX XX XX XX XX XX XX XX XX XX
of those sites XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
with a baseline XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
probing depth of XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
= 5mm XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)

Page 35 of 53



XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean PPD [mm] XX XX XX XX XX XX XX XX XX XX
of those sites XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
with a baseline XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
probing depth of XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
= 6mm XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean PPD [mm] XX XX XX XX XX XX XX XX XX XX
of those sites XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
with a baseline XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
probing depth of XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
=7mm XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean PPD [mm] XX XX XX XX XX XX XX XX XX XX
of those sites XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
with a baseline XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
probing depth of XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
<4mm XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Proportion of % [n=x] | % [n=x] | % [n=X] % % % [n=x] | % [n=x] | % [n=X] % %
sites with [n=x] | [n=X] [n=x] [n=x]
PPD>4mm (%
[n=x])
Proportion of % [n=x] | % [n=x] | % [n=X] % % % [n=x] | % [n=x] | % [n=X] % %
sites with [n=x] | [n=X] [n=x] | [n=x]
PPD>6mm
Proportion of % % % %
sites improving [n=x] | [n=X] [n=x] | [n=X]

by >2mm.
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Proportion of

%

%

%

%

deep sites [n=x] | [n=X] [n=x] | [n=X]
(baseline PPD
>6mm) improving
by >2mm.
Mean MGI XX XX XX XX XX XX XX XX XX XX
[Modified XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
Gingival Index] XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Plague score XX XX XX XX XX XX XX XX XX XX
XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Mean CAL [mm] XX XX XX XX XX XX XX XX XX XX
[Clinical XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
Attachment XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
Level] XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
% BOP score XX XX XX XX XX XX XX XX XX XX
[Bleeding On XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX~ XX (XX~ XX XX
Probing] XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX | XX-XX XX-XX_ | XX-XX
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Clinical Oral XX XX XX XX XX XX XX XX XX XX
Dryness Score XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX | XX-XX XX-XX_ | XX-XX
PESA [mm?] XX XX XX XX XX XX XX XX XX XX
[Periodontal XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
Epithelial Surface XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
Area] XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
PISA [mm?Z] XX XX XX XX XX XX XX XX XX XX
[Periodontal XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX- XX XX
Inflammed XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
Surface Area] XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX | XX-XX XX-XX_ | XX-XX
OHQoL-UK XX XX XX XX XX XX XX XX
XX (XX- XX (XX- XX (XX- XX XX (XX- XX (XX- XX (XX- XX
XX) XX) XX) (xx- XX) XX) XX) (xx-
XX (XX) XX (XX) XX (XX) XX) XX (XX) XX (XX) XX (XX) XX)
XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) XX-XX XX-XX XX-XX (xx)
XX XX
XX-XX XX-XX
Interleukin (IL)- XX XX XX XX XX XX XX XX XX XX
18 XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX~ XX (XX~ XX XX
XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX
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XX-XX XX-XX XX-XX XX XX XX-XX XX-XX XX-XX XX XX
(xx) | (xx) (xx) | (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Matrix XX XX XX XX XX XX XX XX XX XX
metalloproteinase XX (XX- XX (XX- XX (XX- XX XX XX (XX- XX (XX- XX (XX~ XX XX
8 (MMP-8) XX) XX) XX) (xx- (xx- XX) XX) XX) (xx- (xx-
XX (XX) XX (XX) XX (XX) XX) XX) XX (XX) XX (XX) XX (XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX (xx) (xx) XX-XX XX-XX XX-XX (xx) (xx)
XX XX XX XX
XX-XX_ | XX-XX XX-XX_ | XX-XX
Microbiological Exploratory analysis of the presence and proportions of bacterial species present will be quantified.
outcome
measure

Page 39 of 53



Table 14.3: Smoking related outcome measures

Outcome Control Group, n= Intervention Group, n=
Min
Median
(LQ-UQ)
Mean n n
(SD) Baselin | Baselin | Baselin | Quit 4- 3- Baselin | Baselin | Baselin | Quit 4- 3-
Max e of e of e of dat | week | mont e of e of e of dat | week | mont
95% Cl . those those those e S h . those those those | e S h
Baselin ; ; ; 6- Baselin ; ; ; 6-
Iy reachin | reachin | reachin mont e reachin | reachin | reachin mont
Unless e g 4- g 3- g 6- h g4- g3- g 6- h
otherwise week month | month week month | month
detailed visit visit visit visit visit visit
FTND XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx- | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | xx (XX) | XX) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (xX) | Xx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (Xx) | (Xx) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (Xx) | (Xx) (xx) (xx)
XX XX XX XX XX XX XX XX
XX= | XX=XX | XX-XX | XX-XX XX- | XX=XX | XX-XX | XX-XX
XX XX
MPPS XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX (XX= | XX (XX= | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (XX | XX (XX- | XX (XX- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx= | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | Xx (Xx) | Xx) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (XX) | XXx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (Xx) | (Xx) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (Xx) | (Xx) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX-XX | XX-XX | XX-XX XX- | XX-XX | XX-XX | XX-XX
XX XX
MPPS XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
(M)
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XX (XX= | XX (X%= | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (X%= | XX (Xx- | XX (Xx- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx-= | (xx- (xx- (xx-
XX (XX) | XX (xXX) | xx (Xx) | Xx (Xx) | Xx) XX) XX) XX) XX (XX) | XX (XX) | xx (XX) | XX (xx) | Xx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX-XX | XX-XX | XX-XX XX- | XX-XX | XX-XX | XX-XX
XX XX
MPSS XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
© XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (XX | XX (XX- | XX (XX- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx-= | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | xx (XX) | XX) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (XX) | Xx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (Xx) | (Xx) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (Xx) | (XxX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX-XX | XX-XX | XX-XX XX- | XX-XX | XX-XX | XX-XX
XX XX
MPSS (P) XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX (XX= | XX (XX= | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (XX | XX (XX- | XX (XX- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xXx- | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | XX (Xx) | XX) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (XX) | XX) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX-XX | XX-XX | XX-XX XX- | XX-XX | XX-XX | XX-XX
XX XX
eCO XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX
XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx- | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | xx (XX) | XX) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (XX) | Xx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX-XX | XX-XX | XX-XX XX- | XX-XX | XX-XX | XX-XX
XX XX
Salivary XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
Cotinine
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(SC) XX (XX= | XX (X%= | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (X%= | XX (Xx- | XX (XX- | XX XX XX XX
[ng/ml] XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx-= | (xx- (xx- (xx-
XX (XX) | XX (xXX) | xx (Xx) | Xx (Xx) | Xx) XX) XX) XX) XX (XX) | XX (XX) | xx (XX) | XX (xx) | Xx) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX=XX | XX-XX | XX-XX XX- | XX=XX | XX-XX | XX-XX
XX XX
SC: % % % % % % % % % % % % % % % %
proportio [n=x] [n=x] [n=x] [n=x] | [n=x| [n=x] | [n=x] | [n=X] [n=x] [n=x] [n=x] [n=x] | [n=x | [n=xX] | [n=X] | [n=X]
n of ] ]
participan
ts with
readings
below
15ng/ml.2
Salivary XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
Anabasin XX (XX- | XX (XX- | XX (XX- | XX (XX- | XX XX XX XX XX (XX= | XX (XX | XX (XX- | XX (XX- | XX XX XX XX
e (SA) XX) XX) XX) XX) (xx- | (xx- (xx- (xx- XX) XX) XX) XX) (xx- | (xx- (xx- (xx-
XX (XX) | XX (XX) | XX (XX) | XX (Xx) | XX) XX) XX) XX) XX (XX) | XX (XX) | XX (XX) | XX (XX) | XX) XX) XX) XX)
XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX XX
XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx) XX-XX XX-XX XX-XX XX-XX | (XX) | (XX) (xx) (xx)
XX XX XX XX XX XX XX XX
XX- | XX=-XX | XX-XX | XX-XX XX- | XX=XX | XX-XX | XX-XX
XX XX
SA: % % % % % % % % % % % % % % % %
Proportio [n=x] [n=x] [n=x] [n=x] | [n=x| [n=X] | [n=X] | [n=X] [n=x] [n=x] [n=x] [n=x] | [n=x| [n=X] | [n=X] | [n=X]
n of ] ]
participan
ts with
readings
below
0.1ng/ml.
b
Self- % % % % % % % %
reported [n=x| [n=x] | [n=x] | [n=X] [n=x | [n=x] | [n=X] | [n=X]
quitters of ] ]
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burnt
tobacco¢

eCO
verified
self-
reported
quitter

%
[n=x

%
[n=x]

%
[n=x]

%
[n=x]

%
[n=x

%
[n=x]

%
[n=x]

%
[n=x]

SC/SA
verified
self-
reported
quitter

%
[n=x]

%
[n=x]

%
[n=x]

%
[n=x

%
[n=x]

%
[n=x]

%
[n=x]

eCO and
SC/SA
verified
self-
reported
quitter

[n=x

%
[n=x]

%
[n=x]

%
[n=x]

%
[n=x

%
[n=x]

%
[n=x]

%
[n=x]

Russell
Standard
6-month
quitter
(RS6)¢

%
[n=x]

%
[n=x]

Cumulativ
e self-
reported
burnt
tobacco
use

XX

XX

Cumulativ
e self-
reported
EC use
(No. of
days
using EC)

XX

XX
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a- Salivary Cotinine measurements of below 15ng/ml signifies a non-user of burnt tobacco or nicotine products.

b- Salivary Anabasine measurements of below 0.1ng/ml signifies a non-user of burnt tobacco [when participant is using NRT/e-
cigarettes]

c- This measure will cover the following Russell Standard time points: SR4AWQ (self-reported 4-week quitter) and SR6MQ (self-
reported 6-month quitter)

d- There are five criteria: 1) six-months follow-up from quit date, 2) self-reported smoking abstinence over whole follow-up period
allowing up to five cigarettes in total, 3) biochemical validation of abstinence, 4) ‘intention-to-treat’ analysis with participants
counted as smokers if smoking status can’t be determined [unless died or moved to an untraceable address], 5) following up
‘protocol violators’ and using true smoking status in analysis. [N.B. The Russell Standard has a sixth criteria, blind follow-up,
that was not possible in this study due to the limitations of a doctoral research project].

No interpretation will be made of these change data summaries nor of any apparent change within allocation groups given the fact that
this cannot be meaningfully interpreted without further analysis.(15, 16)
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Plots of outcome measures

Box and spaghetti plots will be created for each of the following, by randomised

roup.

Mean PPD (mm)

Proportion of sites with PPD>4mm
Proportion of sites with PPD>6mm
Proportion of sites improving by >2mm.

Proportion of deep sites (baseline PPD >6mm) improving by >2mm.

MGI

Pl

CAL

BOP

CODSs

PESA

PISA

OHQoL-UK

FTND

MPPS

eCO

Salivary Cotinine (SC)
SC: proportion of participants with readings below 15ng/ml.
Salivary Anabasine (SA)

SA: Proportion of participants with readings below <0.1ng/ml.

Interleukin (IL)- 1B

Matrix metalloproteinase 8 (MMP-8)
Self-reported quitters of burnt tobacco

eCO verified self-reported quitter

SC/SA verified self-reported quitter

eCO and SC/SA verified self-reported quitter
Russell Standard 6-month quitter (RS6)
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Figure 14.1: Example plot: Mean PPD (mm)
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Table 14.4: Change in outcome measures between visits

Outcome

Min

Median (LQ-UQ)
Mean (SD)

Max

95% CI

Unless otherwise detailed

Control Group, n=

Intervention Group, n=

Change from
baseline to 4-
weeks

Change from
baseline to 3-
months

Change from
baseline to 6-
months

Change from
baseline to 4-
weeks

Change from
baseline to 3-
months

Change from
baseline to 6-
months

Mean PPD [mm]

Mean PPD [mm] of those sites with
a baseline probing depth of =2 5mm

Mean PPD [mm)] of those sites with
a baseline probing depth of = 6mm

Mean PPD [mm)] of those sites with
a baseline probing depth of = 7mm

Mean PPD [mm] of those sites with
a baseline probing depth of < 4mm

Proportion of sites with PPD>4mm
(% [n=x])

Proportion of sites with PPD>6mm

Proportion of sites improving by
>2mm.

Proportion of deep sites (baseline
PPD >6mm) improving by >2mm.

Mean MGI
[Modified Gingival Index]

Plague score

Mean CAL [mm]
[Clinical Attachment Level]

% BOP score
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[Bleeding On Probing]

Clinical Oral Dryness Score

PESA [mm?]
[Periodontal Epithelial Surface
Area]

PISA [mm?Z]
[Periodontal Inflammed Surface
Area]

OHQoL-UK

FTND

MPPS

MPPS (M)

MPSS (C)

MPSS (P)

eCO

Salivary Cotinine (SC)

SC: proportion of participants with
readings below 15ng/ml.

Salivary Anabasine (SA)

SA: Proportion of participants with
readings below <0.1ng/ml.

Interleukin (IL)- 18

Matrix metalloproteinase 8 (MMP-8)
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15 Treatment comparisons

The study has not been designed to make treatment comparisons or draw inferences and as such no formal statistical testing will be
performed. However, for smoking abstinence at 4-weeks and 6-months, a comparison of the difference in the percentage achieving
this between treatment groups will be reported with a 95% confidence interval for the difference.
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17 Appendices

Table 17.1: Chronological listing of protocol deviations

Participant
Study ID

Treatment
allocation

Date

Reason
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Table 17.2: Listing of Adverse Events (AE) by participant number
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