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Introduction and Objectives

Theharmfromsmokingmainlyresultsfromlong-termexposureto
HarmfulandPotentiallyHarmfulConstituents(HPHCs)containedin
cigarettesmokegeneratedbythecombustionoftobacco. Smoking
Cessation(SC)isthemosteffectivewaytoreducetheharmandriskof
smoking-relateddiseasestoarelativerisklevelwhichmayapproach,
overtime,thatofnever-smokers.InmostSCstudies, themainfocus
isonthesuccessfulquittingrateoftheSC/approachtreatmentused.
However,onlylimitedinformationonshort-tolong-termfunctional/
biological changes following SC is available in the literature.
The overall aim of this study was to assess over a one-year
oeriod of continuous smoking abstinence the reversibility of
the harm related to smoking by assessing changes of Biomark-
ers of Exposure to HPHCs (BoExp: CO in exhaled breath along
with 8 urinary BokExp compounds) and Clinical Risk Endpoints

Methods

This was a multi-region, multi-center, ambulatory study
conductedintheUS, UK, Poland,Germany,andJapan,inhealthyadult
smokers who were willing to quit smoking

and were asked to continuously abstain from smoking

during a 52-week (T-year) period. To support the subjects
tostopsmoking,NicotineReplacementTherapy(NRT)wasprovided
atsubjects'requestandusedaspercountrylabelforupto3months.
Additionally, SCsupport,includingcounselingandbehavioralsupport,
wasprovidedthroughoutthestudyanduponsubjects'request.Data
analysisofthefullstudy(lyearcontinuousSC)isongoing. Thisposter
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Results
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Pathway Endpoint Relative change 95% Cl
from baseline
Inflammation hs-CRP (mg/L) 1.33% 14.5, -10.3
Homocysteine (umol/L) -10.4% /.58, —13]1
Platelet function Platelet count (GI/L) 513% 294 736
Fibrinogen (mg/dL) -1.55% 0.653, -3.71
11-DTX-B2 (pg/mg creat) -26.8% -209, =323
Oxidative stress 8-epi-PGF,_ (pg/mg creat) -18.8% 4.3, =231
Myeloperoxidase (ug/L) ~-6.73% 2717, -14.8
Endothelial s-ICAM-T (ng/mL) -12.3% -10.0, -14.6
Dysfunction | .
Albumin urine (mg/g creat) -0.665% 10.4, -10.6
Acute Cardiovascular COHb (%) ~ /4 4% ~/1.6,-77.0
Effect
Genotoxicity Total NNAL (pg/mg creat) -96.5% -9/0, =959
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(CREs) which are linked to pathophysiological pathways of
smoking-related diseases. Selected CREs were associated
with cardiovascular diseases (lipid metabolism, inflammmation,
olatelet function, oxidative stress, endothelial dysfunction,
mMetabolic syndrome, acute cardiovascular effect); respiratory
diseases (spirometry); and genotoxicity (total NNAL). These
BoExp and CREs were selected according to epidemiological
evidence that the endpoints are associated with smoking-re-
lated diseases, sensitive to smoking status, and the expec-
tation that these effects are reversed by SC over a period of

time within the study duration.

oresentsthedataofaninterimanalysisfrom data extracted from
a subset of 348 subjects of which 2/2 were continuously smoking
apbstinentuntiiMonthbébasedonthefollowingcriteria:self-reported
useoftobacco/nicotinecontainingproducts, CObreathtest<10ppm,
cotininetest<100ng/mLinspoturine(Month5onwards),freecotinine
concentration<50ng/mLin24-hour-urine(atMonthé).Forthewhole
study,atotalof1185smokerswillingtoquitsmokingwereenrolled,
and 436 successfully completed the study after one year (analysis

ongoing).
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Lipid Metabolism (Month 6)
Apo B (mg/dL) IS 92.80 mg/dL
IS 94.60 mg/dL

Apo A1 (mg/dL) IS, 150.00 mg/dL

S 156.00 mg/dL
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BoExp % relative change from Baseline (Month 6)
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ApoA1 - key component of high density cholesterol particles

Conclusions

Theb-monthinterimstudyresultsindicatethatcontinuouslystopping
smokingleadstoasubstantialreductioninexposuretoHPHCs, subse-
quentlyresultinginfavorablechangesinCREsreflectingimprovements
ofmultiplemechanismsandbiologicalfunctionsincludinglipidmetalb-
olism,inflammationoroxidativestress.Allofthesechangesarelikelyto
becontributingtothereductionoftheriskofdevelopingsmoking-re-

lated diseases
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