U inak edukacijske intervencije na to nost
samoprocjene rizika obolijevanja od karcinoma do
na znanje o kemoprevenciji

Vukadin, Sanja

Doctoral thesis / Disertacija
2021

Degree Grantor / Ustanova koja je dodijelila akadems&kasipsurajni stupar
Strossmayer University of Osijek, Faculty of Medicine Osijek / Sveu iliate Josipa Jurja
Strossmayera u Osijeku, Medicinski fakultet Osijek

Permanent link / Trajna phmpsfHucmnsk.hr/urn:nbn:hr:152:415144

Rights / Prikveapyright

Download date / Datum pre 202240783

Repository / Repozitorij:

Repository of the Faculty of Medicine Osijek




JOSIP JURAJ STROSSMAYER UNIVERSITY OF OSIJEK

FACULTY OF MEDICINE

Sonja Vukadin

THE EFFECT OF EDUCATIONAL INTERVENTION ON THE ACCURACY OF BREAST CAN
SELIASSESSMENT AKINOWLEDGE ABOCHEMOPREVENTION

Doctoral dissertation

Osijek, 2021



JOSIP JURAJ STROSSMAYER UNIVERSITY OF OSIJEK

FACULTY OF MEDICINE

Sonja Vukadin

THE EFFECT OF EDUCATIONAL INTERVENTION ON THE ACCURACY OF BREAST CAN
SELIASSESSMENT AND KNOWLEDGE ABOUT CHEMOPREVENTION

Doctoral dissertation

Osijek, 2021.



Mentor: Assoc.ProfD ES]v ~Bh}.D] U
CoMentor: AssistProf. <@E]*S]v  }i v] U WZX X

The dissertation containk21 pages.



PREFACE

This study was the part of tHastitutional Project of the Faculty dedicine Osijek, Josip
JurajStrossmayer University of Osijeklad 'The Development of Educational Intervention
and the Assessment of its Effect on Chemoprevention Attitude’, project manager Assoc.Prof.

Martina Smolic, Ph.D.

Foremost, | would likéo thank all the participants of this study, your good will was the main

prerequisite for this work.

dZ vl C}p <i '"®P] v >pul Dov] U(E o0038Z Z E A}EI

regrutation.

| would like to thank Assoc.Prof. Martina Smolic, PiuBbo trully is a mentort a carring

teacher and a friend.
dZ vl Clu e*¢]eSX WE}(X <E]*S]v }i vl U WzZX XU (}E& CluE

A heartful thanks to Kristina Kralik, Prof. who was always availab# tbe advice in

relation to daa analysis.

The warmest thanks to my family. To my brother Filip who was recruiting the participants
and who advised me during this dissertation writing. To my parentsbrother Ivanthank
you for teaching me how to be persistent even when it isdhita. Mom, thank you for

looking after our little angel whenever | couldn't!
To my Stjepan, thank you for being so supportive, | am so happy to have you.

| dedicate this work to my family, who is my rock, and primarily to our Lucija who is my

biggest joy.



Contents

1. INTRODUCTION. ...ttt e e e e e e e e erea e e e ee e 1
1.1 BREAST CANCER.......cco e e 1
111 Breastcancerdefinition and epidemiology...........cccovvviiiiiiiieeneieeennnn, 1
1.1.2 Risk factors and protective factars..........cccccovviiiiiiiiiiiiiieeeeee, 1
1.1.3 Primary breast cancer chemoprevention................cccccvvvevveeeveeeeene, 2
1.1.3.1 Breast cancer ristSSeSSMENDOIS ..........cooviiiimiiiiiiiiiiee e 4
1.1.3.2 Drugs used as breast cancer chemoprevention agents................ 5

1.1.4  Secondarypreast cancer preventionscreening programmes...............0
1.15 Breast cancer diagnOSIS..........oocuuvvriiiiiiieee e 8
1.1.6 Breast cancer treatment and prognosiS...........ccccceeeeeiiiiiieeeieeeeeeeeeennn 8
1.2. HEALTHITERAQCY. ..ot et 9
1.2 DEfiNITION....eiiiiiiiiiiiee e 9
1.2.2 Predictorsof health Iteracy..............uueeeveiiiiiiiccccccc e 10
1.2.3 Health literacympliCationS...........oooiiiiiiiiiiiiieiie e 10
1.2.4  ASSESSMENTLOOIS........eveiiieiiiiiiie et 11
1.3. EDUCAIONAUNTERVENTIQN.....coiiiieiiii e 11
1.4. BELIEFSBOUTMEDICINES QUESTIONNAIRE (BMQ)......cvvvvvurennnnnnnns 12
1.5. SHORTFORM 36 (SBB) .....uciiiiiiiiiiieeieeeee e 13
2. HYPOTHESIS......ccoe e e 14
3. RESEARCH OBJEETIV.........iiiiiiiiie e 15
4. PARTICIPANASID METHODS.......co oo 16
4.1, STUAYOESIGN ...t e e e e e e e e e e e aeas 16
4.2. PartiCIPANS ... 17
4.3, MEENOGS. ... 19
4.4, Statistical METNOUS...........ooiiiiii e 23




5. RESULTS. ..o 24

5.1.  Participantstcharacteristics and breast cancer risk assessment.......... 24

5.2. Chemoprevention attitUde................uvurvreiiiimiiiiiinnees e ee e e e e e e e 31

5.2.1 Beliefs about medicines and chemoprevention attitude of the wihole

5.2.2  Selfreported health status and chemoprevention attitude of the whple

StUAY POPUIALION. .. ... 41

5.2.3 Health literacy and chemoprevention attitude of the whole stydy

POPUIALION......ceiiiiiieeieeeiiiitiee et e e s e e e e e e e e e e eaeeaaaaaaaanaanennss 24O

5.2.4  The effect of educational intervention on chemoprevention knowleflge

aNd OthEr PArAMETLEIS. ... .uueiiiieee e e e e e e 50
5.2.4.1 Basic characteristics of the intervention graup..........ccccccceeeeeeennd 50
5.2.4.2 Basic characteristics of the control group..........ccccccevveeeiinniiinnne. 52

5.2.4.3. Health literacy and the accuracy of breast eanisk seHassessment if

the control and the intervention group............c.eeeveviieiei e 60,
5.2.4.4. Breast CaNCEI WOITY.....cccuuuuieereuiineeeeiineesessineesessineesesnnnessensneaaenns 66
5.2.4.5 Breast cancer Knowledge............cccccveiiiiiiiiiiiiiiiee e 67
5.2.4.6 Breast cancer chemoprevention knowledge and attitudes..........72
6. DISCUSSIQN....cceeie e e e e e e ennnaaans 177
6.1.  Breast cancer risk SEiSSESSMENL..........ooouviiiiiiiiieee e 77
6.1.1 Breast CANCEN WOITY........uiiiieiieeeeeii e et e s e et e e e e e eaaeeaeees 80
6.2.  Chemoprevention attitude............ccuuviiiiiiiiiiee e 82
6.2.1 DemographiC data............ceeieiiiiiiiiiiiiiiiiiiiee e 83
6.2.2 Beliefs about medicines and chemoprevention attitude.................. 85
6.2.3  Association between healtrelated quality of life and attitude towards

CREMOPIEVENTION. ....ciiiiiiiiiiiiiiiieeiie ittt e e e e e e 87




6.2.4  Assaiation between health literacy and attitude towar

CREMOPIEVENTION. ......iiiiiiiieeeieeeeeeee et e e e e e e e e e e eeas 38
6.2.5 Effect of educational intervention on the chemopreviemt attitude....91

3. Chemopreventiorand breast cancer risk factors knowledge................. 93
6.3.1 Knowledgeof breast cancer risk factors.............cevvvvvvvvivievivinininnnnnnn. 93
6.3.2  Effect of healthliteracy and educational interveiion on the knowledgg
about ChemOoPreVEeNtION. ...........uueccc e 95
CONCLUSIONS. ...ttt e e e e e e 98
SUMMARY ...t e e e e e e e e nnrnaaas 100

A o PP PPUT TR 102

10. REFERENCES ...t eeeeees 104
11. CURRICULUM VITAE. ..o 118
12. SUPPLEMENTARRTERIAL.......coo e 122




Abbreviations

AH
Al

AJCC TNM

AR

BC

BC RF
BCPT R
BCRAT
BD

BMD
BMI

BOADICEA

BRCA1
BRCAZ2
DCIS

El

ER

ER(+) BC

ER(+) IBC

atypical hyperplasia
aromatase inhibitor

American Joint Committee on Candemour Nodes
Metastases

average risk

breast cancer

breast cancer risk factor

Breast Cancer Prevention Trial
Breast Cancer Risk Assessment Tool
breast density

bone mineral density

body mass index

Breast and Ovarian Analysis of Disease Incidence and Ca
Estimation Algorithm

Breast Cancer Gene 1

BreastCancer Gene 2

ductal carcinoman situ

educational intervention

estrogene receptor

estrogene receptor positive breast cancer

estrogene receptor positive invasive breast cancer



FHS

HER2

HL

HR

HRT

IBIStI

IBIStII

IQR

Ki67

LCIS

MAP.3

oTC

PgR

RCT

RF

SERM

SF36

STAR R

VTE

family history score

human epithelial growth factor receptor 2

health literacy

high risk

hormone replacement therapy

International Breast Cancer Intervention Study One
International Breast Cancer Intervention Study Two
interquartile range

proliferating cell nuclear antigen

lobular carcinoma in situ

Mammary Prevention 3 Trial

overthe-counter

progesterone receptor

randomised controlled trial

risk factor

selective estrogen receptor modulator

Short lBrm 36

Study of Tamoxifen and Raloxifene

venous thromboembolism



1. INTRODUCTION

1. INTRODUCTION

1.1. BREAST CANCER

1.1.1 Breastcancerdefinition and epidemiology

Breast cancer (BC) is malignant tumor originated from epithelial cells in terminas r

lobular unit(2).

Breast cancer is the most common malignancy in women, with its highest incidence in
the developed world.Estimated 2 088 849 women were diagnosed WBE in 2018
throughout the world accounting fo24 2% of all malignancies in womé2). In 2016, 97 000
people died fromBCin the European UnionEl and among EU Member States, Croatia had
the highest standardised death rate BC it was 404/100 000 inhabitant$3). Theworld age
standardized incidence rate is 86100 000 (2). In 2018, worldwide agstandardised
mortality ratewas 13.0/100 00@2), whereas mortality ratén Croatia in 2017 was 40.0/100
000(4).

1.1.2 Riskfactors and protective factors

It is known that certain factors increase the risk of B@e of themis the lengh of
exposure to estrogentherefore menarchebefore the age of 11and late menopause onset
ie. after ageof 54, are associated witimcreased BC rigl6, 6) Chidbearing reduces the BC
risk and that reduction is higher in women who had their first-festhn pregnancy early, as
compared to those who were aged ove0.3Nulliparity increases BC rig¢g). Obesity in
premenopausal women sligly decreases the risk of developing BC, whileciteases the risk
in postmenopausal women, efpody mass indexBM|) > 30kg/m? leads to a 30% risk increase
as compared to women with normal B§M). When it comes tolaohol, even moderate intake
(1 unit per day) increases the risk, and it further increatsleg 7% for intake of each additional
unit of alcohol(8). Physical activity showed to reduce BC risk in both premenopausal and
postmenopausal women and this benefit remains irrespective of BMI reduction. It is still

unclear what dose and intensitf workout should be recommended fd8Crisk reduction,
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but it is encouraging to know that even walking showed to be benefi¢)aDne of the most
significant risk factoréRF)s age.BCrisk increases with age andihcidence hroughout the
world peaks athe ageof 60, while in Croatia the highest incidence of BC is at age 65( 70
6, 8) There is significant geographical and ethnical variation in BC incidence, hamely in Asian
and Africancountries the peak incidence itweenage 40and50 (9). Some breastissue
characteristics, like breast densitgD)are positively correlated with BC rigk0). Due to its
significancebreast density is being investigated asgrdtal biomarker of efficiency of agents
used in BC chemopreventidil, 12) Another aggraating factor invomen with highBDis
the difficulty intheir mammogram interpretationleading to increasedhanceof missing the
diagnosis of an eardgtage BQ13). Positive family history contributes to the person's own risk,
but it isa complexrelationship One study proposed the use of family histsppre(FHS) to
assess individual's risk more accurately. FHSstake account family's age structure, age at
the time of BCdiagnosis in family members and national cancer incidence(late BRCA 1
and BRCA 2jene(Breast Cancer Geneahd 2) mutationsare responsible for over 90% of
hereditary breast cancers, which are characterisedabyearly onset, tendency to affect
contralateral breast and increased ovarian cancer(i$i But, several other genes are known

to be present irBClissue and appear to be potential candidates for targeted ther@y

1.1.3 Primary breast cancechemaprevention

Primary BC chemoprevention is a method wlkich the risk of estrogen receptor
positive (ER(+)) invasive BC developmenteduced byendocrine treatment To date two
different classes of drugs have been investigatethinge randomisedclinical trials(RCTs)
selective estrogen receptor modulatofSERM) and aromatase inhibitors (Bipth interfere
with estrogenactivity: SERM by blockingsieffect on breast tissue, bytreserving agonistic
effect on other tissues and organs, while Al inhibit androgen conversion into estrogen in

adipose tissu€16).

Primary BC chemoprevention is only recommenttegdvomen of highBCrisk. Several
RCTs were conducted over the years. Breast Cancer Prevéna(BCPT-P) was a doble-
blind, placebecontrolled RCT in whicli3 388 highrisk (HR)women were recruited. HR

women were those witlpredicted 5yearBC risk of at leadt.66%according to Gail modelr
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with history of lobular carcinoman situ (LCIS). éfrmonal replacement therapy wasot
permitted in this studylntervention grougreceived 20mg of tamoxifen once a day5 years
Resultsndicated49% rsk reduction innvasiveER(+BC(IBC)ncidence. The subgroup analysis
showed 56% risk driction in women with history of LCIS and 86% riskicedn in women

with history of atypical hyperplasia (AH)7).

IBISI study, a randomised, placelmontrolled studyenrolled 713 women aged 35 to
70 (18). The study results showed risk reduction in liB€dence by about a thiréh the
treatment group, with greatest effect on ER(+) BC and [dli&al carcinomain situ).
Treatment with tamoxifen had no effect on pie negative BC. Lortgrm follow upshowed
that this beneficial effect isustainedfor at leastfurther 5 years after treatment completign

while side effects were limited to the treatment perig¢ti9).

The Study of Tamoxifen and Raloxifene (STAIR tRal compared the effacy of
tamoxifen and raloxifeneamong HR postmenopausal women. The outcome was that
raloxifene was76% as effective as tamoxifen in ERBE} risk reductionbut with favourable

side effect profilg20-22).

The fact that neither tamoxifen, nor raloxifene were found to be ideal agents, further
trials investigated exemestane arahastrozole, twoAls Exemestane is irreversible Al of
steroid structure, its efficacy in primary BC chemoprevention was investigated in MAP.3
(Mammary Prevention 3 Triptrial in centres inthe USA, Canada, France and Spdine
follow-up was only 3 yearand it showed a 65% risk reduction of ER(+)28TDue to its
steroid structure and consequent potentially androgenic effect in bone, exemestanesskeem
to be a promising candidate for bone mineral dengBMD)preservation. However, MAP.3
trial designdid not prospectively include the assessment of bonaltreand all the bone
related adverse events reports were left to be selported. Therefore, no conclusions in that

regard coulchavebeendrawn (24).

Anastrozole showed to reduce the risk of IBGO¥and the risk of ER (+) BC by 58%
in HRwomen in IBISI trial (25). Overall, 3864HRpostmenopausal women were enrolled in
this randomised placebaecontrolled study.The beneficial effect of anastrozole was suiséd

for at least seven yea(d.9).
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As per American Society of Clinical Oncology (ASCO) Clinical Guidelines from 2019, th
agents usedor primary BC chemopreventioare anastrozole in addition to exemestane
raloxifene or tamoxifen in postmenopausal wem While tamoxifen at thelose of 20mg
daily for 5 years, in women over 35 who have completed childbearing, is considered a standard
of care(26). This kind of intervention would be suitable for women at increased risk, as
calculated by the BCRAT. All the clinical trials investigating chemoprevention agents
considered the 5/ear BC risk of >=@6% to be elevated and women with such risk to be
eligible to engage in such treatment. Howevidnited States Preventive Services Task Force

consider a Syear risk >= 3% being risk/benefit acceptal@eé).

In a UK study published in 2018 by Hackett et al, where they investigated the uptake
of tamoxifen in women with modetaly high or high BC risk, only 14.7% of women
commenced tamoxifen. The uptake was higher among women who already had clf28jen
Even more worrisome is the fact that less than 5% of HR women in the USA who are offered

chemopreventioragent decide to take i20).

There are number of concerns related to implementation of primary BC
chemoprevention. The lack of knowledge among health care providers seems to be the major
one. Practical guidelines habeen created for primary care physicians and they include step
Ale %% E} Z }ve]e3]vP }(W ]v JA] p ofe E]el e eeu v
discussion about the results, selection of the appropriate chemoprevention drug based on
risk-benefitanalysis, shared decisianaking and followup with monitoring and management
of side effects that may arise from the treatmef®9). However, there seems to be a lot of
uncertainty still left and neither health care providers nor HR women are comfortable enough

to fully embrace them.

1.1.3.1Breast cancerisk assessmentools

The first step indeciding about the nature of preventive measures is BC risk
assessment. To date several risk assessment tools have been created, however each of then
has limitations. The most important one is thidney are most relevant for ER) BC risk
prediction, wherasfor more aggressive forms, such tapple negative BC we still have no

appropriate tool, which is mainly due tbe lack of knowledge abouRFs contributing to its
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development(30). It is crucial to develop more relevant risk assessment todtgeifuture, in
order to ensurethe optimal candidates selection whwould trully benefit from primary BC
chemoprevention. Some of the most commonly used BC risk assessment tools are explainec

below.

In nearly allprimary chemoprevention trialsligibility criteria included &ear BC risk >
1.66% calglated accoding to Gail modelBreast Cancer Risk Assessment Tool (BGRAT)
designed by Dr Mitchell Gail of National Cancer Institute in H8@0is used to calculatane's
5-yearBC risk and a lifetime BC risk. It compares individual's riskiwéthisk of a woman of
the same agand race who haso particular B&Fslt, however, should not be used in women
who are at risk of developing hereditaBC such aBRCA And BRCA Pnutation carriers or

women diagnosed with syndromes associated with increased risk (81BC

International Breast Cancémtervention StudyIBIS BC risk evaluatiorobl calculates
the risk in the suaeeding 10 years, as well as the lifetime risk and compares it to the average
risk (AR) It can be useth women who areBRCA br 2 mutation carriers. The latest version
of IBS Risk Assessment Tool, v8.0, adaderlassicaRFs, incorporate8Dand also data about
family history of BC up to third degree relati@).

Breast and Ovarian Analysis of Disease Incidence and Carrier Estimation Algorithm
(BOADICEA) model calcukatte BC risk in known carries§ genes thaimake an individual

more suscepble to breast and ovarian cancé3).

1.1.3.2Drugsused ashreast cancechemopreventon agents

As mentioned above,gents used in primary BC chemoprevention belong to two
different classes of drugs: SEREhdAIs.

Tamoxifen and raloxifenare SERMs. Tamoxifeaxhibits estrogenlike effects on
endometrium, bone and lipid metabolism, while it actsaagstrogen antagonist ithe breast
tissue.The side effect profile inclues menopausdike symptomdike hot flashes and night
sweats; cataracts, nauseabut also more serious effects like hypercoagulability and
consequentvenousthromboembolic eventVTE)34). Theincrease in VTE ris&by 2 to 7

fold (35) Due to its agonistic effect on endometrium, tamoxifen nca&ausevariety of
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endometrial proliferative conditions, including endometrial cancer. The risk of endometrial
cancer in postmenopausal womenreported to be 1.5to 6.9fold higher than in general
population(36). However, interstingly, it was found tha81.3% of womenat the time ofER

(+) BCdiagnosisalso suffeifrom some form of endometrial proliferative patholofyr which

they are asymptomati¢37, 38) The efficacy of tamoxifen iprimary BC risk reduction was
observed inseveralclinical trials. The Royal Marsden Prevention trial was conducted in late
1980s and it recruited 2471 women of increased BC Asla twentyyear follow up, the
investigators concluded that tamoxifen did not significantly reduce the risk of ER(+) BC during
8-year treatment period, but it did in the longrm posttreatment period Additionally, side
effects were mainly reported durg the treatment period39). International Breast cancer
Intervention Study (IB+$) on 7145 wome showed a reduction in invasive ER BC by 31%

in women with increased BC risk, this reduction was noted not only during the treatment
period, which was 5 years, but alsoraedian16 yearsfollow up after randomisation The
effect size was noted tbe higher n women who did not use hormomeplacement therapy
(HRT) beforeor during the trial. Importantly, tamoxifen prophylaxis is contraindicated in
women at high riskHR)of thromboembolic event$19, 40) Raloxifene isnother SERM, also
used for osteoporosis treatment in postmenopausal wom#énexerts estrogen agonistic
effects on bone and lipid metabolism, while it blocks the effects of estrogen in breast tissue
and endometrium, thereforenot increasingthe risk of endometrial malignancyHowever,
raloxifene too increases the risk of thromboembolic evef@s) Its efficacy in primanBC
prevention was investigated in STAR trial, which included ne&4y|000 women. The trial
comprised 2 arms, tamoxifen and raloxifene arRaloxifene showed to be inferior to
tamoxifen in invasiv&R(+) BC risk reductibat proved to cause less thromboembolic events
and catarac$ (21). In addition, raloxifenshowedno increasen the risk of endometrial cancer

as compared to placeb@?2)

Als used in primaryBC chemoprevention are m@astrozole and exemestan The
mechanism by which Als reduce (BRBC is by reducing the peripheral conversion of
androgens into estrogenwhich is the main source of estrogen in postmenopausal women
Anastrozole is théirst and most commonly used thisindication The most concerningide
effect is bonemineraldensity(BMD)reduction, which can lead to osteoporogi3). It would

be ideal to investigate BMD at baseline in every woman and to introduce bone protection
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therapy if required. Howeverthe phase Ill DATA studpifferent Durations of Adjuvant
Anastrozole Therapy After 2 to 3 Years Tamoxifen Therapy in Breast Caapmeted that
only 48.9% of 1860 patients who were commencedagljuvantanastrozole had baseline
densitometry scar{44). IBISt I trial ncluded 3864 postmenopausal women with increased
BCrisk, who were randomised to take either anastrozole lomge dailyor placebo for 5
years. The results showed about 50% BC risk reduction, which persisted even after 10 years o
follow-up. Interestingly there wereno excess fractures in anastrozole gr@¢dp). Exemestane

is an irreversible Al Due to its steroid structure it also exhibis®me androgenic effects,
consequentlyit causes BMD reduction to lesser extent than anastrofé®. Some of the
other commonAl side effects includenusculosceletal symptoms, such as artralgia, carpal
tunnel syndrome, joint stiffnessasomotor symptoms, such as night sweats and hot flashes;
eye dryness and hypertensi¢@5). In MAP.3 trial, where exemestane efficacy in primary BC
risk reduction was compared with placebo on 4560 postmenoglbwemen with increased
BC risk sa median 3year followup the results showed alu 50% reduction in ER(+) BC and

no serious toxic side effects attributed to exemest428).

1.1.4 Secondanbreast canceprevention - screeningorogrammes

Screening programs faCearly detection had widely been implemented due to its
major public health importance. In Croatia, the national screening program for early detection
of BC began in 2006; every two years women age@%a@re invited to undergo screening
mammography. Unfdunately, the response to invitation to participate has only been about
60% in the first three rounds. The benefit from the screening program lies in the fact that since
its initiation, 6670% of newly diagnosed cases were localized disease, as comparely to
40% of cases before the program had been implemented. Also, the BC mortality rate
decreased by 1220% in 201747). Similarly, national screening programme in the Ue8.to
significantly reduce®C mortality rate among women aged 50 to 70. As expected, it did not

affect mortality rate among women below 50 years of 8
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1.1.5 Breast cancediagnosis

Breast cancer diagnosis is based on anamnestic data, physical examination, imaging
and pathohistological analysis. Primary tumor is assessed by examination, mammaamdphy
breast ultrasund. Oftentimes,MRI breast is also indicatetbr more detailed tumor
assessment Subsequently core tissue biopsy is performed and pathology analysis for
histology, grade, [E (estrogen receptor) PgR(progesterone receptorand HER2(human
epidermal growth factor receptor Ztatus and Ki6{proliferating cell nuclear antiggnAll
these tumor characteristics together are required to establish the tumor subtype, decide
about the treatment and estimate the prognosiklowdays, with advancements in treatment
additional test can be performed in order tesess for certain targeted theragsligibility (48).

An ultrasound of axillae needs tie performed to assess the nodal status, followedtbg
ultrasoundguided node biopsy if required. More investigations are indicated only in case of

high suspiciorior metastatic diseasé49).

1.1.6 Breastcancer treatment and prognosis

The treatment ofBCistailored according tats AJCA NM(American Joint Committee
on CanceiTumour Node Metastasg¢stage and tissue characteristid&he regiments consist
of variuos combinations of chemotherapy, hormonal therapy, HER2 antibadidmtion
therapy and different surgical interventiond/hereas immune checkpoint inhibitorsfficacy

iscurrently being investigated in treatment of triple negative (8Q).

Breast cancercan be divided intduminal type Aluminal type B HER2 positive nen

luminal type and triple negative By itsclinicopathological surrogate definition

Luminal type A tumors are Eisitive, HERBegative, with low Ki6{oroliferating cell
nuclear antigen) high PgR and lowsk molecular signatureThis type is a predictor of

favourable prognosié49).

Luminal type B tumors can be HERSative, ERositive and either Ki67 high or PgR
low, with HRmolecula signature or HERRositive, ERpositive, with any Ki67 and PgRhis

type is characterised by aggressive clinical behavig@ir51)
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HERZpositive norluminal BC iBIERZpositive whileER and Pgiteabsent Prognosis
in this type is similar to luminal type B tum@®2).

In basallike BCER and Pg&e absent and HER?2 isgative (triple negative BC)This

type is predictor of a poor prognosis, especially in metastatic dis@&e

Adjuvant hormonal therapy is indicated in womermo were diagnosed with early
stage ER(+BCand to reduce the occurence of secondary and contralat&@l For this
purpose tamoxifen is used in premenopausal women, whereas Als are used in
postmenopausal women. Treatment duration is 5 years for figk recurrence cases and 7

10 years in women withiRof recurrence(53).

1.2. HEALTHITERACY

1.2.1 Definition

, 08Z 0]S & C ~,>¢ ] (]v « NE¥KidualB l@Bve t8g cdpagdityZto
obtain, process, and understand basic health information and services needed ke ma
appropriate health decisiong54). It is a concept that recognizes that health care system as
it is does not suit to everydividualandit fails to answer A & C Ineeds As suchit seeks
adjusmment of health care provision to ensure eqliagoodaccess to the servic® all the

people(55).

There are three forms dfiL(56). Functional Hinvolves having the ability to access
and process healthelated information, which enablesformed decisioamaking about own
health. Interactive HLmeansability to gain iformation from interaction withhealth care
workers }E }SZ E %o Ee}ve Vv ]Je $Z u}e3 ]u %} Esitieal Hlinkalvess }( }
retaining processingand critically appraisinghealth-related information and making a

decision based on that, thisuolves a shared decisianaking too (55-57).

Most HL assessment instruments confine HL to an individual, but van der Heide et al.
]*%opusS SZ]e I]v }( %% E} Z C o CJvP ,> ] % E& ] § v}S }vi
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also the characteristics of the health system and more importantly byrtezaction of the
two (58).

1.2.2 Predictorsof health literacy

EuropearHealth Literacy SurveidLSEU found thatlow sociceconomic status is the
strongest predictorof low HL Lower educational levellso hasstrong negative correlation
with HL, as doesolder age. In this waywnerable subsetof populationwere identified(59)
and strong disparities in HL among EU Member Statitscted the difference in population
structure based on these criteridmportantly, HLis not definite and can successfully be
modified by carefully tailored educational interventiggl) which in turn can increase the

participation in screening programmég80).

1.2.3 Health literacy implications

Sufficient level oHLis required to sucessfully access and utilinealth careservices,

to care aboubwn health and health of the otherto communicate with health care providers
and to participate in health debates and sharestisions about own healis5). To date many
HL surveys have been conducted. Publisikleda from studies on different populations
suggest that parents with lower HL leyviel comparison to parents withigherHL ,have lower
health knowledge andlsopracticemore disadvantageous behaviours that leadigdeterious

(( 8¢ }v 8Z & Z]o their@orseh2alth outcomefbs) Research to date showed
that HL positively correlates with chronic disease outco(6é&$ whereas lower HL represents
a challenge in disease control, due to poor adherence to medication and lifestyle
modifications (58, 62, 63) v}$SZ (E }ve <p v }( o}A > ]e ]8[« v P §
preventive behaviour. It was found that people with low &t less likely to participate in
screening mammography, vaccination and to hRap smearg64). HLis also a prerequisite
for better engagement in shared decisionaking,which is the basis for patierttentred care
(65). Low HLshowed to contribute to poorer disease outcosndinadequateuse of health

care services, including inappropriatm&gency Department attendances andnecessary
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hospital admissions and readmissiof6). As a consequencenappropriate use of health

services leads to additionakpen®s.

1.2.4 Assessment tools

To date over one hundred different HL measurement tools have been developed and
used in different studief?art of them is intended for HL examination on different populations
and the rest of them can serve as an individual screening instru@@ntEuropean Health
Literacy Surey Consortium created European Health Literacy Survey Questionnair&(HLS
Q) which is validated for the use the European population(67). Interestingly, astudy
conducted in Australia showed that proportion of people in general population who have
inadequate HLranges from7% to 60%, depeating on the assessment to@b5), which

guestions the appropriateness and the validity of the soted

1.3. EDUCATIONANTERVENTION

Population education is one of the main instruments that public health service uses in
order to ensure improved healtrelated qudity of life. Participation rates in geening
programsdrastically increase aftelElis conducted on a target populatiof®8). There are
different types of such interventions: lectures, leafletsttérs or call and text message
mediated education.n order to accomplish greater success) educator needs to carefully
tailor its intervention to suit his target audience best. There are behavioural theories that
advocate different approaches educaing lay peopleabout health-related matters. But,
none of them dominates the research or practice of health promotion or educéé@nwWhen
educating about prevention behaviour, like participation in screening programmes or about
vaccines, it is importarto keep in mind that one's attitudes toward such interventions and
health-related behaviour are affected by so many factoasid not all of them we can
influence. For example, according to Health Belief Model, one's beliefs about own
susceptibility to cerin disease and the perceived benefit of a certain intervention are

important determinants of behaviou(69). El aiming to increase the awareness ab@iC
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incidencecan improve the accuacy of someone's perceived BC risk and encourage better

screeningates.

1.4. BELIEFABOUTMEDICINEQUESTIONNAIRE (BMQ)

One of the factors influencing adherence to mediciaes person's generaand/or
specificbeliefs about medicines. Back in 1999, authors R. Horne, J. Weinman and M. Hankins
created a questionnaire whictan be used to assess onbsth general and specificeliefs
about medicineg70). Thisquestionnaire is comprised of items which are groupped into four
subdomainsnecessityand concerngelated to specific treatment and general beliefs about
medicinesharm and overuseby doctors(70, 71) Answer to each item is marked on 48int
Likert scale. Overall score in subdomains about gerferah and overuseranges fom 4 to
20, with higher score indicating more negative beliefSimilar principle is applied in
subdomains about necessity and concerns in relation to medicine of inté&kestearch from
Porteous et al., who measured BMQ General responses in two timespomta same

population found that BMQ General shows temporal stab(iig).

Studies to date have shown thdbwer overall scores in subdomairs this
questionnaireare predictive of poorer adherence to meribed medicinems different chronic
conditions(71, 7). In the studyabout initiation of prophylactic tamoxifen women's decision
was predicted by their beliefs about tamoxifen and about medicines in general, in addition to

selfperceived sensitivity to its side effed{d4).

In the context of adjuvant endocrine therapy use among BOw&us; intentional non
adherers reported significantly higher concerns and lower perceived necessify 8f Ih the
study about beliefs about adjuvant hormonal treatment, the concerns were more accentuated
in women who experienced side effects from the dragno were less satisfied as patients and
the ones who were very religious. Wherdaigher necessity beliefs expressed women who

previously underwent chemotherapy and women with lower educational IEX&)
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1.5. SHORTFORM 3§SF36)

A 36items Short Form questionnaire was ugk in Medical Outcomes Studgs
assessment tool for healtrelated quality of lifen patients with certain chronic diseas@¥’).
The questionnairavas developed by Researeind Developmenbrganisation in the U.St
taps on different aspects of health status: physical health, emotional-lvedhlg, social
functioning, general health and health change. This questionnaire relies upon patient
reporting of his/her sefperceived health. It is nowdays widely usedasgssment of medical

care outcomes in adult patien{38).

The majority of studies in which -8B was used were examining the effect of a certain
illness on the healtinelated quality of life, such as liver cirrhoér®), systemic erythematous
diseasg(80), diabetes mellitug81)and other chronic diseases. It showed good reliability for
health-related quality of life assessment in number of health conditions. Some studies were
conducted in more time points, in order to assess theddftd certain treatmenbn the quality

of life.
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2. HYPOTHESI

2. HYPOTHESIS

Participants with higher level dflL assess owrBCrisk more accurately, are more
informed about primaryBC chemoprevention and have more positive attitude towards
primary BC chemopreventiorEl will lead to more accurate BC risk saffsessment and

improved knowledge about chemoprevention.
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3. RESEARCH OBJECTIVES

3. RESEARGBBJECTIVES

The main objectives of this study weie

x Examine how participantsHL influenced their accuracy of sederceived BC risk,
knowledge about and attitude towards BC chemoprevention

x Examine how participantgeneral beliefs about medicinemnd selfassessed health status
correlate with their attitude towards BC chemoprevention

x ConductElabout BC, BEF and BC chemoprevention

x Examine the accuracy of s@kérceived BC risk and knowledge about BC chemoprevention

after the El
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4. PARTICIPANTS AND METHODS

4. PARTICIPANFND METHODS

4.1. Studydesin

The proposed study wagpproved by the Ethical Committte of the Faculty of Medicine
at the Josip Juraj Strossmayer University of Ogfgiproval number: 6004/20-08/07) and
by the Health Center Osijek Review Bogdjpproval number:03-319-1/19). All research
involving human subjects in this study was done in accordance with ethical prirmipliesd
in the World Medical Association Declaration of Helsitkthical Principles for Medical
Research Involving Human Subjects (initiated in June 1964, last amendment in October 2000)

All participants signethe informed consent form before beingdtuded in the study.

The study was structured as a riemdomised controlled study (neRCT}82, 83)and
was conducted in th®epartment for Breast Diagnostigs Heath Centre Osijek and at the

Facultyof Dental Medicine and Health in Osijek.

The study was initially planned to be structuredaasndomised controlled trial (RCT) in
which the intervention group would have been created by randomly picking the informed
consents from the pile of informed consenté all recruited participants Randomisation
process was carried out by the independent person and it was planned to inp@t€ipants
to the lecture that would have been the intervention group. However, as the participants
were being invited by the phone call many of them immediately excused themselves for not
being able to attend.Even after repeated calls it was obvidbat the recall was going to be
much lower than expectedlrhe most common reasons were fear of coronavirus infeetrah
absence fronthe town.Consequently, all the 249 participants were invited to the lecture and
only 65 of them attended ifThose 65 terefore formed the intervention groupvhile the rest

formed the control group (184 participants).
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4.2. Participants

For the purposeo§Z]s +3pu C Alu v AZ} 38§ v , 08Z VSE K-=]
for Breast Diagnostics for screening mammography or diagnostic either mammography or
breast ultrasound were recruited. At the recruitment stage all the participants were assessed
for eligibiity. At least 159 participants were required in order to establish mean effect in
numerical variables difference, with significance level 0.05 and powelG3Bover version
3.1.2, Franz Faul, University Kiel, Germanhg)test the differences between thgarticipants
in control group and intervention group at least 58 participants in the interventional group

were required; power 95%, effect 0.5.

Inclusion criteria were the followingigned informed consent, mammography/breast

ultrasound result was negate for BC and being 35 or older.

Exclusion criteriavere history of breast malignancyn(situ or invasive) BRCA Dbr

BRCA Pnutation carrierand previous radiotherapy to thorax.

The details of the recruitment process are shown lie Figure4.1. Overall,we
approached to 833 women, of which 267 women were included in the initial survey. The
remaining 566 women either declined participation (n=506) or did not meet the inclusion
criteria. However, due to the incomplete data obtained, further 18 respondemtse

excluded and the final analysis included data from 249 women.
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Figure4d. 1. Flow diagram of the recruitment proces

The recruitment phase was running from January 2019 until September 2020. At the
recruitment point all the participants who consentéal participate in the study filled out the
guestionnaireBeliefs about medicines General (BMQeneral), Short surve36 (SFt 36),
Health Literacy Survey European Questionnaire 47 (HUS Q47), Opinions, knowledge and

attitudes towards sefpercaved breast cancer risk and chemopreventidrhey were
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supported by three trained sixtiiear medical school students and the Ph.D. candidate, who

were available for any clarification needed.

Following the initial survey, all the particigarwere invited to the lecture which was
held at the Facultpf Dental Medicine and Health in Osijek by the Ph.D. candidiatiention
was to randomly choose the participants who would undergo survey after the lecture was
held and they would have formetie intervention group. However, the recall to our invitation
was lower than expected so the intervention group was formed from all the participants who
attended the lecture, which was 65 of theffhe rest of the participants formed the control

group whichtherefore contained 184 participants.

Elin the form of a lecturewascarried outin November2020. After the lecture the
participants were free to ask for any additional information on the topicicl led to a brief
discussion after whichhey filled ou the questionnaireOpinions, knowledge and attitudes
towards selfperceived breast cancer risk and chemopreventiéw one week after the El,

the participants again filled out the same questionnaire.

4.3. Methods

Breast cancer risk was calculated by usingBEBRAT. Women were categorised into
averagerisk group if their calculated-gear BC risk was 1.66% or lower, otherwise they were

considered highrisk.
Thesurvey was performedith the following four different questionnaires.

Health Literacy Survey European Questionnaire 47 (HUR)47)is a standardised
questionnaireused S} ee¢ ¢ % E HLIE%URI (5F).*Hermission to use this questionnaire
was granted by the head of the European Health Literacy ConsqrBuoh Kristine Sensen
The questionnaire was translated into Criaat language by the Ph.D. candidate; back
translation from Croatian version to English was performed by Enigigjuage translator.
The questionnaire consists of 47 items across 12 domains examining person's ability to access
understand, appraise and alyphealthrelated information within three topics: healthcare,

disease prevention and health promoti@¢f7). In eachitem participantrated her perceived
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difficulty of a given task on a fivpoint Likert scale (i.e. 1very difficult, 2- difficult, 3- easy,
4 - very easy, 5 don't know t usedonly by the examiner)We included all the participants
who repliedto at leas of 80% of questions, which wasaccordance to how the results were

interpreted in previously published studg9).

The level oHLwaspresented adndex of Health Literadabbreviationindey, which
was calculated using the following formuldndex= (meant 1) * (50/3), where mean
represents mean of all participating items for each individual; 1 represents minimal possible
value of the mean; 3 represents range of the mean; 50 is chosen maximum vaheereEw
metric (84). Consequently, the lowest possibliedexwasO, and the highestvas ®. Higher
Index means higher HL.Participantswere divided into three groups, based on their HL
according to their indices: limited Hindex0 t 33), sufficient HUiidex> 33- 42) andexcellent
HL (ndex> 42- 50).

For the purpose of this study a spic questionnaire Dpinions, knowledge and
attitudes towards self % E ]A E 5 v E E]el v wad addedETHe v3])
questionnaire consisted d sections.Section one examirte % E S] ]S&ifpesedived BC
risk by askinghemto rate owvn BCrisk on a 5point Likert scale: 1t very small, 2t small, 3t
average, 4t high, 5 t very high. They also rated theBC worry whereby the grades-%
denoted as followsl t not worried at all, 2t neither worried nor not worried, 3t worried a
little bit, 4 t worried, 5 t very worried In addition,knowledgeof BCRF was examined by
listing 16 different factors that increase BC risk, have protective effect on BC risk or have no
influence on BC riskParticipants were required to mavkhat kind of effect every factor has
from those three options offered. Section two w@seast Cancer Risk Assessment Tool
(BCRAT), astandardised8 u <u <3]}vv JE AZ] Z /&£ u]v » Alu v[e } i &
guestionnairewastranslated into Croatiatanguage by the Ph.D. candidate; back translation
from Croatian version to English was performed by English language translator. This tool
assesses-gear BC risk and a lifetime BC riSlection three consistl of 12 itemsabout
% E3S] 1% vSe[ hey&c@ErisieZdnd medical history. Sectionfofij,50 Z<v}Ao |
about primary BC Z u}% &E A wbhisted of 6 items examining paft [% v3Se]
chemopreventionknowledge Section five,5]S 0 Z 33]8u  3}A E - Z ul%
consisted of 20 itens, divided further into 2 subsections. Attitudes about BC

chemopreventionwas examined by Stem questionnaire, designed for the purpose of this
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study. Participants answed questions orafive-point Likert scalel( t| completely disagree,
2 tldisagree3 t Neither agree, nor disagree, ¥l agree, 5t1 completely agree). Answers of
the five questionsvere summed so the minimum scorezas5 and maximunwas 25 Based
on theoverallscore, participantsveredivided into 3 groups according to their attitudes about
BC chemoprevention therapy: negative attitude (scofg&l), neutral attitude (score 128)
and positive attitude (score 185). The succeeding four questions exandritée potential
concerns associatl with use of chemoprevention agentbhis questionnaire was validated

on a sample of 150 respondents, internal consistency coefficient Alph@#0

The third questionnaire used wagliefs about medicines General (BMQt General)
It comprises two 4tem domainsassessing beliefs that edicines are harmful, addictive
poisons which should not be taken continuousigeferalHarm) and that medicines
areoverused by doctoréGeneralOverusg (85). Minimal overall score for each domain is 4
and maximal is 20, where higheverall scorendicateshigher overuse by doctoi stronger
ham. Theparticipants graded their level of agreement with each of the items on apionet
Likert scaleas follows:l t1 completely agreg2 - | agree 3 t1 am not sure, 41| disagree5 t

| completely disagree.

Short form36 (SF36), is thela 36-Item Health SurvgVersion 1.0which taps eight

health concepts: physical functioning, bodily pain, role limitations due to physical health
problems, rolelimitations due to personal or emotional problems, emotional wmeding,

social functioning, energy/fatigue, and general health perceptions. It also includes a single
item that provides an indication of perceived change in hed8B). There are specific
instructions provided how to score this surv@y). In summarygach item is scored on a 0 to

100 range Higher score defines a more favourable health sta@ertain items are grouped
together to form 8 different scale€E (o0 S]JvP ]J(( E vS <% Stems(thatafe Z o
left blank (missing data) are not taken into account when calculating the scale scores. Hence,
scale scores represent the average for all items in the scale that the respondent answered
(87).

TheElin form of a lecturevastitled: Z & <S5 v EW } HRgodupRnd}
can | prevent breast cancE Kffer the lecture the leaflets containing the brief overview of

the topic were given to all the participants who attended the lecture. The lecturas
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validated by the three university professoed was described as informative and not

sugestive

The lecturewasstructured in the following way and the Microsoft Power Poids

used as a tool for the lecture presentation.

x Explanation of the anatomy of the breast in the following way: in the breast there is
glandular tissue surrounded by connecteed adipose tissue. BC originates from the
glandular tissue, and the mogdandular tissuehere is, that means higér BD, which
is aRFfor BC There will only be an image of breast anatomy on the slide.

x 1 slide showing BC stages. Explaining there aréy eard advanced BC and the
implications for the therapy and prognosis.

x 1 slide showing the BC incidence in Croatia. To make participants more aware of the
problem,the Ph.D. candidatasled if there wa anyonen the audiencevho dd not
know at least 2 pesons who were diagnosed with BCtheir surroundings. Everyone
agreed they knew at least 2 persons with BC diagnosis.

x 5 slides about BRFS. The factors are listed and briefly explained.

x 1 slide about BC risk reducing factorbe factors are listed arafiefly explained.

x 1 slide naming certain factors that make a wontR such as positive family history
in first degree relative, radiotherapy to thorax, historyAifl LCIS.

x 1 slide for preliminary results of this study indicating tha@% of women
under «S]u § §Z |E }Av EJ]el v 8§Z 85 }v SZ]JE }( % d
family history underestimated own BC risk. Also, 77.1% did not know their BD.

X 4 slides about primary/secondary BC prevention: lifestyle modification, early
diagnosis, primary chlmoprevention and preventie mastectomy. fie mechanism of
action of 4 medications used in primary chemoprevention, theie sffects and
contraindications were briefly explained

x 5 slides about breastelfexamination (BSE): the technique was demonstraaed
recommended frequency dSE was outlined.

x 3 slides about types of radiological examinations used B& screening and
diagnostics.

x 1 slide with the image showing the early sign8af
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One week after th&la repeated survey asconductedusingthe questionnaireOpinions,

knowledge and attitudes towards selperceived breast cancer risk and chemoprevention

4 .4, Statisticalmethods

Categorical datavere represented by absolute and relative frequencies. Differences
of categorical variablesvere tested by - test and, if necessary, by Fisher's Exact test.
Numerical dataveredescribed by arithmetic mean and standard deviation in cases of normal
distribution and in other cases by the median and the limits of the interquartile réigR)
Thedifference in categorical variables between the measurements were testdtcbiemar
Bowker testand if needed byarginal Homogeneity tesDifferences ircontinuousvariables
in cases of 2 independent group®re tested by ManAWhitney U Testand in cas of three
or more independant groups by Krusk&hllis test (Post hoc Conovemifferences in

}v8lvulpus A E] o+ PJAV 8Z SZE u *puE u vS %o}]teste A E

(Post hoc Conover)he strenght of correlation was expressed with Spear's correlation

coefficient (Rho).
All P valuearetwo-sided. The significance lewgasset to Alpha = 0.05.

MedCalc Statistical Software versip®.1.7.(MedCalc Software Ltd, Ostend, Belgium;
https://www.medcalc.org; 202Pand SPSS Statistics 23V(IBorp.Released 2015. IBM SPSS
Statistics for Windows, Version 23.0. Armonk, NY: IBM @@yBused for statistical analysis.
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5. RESULTS

5.1. Participants'characteristics andbreast cancerisk assessment

Table5.1. P]A « v }A EA] A }( % ES] ]% vSe[ PVv E o Z &
participating women was 249. They were aged from 35 to 85, with median age be{l@R7
47 t62). Majority of participants achieved high school diplomagaamting for 586% of all
participants. Regarding the employment, 85 or.134 were retired, while 81 or 3% of
women were public sector employees. They had 1 to 6 childsgth, medianof 2 (IQR 23)

children.

Table5.1. Demographicharacteristics

Participants' characteristics

Age [MedianIQR)] 57 (47t62)
Education [n(%)]

Primary school diploma 38 (153)
High school diploma 146 (586)
Bachelor's degree 18 (72)
Master's degree 43 (173)
Doctorate 4 (16)
Number ofchildren [Median IQR] 2(213)
Employment [n(%)]

Private Sector Employee 48 (193)
Public Sector Employee 81 (325)
Free profession 2 (08)
Unemployed 33 (133)
Retired 85 (341)
Active menstrual cycle [n(%)] 70 (281)

IQR tinterquartile range

Table52. PJA « v }A EA] A }( % ES] ]% vSe[ (uJoC Z]§
personal history of chronic disease and treatment. Positive family history for BC in wider
family and firstdegree relatives had 49 (%) and 46 (18%) women, respectively. Slightly
above half of all participants hagbsitive family history ofnalignancy and 131 (52%) of
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women had comorbiditiesNearly 60% of all participants were taking at least 1 prescription

drug on a regular basis. Quarter of all participants smoked cigarettes.

Table5.2. Family history of malignancy and personal history of chronic illness, treatment and
risk-related healthbehaviour

Participants' characteristics n (%)
Breast cancer in first degree relatives 49 (196)
Breast cancer in wider family 46 (185)
Family history of ovarian cancer 22 (88)
History of any malignancy in the family 134 (538)
Comorbidities 131 (526)
Number of regular prescription drugs

0 100 (402)
1 53 (213)
2 41 (165)
3 22 (88)

4 or more 33 (133)
Number of regular OTC drugs

0 186 (747)
1 37 (149)
2 11 (44)

3 6 (24)

4 or more 3(12)
Smoking 64 (257)
Alcohol use* 4 (16)

OTCtoverthe counter.*equivalent of 2 dlI of alcoholic drink per day

The r %o @E& « vS S]}v }( % ES] ]% vSe[ Z E S E]+E€]risk v
calculation is shown inable5.3. The median age of participating womeas57 (QR47-62).
More than half of women had their first menstrual period at the age 12 or 13 and only 29
(11.6%) participants had it at the age considered to bRFfor developing BC (age 11 or
younger). Overth21.6% of participantsvere childlesor had their first child at the age of 30
or later, both of which ar&nown BARFS. Nearly 20% have 1 or more figg#gree relative with

history of BC. Among all participating women, only.2%d) of them had a histg of AH
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Table53. W &S] % vSe[ Z E § E]-S] - } GequirEd foyBGrriskv S ]
calculation (Gail model)

Participants' characteristics n (%)
Age [MedianIQR)] 57 (47162)
Age atthe time ofthe first menstrual period

7to 11 29 (116)
12to 13 140 (562)
14 or more 80 (321)
Age at the time of the first childbirth

Nulliparous 27 (108)
<20 31 (124)
20 t24 112 (45)
25129 52 (2Q9)
30 or more 27 (108)
Firstdegree relative with history of BC

Yes, first-degree relative with history of BC 31 (124)
Yes, more than 1 firslegree relative with history of BC 18 (72)
No 200 (803)
History of breast biopsy

Yes, once 14 (56)
Yes, more than once 4 (16)
No 231 (928)
History of AH

Yes 3(12)
No 14 (56)
| have never had breast biopsy 232 (932)

IQR tinterquartile range BG breast cancerAH t atypical hyperplasia

In Table5.4. we can see the distribution of differe®Fs between AR and Hiroups.
Women in ARyroup were significantly older, with median age %8, compared to 54 in HR
(MannWhitney U test,P=0.030). There were significantly more women of high BC risk who
had their first child at the age of 30 or laterqtest, P<0.001). There were significantly more
participants inHR group with 1, or more thanfitst-degree relative with BC €test,P<0.001).

HR women had breast biopsy significantly more times than women of AR and also the
diagnosis ofAHwas onlypresent in HRvomen (Fisher's exacest, P=0.005 andP=0.020,

respectively).
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Tabk 5.4. The representatiorf different anamnestic dataisedfor BC risk calculation
according to Gail moda&h averagerisk and highkrisk participants

Number (%) of participants
according to the objective BC risk P*
Average High Total

Age [MedianiQR)] 58 (49t63) 54 (43t61) 57 (47t62) 0.030°
Age at the time of the first menstrual

period

7t011 21 (12) 8(12) 29 (12)

12to 13 95 (52) 45 (66) 140 (56) 0.100
14 or more 65 (36) 15 (22) 80 (32)

Age at the time of the first childbirth

Nulliparous 20 (11) 7 (10) 27 (11)

<20 23 (13) 8(12) 31(12)

20 t24 89 (49) 23 (34) 112(45) <0.001
25129 45 (25) 7 (10) 52 (21)

30 or more 4(2) 23 (34) 27 (11)

Firstdegree relative with history of BC?
Yes, 1 firstlegree relative with history of

BC 1(1) 30 (44) 31(12)

Yes, more than 1 firslegree relative <0.001
with history of BC 0 18 (26) 18 (7)

No 180 (99) 20 (29) 200 (80)

History of breast biopsy

Yes, once 9 (5) 5 (7) 14 (6)

Yes, more than once 0 4 (6) 4(2) 0.005°
No 172 (95) 59 (87) 231 (93)

History of AH

Yes 0 3 (4) 3(1)

No 9 (5) 5(7) 14 (6) 0.020°
| have never had breast biopsy 172 (95) 60 (88) 232 (93)

* 2Test,Fisher's Exact Testylann Whitney U test
IQR tinterquartile range BC t breast cancerAH t atypical hyperplasia

Table5.5. shows the overview of thénvestigated population with regards to their
objectiveBC riskcalculated with BCRAverall, 184 (7.8%) women were calculated to have
average BC risk, based on theiedicted5-year absolute BC risk, while 65 (P%) of wanen
were of HR Of all the participants, 70.7% correctly perceived own risk, while 19.7%

underestimated it.
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Table5.5. Fiveyear and lifetimeBCrisk and the accuracy of sgierceived risk

BC risk

Absolute 5year BC risk [Median@R)] 1.3 (09 t1.7)
5-year absolute BC risk [n(%0)]

Average 184 (739)
High 65 (261)
5-year relative BC risk [n(%0)]

Average 181 (727)
High 68 (27.3)
Accuracy of the fyear absolute BC risk s@§sessment [n(%)]

Underestimated 49 (197)
Correct 176 (707)
Overestimated 24 (96)
Accuracy of the fyear relative BC risk selssessment [n(%0)]

Underestimated 49 (197)
Correct 176 (7Q7)
Overestimated 24 (96)

Absolute lifetime BC risk [MedialQR]

8.5 (645 t11.30)

Absolute lifetime BC ridk(%)]

Average 230 (924)
High 19 (7.6)
Relative lifetime BC risk [n(%)]

Average 181 (727)
High 68 (27.3)
Accuracy of the absolute lifetime BC risk ss§essment [n(%)]

Underestimated 10 (4)
Correct 203 (815)
Overestimated 36 (145)
Accuracy of the relative lifetime BC risk ssedtessment [n(%0)]

Underestimated 45 (181)
Correct 177 (711)
Overestimated 27 (108)

IQR tinterquartile range, BCt breast risk

Table5.6. shows thatin the group ofwomen with objectivelyaverage 5year BC risk
there was significantly higher proportion of women wégpressed low level of worry about
the possibilityof developing BC in the future. In the group of women wHR they were
significantly more worried @ test, P=0.008). Interestingly, women who underestimated own
BC risk expressed high level of worry and so did women who overestimated owr?riekt(
P=0.030). The results are the same in women who underestimated and overestimated their
lifetime BC risk (Fishesxact Test?=0.010).
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Table5.6. The correlation between the worry about developihgeast cancerobjective 5
year and lifetimebreast cancerisk and the accuracy tireast cancerisk selfassessment

Number (%) of participants according to the leveWworry

Low Medium High Total P
5-year absolute BC risk
Average 85 (81) 56 (77) 43 (61) 184 (739) 0.008
High 20 (19) 17 (23) 28 (39) 65 (261)
Accuracy of the fyear absolute BC risk s@fsessment
Underestimated 15 (14) 17 (23) 17(24) 49 (197) 0.030
Correct 84 (80) 50 (68) 42 (59) 176 (707)
Overestimated 6 (6) 6 (8) 12 (17) 24 (96)
Absolute lifetime BC risk
Average 98 (93) 71 (97) 61 (86) 230 (924) 0.030
High 7(7) 2 (3) 10 (14) 19 (7.6)
Accuracy of thabsolute lifetime BC risk sedfsessment
Underestimated 4 (4) 1(2) 5(7) 10 (4) 0.010°
Correct 91 (87) 64 (88) 48 (68) 203 (815)
Overestimated 10 (10) 8 (11) 18 (25) 36 (145)

* 2Test, Fisher'sexacttest
BCtbreast cancer

Participants in their generative age significantly overestimated own BC rdlest,

P=0020), while the ones with history of AH significantly underestimated own BCHimste('s

exacttest, P=0004), as can be seen in table 5.7., because all thréleeoh were objectively

HR.
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Tabk 5.7. The association between differer#éo ES] % vSe[ ZandttheSacElfady]ob
breast cancerisk selfassessment

Number(%)of participants according to the
accuracy of fear absolute BC rigelfassessment P*
Underestimated Correct Overestimated Total

Active menstrual cycle 6 (122) 55 (313) 9 (375) (7208 1) 0.020
Firstdegree relative with 46
history of BC 16 (327) 23 (131) 7 (292) (185) 0.003
Chronic disease 31 (633) 87 (497) 13 (542) (153218) 0.240
Smoking 13 (265) 45 (257) 6 (25) ?245 8) 0.990
History of breast biopsy
Yes, once 14 0.090"
’ 6 (122) 7 (4) 1(42) (5.6)
Yes, more than once 4
’ 2(41) 2 (11) 0 (1.6)
NoO 167 231
41 (837) (94.9) 23 (958) (92.8)
History of AH
Yes 3 0.004°
3(61) 0 0 1.2)
No 14
5 (102) 8 (45) 1(42) (5.6)
| have never had breast 168 232
biopsy 41 (837) (95.5) 23 (958) (932)
Chemoprevention attitude
Negatie 25 0.3%0
6 (122) 17 (97) 2(83) (20)
Neutral 107
26 (531) 73 (415) 8(333) (43)
Pasitive 117
17 (347) 86 (489) 14 (583) 47)

* 2Test; Fisher's Exact Te®Ct breast cancerAH t atypical hyperplasia

e «Z}Av Jv § 0 AXOXU % ES3] ]%signficfnt Bssodiation SvitA the

accuracy of BC sedssessment.
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Tabe 58. W E S] ]&ge ardkthe accuracy bfeast cancerisk selfassessment

Median (QR according to the accuracy &fyear absoluteBC risk

selfassesment P*
Underestimated Correct Overestimated Total
Age 62 (54t64) 56 (46t61) 57 (43t62) 57 (47t62) 0.780

*KruskatWallis test BCt breast cancer
IQR- interquartile range, BQ breast cancer

5.2. Chemopreventiorattitude

Women in theirgenerative age showed significantly more negative attitude towards
chemoprevention Fisher's exactest, P=0.010). Within that same group of womethere was
only less tharR0% of themwho had positive chemoprevention attitudas shown infable
5.9. As for the other demograpbal data, significanpositive correlationvas foundbetween
the presence of comorbidities and positive attitude towards chemopreventigtest,
P=0.002).

Table5.9. The correlation between attitudes towards chemoprevention and demographical
V }8Z E %o ES] 1% vSe[ §

Number (%) of participants accordingt _,
the attitude towards chemoprevention
Negative Neutral Positive Total

Educatiorstatus [n(%0)]

Primary school diploma 2 (8) 17 (16) 19 (16) (3185 3) 0.440"

High school diploma 15(60) 57(53) 74 (63) (1;2366)

Bachelor's degree 1(4) 8 (7) 9(8) 18 (7.2)

Master's degree 7 (28) 22 (21) 14 (12 ?137 3)

Doctorate 0 3(3) 1() 4 (16)

Active menstrual cycle [n(%0)] 23 70 0.010°
11 (44) 36 (336) (19.7) (281)

Firstdegree relative with history of

BC

Yes, 1 firsdegree relative with 31 0.240°

history of BC 0 1716 14(12) (124)

Yes more than 1 firsidegree

relative with history of BC 2(8) (1) 9(8) 18 (72)

NO 23(92) 83 (78) 94 (80) (2533)
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BCin wider family 46 0.210
3(12) 25(23) 18(15) (185)

History of any malignancy in the 134 0.800

family 15(60) 58 (54) 61 (53) (54)

Comorbidities 131 0.002
13(54) 43(40) 75 (64) (528)

Number of regular prescription drugs

0 100 0.003°
9 (36) 59 (65) 32 (27) (40.2)

1 53
3(12) 20 (19) 30(26) (213)

5 41
6 (24) 12 (11) 23(20) (165)

3 2 (8) 9 (8) 11(9) 22(8.8)

4 or more 33
5 (20) 7 (7) 21 (18) (133)

Number of regular OTC drugs

0 186 0.760°
20(83) 84 (79) 82(73) (765)

1 37
4(17) 15(14) 18(16) (152)

2 0 4 (4) 7 (6) 11 (45)

3 0 33 33 6 (25)

4 or more 0 0 3 (3) 3(12)

. 64 0.810
Smoking 5 (20) 29 (27) 30 (26) (258)
Alcohol use 0 0 4 (3) 4(16) 0.210°

* 2test; ‘Fisher's exact test

BCtbreast cancerOTCt over the counter

&)*Z E[+ Ashosved nasignificant correlation between the history of breast
biopsyand attitude towards chemoprevention (Fisheggacttest, P=0.570). Similarly, the
level ofBGspecific worry did not have a significant association with chemoprevention attitude
(Fisher'sxacttest, P=0.540) and neither did the other characteristics of participants showed
in table 510.
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Table5.10.The correlation between attitudes towards chemoprevention and history of breast

diseasepreast canceworry and objectivéoreast cancerisk

Number (%) of participants according t
the attitude towards chemoprevention P

Negative Neutral

Positive Total

History of breast biopsy

Yes, once 3(12) 6 (56) 5((43) 14(56) 0.570°
Yes, more than once 0 2 (19 2(17) 4(16)
NoO 231
22 (88) 99 (925) 110 (94) (928)
History of AH
Yes 1(4) 0 217 3(12) 0.150°
No 2 (8) 8 (7.5) 4(34) 14 (56)
. 111 232
| have never had breast biopsy 22(88) 99 (925) (949) (932)
BC worry
Low 51 105 0.540°
12 (48) 42 (393) (436) (42.2)
Medium 29 3
8 (32) 36 (336) (24.8) (29.3)
High 37 71
5 (20) 29 (271) (316) (285)
Objective absolute 5year risk
Average 86 184 0.970*
19 (76) 79 (738) (735) (73.9)
High 31 65
6 (24) 28 (262) (26.5) (26.1)
Total 107 117 249
25 (100) (100) (100) (100)

AH t atypical hyperplasia; B€breast cancer

Women with positive attitude towards primaBCchemoprevention were significantly
older than ones with neutral attitude, 58Q@R51 - 62,5) and 55IQR44 - 61), respectively
(Kruskalwallis test (Post hoc ConovelPs0.030), as shown in table 51.
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Table 511. Correlation 3A v 3Z 33]5u JUS Z u}% E A v3]}v v
and number of children
Median (QR p Median (QR .
Age Number of children

Attitude towards

chemoprevention

Negative 54 (445 t62) 0.03° 2(1t2) 0.730

Neutral 55 (44161) 2(1t2)

Positive 58 (511625) 2(21t2)

*KruskatWallis test (Post hoc ConovelR tinterquartile range
*at the level P<0,05 significaate differences are betweeneutralvs.positive

9

Table512. P]JA « v }A EA] A }( 8Z }EE o 38]}v 3A v % E

and certain concerns in relation themopreventiordrugs. Women of higher age were more
worried about the price of such drug aase itwas notcovered by the health insurance, but
the correlation between the two wagoor (Spearman'sE A58,P=0.01). Women who were
younger were more worried about the effect of such drug on the child in case of unplanned
pregnancy The correlation between the tweariables is moderat¢Spearman'sE®466,

P<0.001).

Table5.12. Concerns in relation to primary chemoprevention drugs and participgnt$?
~"% @EU V[ ZZ}e

Spearman's Rh@ value)

Age
| would worry about th(_a price of the drug in casavasnot 0.158 (0010)
covered by the health insurance
| would worry about the side effects -0.069 (0280)
| would worry about the drug's effect on the child in case 10,466 (<0001)
unplanned pregnancy
It would be difficult for me to take thelrug at the same
time every day

-0.074 (0250)

By KruskaWallis testit was found thatwomen who had positive chemoprevention
attitude markedsignificantlyo}A & $Z |E A}EEC }usd $7Zn comnat¢f «]
others (KruskalWallis test (Post hoc ConoyeP<Q001) Also, the worry about drug side
effects was significantly lower in women with positive chemoprevention attitude in
comparison to ones with neutral attitud&ruskalWallis test(Post hoc ConovgrP=0010), as

seen in tables.13.
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Table5.13.Concerns in relation tohemopreventiordrugs and chemoprevention attitude

Chemoprevention attitudet Median (IQR)

Negative  Neutral Positive Total

P*

| would worry about the
price of the drug in case |
was notcovered by the
health insurance

4(225-5) 3(2-4) 3(2-4) 3 (2t4)

0.180

| would worry about the

side effects 4(4-9)

4(4-5) 35(3-4) 4(3t4)

<0.001°

| would worry about the
drug's effect on the child
in case of unplanned
pregnancy

1(1-4) 15(1-4) 1(1-2) 1(1t3)

0.010°

It would be difficult for
me to take the drug at
the same time every day

1(1-2) 1(1-3) 1(1-2 1(1t2)

0.050

*KruskatWallis test (Post hoc Conovebata are presented avedians (IQR) of grades 1 to 5

IQR tinterquartile range
1-1 completely disagree, 2 disagree, 31 am not sure, 41 agree, 5| completely agree

‘at the level P<0,05 significatite differences are betweenegativevs. positive neutralvs.positive

*at the level P<0,05 significatite differences are betweeneutralvs.positive

There was no significant association between -pelfceived BC

chemoprevention attitudeg 2 test, P=0.970), table5.14.

risk and

Table5.14. The relationship between sefferceived BC risk and chemoprevention attitude

Number (%) of participants according to

chemprevention attitude p*

Negative Neutral Positive Total
5-yearabsolute
BC risn(%0)]
Average 19 (76) 79 (738) 86 (735) 184 (739) 0.970
High 6 (24) 28 (262) 31 (265) 65 (261)
Total 25(100) 107 (100) 117 (100) 249 (100)
* 2test.

BCtbreast cancer
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5.2.1 Beliefsabout medicines and chemoprevention attitudef the whole studied

population

W ES] ]% vSe| o] (- }usS u

] Jv o v

$7 | E

attitude was examined on the whole studied population of 249 wom&he more the

participants believe that doctors prescribe too many medicatidine less prescription

medicineshey were taking but the analysis showed veweak correlation between the two
E u \H6.12¥P=0.040). The more the participantsddieved that natural drugs are

~ " %o

~ " %o

safer than medical o#s the younger they were

Eu v [0.12Y PA0.030).
Additionally, the more theyelieved that drugs do more &rm than good theyoungerthey

were andthe lessprescription drugghey were takingSpearmarj s Z=203.148,P=0.020 and

N %0

E u v [=»-0443, P=0.010, respectively)This is shown in tabl6.15. Although the

JEE o S

above mentionectorrelations were significant, they were actually very weak, given the value

of the Rho.
Tabe515 dZ }EE o 3]}v  3A Vv % ES]
}us u ] ]v e ~"%RhdEuU V]

]%o Vé'[

P v wu

Spearman'®kho (P value)

Age

Prescription

S1}

OTC drugs
drugs
Doctors prescribe too many medicines. -0.068 (0290) -0.130 (Q040) 0.012 (0860)
People who_ take m_edlcmes should stop 0.005 (0940) -0.05 (0440) -0.036 (Q570)
them from time to time.
Most medicines are addictive. -0.001 (Q990) -0.035 (0580) -0.095 (0140)
Natural remedies are safer than medicine -0.135 (003) -0.101 (0110) -0.092 (Q160)
Medicines do more harm than good. -0.148 (Q02) -0.175(001) -0.025 (Q700)
All medicines are poisons. 0.003 (0960) 0.033 (0610) -0.063 (Q330)
Doctors place too much trust in medicines -0.016 (0800) -0.103 (0110) -0.052 (Q430)
If doctors ha_d more time f(_)r- patients the 0.020 (0750) -0.048 (0450) 0.012 (0860)
would prescribe fewer medicines.
OVERUSE -0.059 (0360) -0.113 (Q070) -0.062 (Q340)
HARM -0.041 (0520) -0.067 (0290) -0.080 (Q210)
OTCtover the counter
e EP &=~ S} SZ & 0 S]}veZ]%o SA Vv % ES] % V3o

generalbeliefs about medicines, the analysis showed that women of higher educational level

had significantlylower median score in the subdomamedicines harn{KruskalWallis test
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P=0010), indicating their more positive beliefihe correlation between all items from the

BMQ questionnaire and chemoprevention attitude are shown in t&tilé.

TaHbe 5.16. The correlation between educational level and beliefs about medicines

Median (QR

Primary High . , .
School School Bachcloficgiasiens Doctorate P

Diploma Diploma Degree Degree

Doctors prescribe
too many 3(2-4) 3(2-4)
medicines.
People who take
medicines should
stop them from

3 35
25-45) 34 o34 0900

4(3-4) 4(3-4) 3(2-45) 3(28-4) 3(3-45) 0.130

time to time.

Most medicines are 25

addictive. 4(2-4) 3(28-4) 3(2-4) 3(2-4) (13-45) 0.530
Natural remedies 3

are safer than 3(2-4) 3(2-4) 3(2-4) 3(2-3) (3-38) 0.160
medicines. '

Medicines do more
harm than good.
All medicines are

3(2-3) 3(2-3) 2(15-3) 2(18-3) 15(1-28) 0.020°

3(2-4) 2(2-3) 2(1-4) 2(1-3) 2(1-38) 0.040°

poisons.
Doctors place too 4
much trust in (3-43) 3(2-4) 3(2-4) 3(2-33) 4(25-4.8) 0.020
medicines. '
If doctors had more
time for patients 4
they would (3-43) 4 (25-4) 3(2-4) 3(28-4) 4(33-4.8) 0.610
prescribe fewer '
medicines.
14 (112- 13 (10 - 13 (10 - 12 (10- 15 (12 -
OVERUSE 15.3) 14) 15) 13) 15.8) 0.180
12 (10- 12 (10 - 112 (7 - 10 (9 - 95 (63 - .
HARM 15) 14) 14.3) 13) 15) 0.010

*KruskatWallis test Data are presented awvedians (IQR) of grades 1 tolQR tinterquartile range

1-1 completely disagree, 2 disagree, 31 am not sure, 41 agree, 5| completely agree

*at the levelP<0,05significant arahe differencesprimary school diploma vs. masteglegree; ligh school
diploma vs. mastef degree

" at the levelP<0,05significant arehe differencesprimary school diplomas.high school diplomgrimary
schooldiplomavs.bachelor| degree primary school diplomas.master[ degree

Table5.17. shows what are beliefs about medicines like in participants with and

without existing comorbidities. There was no significant differences in overall median scores
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in the two subdomains, but women with no comorbidities believed significantly more that
doctors prescribe too many medicines and that medicines do more harm than dbeciy

Whitney U test P=0020 and P=M01, respectively)

Tabk 5.17. General beliefs about medicines according to presence of comorbidities

Median (QR according to

comorbidities p*
Yes No

Doctors prescribe too many medicines. 3 (2-4) 3(3-4) 0.020
People whp take_ medicines should st 4(3-4) 4(3-4) 0.270
them from time to time.

Most medicines are addictive. 3(2-4) 4 (2-4) 0.470
Naturalremedies are safer than medicines 3 (2-4) 3 (3-4) 0.170
Medicines do more harm than good. 2 (2-3) 3 (2-3) 0.001
All medicines are poisons. 2(1-3) 2 (2-3) 0.750
Doctors place too much trust in medicines 3 (2-4) 3(3-4) 0.180
If doctors hapl more time f.or. patients the 3 (2-4) 4(3-4) 0.480
would prescribe fewer medicines.

OVERUSE 12 (10- 15) 13 (11- 15) 0.130
HARM 12 (10- 14) 12 (10-145) 0.080

*Mann-Whitney U testData are presented as medians (IQR) of grades51IQR tinterquartile range
1-1 completely disagree, 2 disagree, 31 am not sure, 41 agree, 5 | completely agree

The association between differenrtllevels and beliefs about medicines is presented
in table5.18. Women with excellent HL had significantly lower median score in the subdomain
medicinesoverusein comparison to women of limited HIKruskalWallis test (Post hoc
Conover),P=0020). Similarly, excellent HL was associated with significantly lower median
score in thesubdomainmedicinesharmin comparison to lower HL levelsr(skalWallis test
(Post hoc Conoverlp=0030).
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Tabk 5.18. The association between health literacy and beliefs about medicines

Median (QR of scores according
to HLIevel p*
Limited Sufficient Excellent
Doctors prescribe too many medicines. 3(2-4) 3(2-4) 3(2-3) 0.300
Peopl_e who tgke medicines should stop the 4(3-4) 4(3-4) 3(2-4) 000
from time to time.

Most medicines are addictive. 3(2-4) 3(2-4) 3(1-4) 0.260
Natural remedies are safer than medicines 3 (2-4) 3(2-4) 3(2-3) 0.680
Medicines do more harm than good. 3(2-3) 3(2-3) 2 (1-3) 0.530
All medicines are poisons. 2 (2-3) 3(1-4) 2(1-3) 0.220

Doctors place too much trust in medicines. 3 (3-4) 3(2-4) 3(2-3) 0.004°
If doctors hgd more time _fo_r patients the 4(3-4) 35(2-4) 3(2-4) 0050
would prescribe fewer medicines.

13 12 11 .
OVERUSE 11-15 (10-15) (8.1 00
HARM 12 12 11 0.030°

(10-14) (10-15) (6-12)
*KruskatWallis st (Post hoc Conoveiata are presented as medians (IQR) of grades 1 to 5.
1-1 completely disagree, 2 disagree, 31 am not sure, 41 agree, 5 | completely agree
*at the levelP<0,05significant arehe differenceslimited vs.excellent
"at the levelP<0,05significant arehe differenceslimited vs.excellent sufficientvs.excellent
*at the levelP<0,05significant are differencelimited vs. sufficient, limited vs.excellent sufficientvs.
excellent
HL- health literacy IQR tinterquartile range

Women who expressed positive chemoprevention attitude had significantly lower
median score in subdomain aboutedicines overuseé comparison to ones with neutral
attitude (KruskalWallis test (Post hoc Conover), FB2D). While there was no significant
associaibns in the subdomain omedicines harm (Kruskalwallis test (Post hoc Conover),
P=0590), as shown in Tab&.19.
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Tabk 5.19. The association between beliefs about medicinad chemoprevention attitude

Median (QR of scores according
to chemopreventiorattitude p*
Negative Neutral Positive
Doctors prescribe too many medicines. 3 (2-4) 3(25-4) 3(2-4) 0.030°
People who take medicines should stop i i
them from time to time. 4(3-4) 4(3-4) 4(3-4) 0.880

Most medicines are addictive. 4 (2-4) 4 (2-4) 3(2-4) 0.760
Natural remedies are safer than medicine: 3 (25-4) 3 (3-4) 3(2-3) 0.004
Medicines do more harm than good. 2 (2-3) 3(2-3) 2 (2-3) 0.050
All medicines are poisons. 2(2-35) 2(2-3) 2(1-3) 0.760

Doctors place too much trust in medicines 3 (2-4) 3(3-4) 3(2-4) 0.090
If doctors hac_i more time for patlents they 4(2-5) 4(3-4) 4(2-4) 069
would prescribe fewer medicines.

12 (10 - 13 (11 - 12 (10 -

OVERUSE 15) 15) 14) 0.020
12 (10 - 12 (10 -
HARM 12(9-14) 15 14) 0.590

*KruskatWallistest (Post hoc Conoveiata are presented as medians (IQR) of grades 1 to 5.
1-1 completely disagree, 2 disagree, 31 am not sure, 41 agree, 5 | completely agree

ta

IQRtinterquartile range

The analysis showed that the higher the medsaore in the subdomain ofmedicine
overusewas, the more negative chemoprevention attitude they hadhis is a significant
correlation, but very weak according to Rho value” % & u v [6.136 PAM30). This
means that these participants had more negative beliefs in relation to medicines overuse.
Same applied in two itemsf the questionnairein the belief thatnatural remedies are safer
than medicines~" % Eu vV [6.2ZIZRB#0001)and inmedicines do more harm than good
~"% E&u v][+0.228}RH8.040), which again is very weak correlatiomhese data are
shown in &ble5.20.

40



5. RESULTS

Tabk 5.20. The association between beliefs about medicines and chemoprevention attitude,
"% @EU V[ ZZ}

Spearman's Rho (P value)
BC chemoprevention attitude

Doctors prescribe too many medicines. -0.116 (Q070)
Eeople who take medicines should stop thé&m 0.046 (0470)
time to time.

Most medicines are addictive. -0.019 (Q760)
Natural remedies are safer than medicines. -0.211 (Q001)
Medicines do more harm than good. -0.125 (Q040)
All medicines are poisons. -0.046 (Q470)
Doctors place too muchrdst in medicines. -0.033 (0610)
If doctprs had more t.|rr.1e for patients they would 10.068 (0290)
prescribe fewer medicines.

OVERUSE -0.136 (Q030)
HARM -0.049 (0440)

BCtbreast cancer

5.2.2 Selfreported health status and chemopreventioattitude of the whole study

population

Table 521. «Z}A« v }A @Al A }( }EE o §]}v SA v E
characteristics and different domains of their sedported health, which turned out to be
mostly very weak or weak, with the exceptionnaEgativecorrelation between selperceived
physical health and the number of prescription drugs, which was modef@te analysis
showed thatphysical functioningA e o]v]vP Al3Z P =0%30,E=0,08] antE
the perception of owngeneral healthA « A}E+ A]3Z PE}A]JVP RBO018T% E
P=Q004). Inthis studied group, the more prescription drugs the participants were using the
worse their seHperceived, bothphysicaland mental health were, acros all domains
~"% Eu=v-p4206EP<0001 v "% Eu W[300EAQ001, respectively). Same
appliedfor the correlation between number of OTC drugs and perceived physical an@lmen

Z 08Z "% EW264,P<EHAL v "% Eu -0.Lp59APAV001L, respectively).
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Table5.21. Correlation between age, chronic theramyer-the-counterdrugs and certain
domains of selperceived health status

Spearman's Rho (P value)

Age Prescription OTC drugs
drugs
Physical Health
PhysicaFunctioning “0.130 -0.286 0171
(0.040) (<0.001) (0.010)
Role limitation due to Physical -0.167 -0.339 -0.209
problems (0.009) (<0.001) (0.001)
Pain -0.061 -0.281 -0.268
(0.34) (<0.001) (<0.001)
: -0.187 -0.471 -0.224
General Health Perception (0.004) (<0.001) (0.001)
Mental Health
Energy Vitality 0.009 -0.274 -0.164
(0.890) (0.001) (0.010)
Social Functioning 0.088 0.143 0.283
(0.180) (0.030) (<0.001)
Role limitation due t&motional -0.150 -0.288 -0.215
problems (0.020) (<0.001) (0.001)
-0.090 -0.283 -0.182
Mental Health (0170)  (<0001) (0.005)
: -0.179 -0.421
Physical Health Summary Scales (0.005) (<0.001) -0.264 (<0001)
-0.049 -0.300

Mental Health Summary Scales -0.259 (<0001)

(0.440) (<0.001)

OTCtover the counter

Women of higher educational level reported bettgeneral and physical health
(Kruskalwallistest (Post hoc Conover), P803 and P=040, regectively) as shown in Table
5.22.
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Table 522. Healthrelated quality of life across different educational levels

Median (QR)
Primary High .
School School EEIEES MRS Doctorate P
) . Degree Degree
Diploma Diploma
: 80 85
Physical 75 75 975
Functioning (525 - 95) 9(2%;5 ~ (388-86.3) (15010:;’ " (875-100) 0%
Role
ZT:?SO” 50 75 875 100 100 0270
Physical (25-100) (0-100) (25-100) (50-100) (625-100)
problems
Pain 65 (30-90) 60 (40-90) 55 (40- 90) ;8) (55 - gg) (525 - 4 350
S:gﬁ;a' 57 (375 - 62 (515 - 67 (515 - 67 (62 - 835 (628- ..
: 71) 72) 72.8) 76.5) 87) |
Perception
Energy 50 60 60 60 62‘71255 . 0490
Vitality (40-713) (40-70) (488-65) (50-75) 92 5') '
Social 813 %51 75 %25 875 0.890
Functioning (50-100) 100') (625-90.6) 100) (75-100) '
Role
limitation 100
aeto (0% 00 (aaa-100) (e87-100 B33 (100-100 ©27°
Emotional ) ' 100)
problems
Mental 68 (58 -
Health 56 (44-80) 68 (52-76) 68 (61-75) 80) 76 (56-96) 0.180
Physical
reath 574 S s 48 S8
Summary (423-84.3) 82 ?;) (47.7-75.8) 85 5') 93 9') '
Scales ' ' '
Mental
72 72.3 82.8
Health 619 72.6
Summary  (40.1-84.3) 8(2%)2 "~ (623-80.3) 8(:312';1 ) ég%? - 0310
Scales ' ' '

*Kruskal Wallis Test (Post hoc Conovéhe data are presented as medi@@R)of score 6100.

‘at the levelP<0,05significant are the differencd@rimary School Diplomes.Master[ Degree Primary
School Diplomas.Doctorae

*at the levelP<0,05significant are the differenceBrimary School Diplomss.Master[ Degree Primary
School Diplomas.Doctorak; High Shoolvs Master[+ P (High Schools.Doctorate Bachelof Degree
vs.Doctorate

IQR tinterquartile range
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Women with existing comorbidities reported significantly worse quality of life across

all domains busocial functioningMann-Whitney U testP<0001), Table5.23.

Tabk 5.23. Healthrelated quality of life and comorbidities

Median (QR - Comorobidities

P*
Yes No

Physical Functioning 75 (45- 85) 85 (70-100) <0.001
Role limitation due to Physical 50 (0- 100) 100 (50- 100) <0,001
problems

Pain 50 (30- 80) 80 (60-90) <0.001
General Health Perception 57 (438-67) 67 (615-80) <0.001
Energy Vitality 50 (40- 65) 60 (50-71.3) <0.001
Social Functioning 75 (50- 100) 875 (625-100) 0.060
Role limitation due to Emotional 66.7 (0- 100) 100 (667 - 100) <0,001
problems

Mental Health 60 (48-72) 68 (60- 80) <0.001

Physical Health Summary Scales 56.8 (389 - 74.5)

786 (607-886) <0001

Mental Health Summary Scales 61.9 (40- 80.4)

755 (628-86) <0001

*Mann-Whitney U test The data are presented azedian(IQR)of score 6100.

IQRtinterquartile range

Table 5.24. contains data about seleported health in relation to beliefs about

medicines.The better theoverall physical healttwas, the more positive beliefs about

medicines in the subdomain abbmedicines overuseas but the correlation is very weak

~"%, (Eu vV[:14BZRA020).

Tabk 5.24. The association between setported health through SB6 questionnaire and

beliefs about medicines-"%. @E&u v[e ZZ}-

Spearman's Rho (P value)

General harm General overuse

Physical Functioning 0.036 (058) 0.126 (Q050)
Role limitation due to Physical problems 0.054 (040) 0.148 (0020)
Pain 0.066 (Q31) 0.075 (Q240)
General Health Perception -0.067 (030)  0.051 (0430)
Energy Vitality 0.025 (Q70) 0.040 (0530)
Social Functioning 0.030 (065) 0.035 (0590)
Role limitation due td&Emotional problems -0.015 (078)  0.008 (Q900)
Mental Health -0.018 (078)  -0.043 (0510)
Physical Health Summary Scales 0.041 (053) 0.137 (Q030)
Mental Health Summary Scales 0.002 (Q98) 0.019 (Q770)
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5. RESULTS

The correlation betweeselt E % }ES Z 0SZ S Spe H céiob€eEssdn] %o
in the Table5.25. It wasfound that women of excellent HL perceived og@neral healthas
significantly better in comparison to women of limited HL, as indicated by the higher median
score for his item: 67 (5785.8) vs. 62 (48 t 72) (KruskalWallistest (Post hoc Conover),
P=0030). Significant was also