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ABSTRACT
Side effects frommedicinec an have consi derabl e negatiyv

As a result of magingUK population anéttendant multmorbidity, an increasing number

of medicines are being prescribied patients)eading to increased risk ainintendedside
effects The aim of this study was &xplore experiences and opiniongatients and the
public in identifying and manaagg side effects from medicinels also sought to develop a
novel causality scale for use pgtients to assess sesped side effects

A mixed methods approach with four phases was selected. In Phase One surveys were
distributed in pharmacids gather information opatient®experiences of side effects and
recruit potential interviewees for the following phase (93%ays distributed; 230
returned)In-depth interviewsvere conducted in Phase Two withd&ople who had
experienced side effects. Theselored their opinions and experiences erfidrmed

Phase Three. This phase developed and validatiel &ffects asessment todbr

pati ent -®AST)uThevalideddh consisted of two strands, initial validation (by 31
assessors) followed by online validation (273 completed responses). In Phase Four 2285
patientreportsto the Yellow Card Schemgere examined tdearn alout experiences of

side effectsto investigate thealue of patient report® pharmacovigilancand to

conpare experiences of Yellow Card reporters topihelic.

This study providediovel insights intdhe strategies employed by patients to tdgmand
manageheir side effectsPatients seekingjde effecinformation used a variety of
information sources arttie findings suggest thatkey aspect cdource selection may lae
hierarchy of source characteristidhie strategiessed to manageds effectssaried,

including both cognitive and behavioural responses suclbasdherence and

consultation with healthcare professiondlse findings suggest that these strategiese
influenced by aange of factors includingstablished health befs; previous experience

of side effects andognitive biasg Areas of similarity and difference were identified
between Yellow Card reporters and the general public. There was evidence of patterns in
the causative drugs, the type and impacts of effecigeleetthose who report side effects

and the wider public; however there was a difference in coping strategies between these
groupswith non-adherence being more prevalent am¥etjow Cardreporters Most on

line users of the SPAST agreed it would encage them toeport their side effect or talk

to ahealthcare professionabout it

The thesis provigsa unique and insightful perspectiveonpaent sé per sonal
of side effects, with implications for policy and practice. It has establisla¢didecffects
can have noteworthy impacts with prolong:

lives.
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GLOSSARY

Abbreviation

Expansion

Definition

ADR

Adverse drug reaction

An ADR is a reaction to a drugr a
combination of drugs, which is
harmful and unintended and that
occurs at a dose normally used for
prophylaxis, diagnosis or treatment

ADRWG

Committee on safety of
medicines working group

An independent advisory committe
which advised th&JK Licensing
Authority on the quality, efficacy
and safety ofmedicines

CHM

Commission on Human
Medicines

Advisory body to UK ministers on
the safety, efficacy and quality of
medicinal products

CIS

Cancer Information Service

Provides ugto-date information on
cancer incidence, mortality and
survival rates in UK

CSM

Common Sense Model

Leventhal'ssommon sense otel
(CSM) isused to understand
people's responsesitimess The
modelsuggests thaliness
perceptions can influence coping
strategies and health outcomes

HCP

Healthcare Professional

Individual who provides preventive
curative or rehabilitativlealth care
to people, families or communities

ICSRs

Individual case safety reports

Reports ofadverse events for
individual patients

IPA

Interpretative Phenomenologic
Approach

An approacho qualitative reearch
with an idiographic focus

MBSS

Miller Behavioral Style Scale

A measure of coping styles that cq
be used in clinical settings

MeSH

Medical Subject Headings

(U.S.) National Library of
Medicine'scontrolled vocabulary
thesaurus and is used fiodexing
articles for
MEDLINE/PUBmMedNLM
databases

MOH

Medicine overuse headache

Rebound headaches whiohcur
whenanalgesicare overused by
people to rekveheadaches

NHS

National Health Service

Publicly fundedhealth care
service in the UK

oTC

Over the counter

Medicine available to a consumer
without a prescription

Patient YC

Patient reporteto YC scheme

The patient who experienced and
reportal the suspected ADR or the
representative who madieet report
on his or her behalf

PIL

Patient information leaflet

Leafletcontainingcomprehensive
information that is accessible amd
understandable so that patients ca
use their medicine safely

and appropriately

PV

Pharmacovigilance

Pharmacovigilance is the science
and activities relating to the
detectionassessment,
understanding and prevém of
adverse effects of drugs
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SO Superordinate Classification of themes that
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SPC Summary of Product Produced by pharmaceutical

Characteristics companies it explains how to use
and prescribe medicine usetby
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SSRs Spontaneous reporting systems| Established to gather reports of
suspected ADRand managedy
national and international regulato
bodies, drug manufacturers and dr
monitoring programmes

UuMcC Uppsala Monitoring Centr@=ield | Collects and assesses information

name for WHOUMC) about thebenefits and risks of
medicined r om me mber
pharmacovigilanceentres

WHO World Health Organisation UN agency dealing with
international public health

WHO-PIDM World Health Organisatiothe Collects and assesses information

Programme for Intetational about the bnefits and risks of
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with medicines or medical devices

YCS Yellow Card Scheme UK system for collecting

information on suspectefiDRs to
medicines
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CHAPTER 1: INTRODUCTION



1.1 General background

Side effects from medicines can have
lives. This impact can be significant and extend into many areas with physical,
economic, social and/or psychgloal effectfAnderson et al., 201 Butt et al.,

2011; De Langen et al., 20d8ibonaventuraet al., 2012;Krska et al., 2011; Shet

et al., 2014). Medicines are frequeritig most cost effectivend least invasive
medical treatments availableitalividuals However,an increasingly aging
population and attendant muitiorbidityin combination with numerous clinical
guidelines meathere are an increasing number of medicines baiegcribed for
people by health professionals tod@is has led to amcrease in the risk of
unintendecharmful effects or adverse drug reactions (ADRSs) in the ambulatory
care setting. Research into these adverse reactions identified risk factors such as
age,complexmedical history antbw income status with older patientsre

likely to experience severe ADRs (Wu et al., 2008)ese risk factors add to the
frequent morbidity and mortality associated with ADRs (Mugosa et al., 2016).
Health researchers and healthcare organisations worldwide have realised that
ADRs are a pulid health issue which requires strategic attention and effective

interventions.

1.2  Adverse Drug Reactions (ADRS)
1.2.1 Definition and characteristics

The definition ofanadverse drug reaction (ADRisedby the World Health Organisation
(WHO) isfi aesponse to a drug that is noxious and unintended and occurs at doses

normally used in man for the prophylaxis, diagnosis or therapy of disease, or for

modi fication of physi olAoalversaréactibnusrtherefor@an o

damaging and untanded response to a medicine. ADRs can be further described in the

following categories: Augmented effects; Bizarre effeCmntinwus effects; Delayed
effects or End of Use effectslédicines and Healthcare Products Regulatory Agency,
MHRA, 2014). SeeTable 11 on the following page for a full description of these

categories.

a

c
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Tablel.1: Description ofADR categorie¢Table adapted from Edwards & Aronson, 2000)

CATEGORIES DESCRIPTION

A1 Augmented effects Augment ati on of t he raperiegedgs
sedation with muscileslaxant

B 1 Bizarre effects Effects unrelated to drugo:
allergic reactions

C i Continuous effects Effects that persist in the long term e.g. pharmacological
dependency/ rebound effect

D1 Delayed effects Effects occur after drug discontinuation e.g. cancer/ birth
defects/impaired fertility

E 1 End of Use effects  Effects associated with drug withdrawal e.g. insomnia/anxie

ADRs can also be classified as expected reactidissedin the Summary of the Product
Characteristics (SP®@hich is produced by manufacturers as part of the licensing process
for every authorised medicinal product on the market in the biKunexpectedeactions
(Montastrucet al., 2006) ADRs encompass alfpes of medicine induced effects that are
undesired or unpredicted. These effeate sometimes referred toside effects (SE) and
frequently the terms ADRs and SE are used interchangeably in patient information and
other contexts. However, there areuanber of differences between SE and ADRs:

SE can be described asategory of ADR¢category A: Augmented ADRs

SE areoftenpredictable whereas it is not possible to predict ADRs

SE occur more frequently in patients than ADRs

SE can be posite/beneficial but ADRs are always negative/detrimental

SE have high morbidity rates and low mortality rates compared to ADRs

To T To o To I»

SE has strong pharmacological foundation while less is krudwre
pharmacologicamechanisms underlying ADRs

Previous ADR resarch used inclusive wording to encourage reporting of minor effects and
defined ADRs as unexpected/unwanted medicine related effects which can sometimes be
call ed O0side eff ect s Bdwdrd3 & Arbvisan,t2008Sdeeffacts f ma |
can therefoe be an imprecise/ambiguous tdoot was constructed to include beneficial as

well as harmful therapeutic outcom&senerally,SEare unintended outcomes that occur at



normal dosgego beyond the desired therapeutic effean be positive or negatiamdcan
be linked to the pharmacological properties of the medicine (Edwards & Aronson, 2000).

1.2.2 Prevalence rates

Rese&ch conducted into the frequenclyADRs has varied across studies with prevalence
rates that range from15%- 30% (Kongkaewet al., D08).This wide variation can be
explained in part by insufficient recognition of ADRs by healthpaogéessional§HCPS)

In additionADR studies have employed different methodologies which could alsoléa

to variation in their result©verall healthresearch indicates thADRs when combined

with numerous risk factors can be a common cause of morbidity and mortality (Mugosa et
al., 2016) ADRs can frequentlyasult in hospital admission particularly in older patients
(Wu et al 2003)Numerous studiesdicate that between 5% and 7% of hospital
admissions are due to an ADR. In addition, 10% to 20% of all hospipatients

experience an ADR during their stay in hospital (Alhawassi et al., 2014; Dormann et al.,
2003). W to 6.5% ofacutehospital adnssionsin the UKwere due to ADRs (Pirmohamed

et al., 2004). While the prevalence rates of ADRs have varied aesesgclstudes it is
suggestedhatthese hospital figures may alsgflect the rates and severity of ADRs in
primary care Rirmohamed etla 2004. In addition, it has been calculated that
approximately60% of ADRs could be prevented (Mugosa et al., 204§)wvell as

statistical data, health research has also provided additional information on the impact of

ADRs at individual and social lels.

1.3 Impact of ADRs

Research has establishbdt ADRs can havea significantnegative impact on

healthcare costs, public healtratient safetyas wellasop eopl es 6 dai |y | i
(Anderson et al., 2011Butt et al., 2011; De Langen et al., 2008)onaventuraet

al., 2012Krska et al., 2011; Shet et al., 2014; WHO, 2014).

1.3.1 Economic cost® the NHS

ADRSs have a significant impact on public heafitacing significant economic
burden on stretched healthcare services (Avery et al., 2Dit&¥t economic
costs of ADRs tahe National Health Service (NHS) in the UK wastimatedat
over £450 million annually over ten years agaifiohamed et al., 20040 2007

4



the National Patient Safety Agency estimated that ADRs resulted in £770 million
in coss to the NHS therefore the economic burden is likely to be greater today
(Berwick review, 2013)The financial burdens of ADRs on the NHS can be
considerable with increased costs in caring for patients, delays in treasnent

well asprolonged hospital syggwith one in seven hospltanpatients

experiencing an ADR (Avery et aR017).

1.3.2 Patient costs

ADRs also have notable impact on patient safety in outpatient care settings often
producing severe symptoms which may require hospitalisation asqensive

visits to Accident & Emergency departments (Wu et al., 200BRs have been
identified aghe fifth most common cause of death in developed countries
(Edwards, 2012)Health research has established th@%o of drug reactionsan

be described arious ADRswhich provefatal in 0.32% of hospital patients
(Lazarou et al., 1998; Teo et al., 201Byen if a severe ADR episode is resolved
successfully patients can experience numerous longdemplications (Teo et al
2016).Such complications caretmultidimensional in nature often with both

physical and psychological elements.

1.3.3 Psychological andaxial costs

Dealing with the effects of ADRs can therefore prove burdensome to patients and
to healthcare systems. However, ADRs can also haveymmfeocial costs
includingloss of productivityjoss of confidence in healthcare systemseduced
quality of life because of lorgerm consequences and anxi@iyery et al., 2011;
WHO, 2014 Wu et al., 2008 The impact of ADRs on the quality of peoplé

daily lives is a growing area of concern for HCPs. Individuals that experience an
ADR can develop considerable anxiety and suffer psychological distress in their
daily life (Reid, 2015). This depletion in their quality of life can have significant
impad on health behaviours such as reduced adherence to long term treatments
(Piparva et al., 2011).

It is clear therefore that there are considerable costs both direct and indirect

associated with ADRs. This suggests that there is an urgent need for effectiv

5



health interventions which reduce the impact of ADRs. It also provides support
for the argument that continued health research is required which Idokw at
people cope witthDRs as well as the outcomestheir experienceforfuture

health behaviours

1.4  Pharmacovigilance

The importance of researching and ensuring awareness of ADRs from the
perspectives of drug development (manufacturers and licencing authorities) and
actual use (prescribers and patients) has |&uetdevelopment of a medical
disapline known as pharmacovigilance (Singh et al., 20RBarmacovigilance

(PV) is a description of the processes, activities and systems involved in detecting,
understanding, assessing and preventing AQRS0O, 2014) Although all new
drugs must undergodtng in clinical trials before being made available for use,
processes for nmitoring ADRs after licensing arssential for patient safety as
most ADRs are not detected through clinical trials. These trials have several
issues which can compromise ADReldion- such as limited study participants,
relatively short study duration and selective recruitment of patients which can
result in narrow heterogeneity amongst the trial participants (Berlin et al., 2008;
Sultana et al., 2013).

The devastating effexf the thalidomide disaster in the late 1950s and early 1960s
established the urgent necessity for national systems which ensured drug safety by
introducing licensing and monitoring systems. In the UK, this was initially as the Dunlop
Committee, which beame the Committee for the Safety of Medicines and ultimately was
subsumed into the Medicines and Healthcare products Regulatory Agency (MMRA).
international system for monitoring ADRs was establishegtie 1970s by the WHOthe
Programme for Internatnal Drug Monitoring(PIDM) and the WHO Collaborating Centre
for International Drug Monitoring was set up in Uppsala, Swetkere are currently 123
countries and 28 associate members in the WHO PIDM. These member states submit ADF
reportsi Individual Case Safety Reportsto the WHO global databas#/igiBase’™. This
database is managed by thppsala Monitoring Centre (UMC) with over 14 million

reports of ADRs submitted by member countries since 1968. During 2016 a total of
1,821,051 reports were entt into the databaseth 1,059,738reportsenteredrom Jan

1%'to July 292017 @ Vi gi baseo )dat abase, n.d.



This large volume of data facilitates the systematic monitoring of ADRs and assists in
identifying potential medicinal safety issu@e primarypurpose oPV is to contribute to
patient care and patient safety in relation to medicines. It also seeks to provide reliable
information for the effective assessment of the-bekefit profile of medicines as well as
supporting public health programm@yHO, 2014. Monitoring of ADRs can be
conducted in a variety of waysspontaneous reporgsrescription event monitoring;

cohort studies; case reports/series; post marketing surveillance; and investigation of
electronic data sets (Avery et al., 201Inddi et al., 2012).

1.4.1 National systemol pharmacovigilancen the UK

National systems for the spontaneous reporting of adverse reactions have common
terminologies and classifications and agreed methods of collecting, storiagalgsing

the dataThe United Kingdom (UK) was a founding member of the WHO Programme in
the 1960sand was instrumental in developing gp@ntaneous reportingystem folADRS.

In the UK thisis managed through théellow Card Scheme (YCSThis scheme
encourages spontanesosubmission of reports of suspected ADRs to the MHRA (and its
predecessor committees) alparticular symptom occurs lmigher numbers than expected
with a particular drug (drugeaction pair) this can be investigated further, using-case
control studie®r cohort studies. Confirmed ADRs may require changes to theoSPC
Patient Information Leaflet (PIL9f a product, changes to the use of a product or even

withdrawal of a product from the market in a country.

1.4.2 Causalityassessment of ADRs

A key elament of PV is causality assessment. This is defined by the WINOC &e it
evaluation of the likelihood that a medicine was the causative agent of an observed advers
reactiord. Causality assessment is usuabyried out on the reports received by regiriat
authoritesboy experts trained in PV. I ntegral t
ADRs are the cognitive processes employed by them in identifying ADRs. Models of
health behaviours, such Bse v e n Sdti-Rdguiasion Model of llines§€omnon Sense

Model of llinesscan provide an effectivikameworkto investigatéhe cognitive pocesses

used by individuals in assessing the causality of AQRBnson & Folkman, 2004; De
Smedt et al., 2012). Patient stdeternmeikan e s s
specific ADR prototype/model of cognition exists. It iasnd that patients displayed
knowledge and accuracy in identifying ADR symptoffise data also suggested that

patients may use a prototype/model of cognition to assist in idegtiBDRs(DeWitt &
7



Sorofman 1999).Specific research has also been conducted which investigates the specific
steps patientsd take i n studyohpatierft igepomsdgother u g
YCS conducted in 2011 fourtbat both the timing ofwents and information sources were

key factors influencingpeor t er s d i d e n tAvely etala2011pWithimf ADR
pharmacovigilance any methods for causality asseent of ADRs have been developed

- with as many as 34 different types being a\dédao expert¢Agbabiakaget al., 2008)

Eachof these methodsas its own inherent strengths and weakne$segever there is
agreement that there is considerable lack of consistency across catrsality
assessment¥hese numerous methods can beddid into fourcategories: global

introspection (Gl); Bayesian approachiexussed scalemd algorithms.

1.4.2.1 Global introspection (Gl)

Gl, also known agxpert judgementitilises previous knowledge and experience in the

field to make assessmentsoaiusality. However, this is not a standardised research tool

and the structures used to generate these judgements can vary widely. Some methods use
single evaluator while others use expert groups or compare assessments across expert an

norrexpert group. Thus, high levels of disagreements between experts often occur.

1.4.2.2 Bayesian approaches

Bayesiarapproaches work to transform previous estimations of probability of causslity
increasing amounts of data become availabte previous estimatios calculated from
epidemiological information while thaterprobabilityestimationuses both this
backgroundnformation and individual case evidence to estimate causality. Computer
programmes which utilise the Bayesian Adverse Reactions Diagnosticimefrt

( BARDI) have helped to increase this met|

limitations as it requires significant investment in time and resources.

1.4.2.3 Focused scales

Further efforts to develop logical/step by step assessmerdsémited in

focused assessments for example, Strickei
injury events (Stricker, 1992). Collaboration amongst experts in the field of

adverse events consensus | ed to-ththe devel
Roussel Uclaf Causality Assessment Method (RUCAM) (Benichou et al., 1993;

Danan & Benichou., 1993). This is used for disease states such as liver and

8



dermatological injuries. This method gives weighted scores to causality criteria
and is easy to use. Howeydris focused on specific organs and would require
additional work on classifications and criteria if it were to be applied in other
medical areas. Th@linical Diagnostic Scales another focused scaléhich
evaluates suspected hepatotoxic drug reagidaria & Victorino, 1997. It is
considered easy to apply and is frequently used in clinical settings (Aithal et al.,
2000).

1.4.2.4Algorithms

Algorithms are structured and standardised assessment methods used to identify potential
ADRs. They are basazh criteria such as time to ADR onset, previous medical history,
previous adverse reaction history anethallenge. Most algorithms take the form of
guestionnaires that allow sufficient information to be gathered to assess the probability of a
suspectedDR. Various algorithms have been developed to address problems of validity
and reliability as well as bias.

These include the Karch and Lasagna decitabte approach which uses three tables to (i)
identify potential drug reactions, (ii) assess theatety of the link between the drug and

the event and (iii) evaluate the underlying causes of the adverse @aats and Lasagna
1977). This diagnostic tool is considered easy to hegever there are issues concerning

its reliability. It cannot identy new/novelADRs to a drug thatas no history of ADRs

and this tool requires a high level of subjective judgements which can result in bias
(GarciaCortéz et al., 2011).

Another decision table was designed by Blanc et al which assessed the ndtere of t
relationship betweethe drug and the adverse event. It considers three factors: the role of
underlying disease(s), time onset and response péiiamc et al., 1979)However this
assessment method also displayed poor internal validity and vabatiween evaluater
(Agbabiaka et al., 2008

Kramerdeveloped the Karch and Lasagna table into a new set of criteria for assessing
ADRs (Kramer et al., 1979)The algorithm is made up of sibecision tables with a scoring
system for each axift.is usedo assess an adverse event that occurs after administration

of a single drug. If a patient receives multiple drugs before experiencing an adverse event,
then each potential drug is assessed sepafatgbabiaka et al., 2008This method is

useful therefece when more than one drug is suspeatetie adverse event.



Naranjo developedn instrument for assessing ADR probability in numerous clinical
settings(Naranjo et al., 1981)t is a probability scale of ten questions that can be
answered as followsy é s 6, fAnoo, Aunknowno or Ainapp
address potential adverse reactions that may result from interaotiovesen drugs. It is
designed to assess the probability of an ADR associated with one druglowigver, it is
simpleto use, not time&onsuming and can be applied widely across clinical settings
(GarciaCortéz et al., 2011).

In general, standardised methods such as algorithms offer greater reliability than Gl
methodsThere is high interater agreement in the use td@ithms within the
pharmacovigilance communitigut as a clinical instrument they can lack flakiy.

Available data which is not required for assessment hadewithin this methodology

only a finite amount of information can be considered. thagight that failure to adopt
consistent operational criteria as well as the role of confounding variables may account for
the inconsistency and lack of agreement across assessment scales. Overall there is no
method universally accepted for causality assesnt of ADRs.

14.3 Yellow Card reports

As mentioned spontaneous reporting of ADRs within the UK is through the Yellow Card
Scheme (YCS). Whenfirstputinplacen t he 196006s, only doct o
Scheme. In 1997, after much evidence haen provided to demonstrate their ability to
identify and report accurately, this reporting system was extended to pharmacists and in 200;
it was further extended to allow nurses, health visitors and midwives to report suspected
ADRs.

14.4 Problemsith spontaneous reporting of ADRs

Spontaneous reporting of ADRs is an essential componé ahd is particularly
important in detecting new, rare and/or serious ADRs (Giezen et al., 202%9)of modern
pharmacovigilance practice focusasindividual case safety reports (ICSRs) which are
supplied byHCPsto national regulatory authorities or through phareagical companies
(Hazell et al, 2018 ADR reportsby HCPs are a key requirement of effective PV practice
andhave created a considerable bodyathcheld at th¥igiBase™ database. However,
research suggests thatderreporting is a significartroblem withinspontaneous

reporting system&SRSs).There is evidence afotableunderreporting of ADRs by HCPs

to these systems. Research shows thht ariwelkknown ADRs are less likely to be
10



reported by HCPs while serious or even fatal ADRs are also-uederted(Hazell et al.,
2006).Explanations for undereporting by HCPs include lack of clinical experience, poor
knowledge of over the counter {G) medicines and problems identifying the causative
drug in patients with multiple medicines (Hughes et al., 20B2cent research into
patterns oADR reportsto VigiBasei over a nine year periodestablished that there is
significant variation in rgorting rates across higind lowincome countries (Aagard et al.,
2012). A pattern was identified of highest reporting rates for ADRs irihigéme

countries with lowest reporting rates for lemcome countries (Aagard et al., 2012).

It has been calculed that only between80% of ADRs are reportgd@Edwards, 2012
Elkalmi et al., 2018 A review of ADR reports in 2006 indicated there was sigmifica
underreporting of ADRs to BRSs which included serious/severe reactions (Hazell et al.,
2006).A laterreview in 2009 of ADR reports identified some contributory factors linked
to undefrepoting by HCPs These professionals feared they would seem ridiculous if they
reported ADRs which were not proven but merely suspetteste was also a general lack
of knowledge about the function of ADR reports amongst health professionals {Lopez
Gonzalez et al., 2009Research conducted medical practicem Scotland showethat

GPs may not record in full athe symptoms that patiermsported to them

(Jarernsiriporhkul et al., 2002).1t has been proposed, howewvirat ADR reports by health
professionals did not capture all the available information and did not fully reflect patient
concerns (Edwards, 2012). Research suggested that a significant deficit existe®@With
systems. An informative and useful source of additional data was being overbaketl

direct reporting by patients &iDRs.

1.4.5 Direct patient reports of ADRs

At this time, patient rights and equality were being promoted within healthcare
organisationsinitially however, only a limited number of countriesuch as Australia and

the USi provided some opportunities for patients to report ADRs themselves within
national pharmacovigilance systems. As time progressed and health care polisymaker
focused on ADRgpatient reporting became part of pharmacovigilance systems in several
countriesncludingthe USA, Canada, Australia, New ZealaAd.awarenesdeveloped
supported by the research findirgshich highlighted that patient participati@mould

prove hugely beneficial tBV systemsin 2003 UK patients could submit a report via
telephone to NHS Direct, but this reporting was not publicised or genuinely considered as
a contribution td®?V. The Committee on Safety of Medicines formed a waykjroup in

2004 on patient reporting of ADRshe ADRWG. This group was composed of diverse
11



members including patients, patient organisations, pharmacists, general practitioners
(GPs), clinical pharmacologists and academics. Based on recommendatiotteefrom
ADRWG a patient Yellow Card (YC) for use by the public was created and piloted in
2005. This was available in electronic format on the MHRA website and a paper version
Yellow Card was distributed to 4000 general practices. Over a period of nine ravaths

650 YC patient reports were submitted to the MHRA. When these reports were evaluated
by the MHRA, it was found that they provided detailed and potentially valuable
descriptions of ADR$Avery et al., 2011)Therefore, the scheme was extended later tha
year and included, as well as paper andirma systems the opportunity to report by
telephone. Analysis of the reports received in the first six mamissconducted. This
suggested that the patient reports focused on firmly established drugs aneswere |
complete but were of similar standard to HCP rep@kinsDaukes et al., 200%. The

number of repog have since increased and in 26I®29 patient/parent/carer reports
weresubmited to the MHRA (MHRA Annual report 2015/2016he MHRA records,
manages and analyses the YC reports and combines them with reports from healthcare
professionals.

Health research identified limitations and disadvantages of direct patient reporting within
pharmacovigilance. As stated above, until recently only a limiecber of countries had
systems whiclprovided opportunities for patient repoofSADRs. Over the years steps

were taken to improvBeV systems by facilitating patients in reporting their ADR
experiencesSufficient information was collected from countriggh patient reporting

systems to re&xamine the potential benefits and limitations of patient reporting of ADRSs.

A key review was conducted in 2006 which considered the value of patient red®vts to
systems worleide. It examined published studies aradignt reporting systems in six
countries (Blenkinsopp et al, 2006). This review suggested that patient repard<aRds 6
reports were similar in terms of quality. It found that patient reports identified possible new
reactions thereby adding value to msdional reports of ADRs (Blenkinsopp et al, 2006).

It concluded that patient reporting could therefore complement HCP reports and contribute
to SSRs This indicated an attitudinal change from one where it was assumed that only
health professionalscouldient i fy ADRs to one where the
viewed as valuable and informative (Van Hunzel et al., 2012).

I n order to explore the patientds experi
perspectives of ADRs and how these fit itlieir overall understanding of health and

il 1l ness. These perspectives will in turn
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15 L e v e n tSélf&régalation Model of llinessCommon Sense Model of

lliness

Thecentral theory of health behaviourshe biosychosocialBPS)model- was

developed in the 1970s by G Engel. This matials illness behaviours as a dynamic
process between biological, psychological and socia@llfactorswhich interact to shape
the personés r es pk&hlerel9d9)d-actmra such/as beliefs, eopisg ( T |
strategies, social support, past experiences, education and other aspects can significantly

impact the course of an iliness. $egure 1.1on the following page.
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Fig 1.1: Biopsychosocial model of health (Adapted from NaRgeeira et al., 2011)
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Research was also caraded in the 1970s into the effects of fear on helihted

behaviours. Leventhal developed a hierarchical model to explain how an individual
processes a healtklated threat. The original research identified the cognitive domains of
illness representins through sermstructured interviews (Hale et al., 200The self
regulationaspect of the model highlightsdividual®attempts to maintain tirehealth

status equilibriunandor return their health status to normalitye vent h-al 6 s Sel
RegulatoryModel (1987) is composed of three main cognitive constructs:

A Representatioris representations of the healtilated threat which interprets the
experience through cognitive representations such as symptoms, social cues,
consequences.

A Coping strategieb action planning such as avoidance, information seeking,
seeking medical attention.

A Appraisal- where the success or failure of coping strategies are assessed.

(Hale et al., 2007)
L e v e nt h-Rdgwasion B@del fs also known as the Common Sense Modelfof
regulation (CSM). Overall thismodeluggest s t hat cognitive s
representations influence how the individual perceives/assesses the illness situation and
their subsequent health behaviour (Cameron et al., 2003). Suds itefesentations can
be divided intdive domains: identity; timeline; cause; consequences and control. Each of
these domains has perceptual and semantic information about an illness threat which can
be abstract and/or concregfeeFigurel.2foraschenat i ¢ of L eRegulatiorh al 6
model/CSM:

15



Self-regulation theory

Representation . . _
/ of danger *Action plans * Appraisal
Situational 1 J
stimuli .

Identity Timeline Consequences Cause Control
yes/no

Symptoms & | Perceived Image of death, |Smoking, Medical

) time disease, dietary treatment,

Signs complications intake lifestyle
change

(http://keywordsuggest.org/gallery/583214.html
Fig 1.2 Schematic representationlbfe v a n t h-r@adulatisn n®@¢Cdmmon Sense

model of selfegulation (CSM)

Within the selfregulationmodel illness cognition is stored in memory in two different
representations concrete and abstract. The illness representation of identity is therefore
made up of an abstract label and concrete symptbnese is pressure to connect abstract
experienced labels known as the symmetry ruldis pressure to link is reciprocal in

nature & people will seek out labels to explain their symptoms and seek symptoms to
make sense of their illness/sympttabels(Hill et al., 20079. Research hgsrovided

support br the symmetry rule anfdund that patients linked labedsdsymptoms Subjects

in a study reported symptoms when informed that their blood pressure was very high
(Easterling et al., 1988s cited in Siegel et al., 201Rauman et al., 1989Recent resach
with cancer patients identified cogniti v
as important factors in terms of treatment outcomes in these patients (Von Blackenburg et
al., 2013). Within the context of the se#éfigulation model factorsish as prior experiences

with side effects and symptom amplification can lead to misinterpretatyngftoms as
16



side effects of medications. In general, negative events gensvegphysiological,

affective, cognitive, and behavioural activity than nalppositive events. Once the threat

of a negative event has passétiasbeenfound that cognitive processes engage in
counterbalancing activities as they seek to minimise, reverse or undo the initial responses
to an adverse everRResearch using the @Bhasinvestigated the processes employed by
patients to assess their somatic chaiigagerms of symptoms and daily functionifithe

CSM stresses the central role that symptom interpretation plays in infludreahh
relatedcoping behaviourslhe thery has provided the framework for research into

effective interventions in managing chronic illnessuch as psoriasis, rheumatoid arthritis
and multiple sclerosis (Fortune et al., 2000; Scharloo et al., 1999; Vaughan et al., 2003)
Studies have attemputéo describe how patients link these somatic experiences to iliness
representations and how t heleatholtéomds suchtas e n
selFmanagement and care seeking (McAndrew et @082 Researchers have suggested
that the sk-regulation model can also be used in other healtdted areas such as ADRs
(see Chapter Two: Literature Review).

1.6 Sources of information about medicines

Health research has found that patients require relev@amntriationabout their medicines

with appropriate medicine information often leading to positive adherence and treatment
outcomes (Nahri, 2007). Information about medicine can be obtained from a variety of
sources such as HCPparticularly doctors and pharmacists. Other sourcefHrs
pharmaceutical companies and drug regulatory authorities. Medicine information is also
available from the print and broadcast media and medical books/guides as well as
family/friends. The mass media which is designed to communicate with the general public
is an important source of health information and can have a positive effect on public health
(Moynihan et al., 2000). However, misgivings exist about the quality of coverage which
medical matters receive. Previous research has identified issues sudtasatyaand
sensationalism (Myers, 1996; Schwarz et al., 1999). An abundance of medicine
information also exists online. Patients often use the Internet to obtain information about
medicines, however the sheer volume of such information available ontireca
overwhelming for patients (Lee et al., 2014). Reputable healited UK websites such as
electronic Medicines Compendium (eMC) and NHS Choices provide regulateddgie
information on licensed medicines and healthcare information. Lookirigeddih-related

information was the fifth most common UK Internet activity in 2016 and has increased in
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UK since 2007 by 33 percentage points to 51% in 2016 (Office for National Statistics,
2016).Evidenceb ased knowl edge about quisementsandthe® h e
sources of information that patients use could be beneficial to paéetred care in

general. Reliable information about medicines could be presented in a structured
style/format that sati sf i e€larkeletal, PO26).i ent s
Resear ch i nt aformationineedstaksourcésesavievwed in the following

chapter- Chapter Two: Literature Review

1.6.1 Information seeking models

Models of information seeking were initially develogedaddressnformation problemsn
the fields of information science. Models were combined in the 1990s to create six general
principles of informatiorseeking behavioyHarris & Dewdney, 1994)These principles

are as follows:

Information needs arise from the per&osituation
The decision to seek/not seiekormation is influenced by numerous factors

People tend to se¢ke most accessibieformation

0N PE

People tend to first seek information from interpersonal sources, especially from
peoplelike themselves

5. Information seekers expect emotional support

6. People follow habitual patterns in seeking information.

Models of health information seeking behaviour

Health information seeking models were developed which incorporated these principles
and which could be applied patients. Such models describe the cognitive and affective
processes involved in seeking health information (Clarke et al., 2016; Lalazaryan et al.,
2014). Information seeking models include the following four models:

A Lazarus and Folrdsaham&epingidoryess, App

This theory describesping as a process which can empddferent coping mechanisms
problem focused or emotion based coping methods. The fonetioduses planning and
interpersonal relationships whereas the lattethodsesks to pragmatically reduce the
negative feelings associated with stressful situatidosording to this theory personality
and emotions are key influences on the evaluation and selection of these coping

mechanismsPeople with positive personalitiagould activelytry to deal with the problem
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while pessimistic people would underestimate their abilities and engage in avoidant
behaviours

A Lenzdés I nformation seeking model

In this model information gathering is described as @tge decision making press. It

begins with internal/external information seeking stimuli; setting information goals;
decisionmaking on the necessity to seek information; search behaviours; acquiring and
evaluation of information. This process will result in cognitive and beliaai changes in

the information seeker. Factors such as boredom and curiosity contribute to the premature
ending or extension of the information search.

A Longods expanded model of uUsseal th inf ol
This is a model applied to the soung and use of health information in patients with

chronic disease. This model focuses on the persmubtontextual factors that influence
information seeking behaviourBersonal aspects include anxiety, genetics and health
historywhile contextual cormponents could includgocial support, healthcare delivery and

information environment. This modeéscribes the effects of information on increases in

patientsd satisfaction, perceptions of ci
A Trans theoretical odel (TTM) of healttbehaviourchangegHarris & Wathen,
2005)

This is a fivestagehealthinformation seekingnodel,which was initially used in addictive
behaviours such as smoking. Idisscribed as a spirghaped proceswith

precontemplation; contgutation; preparation; action and maintenance stages. These stages
involve intermittent yet lineahealth behaviourgith numerous stops and returns to

previous stages that can be temporary or permanent.

A Mill erds Monitoring@ilanl@89bl unti ng hypol
This is a key information seeking model which focuses on the impact of information
behaviours and coping mechanisfiBis hypothesis, proposes that people have distinctive
coping styles/attentional styles when they are faced with threateniagsigsuch as

ADRs (Miller, 1989). When challenged by threatening conditions active information
seekers or Omonitors6é engage in informat.
situation. In contrast those withananct i ve copi ngdbstugbkbedost 6h
re-interpretation techniques to lessen the threat (Miller, 1988jve information
seekers/monitorgather a large amount of information about their health status/problems
and sideeffects of medicines and treatmeritbeyare quiker to identify the symptoms of
diseases and more likely to visit doctors for minor problems (Miller, 1 888nitors have

high levels of anxiety and accumulating large amounts of informatiohelartoalleviate
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this anxiety and stress (Miller, 198®ients who do not actively seek informatjon

blunters generallyhave minimumnformation related to their health status and potential
health issues such as ADRs (Miller, 1989). Rigid copers adhere to their coping style using
either Monitoring or Bluntingtrategies in both controllable and uncontrollable situations.
Monitors will be alert and seek information as they attempt to increase the predictability of
the outcome. Blunters will employ distractive strategies even if they have the potential to
influence the outcome (Voss et al., 2008)laptive copers change their coping style in
response to different types of situations (Voss et al., 2006). Within this model coping styles
are an essential component of health information seeking behaviours. Coping as a
psychological construct can be mediated by factors such as gender, age, education, type
and severity of illness, social support and health literacy (Lalazaryan et al., 2014).

1.6.2 Informationovedoad

Information overload can occur when the informatidrich is received is a barrier and not
beneficial to the patien{awden & Robinson, 2®). As mentioned there are numerous
sources of information about medicines available for patients today. Health information
can now be obtained from multiple sourcdsich can lead to an increased possibility of
contradictory information as well as information overload (Carpenter et al., 2010).
Information can be actively acquired by patients or passively received but both processes
can result in information burden (Cka et al., 2016). Excessive information loading can
lead to delays in processing information; processing information incorrectly; accepting
poor quality information and ceasing to search for required information (Miller, 1960 as
cited in Clarke, 2016). Ective patienicentred heath information can be presented to
patients when factors such as information overload and multiple information sources are

considered.

1.7  Thesis Outline

This thesisexamingsat i ent sd experi enc e sideiefiectsfdbrant i f
medicines. The study seeks to address the lack of information surrotimglifmjjowing:
patientsd vi thevsipad ADRA MR DN tlaemdd and their behaviourd

takes a patiententred approach to ADRs and directstherasr ch f ocus on t
experience across physical, psychological and social domains. The thesis attempts to
provide a unique and insightful perspect.i
Empirical work was conducted in four phases whigse study phases divided as follows

A Phase OneSurvey development and distribution
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A Phase Two In-depth interviews with people who have experienced ADRs
A Phase ThreeDevelopment and validation of Side Effect Assessment tool
A Phase Fourinvestigdion of Yellow Card reports

Chapter Two supplies the context with a review of the relevant literature and research
evidence in this area. This review identified deficits in knowledge and the chapter
concludes with the research questions and studywinth wereformulated to address
these shortfalls.

Chapter Three provides a rationale for tinethodological approach thiaas been
undertaken a mixed methods study. Each phase of the study is outlined, starting with the
surveys, followed by the interviewthe assessment tool and YC study. In addition,
corresponding support is offered for the inclusion of each stage of this research.
Chapter Four describes tfiest phase of the studg crosssectional survey distributed
amongst pharmacy customgeesplorng experiences of using information sources for
finding out about ADRs

Chapter Five reports on the second phase of the studysseiwiured interviews

with survey participants from the first phasbo hadexperienced an ADR.

Chapter Six describes tharthphase of the studyhedevelopment and validation

of acausality assessment tool fmatients to use iientifying suspected side

effects.

Chapter Seven reports on the fourth phase of the stndtyvestigation ofa large
sample ofY C reportssubmited by patients/the public

Chapter Eight discusses the findings from the four phases of the study and how
the research questions have been addressed. It also examines the strengths and
limitations of the study, its contributions to knowledge and the gatiins for

future research and practice.
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CHAPTER TWO: LITERATURE REVIEW
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2.1 Introduction

As part of this thesis, a literature review was conducted which examined the current
research | iterat ur endmamagerent of ADRS.JHis chadternt i f |
presents @overview of the research literature connected with the subject areas that inform
thisresearch. These subject areas included adverse drug reactions (ADRS); patient
reporting of ADRsrognitive processes inwed in identifying ADRs; type of information
sources used to identify ADRs aA®R causality assessment taosseries of structured
literature searches were carried out to identify the key issues and deficits in knowledge
connected tadentifying and maaging ADRs A review of these results led to

development of the research questions and subsequent study design.

2.2  Aim of literature review
The literature review was undertaken to answer the search questions which were generate
by initial investigatiorof the subject area of ADRs. These questions were as follows:

1. What cognitive processes do patients use to identify and manage ADRs?

2. What information sources do patients use to identify ADRs?

3. How do patients cope when they experience ADRs?

4. What are the dracteristics of patient reporting of ADRs and is there any evidence

that such reports arebeficial?

o

What motivates patients to report their ADRs?
6. Whatbenefits would accrue from the development oflmble ADR

assessnme tool specifcally developeddr patient use?

2.3  Search terms and methods

A broad literature search of ADR research was initially conducted using the following
databases EBSCO, MEDLINE/Pubmed and PsychINFO. These databases were identified
as useful resources within the Sciences@oaial Sciences fields. The search terms which
were initially used were broad in scope teamslgenerated many articleShe search

terms were amended ¢@nerate pr@ct specific research articles and included Medical
Subject Headings terms (MeSH) sushadé phar macovi gi | Aastructard a n c
literature search of ADR researtbm 1994 to 201Was conducted across a wider range

of electronicnational and internationaibliographicaldatabasesThe amended search

terms included the following @rds/phrases:
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adverse drug reactions
side effects
pharmacovigilance
patients

reporting

patient reporting

information sources

o To To To o o I I»

causality assessment

To

patient experience

In addition, theMe SH t er ms O&éconsumer participation

also used.

Details of these searches, the revised search terms and the paper selexsmgre
presented in Appendix IThe search was conducted in two phases which examined the
following:
1. Relevant research publications that relatetheidentification and management of
ADRs

2. Resarch publications which addressibé@ other search questions

Multiple databasewere searchedCochraneDatabase of Systematic Reviews (COSR)
EBSCOHost databaseMEDLINE, PsychARTICLES, PsychINFCGRubMed, SAGE
Journals onlir andScienceDirectThis conventional search of the databases was further
deweloped by followingup studies cited imibliographiesof relevant research papensd
general internet searches. A filter which limited the setargiublications from 1994 to

2017 was applied anduglicated research studies were omitted.

2.4 Inclusion and exclusion criteria

Searches were limited to article titles and abstract®alydrticles which met the
inclusion criteria were irladed in the review. SeEable 21 on thefollowing pagefor

inclusion and exclusion critetia
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Table 21: Inclusion and exclusiorriteria used foliterature sarch

Inclusion Criteria

Quantitative, qualitative or mixed methods research studies

Description of the research relating b identification and management of ADRs
Assessment of the research relating to the identification and management of ADR
Description of patientsdo experience
Assessment of patientsoOo experience o0f
Exclusion Criteria

ADR research relatingtchildren

ADR research relating to ndmuman subjects

2.5 Selection method and data extraction

As part of the initial selection process titles and rabts were reviewednd studies which

did not meet the inclusion criteria were omitted. Studiegkhappeared to meet the

inclusion criteria wer@xamined in full before they were selected for review. A record of

the selected studies was created which categorised each study according to the following:
A Study setting
A Study population number ofparticipants demographic information
A Methodology

A Outcomes

A

Summary of results

2.6 Literature review
The literature search identified papers whigscribedjualitative, quantitative and mixed
methodresearchThis literature review haslkn divided into sisections with each section

related to a specific research area and to the search questilomsd above (section 2.2)

2.6.1 What cognitive processes do patients use to identify and manage ADRs?

TheSelfRequlation model of health behaviour/CSM

Research hesuggested that tHgel-Regulation modedf health behaviod€SM can be
usedas a framework for understanding ADRSEithin this model théve cognitive
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domansi identity, timeline cause consequenceand ontrol- are used by patients to
assist thenmn identifying ADRs (De Witt & Sorofman, 1999; Johnson & Folkmaap4).

Over the years extensive research has been conducted into health behaviours and iliness
representations. This research has focused on the recall, evaluation and labelling of somati
changes. It found that patients process information about physical symptoms according to
their prototypical perceptions about associations between diseases and particular
symptoms. These prototypes are composed of cognitive processes which assistihe patie
to organise and evaluate information. Patients use their previous personal health
experiences or knowledge of the experiences of others to identify symptoms (Bishop &
Converse, 1986s cited in De Witt & Sorofmari,999).

Researchers considered it plidles that patients would use such preconceived perceptions
about side effects to assist them in labelling and interpreting symptoms linked to adverse
effects. A cognitive schema or prototype could be developed by patients which facilitates
evaluation anddentification of the symptoms that indicate an ADR. The elements of this
prototype were described as identity (symptoms/label); cause; timeline; consequences and
cure (Bishop et al., 1987 as cited in DeWitt & Sorofman, 1999).

A study was conducted to instigate if such an ADR prototype existed (De Witt &
Sorofman, 1999). Sedidministered questionnaires were distributed amongst 338 patients
in a GP clinic to explore patientsod perci
participants were found toave previously experienced an ADR and described the reaction
with reference to the five prototype elements (cause; symptom; time; consequence and
cure). Results indicated that patients displayed largely accurate knowledge of ADRs and
may use a prototype tassist in identification of symptoms as ADR® (Witt &

Sorofman, 199P This study suggested that previous research into illness representations
could be extended to ADRs. A specific ADR prototype existed which was composed of
five elements ocognitivedomains (see Figure 2dh the following page These cognitive
schemas wermultidirectionalin nature and constructed by patients to assist in organising

information and identifying ADRs.
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Identity

(symptoms/label¥

Consequences

Fig 2.1: Five elements of DR prototype used by patients to assist in recognition and

evaluation of symptoms that indicate an ADR

Researchers have investigated how cognitive representations can influence coping
strategies and illness outcomes in a wide range of chronic illnessiesattal., 2007). A

sample of 233 chroniatigue syndromsufferers were assessed and relationships between
illness perceptions, coping, disability and psychological-eihg were investigated
(MossMorris et al., 1996). Patients who had a strong sknielentity; perceived the illness

to be caused by stress; as outside of their control with very severe consequences had high
levels of disability and psychological impairments. These components of illness
representations identity; consequences and caaitrollability -were therefore linked to
negative outcomes. bddition,disengaged coping strategies were also associated with
greater disability and less psychological weding (MossMorris et al., 1996). Aother

study was conducted among 140 UK patsewith psoriasis which examined the cognitive
model of their disorder. High levels of pathological worrying were associated with illness
representations which perceived psoriasis as having severe consequerssgnd

triggered by emotions (Fortune ét 2000). A later study investigated the illness
representations of 99 paties with multiple sclerosisThe relationships between these
perceptions and outcomes such as depression, anxiety and levels of illness intrusion were
examined (Vaughan et al.,@B). As in earlier research components of illness

representations were identified which included a strong illickesgity; perceived lack of
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control over an illness; beliefs concerning the acute-tineeand severe consequences of

the iliness. These ilkBss cognitions were associated with negative outcomes such as higher
levels of depression, anxiety and deficits in physical functioning (Vaughan et al., 2003).
Longitudinal research was also conducted with 71 patients with rheumatoid arthritis (RA)
to exanme if illness perceptions and coping strategies could reliably predict health
outcomes (Scharloo et al., 1999). Beliefs in adverse consequences were associated with
higher anxiety, more trips to outpatient clinics and tiredness. Perceived lack of e@#rol
linked to more hospital admissions. Passive or avoidant coping strategies were connected
with higher levels of anxiety, more tiredness and greater disability. Overall these research
findings indicated that coping strategies and illness perceptions siguificantly

influence health outcomes in patients with RA (Scharloo et al., 1999).

It would be beneficial to develop this research from the broad parameters of chronic
illness and focus on the specific category of ADRs. The concrete language and
classifications that define ADRs could provide a solid base for research of incremental
value. The CSM can therefore be used in research as a framework to investigate the
cognitive processes used by individuals to identify and respond to ADER/(tt &

Sordman, 1999;Johnson & Folkman, 2004; De Smedt et al., 2012).

A study of 109 imanimmunodeficiency Virugatients on antiretroviral medicines

suggests that the CSM can provide a useful framework to asdesffects (Johnson &
Neilands 2007). The findigs indicate that patients use similar cognitive and emotional
representations to evaluate side effects and symptoms related to their disease. The
researchers propose that investigating these processes can provide important insight into
theimpactsideedfct s can have on t he qualtoitreaymerdaf p
(Johnson & Neiland2007).

Research has been conducted which investigates the cognitive processes that patients
utilise to identify ADRs (Hughes et al., 2002; Krska et al., 2Qchaipichit et al., 2012).

This research has found tleaterall patients displayed knowledge and accuracy in

identifying ADR symptomsThe majority of patients employ temporal associations to link
symptoms to medication. A proportion of patient reporteesadditional information from

a range of sourcessuch & PILsI to confirm suspected ADRs. Research has shown that
reading about side effects in PILs does not create a bias in patients or encourage them to
report experiences of ADRs (Krska & Morecrd@13). These processes for assessing
causality of ADRs parallel those employed by healthcare professionals (Krska et al., 2011).
These findings suggest that a standardised assessment method could be effectively used &

patient reporters to produce a comtreausality profile of ADRs.
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2.6.2. What information sources do patients use to identify ADRs?

2.6.2.1 Use of information sources

Research into the use of information sources by patigat®\DRs has been limited. In the

past healtirelated information was fagiently passively received by patients from
traditional sour cedovernué hp racsc eHsCsP sf. e althui rse do |
who dispersed the information to patients. Now patients can actively seek information
about medicines from a variety of soes (Nahri, 2007). A recent review of health

information needs of patients indicated that useful antbwgate medicine information

can help patients to identify suspected ADRs (Clarke et al., 2016). However, the quality of
information about medicinecanar y wi dely and patientso il
and can change over timégn Geffen et al., 2011yVhile information about medicines

can be beneficial for patients, research with cancer patients has found that not all patients
want informationl Fal | owfi el d 1997) . I n gener al S
about SE and medne toxicity to be poor even for those with chronic conditions

(Gilbertson et al., 1998s cited irHughes et al., 2002). However, research has shown that
PlLscanaddess t his knowledge deficit and can
possibleSE Gibbs et al., 1989; Gibbs et al., 1990 as citedughes et al., 2002).

Research also investigated how much information patients want from their physicians
regarding advese effects from their medicines. A US study was conducted with 2500 out
patients in 2001 (Ziegler et al., 2004hich concluded that over 70% of patients wanted

all the available information regarding possible adverse effElots; expected their

physicians to supply complete health information about the risk of adverse effects and

were reluctant to relinquish control in this area to the phys{@eegler et al., 2001).

2.6.2.2HCPs and PILs as information sources

A UK study in 2002 investigated patters 6 knowl edge about SE art
sources they used (Hughes et al., 20b2¢rviews and focus groups were conducted with

32 pharmacy customers wparchasedmy of the following:antihistamine, decongestant

or ibuprofen(Hughes et al., 2002). €Hindings suggested thaafents accessed

information about medicines from many sources including HCPs, family/friends, the

media, books and the Internet (Hughes et al., 2002y ious research proposed that

patients were competent in identifying ADRsthe majority oADRs were identified
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throughspontaneoupatient reports to HCP§&igher et al., 1994; Houghton et al., 199 as

cited inHughes et al., 2002). PILs were widely accessible but rarely used by patients
unless a SE occurred or if the medeimas new (Hughes et al., 2002). This profile of PIL
use by patients oplafter effects had occurredsapported by later studies. A Finnish
study of medicine usersodé sources of medi
2007). Over 1000 respondsrwere interviewed and the most common information sources
used were PlLs 74%- followed by doctors 68%- and pharmacists60%. Forty percent

of respondents used television, 40% used print media, 24% used family/friends and
medicine books were uség 22%. The Internet was used by 20% with the greatest

Internet use reported amongst respondents ag&d ¥Bars (Nahri, 2007However more

recent research has focused on the aspects of health information websites which facilitate
beneficial use. A studysed a User Test and interviews with fifteen participants, who took
medicine in the previous year, to examine the readability of information and ease of use of
five websites (Nicolson et al., 2011). The design and content of the sites affected the ease
with which participants located and understood the information. Web pages with too much
text and/or links were considered distracting and hard to navigate. The trustworthiness of
the site was frequently determined by its professional appearance (Nicoddor2@e11) A

study of 65patients experiencingiedication overuse headadihOH) was conducted in

Italy, Denmark and Germany in 20(unksgaard et al., 20).1lt investigated the

information needs and preferencepafients beginning an MOH program oédatment

The majorityi over 70%- selected personal verbal informatiimam their HCPas their

primary preferencwith 33% selecting PlLand 41% selecting the Internet (Munksgaard
etal, 2011

Hospital patients isix UK hospitals were surveyed alater studyegarding use of PILs

and other information sourcéisrska & Morecroft, 2013)Overall 1218 questionnaires

were completed and it wésund that 6.5% of patients only read PILs if unexpected effects
occurred. However,ging the PILs was benefadifor a majority of patientshelpingover

80% to identify their suspected ADRs (Krska & Morecroft, 20¥8)nore recenstudy of

1044 outpatients in Thailand investigated the information sources used by patients to
assess suspected ADRspondents (Jamsiripornkul et al., 20)5Findingsindicated that

the major sourcef information about ADRs werdCPsi used by 35.5% of respondents
(Jarernsiripornkul et al., 2015However, PILs are not widely available in Thailand and

patients seldom receive orimation leafletsJarernsiripornkul et al20195.

The format of PILs has changed over time with increased use of consistent risk descriptors

A recent review compared the format of PILs for 100 licensed medicines in 2012 with
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PILs in 2006 (Harris et al2015). More recent PILs are more likely to display a consistent
structure and use the format recommended by the European Medicines Agencyi (EMA)
combined verbal and frequency information. Recent PILs are also more likely to include
frequency informatiombout SE risk (Harris et al., 2015). However, a recent study which
assessed the EMA recommendations found that combined verbal and numerical
information can lead to notable ovestimation of risk when compared with information

presented as numerical fregncy bands (Knapp et al., 2015).

2.6.2.3Trustin information sources

In general, PILs anBHICPs such as doctors and phacists ar@iewed across all age

groups as trustworthy sources of information (Nahri, 2007). Trust in HCPs is associated
with greate inclination in patients to follow medical recommendatioviswing HCPs as
reliable information sources can also be linkethitproved attitudes in patiengbouttheir
medicines (N&bhri et al.,2001; Trachtenbet@l., 2005)However, research has al§ound
thatdifferences can exist between HCPs and patients about the type of information that is
required. The types of information patients wanted to receive from their GPs about their
prescribed medicines were categorised. Information about possiblasStBevinformation
category most frequently requested by patients (Berry et al., 1995 as cited in Berry et al.,
2002). A later study followed on from this research and asked GPs to assess all the
categories in order of importance when explaining preseripgtiedicine to patients (Berry

et al., 1997 as cited in Berry et al., 2002). A significant discrepancy was identified between
the information patients wanted on possible SE and the importance GPs attached to this
type of information. As stated patientsasftrequested such information, however SE
information was not considered similarly important by GPs. Inclusion of information about
possible SE was not prioritised by GPs and received very low ratings from them (Berry et
al., 1997 as cited in Berry et &002). When such differences occur between the views of
patients and GP#he information needs of patients may notiet (Gordon et al., 2007).

In addition to HCPs and PILs the news media is considered an important source of
information about medicine¥he media can play a positive role in public health and
increase patient awareness of potential risks and benefits of medical treatments (Moynihan
et al., 2000). However, there is some concern about the trustworthiness of media coverage
as the quality ofeporting on health can vary greatly (Kennedy & Bero, 1999; Gill et al.,
2002. Research has identified issueth health reporting within news media such as
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inaccuracy, an overemphasis on adverse effects/risksemsationalism (Myers, 1996;
Moynihanet al., 2000 Schwartz, 1999

2.6.2.4Effects of providing information

High quality health information was found to facilitate informed healthcare decision

making (Clarke et al., 2016). To make such informed decisions patients need to understanc
the benéts and risks associated with medidche Resear ch i nto patie
has indicated that they want to be informed about the possible side effects of their
prescribed medicines (Berry et al., 1995; Enlund et al., 1991; Stevenson et als 1999 a
cited in Berry et al., 2002Multiple studies have been conducted to examine the effects of
supplying patients with information about side effects with mixed results (Berry et al.,

1997; Gibbs et al., 1990; Myers et al., 1987 as cited in Berry eD8R) 2A study which
informed patients about possible gastrointestinal SE resulted in a significant increase in
reports of these SE (Myers et al., 1987). However, a later study found no evidence that
supplying patients with information leaflets that dessdlil$E lead to increased reporting

of SE (Gibbs et al., 1990). A study conducted by Berry et al., 2002 was composed of three
experiments witf®76 participants from the general public. Experiment One manipulated
information about SE to observe itseffeassopeopl es dé sati sfacti or
and their perception of risk. Experiments Two and Three examined the effects of
information about negative SE and how it interacts with the perceived benefits of the
medi cine and t he pfeontploeesSE. ltforind that peoedvere e v e |
less likely to take medicine associated with a small number of severe sidetbHacts

medicine linked to a large number of mild SE. Overall providing people with information

on how to reduce potential SE Haeheficial effectsThese included increasing both

peopl esd perceived | evel of control in pi
to the medicinéBerry et al., 2002). This is supporteddsrlierresearch which found that
supplying patients ith information aboupossibleSEi such as PIL$ does not lead to
increased reporting of SEHowland et al., 1990; Myers & Calvert, 1976 as citeliska

& Morecroft 2013).

2.6.2.5Types of information

Research indicates that information about med&iand SE influence how people take
their medicines. It is essential therefore that the information provided is both accurate and

easy to understan8tudies have found thpatients camisinterpret verbal and numerical
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descriptors of SE and commordyerestimatethe risk of SE (Berry & Hochhauser, 2006;
Carrigan et al., 2008There are advantages to using verbal descriptors which include
making the information more manageable and providing a coherent picture to patients of
the variation that can occuriincidence rates during clinical trials. Verbal descriptors are
also a format which people find more agreeable than numerical informBgony €t al.,

2003; Carrigan et al., 200Bjckinson etal., 2016;Knapp et al., 2009). It has been
suggested thatgng frequency information to people about SE could address this
overestimation of SE (Knapp et,a2009).A study was conducted with 134 Cancer
Research UK website users which investigated the effectiveness of SE risk information in
numerical, verbal anchixed formats (Knapp et al., 2010). It found that patients generally
overestimated the risk of SE and were less accurate when estimating uncommon SE.
Frequencies could increase the accuracy of risk assessments and patients preferred
frequencies to frequey bands (Knapp et al., 2010). A more recent study with 129 Cancer
Help UK website users assessed SE risk information on tamoxifen in numerical formats
alone- frequency, percentage and combined formats. The findings indicated that the type
offormatdidn ot af fect patientsdé interpretation

preferred the combinédfrequency and percentagdormat (Knapp et al., 2013).

Research has also indicated that patients frequently use multiple sources of information
(Nahri, 2®7). However, as described in Chapter Omeljtiple sources of information can
have disadvantagdsr patients. There is an increased possibility of contradictory
information leading to information overload (Carpenter et al., 2010). A study of over 200
patents with vasculitis found that conflicting medical information can have negative

i mpact on patientsd adherence to their mi

2.6.3 What coping strategies do people use when they experience ADRs?

As mentioned in Chapter@n an i ndi vidual 6s pesuchapani on
ADR - can be influenced btheir cognitive processeand generate speciftoping

strategies (Kaptein & Weinman, 2004). Coping strategies have been extensively studied in
health research and che assessed by using psychological scales such as the Miller
Behaviarral Style Scale (MBSS). The MBSS was developed to identifgdpang
styles/strategies thatople use when respondinguiacontrollablestressful/threatening
situations (Milleret al 1989). The scale dividggeopleinto monitors and blunters

monitoring is an informatioiseeking behaviour while blunting describes distraction

behaviours (Miller, 1989)A review of research which used the MBSS indicated that
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cancer patients with a maaring coping style have a high degree of knowledge about their
medical situation, are more anxious about their cancer risk and can experience more
frequent and more severe SE from their treatment compared with blunters (Miller, 1995).
Monitorsingeneraver e f ound to foll ow their HCPs®
their healthrelated threats with greater psychological morbidity (Miller, 1995). Health
research which used tiMBSSalsoindicated that monitors can feel culpable in their

health problemand responsibldor the progression of the diseg8éiller et al., 1995).

When theMBSSwas used to assess cancer patiemtslitatal thatpatients identified as
monitors adapt to their situation and focus on managing their health by seeking
informationabout prevention methods and potential outcomes (Lalazatygdh., 2014;

Miller et al., 1995; 1996; 199Muris et al., 1994)Cancer patients experienced better

health outcomes when the information they reakatsout their medical condition was
specifially designed for their coping style (IMr, 1995; 200%. Generally, monitors cope
better when given more information while blunters progress better if they receive less
information (Mller, 1995; 200%. This early research was supported with later figslin

which found that monitors acquire a large amount of detailed information when diagnosed
with cancer(Kola et al, 2013; Mancini eal., 2006;Williams-Piehota et a].2005).

However, astudy in 2006 did not support the characteristics of monitors esttadlby

earlier MBSS research. Two groups of patients were exami2k&d patients from three
hospital clinics (rheumatology departmeptsh clinics); and 26patients taking
antihypertensive medicines from 40 community pharmacies. Monitors wantedwritte
medical information but were not prepared to actively seek this information themselves
(Kooetal,2006)Thi s finding may be explained by
condition was well established and was not a new diagnosis (Koo et al), R866arch

was also conducted across patient populations and found similar associations between the
desire for information and monitoring styles of coping (Janssen 208B, Meulenkamp

et al., 2010Sie et al. 2013).Monitoring is therefore associatevith a desire for detailed
health information as well as a desire for detailed knowledgaminentmedical

procedues. Research proposes that seeking information can help to reassure monitors by
reducing uncertaintyBouckenooghe et aR007; Krohne &Hock, 2011,Rosen &

Knauper, 2009)Monitors find information has cognitive and affective value for them and
consider accessible information to be a comforting resource (Shiloh & igterb,

2006). The MBSS has been used with different patient groojpdentify coping styles
however it has not been used in ggsh relating to ADRs to date.
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2.6.4 What are thalistinctive aspectsf patient reporting of ADRs and is there any
evidence that such reports arerteficial?

2.6.4.1Benefits of patient repst

Patient reporting systems created datasets that could be examined to idepbtgtitial

benefits and/or limitations of patient reports and much research has been conducted in
recent years on this topic. Early research in the 1980s was conductedrwhagtigated
patientsd proficiency in producing useful
researchers suggested that large scale reporting by patients could prove valuable in early
detection of ADRs (Mitchell et al., 1988 as cited in Bleskipp et al., 2006). Later

research compared the time profile of ADRs reports related to paroxetine by both patients
and health care professionals. It was suggested that reporting by patients could assist in
earlier detection of ADRs. These researchersesighat optimum detection rates might

be achieved by combining the information from both patients and health care professionals
(Egberts et al., 1996). A later study in 2003 compared health professional reports submittec
through the YCS to patient repodksuspected ADRSs to paroxetine, collectede/mails
(Medawar et al., 2004 The research found that overall patient reports were more
descriptive and provided greater understanding of the significance and consequences of
ADRs (Medawar et al., 2004 Pdients, in contrast to HCPs, provided more comprehensive
explanations of their ADRs and their impact on their social andparives (Medawar et

al., 2004. However researchers were uncertain of the merits of direct patient reports with
some in PV argug for the desirability and value of an intermediary role for HCPs in
0filteringd patient reports (Van Groot he
Several later studies highlighted the benefits that can result from patient reporting of ADRs
(De Langen et al., 2008; Hazell al., 2013). These studifesind that overall patient

reports could contribute to drug safety and compliment reports by HBaBsh et al.,

2009; Hazell et al., 2013Patient reports were found to contain valuable information with
similaritestohedt pr of essi onal s6 reports in terms
reported and most frequently reported dr(igs Langen et al., 2008; Hazell et al., 2013).
Researchers suggested that patient reports could be considered as pertinent sources of
information sources which provided complimentary perspectives (Basch et al., 2009).
Patient reports also provided explicit di
family and/or carers. These additional details created a richer narrative andfoetp &
more comprehensive picture of{Averyletal, 2001d i v i
McLernon etal., 2010; Medawar et al., 200Despite this, atudy carried out in 2011
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found that 25% of @ammunity pharmacists in the UK belie#hat reportingof ADRs

should be limited to HCPs (Krska, 2012).

A review of patient reporting of ADRs in 11 countries was conducted in 2012 (Van Hunzel
et al., 2012). Most of the countries had three methods for patients to reporfi Al2Bsr;
electronic or telephone.hE survey identified that personalised feedback was not offered

by all countries and only the UK and The Netherlamalge activelyevaluated their patient
reporting schemes. However all countries recognised the importance of facilitating the
public in repating ADRs and the scientific value of this data (Van Hunzel et al.,2012).
Anot her review compared patient reports |
studies of the pharmacovigilance systems in Denmark, the UK and the Netherlands (Inch e
al., 2012). This review highlighted both similarities and differences between patient reports
and HCPs6 reports. There were significant
symptoms of ADRs that were reported by patients and HCPs. Both reponikat si

numbers of serious ADRs and similar types of causative drugs were reported in the
Netherlands and UK studies. However significant differences were apparent between
patient and HCPsO6 reports in the body sy:
Danish studies (Inch et al., 2012). Research which compares reports across
pharmacovigilance systems in this manner is problemagiceiR research in Swedeh

over 7000 members of the public suggested that the public experience large numbers of
ADRs thd are not captured by studies of hospitapatients (Hakkarinen et al., 2013
Selfreports of ADRs from the public displayed a characteristic profd®Rs commonly
resulted in gastrointestinal symptoms with the causative drugs related to nervoms syste
dermatological or psychiatricgbrders (Hakkarinen et al., 2013

EU-funded reviews of patient reports identified them as valuableitdbksse reports can
provide information on causality, provide more detail in general and patients frequently
repat different types of drugs and types of reactions than healthcare professionals. The
prescri ber 6ds i nitwéripcrhe tcaatni adn fd fe re ff fraoombtst h e
considered by patients when r eepostrMariyng an
patient reports describe in detail the i1
carers KHerxheimer2012). These additional details create a richer narrative and help to
form a more comprehensi vengesotADRs. e of t he

2.6.4.2 Evaluation of patient reporting to the Yellow Card Schanthe UK

Therepoting of ADRs hasenefit in increasing knowledge and understanding of such
drug effets. Ratient reports can be viewed as a key componerifegitize PVprocesses.
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Monitoring and evaluating patient reportiogn aid in the assessment and prevention of
adverse effects (Wiktorowicz et al., 2012he MHRA has facilitated research into patient
reporting by providing access to the YC dataset. A large stutbhwéported in 2011

compared patient reports with HCP reports and evaluated the impact that direct patient
reporting had on pharmacovigilance. It examined all reports to the YCS between 2005 and
2007 and also sought the opinions of the reporters andibiie po patient reporting of

ADRs (Avery et al., 2011). This research found thettent reports could be considered a
valuable element of P\as they provided detailed descriptions of suspected ADRS; were
likely to extend knowledge as they reported défardrug types and reactions to HCPs and
provided useful informatioabout how they identified ADRs, the information sources they
used as well ahe impact of ADRs on their livg&very et al., 2011; Krska et al., 2011).

Y C reporting forms include fretext questions that seek information on the following:
symptoms and how the ADR happened; details of the outcome including use of medicines
and other information considered relevakd part of this studyhe freetext data were

analysed qualitatively andwas found that YC reports frequently provide explicit detail of
the effects of ADRs on the patientds | if
create a rich narrative, enabling a comp]l
of their ADRand their subsequent use of medicines (Avery et al., 2011). However, this
qualitative work used a small, purposively selected sample of YC répapisroximately

270 patient reports. Recommendations for future study were made as part of the evaluatior
of the YCS, which included building on this study with an evaluation of the impact of
ADRs on patientso6 |lives and

At he extent to which patientsd views al
concur with those of regulatory bodies.
(Avery et al., 2011).

2.6.5 What motivates patients to report their ABRperience?

Researcthas also focused on the motivatiGnsonscious and unconsciousvhich induce
patients to report ADRs. A study wesnductedn the Netherlands with approximately

1300 patients who had reported an ADR (Van Hunsel et al.,2010). Avesdd

questionnai e was sent t apinichaand racsivations ot réepertmg ADRS.
The main motives foreporting ADRs were related tbe severity of the ADR and

p at i altroisticd@sire to share their experiences. Over 90% of reporters felt that
reporting an ADR could prevent the adsereaction happening to othév&an Hunsel et

al., 2010).This finding of altruistic motivation is supported by later research which looked

at patient reporting to the YCS and fouhd primary motivatn f or pati ent s 6
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wasto describe their experiences for the benefit of others (Avery et al., 2011). The scheme
allowed reporters toontribute in a significant way to PV byqviding the patient

perspective to manufacturers and regulatdhss type of meaningful participation in

improving patient safetwas highlighted by reporters as an important motivating factor
(Avery et al., 2011)However, anothestudywas conducted whicimvestgated altruistic

motives for reporting ADRs amongst nrogporting patientsThis examined the impact of

ADRs onfifteen hospital patients and their views on reporting ADRs (Lorimer et al.,
2012).Hospital patients admitted for ADRgereinterviewed and &®d to relate their
experience of an ADR. The negative impact of an AD&hger, fear, isolation was

apparent amongst all the patients. Patients who experienced a severe ADR following acute
illness displayed negative emotions tovgatideir HCPs. &ientswith a chronic health

condition coped better and experienced less negative emotions. None of theseipatients
acute illness or chronic illnesdelt responsibility to report their ADR. Experience of a
severe ADR even if accompanied by potential motivg factors such as angedid not
routinely result in a desire in patients to report the reaction. These study findings suggest
that patients who do report ADRs may notrégresentativef the general patient

population (Lorimer et al., 2012).

2.6.6 Whatbenefits would accrue from the development of a reliable ADR assessment

tool for patients?

As outlined in Section 2.6.1, patientso
information from various sources to identify ADRs and attribute causalign

unstructured way. In contrast pharmacovigilance centres use standardised, often highly
structured methods for assessing causality, as described in Chatehé.instruments
availablefor assessing causality of ADRs are designed for use by prafiess working in
pharmacovigilance centres. These scales can be described as limited in their design and
application as they were not created for use by general clinicians or patigbébiaka et

al., 2008;Théophile et al., 2013)hislack of a standalized, structured assessment
tool/algorithm for patientsd use could b
reporing to pharmacovigilance centrésowever,someassessment taolor assessing
causalityareavailable for patientdkecent resarch was conducted in Thailand which
developed and tested astrument for patient sedssessment of ADRs (Jarernsiripornkul

et al., 2015)This novel instrument displayed reliable psychometric properties in its
preliminary testing and received positieealuations from patienté. patientreported

adverse drug event (ADE) questionnaire was also devebipdalidatedy researchers
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in the Netherlands (De Vries et al., 20IB)e questionnaire was based on checklists and it
wasintendel to be used in ahical trials andpostmarketing studiesn assessment toel

the RxISK Report is also available on the Canadian RxISK drug safety website
(htpp:/Irxisk.org) which helps patients establish if their side effects are linked to their
medicines. @neric assssment tod could have multiple benefits aadl patients in their
decisions in terms of reporting ADRs. If patients do decide to report to regulatory
authorities an assessment tool specifically developed for patient use could enhance the
quality of theseeports. In addition, a suitable assessment tool for patient use could
facilitate a productive partnership between patients and healthcare professionals. This is
increasingly important, given the trend towards pateemired consultations and their

involvement in decisiomaking around treatments, including medicines.

2.7  Discussion

Health research has slowly come to recognise the potential of a juatrgred approach

which moves past the clinical aspect of ADRs. There is genuine value to be gained by
exploring the alternative viewpoint that patients can provide to ADR reporting. As part of
this thesis, a literature review was conducted which examined the current research

|l iterature on patientso6 identification al
It is clear from his research literature that there is a lack of knowledge surrounding how
people cope with and manage ADRAKis review has identified key areas that mienither
exploration: how patientsd experience ADI
ADRsi mpact on patientsod6 |lives; how patient
are used by patients to identify ADRs; and finally, the value of an ADR causality

assessment tool for patients. This thesis sought to address these areas.

2.8 Aim
This regarch studgought to exploreow people identifiednd manageADRs and

developa reliable tool for patients to use to assess ADRs

2.9 Research question
How do people identify and manage ADRs from their medicines and what impact
and consequences do teeSDRs have in their lives?
This central research question was developed into fougsestions:
1. What are the personal experiences of people in managing ADRs?
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a. What are the impact and consequences of their ADR experiences?

b. What coping strategies do peoplee when they experience ADRs?

. Whattypes of information sources do people use to find out about ADRs?
a. What are the factors contributing to the use of these different

information sources?

. What would be the essential characteristics of a reliable assesenient

for patients to use to assess ADRsS?

a. Would patients consider such an assessment tool to be valuable and
useful to them?

. What is the value of patient reports within pharmacovigilance?

a. Are there differences between people who report ADRs and the
gereral public in terms of impact of ADRs and information sources

used?
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3.1  General Introduction to methodology

The purpose of thisesearchs to address the lack of knowledge surrounding how
people cope with and manage ADRSs. A variety of research methods are utilised
within health research and each methodological technique presents its own
inherent advantages and disadvantages. This study sought to explore the personal
experiences and opinion$ the general public in identifying and managing side
effects from medication. It also sought to develop a novel causality scale for use
by the general public to assess suspected ADRs Literature Review which is
described in Chapter Two identifiedggain knowledge surrounding how people
cope with and manage side effects. These knowledge deficits informed the
research questiorad the subsequent study design.ragmatic approach to the
research methodologyas selected as the mb&neficialway toaddress the
research question$his approach ensured that the most appropriate methodology
was chosen for eadf the fourphase of the research. A mixed methods study
model was thefore employed which allowdtie researcher thiéexibility to use

any guantitative and qualitative methodological techniques that were deemed
suitable. This chapter will present the alternative options that existed and the

rationale forthemethodological choicethat were made withithis study.

3.2 Justification for research

Research has established that side effects from medicines can have a significant
negative i mpact on peoplesdé daily |Iives.
nature extending into many areas of peopl
and/or pychological effectsThe literature review described in Chapter Two

identified gaps in the research into patient experiences of ADRs with researchers

being divided on the merits of direct patient repdRissearch tended to compare

health professional anghtient reports of ADRacross pharmacovigilance

systems or reports related to specific medicirsgch as antidepressants.

However recent research Haghlighted the benefithat can result from patient

reports in increasing knowledge and understapdinrADRs. The gaps identified

in the ADR research confirm the necessity of further exploration qi¢tsonal

experiences andpinions of peoplén identifying and managing side effects from

medidnes. They also support the developmerd ofliable asssmaet tool for

assessing ADRspeifically designedor patient useA comprehensive study
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was therefore needed to address the central research question set out in Chapter
Two:
How do people identify and manage side effects from their mediairesvhat

impact and consequences do these ADRs have in thef? lives

3.3 Factors influencing the methodological approach
As described in Chapter Two the central research question was developed into
four subquestionsGiven the range dheseresearch questionkd study design
had to be structured in a manner which enabled all the required data to be
collectedand the following subquestions to be fully investigated:
1. What are the personal experiences of people in managing ADRs?
a. What are the impafd) and consegences of their ADR experiences?
b. What coping strategies do people use when they experience ADRs?
2. Whattypes of information sources do people use to find out about ADRsS?
a. What are the factors contributing to the use of these different
information sources?
3. What would be the essential characteristics of a reliable assessment tool
for patients to use to assess ADRsS?
a. Would patients consider such an assessment tool to be valuable and
useful to them?
4. What is the value of patient reports within pharmacovigilance?
a. Are theedifferences between people who oepADRSs and the
general public in terms of impact of ADRs and information sources

used?

3.4  Traditional qualitative and guantitative research

Debate between supportersopfantitative and qualitative reseaggdradigmdaas
existed for decadeQuantitative purists have a positivist philosophy which
maintains that research should be objective with the observer separate from their
observations. This ensures the researcher is without bias and can achieve stylisti
neutrality (Maxwell, 2004). Qualitative purists known as
constructivists/interpretivists reject this positivism approach. They contend that
research is value laden withe existence of multipleonstructed realities.
Explanations are generated induciyvigom the data and a detailed, direct

informal stylistic approach is key (Smith, 1983). Both quantitative and qualitative
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research approaches have many benefits as well as many disadvantages (Johnson
et al., 2004). However, beyond quantitative and catalg research arguments

mixed methods research offers an additional useful research paradigm.

35 Mixed methods research

Thecombination of gantitative and qualitative research methodsnm>aed
methodgesearch study can enhance the strengths ofcédlbhse approaches

(Howe, 1992). The eclectic nature of the methodology is a key element of mixed
methods research which can regularly result in superior research (Johnson et al.,
2004). A central principle of mixed methods research is that study design
deliberate, considered and flexible process. The key objective is to answer the
research questions and not to be limited to a prescriptive lisign options
(Johnson &nwuegbuzie2004). It is felt that the philosophical challenges of
mixed metlods research can be addressed by employing pragmatist approaches
(Bishop, 2015; Dures et al., 2011; Tashakkori et al., 2010). It has been argued that
an optimum researcher is a pragmatic researcher who uses arieeds

approach when selectimgsearch mthods (Johnson &nwuegbuzig2004). In

general pragmatist approaches accept the epistemological differences that exist
between qualitative and quantitative research but suggest they are commensurable
within the common aim of all researtho effect podive change in the world
(Bishop, 2015). Several important features influence the procedures that are
selected for a mixed methods study. These include timing, weighting, mixing and
theorizing (Creswelet al., 19942009). The researcher can decide titecotheir
guantitative and qualitative data either sequentially or concurrently. In some
mixed methods studies equal priority may be given to quantitative and qualitative
research or one type of research may be prioritised over the other. Mixing of the
data can occur at several stages of the research. The researcher can decide to
connect, integrate, or embed the databases. Finally, theoretical perspectives may
be explicit or implicit within mixé methods studies (Creswell et al., 1994; 2004
Creswell andClarke proposed six major mixed methods designs in 2011. These
include exploratory, explanatory, triangulation, embedded, transformative and
multiphase designs (Bishop, 2Q1%hese can be seenkigure 3.1 The
transformative design describes any corabon of methods used within a

comprehensive transformative framework while the multiphase design describes
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any combination of methods carried out within more complicated research
programmes (Bishop, 2015)
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Seguential designs Concurrent designs Concurrent or seqguential designs

Explanatory Convergent parallel Transformative

Transformative Framework

QUAN qual QUAN QUAL

data collection |—s] data collection data collection data collection | Frames all other design decisions

and analysis and analysis and analysis and analysis Mesmemcascscccssssccasscscsaaaaa’

Multiphase

i Compare or Relate Mined mathods are usad in multi i
iple studies concurrently
Exploratory sequential or sequentially in the ssrvice of the overall programme

objeciive. Methods are given equal emphasis. EG:

QUAL quan

]
data collection |—s| data collection _ Owverall Programime Objective

and analysis and analysis

QuAaL QUAN Mixed mathods
data collection [ data collection s data collection
and analysis and analysis and analysis

o -

Embedded

QUAN
data collection and analysis

qual -p| Interpretation
data collection and analysis

(before during or after)

QUAL
data collaction and analysis
quan u-| Interpretation
data collaction and analysis
({before during or after)

Note. QUAN indicateguantitativecomponent; QUAL indicates qualitative componerapitals indicate component is typically
emphasised or prioritised in this design. Lower case indicates component is typically used in supportive capacity.

(Bishop, 2015)
Figure 3.1 Six typical major mixed methods designs (Creswell & Clarke, 2011).
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This study sought to explore the experiences of people and the impact of their
experiences on their physical, social and psychological environments. There are
five main reasons for selecting a mixed metrdegsgn (i) triangulation- using
different methods and designs to find corroboration and convergence in results;
(i) complementarity finding clarification, enhancement and elaboration of
results from one method with the results of another method; (iii) initiation
discovering any contradictions or anomalies; (iv) developmesing the results
from one method to inform another method and (v) expansg@panding the

width and range of thresearch study through the use of different methods for
differentelements of the research (Mark et al., 1997 order to meet the study
objectives diverse research areas needed to be covered and varied study
populations investigated. It was thiene decided thaan explanatorynixed

method design that combined the strengthsoth qualitative and quantitative

research waappropriate fothis study.

3.6 Study design

There is limited knowledge surroundihgw people cope with and manage

ADRs. This exploatory study proposed to address this deficit as well as
developinga reliable assessmietool for assessing ADRspeifically designed

for patient uselnitially a mixed methods approach was selected as appropriate as
both quantitative and qualitative dawere required. When the study aims were
considered a mixed methods desigas chosen so that data could be generated
from different sources and subjected to different analysis which addressed the
range of research questions in varied w@reswell, 2003t This design also

enabled the triangulation and confirmation of results across mefhoelstudy

was divided into four phases as follows:

A Phase OneSurvey development and distribution

A Phase Twao In-depth interviews with people who have experezh&DRs

A Phase ThreeDevelopment and validation of Side Effect Assessment tool
A Phase Fourinvestigation of Yellow Card reports
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A broad outline of the methods employed in each phase follows as an overview of
the study before discussion of the ratien&lull detail of the methods for each

phase is provided at the appropriate chapter within the thesis. Phase One is fully
described in Chapter Four: Survey; Phase Two in Chapter Five: Interviews; Phase
Three in Chapter Six: Side effects Assessment tooPéade Four in Chapter

Seven: Yellow Card reportBhase One of the study involved the development of

a questionnaire to gat hexperignees@ARRE i nf or m;
and recruit potential interviewees for Phase Two. Survey research was akosen

an appropriate technique to gather general information from a large study
population and to help prepare for the morel@pth second phase of the study.

The instrument was piloted in the Medway area and amongst people known to
have experienced an ADRhe results of the piloting were used to develop the

final version of the Side Effects survey. These surveys were distributed to
pharmacy customers selectedndependent and small to mediuirexsl multiple
pharmacies withifKent and the West Midlands wb centreslnitial survey

results were used to inform the Topic Guide for the interviews in the second
phase. For Phase Two a phenomenological approach was selected to explore the
opinions and experiences of people who had recently experienced an ADR,
through indepth interviews. Phase One and Phase Two of the study overlapped
and were followed by Phase Three. Analysis of the interviews from Phase Two
informed Phase Three of the research and was used to develop a causality
assessment tofor the general gblic to use to assess suspected side eff€hts

phase also involved the validation of thevel assessmetdol amongst members

of the genergbublic known to have experienced side effect(s) and in a larger
population. Finally, an explanatostrategywas developed from the results of

Phase One which informed Phase Four.HadeFoura large sample of YC

reports- submitted to the YCS by patients, parents and cargese examinedto
further | earn about p envgstigaestlpoteniaper i ences
value of data within YC reporfsom nonrHCPsand tocompare YC reporters and

the wider general publi@& flow diagram presents thweverall methodology in

Figure 3.2and includes the number of participants in each research phase.
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Figure 3.2 Flow diagram of Study Methodology
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To investigate how people use information sources
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experiences of ADRs

to
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To explore the opinionsekperiences of people who

had recently experienceth ADR

To develop and validate @ausality asessment tool
for the general public to use assess suspected

side effects

To examine and evaluate YC reports and to
compare how YC reporters and the general public

identify and manage ADRs
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3.7 Rationale/Justification for study design
3.7.1 Phase One: SE Survey

It was apparent that the first phase of the research required a research technique
which couldgather general ioifmation from a large preelected study population

in an effective manner and provide the researcher with access to potential
interview participants for Phase Two. The survey method potentially allowed a
large amount of data to be collected from a laegee, prompted by coherent
guestions and allowing respondents sufficient time to respond. Consideration was
given to the problem of low survey response rates in health research as well as the
time and resources available to the resear@vshwvards, 2002Sax et al., 2003)
Distribution of surveys in pharmacies was included in the study design to
counteract anticipated low survey response rates. It was decided to distribute
surveys in pharmacigithin Kent and Birminghamamongst pharmacy

customers who lthusedoprescription medicines or nggrescribed medicines in

the past six monthsnd who satisfied thetherinclusion criteria. This method of
distribution was selected as the most appropriate method to gather information
from a large number of people whegularly used medicines and therefore might

be considered likely to frequent pharmacies, likely to have personal experience of
an ADR or likely to have opinions on ADRs in general. Personal distribution of
the surveys in pharmacies also afforded theareber with opportunities not

available with more blanket methods of distribution. These included the chance to
initially screen the customers; to fully engage with the customers; to describe the
research and its relevance in a clear manner which encdutageustomers to
participate. This distribution method therefore had the potential to increase
response rates and recruitment of interviewees while avoiding the necessity of
accesmg medical records. Development and piloting of the instrument, the final
structure of the survegs well as survey distribution are described in full in

Chapter 4. Asequential explanatostrategywithin the mixed methods design

was employed at this stage of the study.

A sequential explanatory strategy can be describedves-phase process which
initially sees the collection and analysis of quantitative data followed by the
collection and analysis of qualitative data. The initial quantitative results inform

the secondary qualitative phase. The two forms of data can theebefor
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considered as connecteét\also separate (JohnsorOfawuegbuzie2004).The
sequential explanatory strategy that was employed during this study i a
guantitative stagethe SE surveyAnalysis of this survegatawas usedo

identify peoplewho had recently experienced a suspected ADR. Identification of
this cohort can be difficult and therefore survey data which facilitates such
identification can be considered both significant and useful. This in turn led to the
identification of potentiaparticipants for qualitative data collection in the
secondary stagethe interviews. Because of time and resource factors the request
to participate in these interviews was limited to pharmacy customers in the Kent
area onlyAnalysis of the returned sweys was conducted to develop a Topic

Guide for the secondary stage interviews.

3.7.2 Phase Two: Interviews

For Phase Two a phenomenological approach was selected as most appropriate to
explore the opinions and experiences of people who had recentlyegxger an

ADR. Interpretative Phenomenological Analysis (IPA) is an approach to

qualitative research which is extensively used in psychology and based on the

three key areas of phenomenology, hermeneutics and idiography (Smith, 2011).
Phenomenology focusesn t he o6l i ved experienceb6 and |
examination of personal o6élived experienc:
participants and the manner in which participants make sense of their experience

(Smith, 2011). Within an IPA perspective this exaation is an explicit

interpretative process. IPA requires the researcher to employ a dual hermeneutic

process of engagement with and interpretatiotive data (Smith et al., 2008t

can be considered idiographic in its detailed analysis of each ehsiElteis

therefore a process of investigating in ¢
iterative analyital process (Smith et al., 2008 his process is an interpretative

one which situates the participants in their particular contexts and exgheie
personaperspectives (Smith et al., 2Q08A involves the irdepth analysis of

the personal accounts of participants and the most commonly used method of

collecting these accounts is througkdiepth interviews (Smith et al., 2011).

While quantiative methods can be informative they cannot provide the

connection that IPA does between inherent experience, talking about and reaction

to the experience, as wel Itexpesienge parti ci p:
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(Smith et al., 2008 As mentioned in Gapter Two the overall research aims of

this phase of the study was to focus on the personal experience antha&irgg

of people who had recently experienced ADRs. Therefore, IPA was chosen as a
suitable approach over other qualitative methods becawss ievidently

consistent with these proposesearch aims (Smith et al., 2008he difficulties

that exist in identifying people who have experienced ADRs result in problems
recruiting this population for research studies. Therefore, only limited gizadit
research had been conducted amongst this population to date. This suggested that
there was a need to increase basic under:
IPA approach was therefore considered a particularly appropriate method to
address thisesearch deficit and also increase understanding of this particular

phenomenon from the participantsd perspe:i

3.7.3 Phase ThreeSide Effects Assessment Tool

The aim of this phase of the study was to develop a causality assessmfemt tool
the geneail public to use to assess suspected side effgutsSide EffectsPatient
Assessment tool (SBEAST) was developed basedtbe findings otthe research
conducted in Phases One and Two. Phase Three also involved the validation of
the SEPAST amongst menaps of thegeneral public knowito have experienced
side effects (see Appendix. ) crosssectional mixed methods study was

selected as most appropriate as it can provide flexibility and allow the integration
of complimentary perspectives (Creswell ef 2004;Johnson &nwuegbuzie,

20049. This research design allows the traditional objective/positivist paradigms
and subjective/constructivist paradigms to be combined in research that is
composed of both quantitative and qualitative research methods.onhiisnation

of quantitative and qualitative data is the key strength of mixed methods and will
ensure that patient experiences will support the statistical analysis inherent in the
process of developing instments (Onwuegbuzie et al., 201Recent kalh-

related research hasolved and numerous studies have wspdagmatic mixed
metods approach in developing instrumeidsirham et al., 2011; Onwuegbuzie

et al., 201QWillgoss et al., 2011)nithe present studinitial validationof the
instrument deelopedwas sought through telephone interviemith people

known to have experieed side effect(s). This wésllowed by placing the SE

PAST onlineenablingadditional validationn a larger populatiarirhis helped to
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increase the claims foalidity andreliability, bothessential components in
developing a scale.

3.7.4 Phase FourAnalysis ofYellow Gard reports

The aim of Phase Four wasinvestigate the vak of YC reports as a means of
confirminghow people use information sa@es to help them ehtify ADRsand

to further explorehe experiences of ADRamong a population of people who

choose to report this to the regulatory authofitye YC data includettee-text

comments and respses to closed questiofrem a large sample ofellow Card

repats. A mixed methods design was selected as the most appropriate approach to

take in this exploratory stage of the study. This exploration involved-depth

Operceait redd focus that was a fundament al
to the YC repds facilitated this focus. These reports provided the researcher with

the opportunity to create the personal narratives of individual experiences and

combine them with quantitative data. The reports obtained inclui&d

qualitative and quantitativeataand therefore analysis primarily involved both

YC freetext dataand content from other data fields. Using qualitative and

quantitative components in a mixed methods design provided complementary

insights helping to create a more comprehensive understgndiof r epor t er s o
experiences of ADRs. A mixed methods approach was therefore consistent with

the research aims.

3.8 Ethical considerations

Overall this study had some ethical issues to consider as it involved people who may have
experienced an ADR. Thexperience could have left them sensitive to the subject and
distressed by recalling the details for the researcher. Howeagh,phase of the study was
granted ethical approvabk appropriate to the population involved. This was obtdnoeal
anNHS Regarch Ethics Committee (REC) which approved Phases One andh&wo
MedwaySchoolof PharmacyResearclithics CommitteéMSoP REC)wvhich approved

Phases Threand the Independent Scientific Advisory Committee for MHRA database
research (ISAC) which appred Phase FoySee Appendix 3 for approval letteREC ref
14/NE/1053; MSoP ref 0116/2; ISAC ref GENID097958).
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Detailed protocols were submitted at each stage, which outlined clear research

aims and objectives and comprehensive methodology. Any inhethecdal

considerations were declared and robust strategies were created which ensured

ethical compliance. It is incumbent for researchers to be aware when engaging

with human participants if sensitivity to the research topic is displayed and

participationmay be a distressing process for them. In such a situation, a rigorous

case for the value of such research must be made by the researcher. In this

particular study, it would not have been possible to conggeiarchnto ADRs

without including participats who had experienced ADRs. The benefits of

creating a more comprehensive picture of their ADR experiences outweighed any
concerns about possible distress in recalling negative experiences. The
researcherdéds background i mablplseyeithol ogy pr ¢
during this study. The researcherods expel
facilitated the survey distribution and facilitated the collection of rich narratives

from interview participantsThe researchdras taken car® be consistent and

ethically rigorous in ensuring the confidentiality and consent of the participants.

Processes and procedures dealing with participant confidentiality and consent in

each of the four phases of this study are described in detail in Chapters Four

Seven.

3.9  Summary

It should be noted then thidte development and approach to the study as well as

the analysis and interpretation of results was shaped by the personal

characteristics and previous experiences, knowledge, and general background of

the researchemhree key premises inform the study: that ADR research has been

limited by focusing on clinical aspects of these effects; that ADRs can have
significant i mpact and consequences in p

supply rich insight into their ADRXxperiences.
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CHAPTER 4: SURVEY
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4.1 General introduction

Chapter Two: Literature Review provided evidence of the existence of a

knowledge deficit in health research in ADRs. The purpose of this study was to

address the lack of kmwledge surrounding how people cope with and manage

ADRs. The aim of this phagePhase Oneof the research, as described in

Chapter Three: General Methods, wastestigate how people use information

sources to help them identify ADRs and to explageopp | es &6 expeoxri ences
To address some of the research questions which arose as a result of the literature
review,gener al i nformation on peoplesd exper

a large study population. These research questions includealltvarig:

1. What are the personal experiences of people in managing their ADRs?
a. What are the impact and consequences of their ADR experiences?
b. What coping strategies do people use when they experience
ADRs?
2. Whattypes of information sources degple use to find out about ADRs?
a. What are the factors contributing to the use of these different

information sources?

Phase One gathered details about these issues through a purposely designed
survey which collected the required information. This sywas used as a
recruitment tool to identify potential interviewees for Phase Two of the study.

4.2 Methodology
4.2.1 Introduction

The rationale which guided the design for this phase of the study was provided in
Chapter TwoThis phasé Phase Oné sowht to contribute to ADR research by
collecting information through surveys on how people identify and manage their
ADRs. As mentioned in the General Introduction survey data from this phase of
the study was used in Phase Two to recruit interview pamitsgand structure the

subsequent interviews. This chapter will describe the instrument development and
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distribution procedures, recruitment and data collection processes, the strategies
for data analysis, the results and a discussion of these results.

4.22 Aimsandobjectives

The aim of this phase of the studgs toinvestigate how people use information
sources to help them identify ADRs and t
The objectives are as follows:
A To identify the types and value of fdifent sources of information that

people use to find out about ADRs
A To identify the factors that influence what sources of information people

use to find out about ADRs

A To explore thepersonal experiences of people in managing their ADRs
A Toinvestigtethed mpact and consequences of peo
A To investigate the coping strategies that people use when they experience
ADRs
A To assess relationshipssdnégtheween peopl

experiences of ADRs

4.2.3 Ethical approval

An application was made to the NHS/HSC Research and DevelofR&D)

offices and the Research Ethics Committee through the Integrated Research
ApplicationSystem (IRAS). (See Appendiy.4A favourable opinion was
obtained fromMie Proportionate Review Bicommittee of the NRES Committee
North East Newcastle & North Tyneside However considerable delays in the
research governance approval process then ensued which in turn caused
significant delays to the research overall. These delays were a resaiflafting
information given by the Kent and Medway Research Manageaneint
Governance (RM&G) Consortium. It was statadcorrectly- that a research
passport for the researcher with full Occupational Health (OH) and Disclosure and
Barring Service (DBSghecks were required before R&D would issue a Letter of
Access or the study (See Appendiy.9he delays were unnecessary and
incredibly frustrating occurring at a critical time period and significantly delayed
data collection. This situation continueat bver three months until notification

was received fronkent and Medway R&D that a research passport was not
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required to distribute questionnaires and local approval for the researcher to
access the pharmacy premises wowd e sufficient (see Append®. As part

of this application process potential ethical issues that might arise during this
research were identified. Key amongst these were issues of confidentiality and
anonymity. The researcher structured the study as indicated below to address

thesecrucial areas.

4.2.4 Confidentiality and Anonymity

All participating pharmacies as well as survey respondents remained anonymous.
All participants were informed that the research was confidential. Lists of the
pharmacies visited were generatedwihique identifying numbers. These lists
were written on paper and locked in a secure filing cabinet. Access to these lists
was limited to named members of the research téathe end of this study these
lists will be held for period of one month andsaquently destroyed by
shreddingThe returned surveys were assigned unique study numbers ensuring
anonymity. Consent forms which contain contact details were also assigned
unique identifying numbers and stored separately from the returned surveys. All
suvey data collected was stored on password protected computers and memory
sticks. These digital records will be destroyed five years after the final thesis has

been written.

4.2.5 Instrument development

A survey was developed iteratively within the reshaeam to gather general

i nf or mat i on emencespRADRS (6 Appeadix@s structure was
based on the research objectives and an effective framework was provided by
previous research instruments. These surveys/questionnaires included the
following: the Yellow Card Scheme Questionnaire, 2005; Side Effects Coping
Questionnaire, 2012; the Hospital Inpatient Survey, 2013). Two validated
instruments were also includethe MBSS abbreviateahd theSECope
abbreviated. Permission was obtainedrfithe developers of these instruments to
use the MBS and SECope (see Appendix These scales were included to
provide additional information on the coping styles and coping behaviours of

survey respondents.
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4.2.5.1 Justification for using MBSS and ®IBE scales

An individual 6s per csecpasiamADRmibea negati ve
influenced by cognitive processes such as coping strategies (Kaptein & Weinman,
2004). These coping strategies can be assessed by using psychological scales.
Monitoring andblunting are defined as two response modes that are utilised in
stressful/threatening situations. Monitoring is an informasieeking approach

while blunting describes distraction andiméerpretation of the inhibiting aspects

of the situation. Most indiduals will use either Monitoring or Blunting strategies

in stressful situations. Monitors will be alert and seek information as they attempt
to increase the predictability of the outcome. Blunters will employ distractive
strategies even if they have thetential to influence the outcome (Voss et al.,
2006). The abbreviated versiohthe Miller Behavioural Style Scale (MBS

(Miller 1987; Steptoe, 1989) has been extensively used in psychological research
to identify coping styles in stressful situatioftsvas used in this study to assess if
coping styles influence whether and how, people with recent experience of an
ADR, access information sources. The MBSS (abbreviated) consists of two
controllable scenaridsgoing to the dentist and the threat ofgial job loss.
Controllability is defined as the possibility that active interventions in the

situation may change the outcoriach scenario offers the respondent eight
possible behavioural choicédour will describe monitoring behaviours/styles of
coping with aversive situations while the other four will describe blunting
behaviours/styles of coping with aversive situations. Respondents are required to
visualise the scenarios and assess if the proposed responses correspond to what
they would do or timk if they were in this situation. It was hypothesised that
individuals that sought out information about their ADR would be assessed by the
MBSS as monitors, while survey respondents that did not utilise sources of

information such &1PILswould be idenfied as blunters.

The Side Effect Coping Qutionnaire (SECope) (Johnson &N | andéss, 2007)
an instrument used in health behaviour r
strategies and behavioussth treatment side effecté. revised version of the

SEC@e questionnaire was developed composed of 16 items with four behavioural
subscales social support seeking, information seeking,-adherence and taking

additional medication (DeSmedt et al., 2011). Respondents indicate their level of

agreement with atements within each of these subscaless $ECope (revised)
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wasfurtheramendedo 10 items, in this phase of the study, after pilotiogid
instrument clarity andeduce repetition. This amended 10 it8EBCope was used
in this study to assess thepoag behaviours of people who experience ADRs and

identify potential associations between these coping strategies.

4.2.5.2 Survey structure

The survey was strtured as follows (See Appends:

SectionAir espondent sd use of sources of i nf ol

This section asked respondents how they might use information on medicines and
was composed of two questions with tick box responses. Question One asked
respondents about their hypothetical use of information sources if they
experienced side effects. Ten putal sources of information were listed for
respondents, divided into three categories:

A HCPsi GPs; Hospital doctors; Pharmacists and Nurses

A Formal sources of informatidnPILs; Print and Broadcast Media

and Medicine books/guides
A Informal source®f information- Relatives/friends; Internet and
Other

Respondents were asked to choose which of these sources they would use and
could choose multiple sources by ticking multiple boxes. Question Two asked
respondents to assess the information sourcesdaegdo the following
parameters:

A Accessibility

A Trustworthiness

A Understandable

A Relevance
Respondents were asked to consider each of the information sources and indicate
if they considered them easy to access; trustworthy; easy to understarrd and/o
relevant to them by ticking response boxes.

SectionBir espondentsé personal experiences of

This section asked respondents for detail
experience. It was composed of 12 questions in total with testiqus requiring
tick box responses and two text box questions requiring free text comments.

Questions Thret Six asked respondents if they had experienced a SE, as well as
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the timing and consequences oftheirSthe t er m 6si de @ fect (s)
inclusive wordinghat would be more familiar to respondents than ADR and that
would encouage reporting of minor effectQuestion 7 asked respondents to rate

the severity of their SE on a feppint scale ranging from Mild; Unpleasant;

Serious to Vergerious. Question 8 required respondents to assess the impact of
the SE on their daily lives on a fepoint scale ranging from No impact, Mild

impact, Moderate impact to Severe impact. Question 10 also required respondents
to rate their confidence thdted SE was caused by their medicine on a-fmint

scale ranging from Not at all confident, Not very confident, Fairly confident to

Very confident. Questions Nine and 11 were free text questions asking
respondents to describe in their own words the implatitte SE on their daily

lives and how they concluded that the medicine had caused the SE. Question 12
asked what information sources respondents used to confirm their SE. The same
ten potential sources of information given in Section A in three catsgueere

again listed for respondents. Respondents were asked to choose which of these
sources they used and again could choose multiple sources by ticking multiple
boxes. Questions 1l&hd14 required tick box responses and sought information

on adherence tmedicines.

Respondents were asked if they stopped taking their medicines and if they did was
it their decision to stop or the result of advice from HCPs or relatives and/or
friends.

SectionGr espondentsdé coping strategies (amet

This sectim sought information on how respondents cope with SE. Coping
behaviours were assessed using an amended version of the SECope questionnaire
(De Smedt et al., 2011), which contained 10 itemfsur subscales:

A Information seeking

A Taking medicines

A Sodal support

A Non-adherence

The 10 statements related to peoplesd bel
Respondents were asked how closely these behavioural statements corresponded
with their own behaviours if they experienced a SE. They were askee theat
possible responses on a figeint Likerttype scale ranging from Never; Rarely;
Sometimes; Often to Always.

SectionDir espondentsd coping with stressful ¢
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This section assessed the coping styles of respondents in stressfioinstusing

the abbreviated MBSS. The abbreviated MBSS in this section consigts of
scenarios:

A Question 16 going to the dentist

A Question 17 threat of job loss.

Each question has eight possible behavioural choices for these aversive situations
i four statements ahonitoring behaviours and four statements of blunting
behaviours. Respondents are asked to visualise the scenarios and choose which of
the statements corresponded to what they would do or think in that situation.
Respondentscked boes to indicate their agreement with behaviours/statements
and could choose multiple responses by ticking multiple boxes.

Section E demographic information.

This section asked respondents to provide information on their gender, age range,
employment stais, education level and ethnicity. They were also asked to

indicate the number of prescription medicines they regularly used. In addition,
they were asked to provide their postcobeese postcodes distinguished between
respondents from Birmingham and Kamid Medway.

Section F invitation to participate in interviews and Contact details form

Surveys distributed in Kent and Medway contained an additional section. This
section sought to recruit interview participants who had experienced a SE in the
past sk months. People were invited to provide their contact ddtaithe

researcher if they were willing to talk about their SE experience.

4.2.5.3 Inclusion criteria

The inclusiorcriteria for survey participants were as follows:

A Adults aged 18 or over

A Resident in the UK

A Competency in written and spoken English

A People who used prescription medicines or @i&tlicines in the past 6

months

4.2.5.4 First pilot

Piloting of guestionnaire

Twenty people known personally to the research team, who wevenkio have
experienced an ADR, were asked to complete and assess the questionnaire. They
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were posted an envelope which contained a questionnaire, Participant Information
Sheet, a prpaid envelope, and aBdback form (See Appendix. 8hey were

asked taassess the questionnaire in terms of clarity, ease of completion, face
validity and overall functionalityBased on the feedback received and discussions
amongst the research team, several modifications were made to the questionnaire.
Question Two, whiclasked respondents to assess a list of information sources for
their accessibility, trustworthiness, understanding and relevamaseseformatted

with clearly labelled tick boxes to aid clarity. The instructions section of the SE
Cope Questionnaire was-vitten to enhance coherence. In addition, the

perceived repetition within the SECope was addressed and the initial 16 item scale
was abbreviated to 10 items which focused on the important subscales

information seeking behaviours and social support seeldhgvours. A second

pilot was conducted to assess the impact of these amendments.

Piloting of the distribution method

As mentioned in Chapter Three, pharmacies were selected as distribution sites for
this phase Phase Oné of the study. Surveys were dibiuted amongst pharmacy
customers who had usedescription medicines or nggrescribed medicines in

the past six month3his method of distribution was selected as the most
appropriate method to gather information from a large number of people who
regularly used medicines. Personal distribution of the surveys in pharmacies
enabled the researcher to screen and fully engage with the customers. This
personal distribution method had the potential to increase response rates and
recruitment of interviewee®istribution of the initial version of the questionnaire
was piloted in a local pharmacy in the Medway area. The owner of this pharmacy
was known personally to the research team and was willing to participate in the
pilot. Envelopes were prepared in advanod contained a questionnaire, a
Participant Information Sheet and a{pad envelope to return completed
guestionnaires (See Appendix ®uring the pilot pharmacy customers were
approachedby the researcher who introduced herself and displayed herrsibyve

ID. The researcher outlined the study and invited people to participate. If the
individual indicated their willingness to participate they were asked questions to
determine if they satisfied the inclusion criteria for the study. They were asked to
complete the questionnaire at their leisure and return the completed questionnaire
in the prepaid envelope provided. The researcher took note of the folloviirey

number of customers in the pharmacy over a-fawur period; the number of
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customers who werapproached by the researcher over this time period and the
reasons given by people for refusing to take a questionnaire. This piloting of the
distribution enabled the researcher to rehearse her approach to customers and

calculate likely recruitment ratégr the main study

4.2.5.5 Second pilot
A novel group of people personally known to the research tearknaneh to

have experienced an ADRere contacted by the researcher. They were asked by
phone or email if they were willing to participate. Thosewlgreed were asked

to participate in the second pilot by assessing the revised questionnaire and
providing feedback. Snowballing recruitment techniques were used as the pilot
progressed to identify and recruit additional participants. The survey was
distributed by posaind included the questionnaire, a Participant Information
Sheet, a prpaid envelope and a Feedback fofirhis pilot enabled a final version
of the survey to be developed for Ph&see of the study (See Appendix The

final version of thesurvey was verified as an effective tool in investigating how
people identify ADRs and gathering infor.
ADRs.

4.2.6 Main study design

This paragraph will describe the following stages:

A Sample size
A Recruitment of pharmacies
A Recruitment of survey participants

A Analysis of survey data

Sample size
The statistical power of a stuglyovides a measure tife probability that its

resultsare statistically significanfA study with good statistical power will

produce accurate/precigadingswhich can be considered as representative of the
population as a whol&tatistical power is influenced by sample size and it is
good practice to estimate how many participants will be needed to achieve
statistical significanceConsidering samplsize helps to control for Type Il error
and to estimate the accuracy/precision of the reg8ltace et al., 2016).

The sample size for the survey was calculated using the following equation.
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Ss =72 x (p) x (:p)
CZ

whereSs= sample size; Z = 1.96 (95% confidence Igvel= % accuracy expressed in
decimalsand Gsquared= confidence intervabr margin of erroexpressed as a decimal.
C-squareds an estimate of the deviation betwesemvey and generglopulation
parametersConfidence intervals define the range of values which are likely to include the
population parameteramargin of error set &% estimates th&5% of survey respondents
will include thepopulationparameter.

The calculation was based on an estimatadgré&dor theprevalencef experiencing an

ADR of 26% (/Alhawassi et al, 2014)hus fora confidence level 5%, a confidence
intervalfmargin of error of 5%the sample size required was:

Ss =(1.96)2x (0.26) x(1-0.3)
(0.05)

Ss =3.84 x0.26x 0.7 = _0.698
0.0025 0.0025

Ss =279.5

The study therefore aimed to recruit approximately 300 participamgevious study in
the Kent area utilising similar methodologiich sought experienseof using longerm
medicinesamong the general public using community pharmdomisd a response rate of
40%. Therefore, based on this rateyas decided to distributgpproximately 700
questionnaires (750*0.40 = 300).

4.2.6.1 Recruitment of pharitias

This phase of the study aimed to survey members of the public through
distribution of surveys in independent and small to medium sized multiple
pharmaciesvithin Kent & Medway and the Westillands urban centres

Contacts amongst the research teandfscollaborators) were used to facilitate
the identification of potential small chains of pharmacies which may be willing to
allow the study to take place on their premises. Large multiples were not
approached as it was envisaged that seeking permissamtess these premises
would be too time consuming. A list of pharmacies with their contact details was
compiled from the NHS Choices website. A letter of invitation to participate in
the study was sent to these pharmacies and, if they could be idgntifremed

managers withithese pharmacies (See AppendixThe envelope included an
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information sheet for the pharmacist expiag the studyand the survey (See
Appendix 10. The initial postal contact was followed a week later by a telephone
call toeach pharmacy. The researcher asked the pharmacies for permission to
access their premises to distribute surveys to the general pittiianclusion

criteria for pharmacies were as follows:

A Independent pharmacies
A Small to medium sized multiples
A Pharmacies within the following geographical aréasledway, Kent and

the West Midlands

4.2.6.2Recruitment of survey participants

Potential survey participants were identified by the researcher as pharmacy
customers who had usedescription medicines oon-prescribed medicines in

the past six monthand satisfied the remaining inclusion criteria (see above). The
researcher arrived at the pharmacy premises with prepared envelopes to distribute
to the general public. Each envelope contained the followengicpant

information sheet, consent form, survey and a prepaid envelope to return the
guestionnaires. The researcher approached potential participants and outlined the
study, asked questions to determine if they met the inclusion criteria and, if so,
invited participation by completing the questionnaires and returning them at their

leisure.

This phasei Phase Oné overlapped with Phase Two of the stu®urvey data
continued to be collected and analysed, as interviews for Phase Two were arranged
and cowlucted. The data collection was enhanced by the involvement of MSoP
undergraduate students who contributed by distributing the survey as part of their

MPharm undergraduate Research Project.

4.3 Data management

The data from the returned surveys were enteredand analysed using SPSS for
Windows Statistics 23The data were checked and cleanedors and inconsistencies
were identified and removed and data entry quality assured through comparison with
original paper surveys$:or validation purposes, a 1004=230) sample was checked for

accuracy of entries against the original questionnaategorical data were described

using percentages and frequencies. Respol
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values were reported and the KrusWéhllis test wasising to compare groups.
Contingency t ab lsguareddestadvasRsedto isvestigate@amonhsi

between the following:
Box4.1: List of associations investigated with contingency tables andglared tests

Respondent s6 dehswryg,gengeni cs and SE
Respondent sé6 demographics and SE experie
Use of information sources and responder
Assessment and use of information sources

Actual use of information sources and coping styles

Coping styles and SE experience and SE outcomes

Predicted coping behaviours and gender, coping styles

A significance value gp O 08 was set to control for typeetror( a o6 f al s e
positived/incorrect r ABoeferoniooractiomwast he nul |
applied for several analyses due to the large number of multiple comparisons

being made. This resulted in a lowevalue which reduced the occurrence of type

| errors (adjusteg value<Jn). Responses to survey text box questinine and

11were entered in Excel amdntent analysisvas carried outCommonalities

were identified and categories were created. The number of answers per category

was noted and a frequency tablas createdlhen thefree text responsder

Survey questionsererecmrded in SPSS andto the datananagement

programme NVivqQSR NVivo 10). The responses wearrealysed usingra

iterativethematic approach

The MBSS and SECope scale scores were analysed using the methods specified

by the authors of these instruments (seel ow) , t o assess respon:
styles and behaviourgzactor analysis was used to investigate the underlying

structure of the revised 10 item SECoBervey data wasubjected to regression

analysis to examine relationships between variablesisedito develop a Topic

Guide for the interviews in Pha3avo of the study (See Appendix)L1

4.3.1 Analysis of SECope
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The SECope was scored by assigning the numerical valbies the Likert scale
responses as followsery often = 5, often = 4ometims = 3, rarely = 2, and never = 1.
All items were positively weighted except itenii 8Accept the side effect andkathe
medi cati on -alsichwas ewrsescoee d 6

The revised 10 item SECope was subjected to Principal Component Analysis
(PCA) using direct oblimin rotation with Kaiser normalisation. The internal
reliability was det erUmi.n eih leatingsivaluEsr onb ac h
greater than 0.5 on a factor were considered strong loadings and assigned to that
factor. If items displayed strong loadings on more than one factor they were
further examined as cross loadings components.

The amended6 itean SECope had four subscalethformation seeking subscale;
Taking medicines subscale; Social support subscale anéadlwrence subscale.
Positive and negatively weightédms in each subscalerescored and an

average of these scores was then caladlldtee percentage of individuals who
engaged in information seeking behaviours; social support seeking behaviours;
taking medicines and neadherence behaviours was thus calculated. A mean
percentage of each of the SECope subscales was then calculateshhbing the

scores for the individual items that made up the subscale and dividing by the
number of items. Scores above this mean value were labelled as positive coping
strategies within the subscale while those below the value were considered
negative copig strategies. This further distinguished the SECope subscale results
and generated percentages for positive and negative coping behaviours/strategies.
Contingency tables arffle a r s osguared teshwabenused to investigate

associations betweehe following:

A Associations between respondentso6 demi
behaviours

A Associations between respondentsdo copi
behaviours

A Associations between respondentsé use
behaviours

4.3.2 Andysis of MBSS

Coping styles were assessed by the abbreviated MBSS. The MBSS scoring key
presents several scoring options. For this study, it was decided to calculate the
total monitoring and blunting scores for each respondent. Each of the two
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scenarios height possible responsefur monitoring and four blunting
responsedvionitoring items arenarked "M" on the MBSS Scoring Kespd the

Blunting items arenarked "B" on the MBSS Scoring Kég$ee Appendix 12 An

overall monitoring score was generatedshynming endorsed monitoring items
across the two scenarios. An overall blunting score was generated by summing the
endorsed blunting items across the two scendgsialsjects with a total score on

the monitoring subscale of the MBSS which is greater thamidiarwere

classified as high monitors and those with scores less than the mediaweaue
classified as low monitor€ontingency tables arfdle a r s osyuaed testwas

used to investigate associations between the follgiw

A Associations betweene s pondent s demographics anc

A Associations between respondentso6é copi
styles

A Associations between respondentsod use
styles

4.4  Results

4.4.1 Pilot Studies

Two pilots were conducted: the first was designed to test the distribution method as
well as the initial instrument, thus was intentionally large, the second was required
as the instrument underwent major changes after the first pilot, thus was
intentionally smalleras there was no requirement to test the distribution method
again. For the first pilo#8 surveys were dispersed with 28 returned indicating a
response rate of 58%. Approximately 40 customers were approached over four
hoursindicating thata 5minute enggement with each customesas required to
generate this response. The second pilot, usingniea@ed instrumeritinvolved

the distribution ofL6 surveys with 12 returneshdicating a response rate of 75%

Overall 64 surveys were distributed with 40 raetd a response rate of%3

4.4.2 Main survey survey distribution

In total 935 surveysvere distributedo pharmacy customers80 distributed in
pharmacies irthe Birmingham region an#14 distributed inpharmacies irkent
and Medway over seven montlkebruaryJuly 2015 Undergraduate students

distributed 641 surveys ovehree months from Octob&ecember 2016. An
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overall response rate of 26 was achieved wh 230 surveyseturned Pilot
responses werngot included in these totals as respondents ragg Wdiffered from
those in the main study, hence creatsetectionbias. It is generally regarded as
good practice not to combine data from pilot studigk data from the main study
(Lancaster et al., 200#eat et al., 2002

4.4.3 Main study- Respadent characteristics

From 230 returned surveyiséer e spondent s6 wes@lyearn(51td7QR) ag
Years), majority 141; 62%) were female and 164 (72%) were of white ethnicity. The
highest proportion of respondents (102¢@)5vere retiredvith 72 (2%) eduated to

University level Demographics from pilots and main study are presented on the following
page inTable4.1. Comparison of pilots and main studies indicate similar demographics.
The main differences were (a) education with more student ipitots and (b) 100% of

pilot respondents used medicines but 15% of survey respondents used no medicine. This
was a result of recruiting people for the pilots who were known to the researcher and
known to have experienced SE from their medici@asrall20 surveys (9%) were

assessed as incpiete with item nonresponskealt with by the conventional method of
pairwiseexclusionof missing datdrom analysigSoleyBori, 2013. Thefrequency of

missing data is presentediiable 4.2
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Table 4.1: Demograph characteristics of respondents to pilots and main survey

Demographics Frequency (f) Percentage (%)

Pilot 1(n=28) Pilot 2(n=12) Main study(n=230) Pilot 1(n=28) Pilot 2 (n=12) Main study(n=230)
Gender
Male 8 2 87 29 17 38
Female 20 10 141 71 83 61
Age
Below 40 9 1 44 32 8 19
41-50 7 3 29 25 25 13
51-60 7 3 49 25 25 21
61-70 5 3 50 18 25 22
71-80 0 2 44 0 17 19
Over 80 0 0 12 0 0 5
Prescribed medicines
One 11 5 46 39 42 20
2-4 11 6 82 39 50 36
5-8 6 0 53 21 0 23
>8 0 1 12 0 8 5
None 0 0 35 0 0 15
Education
School Leaver (6 2 61 21 17 27
School Leaver=17/18 6 1 36 21 8 16
Further education 6 7 60 21 58 26
University 10 2 72 36 17 31
Employment
Full-Time 10 3 64 36 25 28
PartTime 5 3 28 18 25 12
Retired 8 5 102 29 42 44
Student 5 1 10 18 8 4
Unemployed 0 0 12 0 0 5
Ethnicity
White 13 8 164 46 67 71
Asian/Asian Br 5 3 36 18 25 16
Black/Black Br 10 1 11 36 8 5

71



Table 4.2 Frequency table of missing data per question

Survey questions
(1-12)

Q1 Predicted info
use

Q2 Assessmerf
info sources

Q3 SE experience
Q4 SE timing

Q5 G.P. visit

Q6 Hospitalisation
Q7 SE Severity
Q8 SE Impact

Q9 Textbox
Impact on Qb

Q10 Confidencen
causality

Q11 Textbox
causality

Q12 Actual
informationuse

Missing
data
(freq)

2

1

20

14

Survey questions
(13-24)

Q13 Stopped meds

Q14 Adviceon
stoppirg meds

Q15 SECope

Q16 & Q17 MBSS
Q18 Medcine use

Q19 Gender

Q20 Age

Q21 Employment

Q22 Educatn

Q23 Ethnicity

Q24 Postcodes

Missing
data

(freq)
6

4

20

QoL = quality of daily life; MBSS= Miller behavioural style scale; SECope = Side effects Coping

4.4.4 Main study- findings

Findings relating top e o pl e s 6

e X p e rare reserged undef thréeD R s

headings: The experience of S&entifying SE and Managing SE.

4.4.5 Side effect experience

The overall SE experience was composed of SE history; SE timing and SE

outcomes. Outmmes were categorised for analysis by the reported severity,

impact and consequences of SE.
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Overall 192(85%) respondents used prescribed medicines regudasignilar
proportion of females 121(86%) and males 71(83%). The highest proportion of
respondent82(36%) took two to four medicines 31(36%) of males and

51(36%) of females. In total 12(5%) respondents used more than eight medicines.
Overall 159 respondents had experienced a SE with the timing of the SE a year
ago or longer foi77(49%) respondentpast six months for 34(22%); past three
months for 23(15%) and in the past month for 24(15%) of respondents.

4.4.51 Associations between Gender, SE histoyd r espondent s6 demc

Gender and Employment

Analysis was conducted to examine associatlmetween Gender, SE experience
and r es ponde n tAsalysisdndicatedgthataheie was an. association
between gender and employment with a higher proportiomatds 32(37%) in

full time work than émales32(23%). The difference was not statiatig

significant at the Bonferroni adjusted probability leyet@.005).(SeeTable 4.3.

Gender and SE history

Crosstabulation indicated that female respondents experienced more SE from their
medicines than males, but the difference was not statistgghyficant. Overall

159 respondents106 females and 53 malebad experienced a SE. (Sixty eight
respondents had no history of side effects). It was indicated that females 42(40%)
had experienced SE once compared to 28(53%) of males. A majoritpalefe
respondents 64(60%) experienced SE more than once compared to 25(47%) of
males. (Se&able 4.3.

SE history and Age

A relationship was identified between SE history and age with a greater
proportion of respondents with a history of SE 36(23%) ir6th@0 age range.

The difference was not statistically significant at the Bonferroni adjusted
probability level (adjusted=0.004).0f these 26(30%) had more than one SE
experience. A similar proportion of respondents 25(16%) below 40 aB@ 41

years had &istory of SE. However, in later age ranges there was increases in the
incidence of SE to 33(21%) in those agedbb1 36(23%) in those 610 years

and 31(20%) in those aged-80. Seelable 4.3
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SE history and medicine use

Analysis indicated an associatibetween SE history and medicine udewever

the association was not statistically significant at the Bonferroni adjusted
probability level (adjuste@=0.005).Regular use of multiple prescribed medicines
was linked to more than one SE experience. Ovégralhighest proportion of
respondents 56(35%) with a history of SE usedfiouws medicines regularly.

Over half of respondents 88(55.3%) had more than one SE experience. Amongst
respondents who had experienced SE more than once 33(59%) udedrtwo
medcines; 28(32%) used fiveight medicines and 9(10%) used more than eight
medicines. (Se€&able 4.3.

SE history and Education, Employment

Overall retired respondents and those educated to further education levels had a
more extensive SE history. The hég proportion of overall respondents with a
history of SE were University educated 50(31%) and Retired 76(48%). A total of
89(56%) had experienced SE more than once. The highest proportion of these
were Retired 48(54%) and with Further education 29(33%¢Table4.3).
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Table 4.3: Respondent characteristic
by Gender/SE history n=230

Respondent characteristics Gender f (%) n=227
Male Female
Age
Below 40 16(18.4) 28(20)
41-50 13(14.9) 16(11.4)
51-60 15(17.2) 34(24.3)
61-70 22(25.3) 28(20)
71-80 13(14.9) 31(22.1)
Over 80 8(9.2) 3(2.1)
Prescribed medicines
None 15(17.4) 20(14.2)
One 15(17.4) 30(21.3)
2-4 31(36) 51(36.2)
5-8 21(24.4) 32(22.7)
>8 A(4.7) 8(5.7)
Education
School Leaver 016 24(27.6) 36(25.5)
School Leaver=17/18 11(12.6) 25(17.7)
Further education 21(24.1) 39(27.7)
University 31(35.6) 41(29.1)
Employment
Full-Time 32(37.2) 32(22.7)
PartTime 9(10.5) 19(13.5)
Retired 40(46.5) 62(44)
Ethnicity
White 57(65.5) 106(76.3)
Asian/Asian Br 20(23) 16(11.5)
Black/Black Br 4(4.6) 7(5)
Gender
Male N/A N/A
Female N/A N/A

*Not significant at Bonferroni adjusted alpha lesel

p-value

0.09

0.93

0.58

0.03*

0.35

SE history f (%) n=159

Once More than once

15(21.1)  10(11.4)
12(16.9)  13(14.8)
15(21.1)  18(20.5)
10(14.1)  26(29.5)
12(16.9)  19(21.6)
7(9.9) 2(2.3)

12(16.9) 8(9.1)
18(25.4)  10(11.4)
23(32.4)  33(37.5)
15(21.1)  28(31.8)
3(4.2) 9(10.2)

20(28.2)  23(25.8)
11(15.5) 12(13.5)
15(21.1)  29(32.6)
25(35.2)  25(28.1)

20(28.2) 17(19.1)
10(14.1)  9(10.1)
28(39.4) 48(53.9)

54(77.1)  66(75)
10(14.3)  14(15.9)

1(1.4) 4(4.5)
28(52.8) 25(47.2)
42(39.6) 64(60.4)

p-value

0.05*

0.04*

0.44

0.4

0.79

0.11



Age and medicine use

Analysis indicated an assation between the age range of respondamtstheir medicine

use. Overall as the age ranges increase so too does medicine use. The highest proportion
respondents used two to four medicines 82(36%) followed by 52(23%) who usetjfive
medicines. A tgh proportion of those who used tfaur medicines were aged %D and

61-70 years; 25(51%) and 23(46%) respectively. The proportion of respondents who use
five-eight medicines increased from 18(36%) in those agetad 20(46%) in 7-BO

years and 6(50%in those over 80. Half of respondents aged over 80 6(50%) useidie
medicines. Theercentagee f r espondent sdé medi presenéed U S e
graphically seerigure 4.1 Theassociation between age and medicine usenos

statisticallysignificant at the Bonferroni adjusted probability level (adjugte@ 002).
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4.4.52 Associations between SE severityandespoe nt s & characteri st

The effects of respondentsdcharacteristi

characteristics included demographics such as gender and medicine use.

SE severity and Gender

Analysis indicated an association betw&Enseverity ad gendenof respondents
Overall a higher proportion of female respondents than males experienced
ounpl easantd or O6seriousod6 SE, 47(44%) an:

seriousd6 SE were reprmgurede2d by females 5(5

4.4.53 Associations heveen SE consequenaa® respondenisharacteristics

The effects of demographics and medicine use on SE outcomes such as SE
severity, SE impact and SE consequences were investigated. These consequences
included a GP visit and hospital admission. A Gl was associated with

gender; age and medicine use as well as employment and educatioralgee

4.4)

GP visit and Gender

Analysis indicated a relationship between gender and SE consequences. Gender
effects were evident as 103(65%) of respondentsasa® with the majority

76(72%) females. Overall 14(9%) respondents required hospitalisation with a
higher proportion of females 11(10%) than males 3(6%). The relationship
between SE consequences (GP visit) and gender was signiKééntN = 159 =

6.01, p= 0.01. The negative association was of moderate straingth0.2,

gender accounted for just 4% of the variation in SE severity.

GP visitand age

A relationship was identified betweage and SE consequences. As the age ranges
increased from 450 to 7180 the proportion of respondents who saw a GP also imtteas
The majority of respondents within these age rand&$60%) of respondents aged-3Q
years; 22(67%) aged 530; 23(64%) aged 670 and 28(90%) aged 8D saw a GP. The
highest proportion of respondents who saw a GP across the age ranges wereSéged 71
years 28(90%). Thassociation between age and GP visits nasstatistically significant

at the Bonferroni adjusted probability level (adjugte.004).
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GP visitand medicine use

Analysis indicated an association between medicine use and SE cortssgdigher
proportion of respondents using teaht medicines saw a GP compared to other
respondents. Those taking tfaur medicines 43(77%) and fiseght medicines 31(74%)

were compared to 17(17%) taking one medicine and 7(58%) who were usintharore

eight medicines. Analysis showed that one cell had expected count less than 5 so an exact
significance test w-aguares Ehé relationship between SPe ar s
consequences (GP visit) and number of prescribed medicines was sigatfitent

Bonferroni adjusted probability level (adjuste=0.005):X? (4,N = 158 = 16.22p =

0.002. The association was of moderate strerngth:0.3 with medicines accounting for

10% of the variation in SE consequences (GP visit).

GP visit and Employmerand Education

Retirees and those in full time employment were more likely to see a GP because
of their SE when compared other respondents. Overall 104(65%) saw a GP with a
higher proportion 57(76%) of these retired respondents and 23(62%) in full time
emgoyment. Early school leavers were more likely to see a GP compared to
other respondents. A higher proportion of school leavers under 16 years 32(76%)

and at 17/18 years 19(83%) saw a GP than other respondents.

Hospital admissiomand age, medicine usanployment and education

Crosstabulation indicated that those aged@14;16%) those using 8
medicines (5;11.9%}Ygetiree$5;7%);school leavers under 16;12%)and
University educated respondenisl(0%)experienced more hospital admissions
as a conmsguence of their SE. However the difference was not statistically

significant

4.45.4Predicting SE experience

As mentioned previously overall SE experience was composed of SE history; SE
timing and SE outcomes. Outcomes were categorised for analyisie tgported

severity, impact and consequences of SE.

Regression analysis was conducted to determine if SE experience could be
predicted by demographic variables and medicine use. Multinomial logistic

regressions were performed 224cases to assess taationship between the
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predictor variables age, gender, employment status, educaimmumber of
medicine§ andthe dependent variabIBE experience.

It was found that age and gendegnificantly predicted Shistory(chi-square 225.58 df

=12, p=0.012 and SE consequences such as GP \(idiissquare 29.2 df =6, p

<0.00). Males were less likely than females to have had more than one SE and the odds o
males having had more than one SE was 63% lower than the odds of females.
Respondentaged below 40 were less likely to have had more than one SE compared to
those aged over 80. The odds of those aged below 40 having experienced more than one
SE was 45% lower than those aged oveBiles were less likely than females to have
required a GRisit as a result of the SE with the odds of males 74% lower than the odds of
females SeeTable 4.50n the following page.

Gender also predicted SE severithi{square =12.36 df =3, p =0.006) and SE impact
(chi-square 5.6, df =1, p =0.02. Males vere less likely than females to describe their SE

as serious and also less likely to report their SE as having a severe or moderate impact on
their lives. Analysis indicated that the odds of males having a serious SE was 76% lower
than that of females. Whecompared to females the odds of males reporting the impact of
the SE as severe/moderate was found to be 56% I8e&eT.able 4.6andTable 4.7.
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Table 4.4:SE severitySEimpactand SEconsequencas relation to gender and number wiedicines (n=230)

SE outcomes
Gender f (%) n=159

Male Female

SE severity

Mild 14(26.4) 11(10.4)
Unpleasant 26(49.1) 47(44.3)
Serious 13(24.5) 43(40.6)
Very serious 0 5(4.7)
SE impact

None 11(21.2) 11(10.5)
Mild 25(48.1) 41(39)
Moderate 13(25) 37(35.2)
Severe 3(5.8) 16(15.2)

SE conseguences
GP visit
Hospital vist

27(51.9%)
3(5.8%)

76(71.7%)
11(10.4%)

#Not significant at Bonferroradjusted alpha levsl
* Significant at p=0.05 probability level

**Significant at Bonferroni adjusted alpha level

Respondent
characteristics

p-value

0.07

0.07

0.01*
0.34

Prescribed medicined (%) n= p-value
None One -2 5-8 >8

0.2
4(15.4) 6(23.8) 8(30.8) 8(30.8) 0
9(12.5) 8(11.1) 30(41.7) 15(20.8) 10(13.9
7(12.5) 12(21.4) 17(30.4) 18(32.1) 2(3.6)
0 2(40) 2(40) 1(20) 0

0.12
4(18.2) 7(31.8) 7(31.8) 4(18.2) O
10(14.9) 8(11.9) 24(35.8) 15(22.4) 10(14.c
4(8.2) 6(12.2) 18(36.7) 19(38.8) 2(4.1)
2(10.5) 7(36.8) 6(31.6) 4(21.1) 0
6(5.8) 17(16.3) 43(41.3) 31(29.8) 7(6.7) 0.002**
0 4(28.6) 5(35.7) 5357 O 0.33
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Table 4.5: Multinomial regression analystentifying predictos of SE history (n=224) and GP visits (h=156)

Predictor B df Exp(B) Sig

Variables SE history GP SE history GP SE history  GP visit SE history GP visit
visit* visit*

Gender

Male -0.9 -0.897 1 1 0.4 0.408 0.009** 0.021**

Femalé 0 0 0 0 0 0 0 0

Age

Below 40 -0.593 -2.87 1 1 0.553 0.06 0.559 0.02**

41-50 1.362 -1.63 1 1 3.905 0.2 0.212 0.17

51-60 0.136 -1.41 1 1 1.146 0.24 0.892 0.23

61-70 0.853 -1.38 1 1 2.348 0.25 0.388 0.23

71-80 0.463 0.09 1 1 1.589 1.09 0.646 0.94

Over 80 0 0 0 0 0 0 0 0

*Reference category no SE
*Reference category no visit
#Parameter set to 0
**Significant at p<0.05 level
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Table 4.6: Multinomial regression analysis identifying predictors of SE severity (n=159)

Predictor Variables B df Exp(B)
Serious SE

Gender

Male -1.437 1 0.238

Female# 0 0 0

*Reference category = mild
#Parameter set to 0
**Significant at p<0.05 level

Table 4.7: Multinomial regression analysis identifying predictors of SE impact (n=157)

Predictor B df Exp(B)
Variables Severe/Mbderate* Severe/Mvderde* Severe/Mbderate*
Gender

Male -0.83 1 0.44

Femalé 0 0 0

*Reference category mild/no impact
#Paramete set to 0
**Significant at p<0.05 level
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Sig
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4.4.6 Identifying SE

4.4.61. Information sources

Predicted use vs actual use of information sources

In response to question 1, all survey respondents indicated the sources of
information they thought they wiliuse to find out about SE. Those who

indicated they had experienced a SE also provided details of the sources they
actually wused, when this occurred. RespoOl
to confirm their SE differed from their predicted useh#fse sources. Analysis
indicated that GPs 194(85%); PILs 192(84%) and pharmacists 153(67%) would

be the information sources most likely used by respondents. In actual use GPs and
PILs were the most utilised sources; 109(69%) and 106(67%) respectively.
However, a higher proportion of respondents used the Internet 60(38%) than
pharmacists to confirm their SE 44(28%). Overall medicine books/guides and the
print/broadcast media were the least used sources across both predieted use
25(11%); 25(11%) and actal usei 5(3%) and 7(4%). Sdeigure 4.3
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4.4.62 Assessment of Information sources

Analysiswascondct ed o n mBssesgments dfenfotmatidn sources for
ease of access; ease of understanding; trustworthiness and relevance (n=229).
Overall PILs were considered the most accessible source 180(79%) with medicine
books/guides identified as the least@ssible 45(20%). GPs were identified as the
most trustworthy information source 181(79%6)h the Internet considered the

least trustworthy 34(15%). A similar proportion of respondents identified GPs and
pharmacists as sources that were easy to unddy4tad(66%) and 151(66%)
respectively. However, medicine books/guides were viewed as the least
understandable source 30(13%). Respondents identified GPs as the most relevant
information source 149(65%) with print/broadcast media the least relevant
17(7%). SeeFigure 4.4
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4. 4.6.3 Respondent gséof iafsrmation sonrees t and act u:

A logistical regression was performed to predict the actual uséooimation

sources against respondent sd aFablessment
4.8. Use of information sources to confirm SE was the dependent variable with
accessibility, trustworthiness, ease of understanding and relevance as predictor

variadb es. Thi s predictive analysis of 158 ¢
perceptions of two information source&Ps and the Internetould be

associated with actual use of these information sources.

GPs

Assessment of GPs as easy to access and relef@mation sources

significantly predicted whether GPs were used to confirm SE. Accessibility

variable;b = 0.89, Waldx? (1) = 4.94p = 0.03 and relevance variables= 1.02,

Wald X? (1) = 4.17,p = 0.04. The odds of respondents using GPs to confirm SE

was 2.42 times higher and 2.77 times higher respectively if they perceived GPs as
accessible and relevant (with a 95% CI 15129; 95% CI 1.047.36).

Internet

Assessment of the Internet as an accessible information source reliably predicted

its use to cofirm SE. Accessibility variabldy = 1.,Wald X?(1) = 6.6,p = 0.01.

The odds of respondents using the Internet to confirm SE was 3.97 times higher if

they perceived it as an accessible source (with a 95% CH113%7).

89



Table 4.8:Logistic regression analysis identifying predictors of actual use of information sources
(n = 158)

Predictor
Variables B Wald df Exp(B) Sig

Ease of Access

GPs 0.89 4.94 1 2.42 0.026*
Pharmacists 0.7 1.35 1 202 0.25
PlLs 0.29 0.36 1 1.33 0.6
Internet 1.38 6.6 1 4.0 0.01*
Trustworthy
GPs 0.55 1.11 1 1.73 0.29
Pharmacists 0.6 1.2 1 1.81 0.27
PILs 0.6 2.0 1 1.8 0.16
Internet 0.73 1.74 1 2.08 0.19
Easy to Understand
GPs 0.30 0.34 1 0.94 0.91
Pharmacists 0.06 0.01 1 0.94 0.91
PILs 0.7 3.3 1 2.0 0.07
Internet 0.69 2.09 1 2.0 0.15
Relevant
GPs 1.02 4.17 1 2.77 0.04*
Pharmacists 0.45 1.07 0.64 0.3
PILs 0.42 1.01 0.32 1.5
Internet 0.02 12.81 0.2 0.97

B= coefftient; Wald= Wald chisquare testgf= degrees of freedonkExp(B)=exponentiation of the B coefficielBig=significance
GPs=General Practitioners; PILs=Patient Information Leaflets
* Significance at p < 0.05 level (twiailed)
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4.4.64Use of informatoneur ces and respondentsod conf i

Number of sources

Anal ysis was conducted on the effects of
respodtderftisdence about SE coaeoséalidepceOvVew
i ncreased witheshéheytmido®doponandants who
SE31 (19.5%) wused one source to corBP) m t
t hree sour%esmarnad Rikba (RESSx ceddlrecntwssed t wo o
36(71%); threa@andoumnaces thhnh62IHree sources
their medicine hRaidg ucraeus4eds t he SE. See

Type of sources

The types of sources used to confirm SE varied across respondents, but overall use of
multiple sources or combining HCPs and Pkd to increased levels of confidence in
respondents. Over half of respondents 82(52%) used multiple soUH€a3s,

formal/informal sourcesand 51(64%) of these were very confident that the SE was due to
their medicine. Respondents who combined HCPSPdinsl 37(24%) to confirm their SE

were also very confident 26(70%). Sdgure 4.6
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4.4.65 Number and types of information sources and coping styles

Of 224 respondents 164(73%) respondents had monitoring coping styles with
28(13%) identified as Blunters and 32(14%) with neutral coping s#tesysis

was conducted on the number of imf@tion sources by respondents across these
coping styles. The top three sources used by Monitors were GPs (79;72%),
followed by PILs (72;66%) and the Internet (44;40%); Blunters used PILs
(16;84%), GPs (11;58%) and pharmacists (8;42%). Those with neapiabc

styles used PILs (16;67%) followed by GPs (14;58%) and the Internet (8;33%).
SeeTable4.9.

Table4.9 Type ofinformation sourcesisedby Coping styles

Coping Styles

(n=153
Monitors Blunters Neutral
(n=111) (n=19) (n=24)
Information sources
Healthcare Professionals
GPs 79(72 11(58 14(58
Hospital doctors 15(58 4(2)) 7(29
Pharmacists 31(29 8(42 4(17)
Nurses 12(1) 0(0) 1(4)
Formal sources
PILs 72(69 16(849 16(67)
Pr & Br Media 6(6) 0(0) 0(0)
Medicine moks/guides 3(3) 10 0(0)
Informal sources
Relativedfriends 21(19 3(16 4(17)
Internet 44(40 7(37) 8(33

Figures shown are n(%)
Pr & Br Media= Print & Broadcast Medi a
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4.4.7 Management of SE

4.4.71 Cophg Styles and SE experience

Data wereanalysed to identify any patterns between MBSS coping styles and
characteristics of respondents6é SE exper.|
composed of SE history; SE timing and SE outcomes. Outcomes were further

caegorised as the reported severity, impact and consequences of SE.

4.4.7.2 Coping styles and SE history and timing

A total of 160 respondents had experienced 3E (44%) indicated they had experienced
SE once with 89(56%) having more than one SE expezieOf those who completed the
MBSS similar proportions of Monitors (49;44%) and Blunters (9;50%) had experienced a
SE. The timing of SE was similar in Monitors and Blunie&5;50% and 7;42%
respectivelySeeTable 4.10

4.4.7.3 Coping styles and SEvegity
Overall 73 respondents (46a20d re(03x%%)d ash:

Monitors reportedthei SE as &éunpl e as%)ecampared to Bldntersr i o u

(15;79%)and Neutrals (16;67%7 hirty-six Monitors reported s e r i ectscorbparedf f

to eightBlunters (42%) and nineeutrals (38%). Associations between coping styles and

the reported severity of SE were examined. Five cells had expected count less than 5 so ar
exact significance t e ssguaralhere waearedatonshid f or
between coping styles and SE seved&(6, N = 154) = 13.97p = 0.033. The association

was of moderate strengtir: = 0.3 coping styles accounted for 9% of the variation in SE

severity. Sed@able 4.10.

4.4.74 Coping styles and SE impact and conseguences

Analysis of the impact of SE indicated t|
Omoder at e 6 cbThé Bghekt)progoniom af Monitors experienced either
omoderate6 (36;33%) or oO6mildo i mpact (47
(7;, 37%) and Neutrals (11; 46%) reported t|
reported a 1618E%)oftlede werengeatified as Monitors. Overall a

majority of respondents (104;65%) required a GP visit while 14(9%) required
hospitalisation. The majority of Monitors (71;65%) and 13 Blunters (69%) required a GP
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visit. Hospitalisation was required 8{8%) of Monitors and 2 Blunters (11%) SEsble
4.10.
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Table 4.10 SE experience of respondents by Coping sinke$54)
Coping Styles

Monitors Blunters Neutral p-value
(n=111) (n=19) (n=24)
SE Experience
SE history 0.6
Once 49(449 10(53 9(38
More than once 62(59 9(47) 15(63
SE timing 0.9
Past month 13(12 3(16%) 5(2))
Past 3 months 16(15 4(21%) 4(17)
Past6 months 26(29 4(21%) 4(17)
Year/Longer 55(50 8(42%) 11(46
SE seriousness 0.05*
Very serious 33 2(1) 0(0)
Serious enough 36(32 8(42 9(38
Unpleasant 552 7(37) 7(29
Mild 14(13 2(17) 8(33
SE impact 0.9
Severe 13(12 2(17) 2(8)
Moderate 36(33 6(32 7(29
Mild 47(43 7(37) 11(46)
No impact 13(12 4(17) 4(17)
SE conseguences 0.8
GP visit required 71(65 13(68 14(58
Hospitalisaibn required 9(8) 2(1) 3(13

Figures shown are n (%)

*Significance at p<0.05(twdailed)
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4.47.5 SECope and coping behaviours

The revised 10 item SECope was analysed by means of a principal component analysis
(PCA) with drect oblimin rotation. The various indicators of factorability were good and
the residuals indicated a good solution. Four components with an eigenvalue greater than !
were found Se@&able 4.11These components were confirmed by visual inspection of the
scree plotSeeFigure 4.7 ParallelAnalysis (PA) waghenperformedo further establish
significant components. Tleame components and rotation methedse usedo generate

a random set of variable loadind$ie PCA @envalues for the first four coropents are
larger than the corresponding PA eigenvalues and are thus signifipen0a@5.

Retaining these components for interpretationarnasequent analysis wierefore
appropriate. Se€able 4.12

The four extracted components corresponded thitifour subscales of the original 16

item SECope. All loadings were greater than 0.5 and no clearloamtiags were seen for

the 10 items. Se€able 4.13For the loadings of Items-10. The pattern of loadings

indicated the following four factors/subsest

- information seeking subscalkems 3, 4, 9 and 30
- nonadherence subscale (Items 1 and 8)
- social support seeking subscale (Items 2 and 6)

- taking medicines subscale (Items 5 and 7)

As with the 16 item SECope items 9 and-8lated to requests foredicines-loaded

strongly onto the information seeking subscale instead of the taking additional medicines
subscale. Analysis indicatélde revised 10 item scale was reliab@er onbachés al
(U=0.8). The subscales had acceptablernal reliability information seekingl{ = 0 ; 7 9)
nonadherenc¢U = 0 ); tkéhg additional medicingd = 0 ) aidd8ocial support seeking
subscal€U=0.5). The exploratory analysis resulted in a 10 item scale withdolbiscales.

This model explained 67.3% of the total variance.
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Table 4.11 Eigenvalues and variance fpossible Components4lextracted by PCA

Possible components* Eigenvalues Variance %

Component 1
Information seeking 3.041 30.41

Component 2
Taking medicines 1.435 14.35

Component 3
Non-adherence 1.29 12.91

Component 4
Social support seeking 1.06 9.6

*(n=10)

Table 4.12Comparison of PCAnd Parallel Analysis eigenvalse

Possible components* PCA Eigenvalues

Component 1
Information seeking 3.041

Component 2
Taking medicines 1.435

Component 3

Non-adherence 1.290
Component 4 1.06

Social support seeking

*(n=10)

Cumulative loadings %

30.41

44.76

57.67

67.27

Parallel Eigenvalues

1.152

1.314

1.212

0.980
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Table 4.13PCA extracted componeris4 and item loading

Variables 110

Talk to your doctor or
health care professional
about the problem

Try to get more
information about the
medication or side effect

Get support from other
people

Ask your doctor to prescribe a
different medication

Request a medication from your
doctor to help with the side effect
Take another medication to deal
with the side effect
Accept the side effect and take the
medication as prescribed
Reduce the dose of the medication
that is causing the side effect
Decide that the benefit fran the
medication is not worth the side
effect and stop taking it
Talk to family friends loved ones
about the problem

* Strongest loading

Rotation converged in 6 iterations

Component 1
Information
seeking

0.783*

0.758*

0.223
0.622*

0.584*
0.193
0.102
0.013

-0.078

0.024

Extracted

components

Component 2 Component 3
Taking medicines Non-adherence
-0.244 0.089

0.081 -0.078

-0.044 0.035

-0.242 0.370

0.236 -0.051

0.787* -0.067

-0.158 0.801*
0.749* 0.273

0.301 0.812*

-0.026 -0.038
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Component 4
Social support
seeking

-0.032

0.031

0.715*
0.018

0.035
-0.117
0.064
0.218

0.06

0.886*



Analysis d the SECope itemesponses indicated that a high proportion of

respondents would engage in information seekingegies. Predicted strategies

included information seeking with 104 o6 al ways 6 or O0oftend 5
consultingHCPsRe s pondent s woul doftétra84 @84 s 6 93 ( 40 %
sought more information about the SE/medicine. In terms of social support, a
guarter of respondents would dédoftend get
50(22%) would Oo0ft en éadherant dtratetigieswera mi | y/ f r i «
predicted by Bnost 40% of respondenis4 2 ( 1 8 %) woul d 6éoftend o
(26; 11%) stop taking the medicine while !
(33;14%) accept the SE and keep taking t|
was a predicted strategy for 22(10%) whil 1 1 ( 5 %) woul d O0al ways©d
behaviour . Analysis further indicated t|
(32;14%) accept the SE and keep taking the medicine. The responses to individual

scale items can be seerFigure 4.8

102
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Figure 4.8 Responses to SECope items groupetree SECope subscalesmd social seeking behaviours=210)
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4.4.7.6 Predicted coping behaviours and gender and coping styles

Overall 210 respondents completed the SECo@en scores for each of the four

subscales werealculatedseeTable4.14below:

Table 4.14 Descriptive statistics dSECope subscal@scludingmean subscale

scores (n=210)

SECope N* SD Min-Max
subscales (items)
Non-adherence 3.03 1.08 2-10
Information 3.64 0.81 4-20
seeking

Social support 3.21 1.07 2-12
seeking

Taking 2.18 1.04 2-10
medicines

#Meansubscalevalues which rangerom 1-5

“Range of item scores per subscale

Analysis identified positive and negative coping strategies within each subscale.
A higher proportion of respondents indicated they would engage in positive
information seeking behaviours (111;538&6)seek social support (107;51%). The
majority of respondents predicted that they would &sgtive coping strategies
within non-adherence and taking medicines subsdalEz3(61%) and 120(57%)

respectivelySeeFigure 4.9

Gender was not a significantctar in predicted coping behaviours. Similar
proportions of males (42;54%) and females (69;53%) indicated they would
engage in positive information seeking behaviours. Positive social support seeking
behaviours were also predicted in both males (39;50%jeanales (67;52%).
Monitors reported they would use positive information seeking strategies
(81;52%). However they were more likely to engage in negdt@haviours in
relation to noradherence (95;61%) and in relation to taking medicine(s) to cope
with the SE (94;60%). A high proportion of Blunters predicted positive social
support seeking (15;68%) and information seeking behaviours (13;59%).
Associations between coping behaviours and coping styles were examined. The
relationship betwen predicted noiadrerent behaviours and coping styles was
significant:X? (2, N = 206) = 7.38p = 0.03. The association was of moderate

strengt h: a0 = 0. 2 c o pthewgriaton iy preglistedaenc ount e
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adherence. Aummary table of predicted coping behav#y gender and coping
styles is presented ifable 415.
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Figure 4.9 Predicted coping strategies (n=210)
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Table 4.15 Predicted coping strategies vs gender and coping styles

Gender Coping
Predicted coping styles(n=206)
strategies Male Female p- Monitors Blunters Neutral p-

(n=208) (N=78) (N=130 value (n=156) (n=22) (n=28) value
Seeks 0.91 0.82
Information
+ behaviours 42(54) 69(53) 61(39) 13(59) 6(21)
- behaviours 36(42) 61(47) 95(61) 9(41) 22(79)
Social support 0.83 0.19
+ behavious 39(50) 67(52) 79(51) 15(68) 12(43)
- behaviours 39(50) 63(49) 77(49) 7(32) 16(57)
Non-adherence 0.91 0.03*
+ behaviours 30(39) 51(39) 61(39) 13(59) 6(21)
- behaviours 48(62) 79(61) 95(61) 9(41) 22(79)
Taking 0.18 0.18
medicines
+ behaviaurs 38(49) 51(39) 62(40) 11(50) 16(57)
- behaviours 40(51) 79(61) 94(60) 11(50) 12(43)

Figures shown are n (%)
+ =positive- = negative
*Significant at p<0.05 level
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4.4.77 Predicted noradherence and actual neadherence

Analyss of the SECope neadherence subscale and raaiterentbehaviours
were conducted. This indicated tlaatmajorityof respondents who stopped taking
their medicines predictdatiey would engage inonadherent behaviours
(49;58%).The majoriy of these respndents made their own decision to stiogir
medicines (20;7%). Sed-igure 4.10

Blunters were more likely to engagenanadherent behaviours as a result of

HCP advice. A majority of Blunters (11;65%) with 64 Monitors (59%) and 13
Neutral (54%) stoppettheir medicines. HCP advice to stop medicines was
received by 10 Blunters (91%); compared with 39 Monitors (58%) and 10
Neutrals (77%). Over 30% of Monitors made their own decision to stop medicines
(24;36%). Sefigure 4.11
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4.4.78 Survey text box responses

Analysis of the text box responsesamined thempact of SE and the factors that aided
respondent sé i n | i nki nngajorityhokréespondergstiéscriben e s |
the impact of SE in primidy physical effects (125;85%) followed by 17 2 describing
psychological effects and 15 (%) socal effects. Respondents confirmed the SE with

HCPs 43(2%) and PILs (38;26%).d€tors such as the timing of the side effect, previous
health experiences and knowledge (from a range of sources) were used to link the medicin
to SE. Sedable 4.16
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Table 4.16 Frequency table of text box responses to survey questions 9&10
Examples of responseso questions 9 & 10(N=148) Frequency %

Q9:Please describe in your own words how the side effect(s) affected your daifg.l

Physicalimpact of SE 125 85
AiPins & needles in my fe®&t & hands. | also felt a
Female, 6170 yrs, Retired, F ed, 5meds.

ACoughing up bl oopdinfhndd knees was][ si c]
Male, 6170 yrs,Retired, SL 17/18,2 meds

Psychological impacof SE 17 12

fiMethotrexate was causing my heart beat to beat faster which made meaverx i ous and was Vel
Female, 4150, other, F ed,1 med

fiLong term meds was advised that it would take approx 3 wks for my body to get used to them. Sids aféze
drowsiness, confusion, numbness (feelings) wgptlisorientated this meant | had to take extra camiving &
undertaking tasks at work.

Female, 4150 yrs, Part time, SL16, 1 med

Social impact of SE 15 10

ASkin rashes ( he adasstnentveheng)ing oud Dizzimass agomdéd going oysmimy o wn 0
Female, 6170 yrs, retired, F ed, 1 med

APl anning my route to include toilets. Worried abo
Male, 71-80 yrs, Retired, SL16,-B meds
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Table 4.16: Frequency tabtd text box responses to survey questions 9&10

Q10What made you think that the medicine had caused the side effect(s)?

Timing of the SE 11

fil took it about an hour before symptoras
Female, 4150 yrs, Part time, SL17/18, | med

AA few hours (2) afterakingthe medi cine | felt uncomfortable. .o
Male, 41:50 yrs, Part time, Univ, 1 med

Dechallenge- stopped meitine(s) and SE disappeared 23

fiHad no symptoms before taking medicine &hdiscontinued medicine symptsfsic]stopped
Female, 7180 yrs, Retied, SL16, 24 meds

fiNever had this before & it started after | had taken the tabs for a week. Went away when | stopped
Female, 7180 yrs, Retired, SL16,-B meds

Onset of symptoms linked to mediciiesymptoms start when begin to take medicines 20
fiHad just started taking the medicatian
Female, below 40 yrs, Full time, F ed, 1 med

AfBecause it started when | started the new drugo
Male, 61-70 yrs, Retired, SL16, more than 8 meds

Recall ofprior health experiences changes in health linkedd medicines 2
fiBefore | started taking the medicine | had none of the effécts
Female, 6170 yrs, Retired, F ed,-B meds

fiCoincided with taking medication following an ope
medi cati ono
Female 51-60 yrs, Other, SL17/18,-2 meds
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Table 4.16: Frequency table of text box responses to survey questions 9&10

Use ofHCPsas information source$ confirm SE
fiSpoke to my GP and he told me it is a common side effect.
Female, 7180 yrs, RetiredF ed, 58 meds

fiBecause the pharmacist told me this can happen
Female, 7180 yrs, Retired, SL18/18-2 meds

Use ofRelatives/friendsas information sources to confirm SE
Al ask my family to |l ook into the
Male, 5160 yrs, Full time,SL17/18, 24 meds

fiTalking to others on the same tablesame side effedt
Male, over 80 yrs, Retired, SL16, More than 8 rsed

Use ofPILs as information sources to confirm SE

43

medi cati ono

38

fil look in the leaflet of the medication and one of the side effects stasnach upset

Male, 6170 yrs, Retired, SL17/18, 1 med

fil had read the leaflet and side effect was on the ledflet
Male, 71-:80 yrs, Retired, SL16,-B meds

Use of thelnternet to confirm SE
Ail't was clearly detailedconftit hmed
Male, below 40 yrs, Full time, Univ, 1 med

nbor mations!| eaféee

fiReading the information leaflet with the medication. Media coverage Inteénet

Female, 6170 yrs, Retired, SL16,-2 meds
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4.5  Discussion

This phase of the study hiawestigatd how people use information sources to help them
identify ADRs and explogtp e o p| e s 6 e x p eOveralthe suvey data thatD R s
wereobtained has met these aims.

SE experience

The overall SE experience was composed of SE history; Sigtend SE

outcomes. Outcomes were categorised for analysis by the reported severity,

impact and consequences of SE.

Gender differerBEe@pmrience respondent so

There were a greater number of females than males amongst the respondents.

Results suggeted that there were cleagrgler differences in SE experienbore

females than males had experienced SE and approximately 60% of females who

took 24 medicines had experienced more than one SE. In general females

reported more SE and frequently desatibieeir experiences as both significant

and negative with lasting consequences. Over 80% of females reported their SE

as o6unpleasantdé or O0seriousé6é. The 5% of |
Overy seriousod were femal &s-15vreported wi ce a:
the i mpact of their SE as Osevered and 71
female. These findings are supported by previous research which found that that

females are at higher risk of developing ADRs than males (Zopf et a8).200

Studies suggested that older women are particularly susceptible to ADRs and

reported greater impact on their QoL (Skilving et al., 20iaddition research

has indicated that females are more likely to use multiple medicines than males,
increasingttie likelihood that ADRs could occur (Moen et al., 2009). Females are

also more interested in health information and more likely to engage in health

information behaviours than males (Ek, 2013; Lorber & Moone., 2002). This

body of research may explain thengler bias towards females evident in the

survey respondents.

Role of ageand medicine use SE experience

Previous research has identified the prevalence of medicine use in older patients (Qato et
al., 2008). These older patients have been identidzeang at high risk of developing
ADRs. Factors such as polypharmacy, changes in pharmacokinetics which occur in aging
patients and multiple health conditions contribute to their(H&ner et al., 2015pata

from this study supports past findings audjgested that the incidence of SE increased as
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respondent sdé ages increased (Martin et al
increased risk of SE amongst older respondents. SE incidence increased from 16% in thos
below 40/4150 to over 20% in 5860; 61-70 and 7180 age ranges. More than one SE was
experienced by 30% of those aged®ll Over 60% of those aged-80; 5260 and 6170

and 90% of those 780 required a GP visit. These results suggest that the increased
incidence of SE in older patienigere significant events as older respondents required
proportionately more GP visits than younger patients. This pattern of GRvmsigsported

by previous research which found tleéder patients value interactions with their HCPs

relying on these HEs for information and advice on their medicines (Carter et al., 2013;
Miller, 1987).

Results suggested that regular use of multiple prescribed medicines were linked to more
than one SE experience. Overall the highest proportion of respondents 56(35%) wit

history of SE used twéour medicines regularly. This supports previous research findings
which found polypharmacy increased the risks of adverse effects. The number of older
patients who present with complex health conditions that require multiplieinesd

increases as life expectancy rates improve. Such patients are more likely to experience SE
(Rambhade et al., 2012).

Retirees and those in full time employment were more likely to see a GP because of their
SE when compared to other respondents. iflaig be linked to less time constraints for
retirees and the pressure to avoid prolonged periods off work for full time workers.

Identifying SE
Useand Assessmewff Information sources

The results from this study indicated that respondgméslicted usef information sources
varied from their actual us@ver 80% of respondents indicated they would use GPs and
PILs with 67% indicating potential use of pharmacists. This pattern of predicted use and
information preferences is supported by previous reBesiudies (Munksgaard et a., 2011;
Nahri, 2007) and was maintained in actual use for both GPs and &9 and 67%
respectively.

This mirrors the respondentsé assessment
understand information sources; withL® s the most accessible source. High proportions
of respondents assessed pharmacists as both trustw@gfy- and easy to understand
information sources. Previous research has similar assessments of GPs and pharmacists &
reliable and trusted informah sources (Hamrosi et al., 2014). However, the positive
assessments of pharmacists were not reflected in actual use as actual use of pharmacists

was only 28%. Although 15% of respondents considered the Internet to be the least
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trustworthy source pharmats were used less often than the Internet (38%). This is an
interesting finding and it may suggest that perceptions of information sources can be a key
factor in actual use of information sources. These perceptions may in turn be mediated by «
hierarchichorder of characteristics. Positive assessments of pharmacists across the four
source characteristics did not correspond with actual use. However, PILs, which are readily
available to medicine users, were actually used by a majority of respondents thespite

mixed assessments they received. If a hierarchy of characteristics exists these parameters
may influence perceptions in varying degil
an accessible information source seemed to mitigate the influertee ather

characteristics and resulted in high usage of PILs by respondents. This is supported by the
principle of information seeking behaviours which proposes an individual will seek the
most accessible information available (Lalazaryan et al., 2014yioRs research

identified tailorability and anonymity as salient characteristics of information sources for
patients accessing health information, with a variety of factors influencing salience

(Ruppel & Rains, 2012). This survey data suggested thabthieescharacteristics of
accessibility and relevance can be significant predictors of use of GPs and the Internet by
respondents. Further research is required to examine the information source characteristics
that are essential/relevant in information $eglon medicines. This could aid in

identifying the predictive factors that are most influential in determining use of information
sources relating to medicines.

Use of nformation sources and confidence in causality

Data from this study indicated thatemn80% of respondents used two or more sources of
information to confirm their SE32% used two, 33% used three and 16% used more than
three sources. This finding is supported by previous research which found patients obtain
medicine information from a viety of sources (Clarke et al., 20Highes et al., 2002
Krska & Morecroft, 2013). One of the study findings wasthat s p odtdenrftid e nc e
| evel s increased with the number 0owhosour
used two sothcese 3607t%®p; 31 (62%) and mor
wereery ca@rmfaitdagrhtei r medi cine had caused t
varied across the survey respondents and
type of Bonlocmaubsed aodf rdepoedaesttso cau:
majority of re&porydeiinidtinkeon timseerde iBUIYd i pl e
combined HCFHLD % ndl hRelsles fi ndings indicate
t o acuwletsisplme sources or specific combinat

to patients.
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Use of information sources and coping st

The proportion of Blunters amongst survey respondents was low (28;13%) compared to
Monitors (164;73%). Howeveanalsis of the actual use of sources and coping styles
identified patterngfrofilesof information useThe majority of Monitors over 70%- used
GPs, followed by PILs 66%- and the Internét 40%. The profile ofnformation use by
Blunters was?ILs (84%),GPs (58%) and pharmacists (42%). Those with neutral coping
styles used PILs (67%) followed by GPs (58%) and the Internet (33%3e findings
indicatethat PILs and GPare sources commatross coping styleResearch has found
that providing informatia to patients which is consistent with their coping style can be
viewed as effective interventions with beneficial outcomes (Roussi & Miller, 2014). PILs
and GPs may therefore have a role as mediating factors in the relationship between
information use andoping styles. The findings of this survey suggest that PILs and GPs
are influential information sources which are commonly used across different coping
styles. Focusing on information sources which could have mediating effects on coping
styles could ense effective distribution of health informatiodowever research has

found that monitoring coping styles have specific information preferences and value health
information (Carter et al., 2013; Roussi & Miller, 2014). This suggests that Monitors are
morelikely to engage with and complete healétated surveysAdditional research with
equivalent numbers of participants with monitoring, blunting and neutral coping styles is
therefore required to verify these survey findings.

Managing SE
Coping styles andoping behaviours

The majority of survey respondents who completed the MBSS were identified as Monitors

I over 70%. Research has identified the specific cognitive, affective and behavioural
characteristics inherent in cancer patients with monitoring gaogtiyles (Roussi & Miller,

2014). Monitors have significant knowledge about headtated threats and attach greater
value to health information then those with other coping styles. Generally, they also tend to
be less satisfied about the information thegseive. Monitors display more negative health
beliefs, perceive greater risk and experience more negative affective consequences.
Monitors demand more information and emotional support from HCPs and are more
forceful in decisions related to their treatthéRees & Bath, 2000; Roussi & Miller, 2014).

A similar pattern of characteristics was identified in survey respondents with monitoring
coping styles. A significant association existed between coping styles and reported severity
of SE. More Monitors repted theirfS E  a s 0 uthep éithea of thenothér two coping
styles. Over 10% reported a 6severed i mp:
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suggests that survey respondents with monitoring coping styles who experienced SE,
perceived greatersks from their SE and experienced more negative consequences than
respondents with blunting or neutral coping styles.

A smaller proportion of responderit¢ess than 30% who completed the MBSS had

blunting or neutral coping styles. A cautious appraaebuld therefore be taken when
interpreting survey results linked to the blunting/neutral coping styles. However, a
significant relationship was identified between coping styles and predicted coping
behaviours. Similar patterns of predicted coping behasiaere displayed by Monitors

and Neutrals across the information seeking, social support seeking aadhevance
subscales. However more Blunters (21;75%) who completed the SECope, would engage ir
social support seeking behaviours and-adherence bekeurs (17;61%) than either of

the other coping styles. These findings were not significant but the low number of Blunters
amongst respondents may have been a contributory factor. Data from this survey also
suggested that overall more females would emplfyrmation seeking strategies than

males. This finding supports previous research which has identified females as more active
seekers of information than males (Ek, 2013; Tong et al., 2014).

Predicted noradherence behaviours and actual-adherence déhaviours

Overall predicted noadherence behaviours were linked to actuataudimerence. Over

half of respondents who indicated they would engage in théssiberrs stopped their
medicines when they experienced $kese findings broadly support thatlé Smedt et

al., (2012) which found patientsed noradherent coping strategies to manage adverse
drug eventsThe majorityof survey respondentsceived advice on giping their

medicines from HCPE which is consistent with the finding that almost 76f6

respondents used GPs to find out about their SE. These findings are also supported by
previous studies which found that respondents mostly accessed HCPs for medicine
information (Nahri et al., 2007; Tio et al., 2007). Data from this survey indicatethéha
highest proportion of respondents who made their own decision to stop taking medicines
had monitoring coping styles. These results confirm the association between monitoring
coping styles and higher perceptions of risks identified in previous reg@ditter &

Roussi., 2014). In this stuagore Blunterg65%) stopped their medicines than either
Monitors (59%)or Neutralg54%) These findings are supported by previous research
which found thativoidant/blunting coping styles were associated withamdimerence to
medicines (Deschamps et al., 2004; Singh et al., 1996 as cited in Zwikker et al., 2014).
However these findings should be interpreted with caution because of the low numbers of
Blunters amongst survey respondents. Health research into magiboping styles and
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nonadherence have had mixed results. Some studies have found an active coping style
associated with medicine adherence (Gremigni et al., Z03]jls et al., 2012). However
other studies with renal and cardiac patients found noaeédtip (Cholowski et al., 2007;
Frazier et al., 1994 as cited in Zwikker et al., 2014). An interesting finding from this study
was that adherence was not the preferred behaviour for Mohi¢onggh proportion were
likely to engage in noladherent behavios and stop taking their medicine after
experiencing SE. A possible explanation for this may be the type of information sources
that Monitors used to find out about their side effects. The current study found that
Monitors most commonly used GPs, PILs #émel Internet as information sources.

Research has found that patients who seek medicine information from independent source:
were more likely to engage in n@aaherent behaviours (Carter et al., 2013).

Analysis of the survey text box comments wwaamine& andused todevelopthe Topic

Guide for thefollowing phase of this studythe Phase Twimnterviews.

This study contributes to knowledge about coping styles in patients with SE. Identifying
associations or patterns of information use can assist tetivery of tailored health
information to SE patients. The objectivdgtias phase of the study wei@ identify the

types ad value ofinformationsources; tadentify the factors that influence their yse
investigatehe SE experienc@anpact and cosequencesf SE andhe coping strategies
patients use. Analysis of the survey data suggests these objectives have been met.

4.6  Strengths and Limitations

This phase of the study addedprevious esearch by exploring the typekinformation
sourcegpeople use to find out about ADRe general surveys are considered to have poor
validity as they are limited in their scope and do not facilitadejpth investigation of a
subject. However, one of this suradeogds s
experienced a SE could contribute to the research. This was achieved by structuring the
survey to initially gather data on information sources from all respondents before moving
to the specific SE experience. In addition the methods added todhgtks of this

research with two pilots conductedth people known to have used medicines and to have
experienced a side effect. This assisted in the development of a robust instrument, with
high content validity. Postal return was selected to reducelasgquiousness biaghe
potential for respondents to indicate they would @ dsed a pharmast as an information
source or assess pharmacists favourabbauséhe surveysweredistributed in

pharmacies.
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Distributing the surveys in pharmacies waasdfecial to the study as it ensured access to a
pool of pharmacy customers likely to be taking medicines and by extension have
potentially experienced a SE. However there was a lower response rate for the main study
compared to the pilots or a previousvay using a similar distribution method. The

selected distribution method also prevented the use of reminders that may have improved
response rates. Respondents were required to recall and report on past events so recall biz
may also have been an issuewgver efforts were made to control for such bias by using

a structured survey with focused questions. Respondents were also encouraged to
complete the survey at their leisure, to allow them time to reflect on their past SE
experiences.

A limitation of the survey structure was that respondents were not asked for details of the
suspected causative medicine. This question would have contributed to the survey data an
enabled investigation of different associations such as drug types and symptoms; drug
typesand symptom severity/impact/consequencesdand type and information use.

This phase of the study further addedgrevious research by investigating the coping

styles of patients with SE. A key strength of the survey was the use of a gold standard
psyclological scalé the MBSS- to identify these coping styles. This was a novel

approach as the MBSS had not been previously used in SE research. Its use reflected the
multidimensional nature of SE with its cognitive, affeetand behavioural components.
However, espondents with a monitoring coping style have explicit preference for
information and are more likely to respond to surveys. Another thsuefoe was the

likelihood that there would bekagh proportion of monitors amongst survey respondents.
This was borne out by analysis of the surveys which indicated that the majority of survey
respondents who completed the MBSS were identified, as expected, as Monitors.

An additional limitation of the survey was the presence of two scales which may have
proved too onerous for some respondents. Attempts were made at the piloting stage to
address this limitation. The MBSS short format was used and the SECope was revised for
clarity and ease of use, by removing some items. However, respondents may still have
ergaged in automatic responding. Efforts were made to control for such biases and

i ncrease respondentsd motivation. These I

while distributing the surveysdescribing the purpose and value of the research.

4.7  Summary
A survey was developed for distributiamongst pharmacy customers to collect
informationon how people identify and manage their ADRise survey gathered
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information from respondents @ersonalADR experienceghe impact and congaences

of theseADRs; the information sources and coping strategespke use and their

demographic characteristics.

A Analysis of the 230 returned surveys was conducted and the results preselaed

the followingheadings SE experience; identifying SE and managiig S

A Gender differences were evident in SE history and SE severity. More females then
males had SE and were more likely to report them as more severe

A Age ard medicine use were influential factors in SE history. Those using multiple
medicines were likelyo experience SE. Oldeespondents were more likely to use

multiple medicines and thus more likely to experience SE.

A Actual use and predicted use of information sources varied. GPs and PILs were
most used by respondents and accessed as trustworgwameand accessible sources.
Pharmacists were easy to understand. Source characteristics of accessibility and relevance
key to predicting use of GPs and the Internet. GPs and PILs are common sources used
across coping styles. Using several sources or congoHCPs with PILs increases
confidence |l evels in respondentsd about
A Coping styles may be related to reported severity ofgfSEQ(05) and noradherent
behaviours/strategiep € 0.03).

As described earlier in Chapter Three: Genkfathods in Phase Two of this research
interviews were conducted explore the opinions and experiences of people who had
recently experienced an ADRhe recruitment procedures, analysis and findings of these

in-depth interviews will b@resented in thiollowing chapteii Chapter Five: Interviews.
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CHAPTER 5: INTERVIEWS
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51 General introduction

The Literature Reviewlescribed in Chapter Twarovided evidence of the need to
increasaunderstandin@f the personal experiencestaopinions of the general
public in identifying and managing side effects from miexis Research was
describedvhich suggestdthatonly limited qualitative research had been
conducted amongst this population to datas phasé Phaselwoi of the stuly
sought to address this deficit atidis make a novelontributon to ADR research
One of themain purposes of this phase wa$orm a more comprehensive picture
of i ndividual s 0,badthefiadingsevere ass impoftant4od R s

aiding the @velopment of an assessment tool for patients to assess causality

5.2  Methodology
5.2.1 Introduction

The rationale which guided the design for this interview phase of the study was
provided in Chapter fAree This chapter will describe the participantmgtment

for in-depthinterviews, the interview processes, the strategies for data analysis,
the interview results and a discussion of these resdtshis phase Phase Two

- a phenomenological approach was selected to explore the opinions and
experiaces of people who had recently experienced an ADR, througypittn
interviews. The surveys distributedKent duringPhase One of the study were
used to recruit interview participansnalysis of the returnedusvey datavas

used tadevelopthe Topic Guide for thePhase Twanterviews (See Appendix 11

5.2.2 Aims & Objectives

The aim of this phase of the study wagxplore the opinions and experiences of
people who had recently experienced an ADR. Objectives for this phase of the

study were as follows:
A To determine how peopldentified their ADRs
A To investigate the i mpact of ADRs on |

A To explore the consequences of ADRs on future health behaviours
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5.2.3 Ethical approval

Approvalfor this phase of the study was soufybtn the NHS Research Ethics
Serviceand a favourable opinionas receivedrom the Proportionate Review
Subcommittee of the NRES Committee North Ealiewcastle & North

Tyneside 1 (See AppendB: REC ref 14/NE/1053)otential hterviewees were
supplied witha Farticipant Information sheet to facilitate their decision to

participate or not in the researn®ee Appendix 8)Written consent was obtained

from intervieweerior to interviews and they were also verbally reminded that
their participation was entirelpoluntary(See Appendix 13)lhese interviews

involved participants recollecting a negative event. Sensitive issues could
potentially arise and participants could become distressed in these circumstances.
Suitable locations for interview were agreed betwesearcher and interviewee
including public settings such as cafes and/or rooms in private dwellings. By
selecting locations that were agreeable to participants they felt secure and/or
comfortable and potential distress was avoided. Before the intelpégan the
researcher reminded the interviewee that their participation was voluntary and if
they found a question upsetting traigl not have to answeProcedures were in

place in the event an interviewee became distressed. These involved an immediate
sugpension of the interview and recommendation that the participant contact their

G.P. /Ipharmacist or the Patient Advice and Liaison Service (PALS).

5.2.4 Interview participant recruitment

Potential @rticipants were identified asspondents to the Phadee surveywho
indicated theyhad experienced ahDR from their medicingswho hadeturned

their contact details and indicated their willingness to be interviewed about their
ADR experiencesAll potential participantsvere contacted by phone/email and
arrangements were made to interview them at a time and location suitable for
them.Vouchers with a monetary value of £4@re offeredo interviewees aan
incentive to participateRecruitment for interviewees was limited to the Kent area

to facilitate eas of access for the interviewer.
Inclusion criteria were as follows:

A Pharmacy customers aged 18 years or over
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A People whesuspect they have experienced side effect(s) from their

medicines

A Proficiency in English language (reading and speaking).

5.25 Study design

This phase of the study involved off campus interviews with people who had
experienced an ADR from their medicin&ke purpose of the interviews was to
gather information on how they identified and coped with their ADR its

impact on tleir daily life. The interviews weren-depthandthe Topic Guide for
these interviews was informed bytial survey data (See Appendix)11
Interviews wereaudicrecorded usingraOlympus Digital Voice Recorder WS
852 and were anticipated to lasip to arhour. Interviewees provided written and
verbal consent before the interview begHme interviews were transcribed in the
Medway School of Pharmacy on the University of Kent camyittsan Olympus
AS-4000 Transcription Kit. Words or phrases emphasisetidinterviewee were
indicated by underlining in the transcripts. The interview data were then entered
into the datananagement programme NViYQSR NVivo 10) to facilitate

analysis.

5.2.6 Data analysis

An Interpretative Phenomenological Approach (IPAswaken to the analysis of

the transcripts. A lindy-line analysis of the transcripts was conducted. This
method of analysis involved repeated readings of the transcripts and making initial
notes which highlighted key areas of concerns of each particiGamnections
between emergent themes were then identified through processes of abstraction,
subsumption and contextualization (SmitJA., 2008; Smith et al., 20L1See

Figure 5.1 on the following pagdor a schematic of the coding process
recommendd for larger sample sizes, emergent themes from analysis of initial

transcripts were used to orientate further analysis.
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Transcripts

Emergent
themes

Abstraction,
Subsumption &

Initial Contextualisation

notes

Superordinate
themes

Figure 5.1: IPA Coding process (Table adapted from Smith et al., 2009)
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Satuation in codingcontinued until no other emergghemes were being generated at
which point recruitment of potential participants for interview was discontinued. Analysis
of the interviews led to the creation ol/ster table of themes whichpsesented in the
Results section which follows. The mairpstordinate themes that were identified are
supported with appropriate quotations from the interview transcripts. These
distinctive/poignant quotations were selected in line with common research practice and
were identified as the most representative efrésearch findings (Anderson, 2010;
Schilling, 2006).

5.3 Results

5.3.1 Introduction

Twenty-two survey participants indicated they had recently experienced an ADR
and were wiling to be interviewed about tha&kperienceThey completed the
Contact dtails section of the survey supplying their contact details and preferred
method/times of contact. Fesponse rat®r interviews 0f9.6% was achieveid22
potential participants from 230 returned survéyse participant suppliegin

incorrect email addressxdcould not be contacted. The remaining 21 were
contactedy telephone/email at their preferred timiestotal 19 confirmed their
agreement to be interviewesubsequently, two were not available for interview
one individual was recuperating fromar @ccident and the other was leaving for
an extended holiday. Participants were contacted by telephone and arrangements
for interviewdates, times and locations were mdé#een participants were
interviewed, by which timsaturatiorin codingwas reackd and the interviews
ceasedThe remaining four individuals were contacted, thanked for their
participation and advised they would not be interviev@agerall 10:32:42 hours

of interview data were transcribed with interview times ranging 20r26 to

127.02 minutegM = 42.16;SD+ 29.15. Interviewee chiacteristics are
summarizedn Table5.1.See Appendix 14 for initial interview notes.
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Table 5.1: Interviewee characteristics

Gender  Age Employment Education Medical condition ~ No. of meds Causativemed Coping Interview
styles duration
Intl/Tptl Female 41-50 FT F ed Underactive thyroid 5-8 Carbimazole Monitor 25.10
Int2/Tpt2 Female 41-50 FT Univ COPD; Lupus; MS 5-8 Hydroxychloroquine  Blunter 60.08
Int3/Tpt3 Female 51-60 Disability SL 16 Rhegr@toid 2-4 Clarithromycin Monitor 77.02
Int4/Tpt4 Male 41-50 FT F ed ?Zr;?c:llit:(: disease 2-4 Lisinopril Monitor 30.23
Int5/Tpt5 Male 61-70 Retired Fed Hypertension 5-8 Simvastatin Monitor 63.35
INt6/Tpt6 Female 51-60 FT Univ Menopause 1 HRT Blunter 25.40
Int7/Tpt7 Male 61-70 Retired SL 16 Chronic pain 2-4 Morphine patches Monitor 36.17
Int8/Tpt8 Male 61-70 Retired F ed Arrhythmia 5-8 Amiodarone Monitor 40.30
INt9/Tpt9 Male 61-70 FT SL 16 Depression 2-4 Mirtazapine Monitor 127.02
INtLO/Tptl0 Female Below 40 FT Univ Acne 2-4 Tetracycline Monitor 32.80
IntlY/Tptl0 Female 71-80 Retired SL 17/18 Dental infection 2-4 Antibiotic Neutral 24.60
Int12/Tptl2 Female 71-80 Retired Univ Reflux 2-4 Lamsopraole Monitor 27.02
Int13Tptl3 Female 61-70 Retired Univy Spondylosis 2-4 Co-codamol Monitor 22.01
Int14/Tptl4 Female 61-70 Retired SL 17/18 Asthma 1 Prednisolone Blunter 21.06
Int15Tptl5 Female 51-60 Disability Univ Fibrcci)myalgia More than 8 Multiple medicines Monitor 20.26
syndrome

Int = interviewee; Tpt=transcripET = Full time; Univ = University; F ed = Further education
COPD= Chronic obstructive pulmonary diseaddS= Multiple sclerosisHRT=Hormone replacement therapy
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These characteristics suggest that the interviewees werscaabty diverse

group. They displayed a variety of ages, education levels, coping styles and
medical conditions. In addition they used a variety of medicines and numbers of
medicines. This demographic information suggests that the overall interview

findings could be widely applicable.

5.3.2 Themes

Analysis of the interviewslentified six main superordinatSO)thenes,
illustrated in Figure 5.2 and described below. These were

Side effect experience

Identification

Adherence

Information use

Coping

o a0k~ w0 N RE

Body awareness.
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1. SE
experience

2
Identification

3:
Adherence

- Somatic experience of SE

- Explicit and implicit impact of SE

- Effects of attentional biases in

symptom interpretation
- Role of medication beliefs and
perceptions in SE experience

- Role of Doctor-patient relationship in
SE experience

- ldentification of SE as
constructed cognitive process
- Timing sequences
-Aids to
identification/confirmation of
SE

- Decision making and
medication adherence
- Role of medication
beliefs

4.
Information
use

6: Body
awareness

- Influence of symptom
interpretation on coping behaviours
- Physician beliefs about SE vs
Patient Beliefs about SE
- Coping strategies for managing
SE

- Characteristics of PIL
use as information source
- Role of Internet in self-
management of SE
- Use of Information
sources in identifying SE
- Effects of attentional
biases in information use

- Role of perceptual
information in illness
representations

Figure 5.2 Emergent themes O6clusteringdéd to 6 superordinate
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5.3.2.1 Side effect experience

All the participants related the multidimensional nature of their experience of side
effects. They identified a range diysical symptoms which contributed to the

somatic experience of side effects:

T4 ( Tr an sthay prestribed ine andiher brand | started experiencing a
few side effects shaking blood palpitatic
4.7 (page.line)

T12( Tr an sXeah npeain | W& havingfa job walking up hills..getting

more and more out of breath which | was ¢k

wasnodét just getting out of breath it was

distance wergeallyh ur t i ng as iofugthh erxeg gweans nt dhte r eero
2.7(page.line)

T6 ( Tr an s thesymptomsengre likdiwere very much like early pregnancy
amh that nausea the dizzinesso
5.23(page.line)

The side effectdescribedalso included psychological symptoms:

T10(Transcript 10)othe one that impacted me the most was the-pilini

reaction amh because..l was really | it was the fact it was a hormonal issue and
my moods were everywhere..it was making me feel even more agitated
and..depressed and..justallaroundh r i bl e 0

4.8(page.line)

T9 ( Tr an s@hithe ¢ghan§e)in my the change in my demeanour was was
like light and shade black and white it it | went from being..nice which | think |
am to being quite..not nice at all slammingtys around everything was a
probl emo

20.100(page.line)

Participants described a widenge of symptomsboth physical and
psychological symptomiswhich had both explicit and implicit impact on their

lives.

The explicit impact was primarily relatéo physical symptomology such as

stiffness, headaches, or rashes:

T2(Transcript 2): Awithin 2 and a half we
rash..that was jughassiveh ot | umpy dots just covering n

4.23(page.line)

However,participants also linked their side effect experience to explimhomic

impacts:
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T6(Transcript 6): Afespecially as youbre s
your medication and if ités, i f youdre noc
doing what you want it to do thené o0

27.4page.line)

T8 Transc

ript 8ehzymefLOGhereforerthis musrle acbes
|l essé. Actual

ly am | investing wisely 15 ¢
22.98(page.line)

However, participants also emphasised the implicit impbside effects. In

general, these were linked to the psychological symptoms that they were

experiencing. Most participants described these less obvious symptoms as

significant in terms of impact on their lives:

T10(Transcript 10)fat the same timethedaa t hat youdre feeling
that you donét wusually youdére not wusually
a reaction and ..l dondét know it was just
bizarre it just made me feel a bit..yeah a bit scaremhydelf | was thinking why
are you why are you being so you know so
usually Ilike this?o
9.21(page.line)
T7( Tr a n s clIrwasgdally hpckedft that just that that little tiny patch
could do so much to your mental stability and the way that you felt you know the
way that you felt in yourself..it was jus
night mare. .your br ai rmlovantheplagcarmlgouwo oo | i k€
think...well whatodés doing this? And then
made you do it is this this thing on your
19.9Qpage.line)

Within the side effecéxperience participants echoed health resdardings,

reporing that attending/attentional biases towards negative symptoms could

facilitate maintenance or escalation of these symptoms:
T2(Transcript 2): fAyou know ifyoustartdot h mat i c
pani co

16.98(page.line)

T7(Transcript 7): AAnd then itds | ike a &
wonnhen you start wondering why why thatos
think something else is wrong (laughs) . ..
few times saying that | think something e

5.25 (page.line)

Participants alsmdicated the priming effects which their medication beliefs had
on their side effects experience. These beliefs were extensive in theistahge
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aspositive/negative attitudes towards their medication and their own ability to
manage side effects:

T2(fanscript 2): ASo | 6m really really car
take anything..for pain medication unleggdllyhave t o because | d6m s
| 6m gonna have just an out of nowhere reas

23.129 (page.line)

TO9(Tr a crspona)lty ¥viou
t h i h t

ns do get side eff
de effect wit at

(Tr
e s and it af fec

3.9(page.line)
Participants also displayed perceptions abloeir lealth status which had

significant effect on their side effect experience:

T6(Transcri pt -8aving mBdicitionghatwlzad to lBeton theref e
thereweropt i ons f or meo
9.39page.line)

ect
t ec

T8(Transcript 8): iy e/ alr sh aawgeo d o nvbiutl idanmg

talking about....and ah so yes bottom line ah therapeutic doses of nasty toxic
chemicals that you guys invent better
26.119(page.line)
The perceptions ofagsticipants towards side effects were alsaliaed by the

doctorpatient relationship. In general, a positive relationship has a beneficial

effect even if side effects occur:

t ha

T2 Transcript 2) : mefihet bipphbrthati tpetgasvay. .

take the risk take this medication because he gave me that opportunity | feel
that..I|l can trust him with other thing

S a

road causes another reaction cos hebds ver
33.16(page.ling
Participants also indicated the characteristics of a positive relationship which
centred on concepts of communication, engagement and accessibility:
T6(Trans¥ealptd®gdtom thatods it entirely an
discuss we would actuallyhase di scussi on amh it wasnét s
patient type of relationship it was more

few facts what do you think? Think about

|l i ke a dial ogue amh wveg diffteeerst relatiortsip t he n
itdos well try these if they dono6t work
14.6(page.line)
T8(Transcript 8): ifBest G. P. t he wh
on the dot and
SO you can see

60s eng

) i n

youneced o see him or one of his chums that d
t it
h

hen of cour se
im on the dayo
8.38 (page.line)
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5.3.2.2 ldentification

Participants describe dgrent avenues/methods in identifying their side effect.
However, the system of identifitan was based on constructeafnitive
processes. These cognitive processes are common partsgpants. They are
constructed by participants and include elimimathinking, cognitive linking of

medicines to symptoms and acquisition of knowledge:

T6(Transcript 6) Ydah | sort of pieced it together | mean my initial my initial
thoughts were perhaps | 6m il I need
17.3Qpageline)

T5(Transcrip 5): ASuspicion was that
joints..and hen did my research by g
my GP, when |1 6d spoken to a pharmaci s
GPéThe ciomwag thefiaat that we then stopped my medication of any
statin for 1 month..and at the end of the month when | went back to see her it was
fine so it was...The thought agais took me through..suspicion

t
t

belief..confirmati ondégbuwtm At twa B0t he whol €

21.59page.line)

T2 ( Tr an s The liegaing packet, anih and my GP saying yeah this is what
it is (laughs) The connection was just that instant..thing of | think it could be your
medications..that just..That was the bridge just hearing that | was just like mmm

yeah it was just (pause) hearing..that

already readbo
21.119(page.line)

T1( Tr an sltwas mew solbhad bedn using other four medicines and
they didndédt give me a problem..so | t
me....This is a new medication..And then also...the information on the Internet
people were also complaining about that. | found quite a numbeitieinps who
said they had the same problem. So |
about it..quite a | oto

12.62(page.line)

All participants used the timing of the side effect to link the medicine to the side
effects. The timig of symptoms onset varied but the sequence of medication

leading to symptoms was common across participants:

T2 Transcript 2): AAnd. .within 2 and a
in a rasho
4.23(page.line)

T1QTranscript 10):fil took the medication..l started to get the tingliness about
half an hour to an hour later? Amh and then..the really severe swelling and stuff
and when | woke up thatwaspr obabl y. . after a | ittle
about maybe five hourso

12.2page.line)
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T13(TransNoiptcod3l):sd&i d to my doctor | do
just come out in this. He said what was you doing bi&ord and | went well just

sitting there | said | had pains in my st..tummy so | took a couple of para..of co

codamol and then about five or ten minutes later my face was started coming up

l i ke thiso

6.22(page.ling

Also, common across partieépts was the use of aids sushRiLs and HCP®

confirm the side effect:

T2(Transcript 2) Sdil went to my GP and he said well it looks like measles but |

dondét think it is (laughs) And then | ste
problems..about an hour latand he looked through all my medications and he
said...he | ooked itty uwspureend hsiai d st mihsa.t. lidn

6.32(page.line)

T6(Transcript 6) | r8-read the information leaflet justtoconf m or not o
30.54page.line)

5.3.2.3 Adherence

The medication beliefs of participants featured as part of the earlier theme of side
effect experience. However, these belidé® dnave a role in the decisionaking
processes surroundirgiherence:
T8(Transcript8)iSo everything is status quo every

going to considermesgn about with my medso
14.68page.line)

T2(Transcript2) | ®m against medication | just don
needfo t oo much of it so before | take anyt
getaseducatedmout it as | cano

19.117page.line)

Tl14(Translkrdpndétldthi ik | really realised
this thing that is going to e you..and then you have this strange reaction and |
think it took me quite a little while to make the connection because you just think

given a medicine and itds going to help Yy
stuff to come wtidbeb happendhemyjou justuvant to getite i
sorted out. .|l dondét know what the time | 8
wanted to get rid of it basicallybo

7.33(page.line)

5.3.2.4 Information use

All the participants used varied infaation sources both formal and informal to
find out about their side effectBarticipants highlighted these varied sources

which included healthcare professionals, the Internet as well as family/friends:
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T10: (Transcr i ppilambdhatwas b@cause [went tbitke mi n i
doctords cos | was really concerned becal
for a year now | donét know what the prot
mood Swingso
3.6(page.line)
T2(Transcript 2): fAYeah | just decided toc
phar macy and see what he has to sayo
14.7€page.line)
T8: il had already spoken to my friend Das
the statins and he said amh watch out foc
9.45page.line)
Participants described the udePdls as contexspecifc in that drug type or drug
regime could determine its use. Past experiences of side effects also influenced
participantsdé use of Pl Ls:
T6(Transcript 6): Afunl ess it was somethir
prescribed for infection or somethingangéth | woul dndt necessar.i
something that youdre taking regularly ov
would |l ook at the information | eaflet yeas
8.15page.line)
T1QTranscript10) fAaft er what heygipamhedwaysi t h t he t
read them now because | want to be prepared in case someithingppen like
that againo
8.2(page.line)
T7(Transcript 7): AfYeah | al ways read t he
| look for the side effects ahh quite adwi the leaflets because there are side
effects..on any drugs even paracet amol [
avid (laughs) |l ook to see the way itds goc

14.66(page.line)

Participants also described the role of the Internet in therseiigement of side
effects. All participants approached the Internet with caution. However specific
sitesi such as NHS Choiceavere identified as beg quality trustvorthy
information sources. In addition, patient forums were seen by participants as

useful in offering personal narratives/experiences of medical experiences:

T10(Transcript 10): ithe other yads t hroug

in..Being sick after having the comill and it came up straight away as this is a

common side effect you should come off of
3.5page.line)

T5(Transcript 5): ithat simvastatin when

leaflets aml it said this may happen..so | went onto the website about simvastatin

and that was on a....NHS site | found thi

10.25page.line)
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T9 ( Tr an s cAhifyou go 8njo the \iiebsites that are are the more

professional webgts amh youdél |l youdl | get a decent

about it. I f you go on to say a society i

di abetic amh things out there that peopl €
15.74(page.line)

An atentional bias is described as an increased assignment of attentional
resources towards threatening stimuli relative to neutral stimuli (Cisler & Kostler,
2010; MacLeod et al., 198@articipantsiescribed the effects of attentional

biasedn Internetuse

T2(Transcript 2): AYeah amh. . but | didnot
gone on the inter nedyngsiot H an yhmrkyt mptoo m eshe
that o

13.74page.line)

T6(Transcr i pt-dignose onitlyedanternet soreasityshdldys and

itds a similar kind of thing you can | ook
effects that are..much more severe you might stop and wooo | was feeling like
that do you know what | mean??d

32.54page.line)

T9 ( Tr an s Whaitifp want&d)to: knofv anything about the tablets or
whatever? Yeah everybody | think with access to the internet now [indistinct]
Google. Usually if I do that | come off and phone the local funeral
directors.Because you you never you always see the bad part of it or what if it
was at its worsto

15.73(page.line)

5.3.2.5 Coping

Participants described tlveping strategies they used to manage their side effects.

These included negative thinking, excessive ratiim and avoidant behaviours

in social settings which impacted on the quality of their daily lives:
T7(Transcript 7): Al know that |1 6ve got 8

well 10 minutes to find the loo (smiles) right down to that | look atdanloos
and stuff like that and | know where they are and then | can run to them if need

t oo

7.37page.line)
T6(Transcript 6): Al think possibly the c
t han | mi ght wusualilryg jtuistredeyxawdwe yroutd r rea
feeling nauseous so ah sl eep was probably

22.38(page.line)
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Participants alsaentified the influential role thatymptom interpretation can
have on coping behaviours:

T7(Transcript 7): Al can wal k into a shopg

something like that and | just feel claustrophobic and then that starts and you
think toyourself (gasps) god and then the body temperature goes up and then
half an hour |l ater 1 d&m rushing to the

7.3gpage.line)

T15(Trans$8oiipft 115¢get iup one morning and

o

C

holdonaminutevhat t he hell s going off | expect

discomfort | expect to put one leg..down and [indistinct] and | go arse over tip so

|l 6m already aware of those things and
mean | 6ve sreinth&cornegjastimcase | statt leaving bad
spasmsao

9.25page.line)

T4(Transcript 4): Ai.. when 1 &d&m not f
and itdéds a general awareness thing t
hel p..so wharnm iotrd sl 6evxet rbaeen pushing it
activities anyways. So | listen to what my body is telling me, slow down, ease up
a little bit, sometimed | i st en, Il mi sread them and

eel
hat

(0]

n

V
W o

t he

blown panic but most of thetime ki nd of go: yeah! Sl ow do\

much, you know, get a lift rather than walking if you can possibly do it, or catch
a bus i f you can do it, just sit down
8.23(page.line)

The accourgtalso captured the disparity whichrcsometimes existetween

physician beliefs about side effects versus patient beliefs about side: effects

T5(Transcript 5):

i
it went and of course aftdardsl ad irne &8d mitl
to

and itéds nothing worry about o

10.25page.line)

T9(Transcript 9
B, the doctor h
humdi nger of a

was angry that A
menti csaned t hat t
i ble side effecto
21.104page.line)

0w O I
—_—+ —

5.3.2.6 Body awareness

The final theme which emerged was linked to body awareness. Participants

indicated that attending to body signals were tpasiselfcare health behaviours:

T9(Transcrip ) ficos over the years
how i eel s d | know i f somethingos
I i k t B I

—~ ~
L —®

e h

18.81page.ine)
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T2(Transcript 2): Al dm very aware of what
| 6ve had most olf dmoyn élti fpel.ays oa broeuatl Ily .k.nlo w
right and wrongo

8.47page.line)

54 Discussion

SE experience: physical and psychological effects

The intervieweesdescribed a wideange of physical and psychological symptoms
which had both explicit and implicit impact on their livése explicit impact was
primarily related to physicalysnptomology such as stiffness, headaches or rashes.
Participants described the implicit impact of side effastsignificant and linked

to psychological symptoms. This pattern of symptomatology is supported by
previous research into patient repatside effects, whicHound thathese

generally provide a detailed extensive picture of ADRs and their impabia&hi

et al, 2016 Inch et al.,2012). In patient reports physical effects are generally the
most frequently reported ADRwith patients reportigp more ADRs than HCPs
(Aagaard et al.2011; de Smedt et al.,2012a&hi et al., 2003; McLernon et al.,
2010). This is further supported by the survesults in Chapter Fowhere

primarily physical effects were describedfiaetext comments by a majty of
230survey respondents 85% Research has found that patients can have

di ffering |l evels of susceptibility to ps
interview participants descrilpsychologicakffects as having a significant and
debilitating impact on their lives. This is supported by research into ADRs where
patients describe these changes in mood, memory and/or behawigiressing

and persistent in nature (Avery et al., 2011; Judd et al., 2014).

SE experience: economic effects

Participants also linked their SE experience to explicit economic effects for the
individual. These included medication costs, costs of treating SE and work
productivity. This supports otheesearch into ADRwhich has also found

general economic effectgth significant costs to healthcare services and loss of
productivity.(Edwards, 2012; WHO 2016).
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SE experience: attentional biases to negative symptoms

Participants reported that attentional biases towards negative symptoms could

facilitate maintenancer@scalation of these symptoms. This is supported by

health research which has found that excessive patterns of attention to negative

stimuli play a central role in anxiety and depressi@oiiers (Demeyer et al.,

2012 Price et al., 2011 Research intgastrointestinal disorders has found that

attentional biases can negatively impact on the subjective appraisal and perception

of symptoms (Levy et al ., 2006, Mogoake
symptom escalation or persistence and resultiogdant health behaviours.

These attentional biases allocate attention resources to syrgltied stimuli

over neutral stimuli. This in turn can lead to impaired cognitive processing of the

symptom cuesaswasexperienced by the interview participants.

SE experience: medication beliefs

Research has explored the i mpact that pal
have on their health behavioug&udieshave found that negative medication

beliefs can be a factor for na@uherent and information seegibehaviours (de
Smedt et al., 2012; Johnson et al., 2007; Molloy et al., 2009). Interview
participants indicated the significant impact which medication beliefs had on their
side effects experience. These beliefs were extensive in theirandgeclude

their attitudes towards their medication, their confidence in their own ability to
manage side effects, as well as their perceptions about their health status. The
mediating effects of a positive doctpatient relationship on negative medication
beliefswere also mentioned by the interviewees. This suggests that current
measures of medication beliefs such as the Medication Questio(Bisli

Horne et al., 1999) may be limited. The BMQ covers personal and general beliefs
and is widely used in health reseh, however it may not fully capture the wide
range of factors inherent in medication beliefs.

Identification: constructed cognitive processes

Interview participants descridehe different processes they use to identify their
side effect. The system afentification common across participants was based on
constructedognitive processes. They includgdninatory thinking, cognitive
linking of medicines to symptoms and acquisition of knowledge. Titessdts are

supported by research which has ideetifprocesses where symptoms are filtered
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and all ocated signifi canc ¢yserckebal,gh pati el

2000; David et al., 200810 g 0 a kK e e tAll iatdrview paidpands used

the timing of the side effect to link the medicine to the side effects. Previous
studies support these findings and have also established that patients use temporal
associations to assess suspected s(@Raipichitet al., 2014; Krska et aR011;

Lorimer et al., 2012 Also, common across interview participants was the use of
aids such & PILs andHCPsto confirm the side effecOtherstudiesalsomirror

this use of PILs (Hughes et al., 2002; Krskalg 2013).These findings are

further supported by the survegsults in Chapter Four: Surve9ver 80% of

survey respondents used GPs or pharmacists to confirm thamdatnajority of
respondents over 70%- used PILs to confirm their SE.

Adherene: medication beliefs

Previous research investigating medication beliefs aneadberence hav&own
mixed findings Associations beteen medication beliefs and nradherence have
been found in a variety of patientgardiovascular, HIV and patients with
epilepsy (Bane et al., 2006; Cha et al., 200&8kNitina et al., 20)1However
researcltonductedvith cardiovascular and asthma patients found medication
beliefs were not related to adhereiigkaguire et al., 2008; Van Steemis et al.,
2014)).Recent resarch has founthat patients with negativeedicationbeliefs
could misattribute symptoms to a medication and consequently decide to stop
taking theirmedication(de Smedt et al., 2012; Heller et al., 20&Blly et al.,
2014. The medication beliefs ofiterview participants had a role in their
decisions about adherence. These beliefs ranged frompesedptions on their
abilities to manage the SE, to considenvitetherthe benefits of controlling a
chronic condition outweighed the burden of SE and ggheliefs that over
prescribing is a current issue with HCPs.

Information use: formal and informal

Interview participants used varied information sourdesth formal and informal

- to find out about their side effects. This mirrors previous researaividund

that the majority of patients used HCPs, PILs or the Internet to find out about their
SE (Chaipichit et al., 2014; Krska et al., 2013). Past experiences of side effects
alsoi nfl uenced participantsd use tof Pl Ls.
read PILs if their medicines were to be taken regularly or for a prolonged period

of time. All participants considered that the Internet should be used with caution
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when seeking information on SE. However specific gitesch as NHS Choices

were idetified as being trustworthy. Interview participants also specifically
identifiedon-line patient forums as useful in offering personal narratives of

medical experiences. Research has shown that such interactive sites can influence
patient health behaviosi(Masoni et al., 2013; Weaver et al., 2003ticipants
alsodescribed the tendency to over attend to negative information on the Internet.
These attentional biases to negative stimuli are potential barriers to effective use
of online resources and habeen identified in previous research studies (Cline et

al., 2001; de Raedt et al.,2010; Lee et al., 2014).

Coping: information seeking, social support seeking andagbrerent behaviours

Interview participants described theping strategies they usednmnage their

side effects.The interviewees had a variety of coping styles and employed a
variety of strategieslhesestrategiesncluded information seeking, social support
seeking and neadherent behaviours. Previous research supports this pattern of
coping with social support seekirfgeingthe most common strategpllowed by
information seeking (de Smedt et al., 2009; de Smedt et al., Z0I2FECope
results reported in Chapter Falso support this pattern of coping behaviours.
Social supporseeking and information seekistategies were most commonly
reported predicted strategies by survey respondéis and42% respectively).

In addition, the predicted neadherencef survey responden{d2%) rose to over

half of actuahonadherence betviours (56%). Research has also found that the
process of obtaining information may be i
style (Case et al., 2005; Sawka et al., 2015). The levels of information that
patients requirgaries greatly from those who reqeidetailed medical

information to those whose preference is to reduce discomfort by avoiding detail.
High scores on the monitoring scale on the MBSS have been associated with
specific information seeking activities. These include increased use of sgecialis
information sources, seeking more detailed information and increased questioning
of HCPs by patients (Ong et al., 1999; Timmermans et al., 2007). The majority of
interviewees were monitors and their information seeking activities reflected this
patternof seeking information, particularly in accessing specialised sources of
information. However recent research has found no evidence that obtaining
detailed information as favoured by monitoring styles resulted in improved

medical knowledge (Sawka et alQ1s).
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Coping: neqative thinking, excessive rumination and symptom interpretation

Interview participants also described negative coping strategies which involved
cognitive factors such as negative expectations and excessive rumination. Health
research hashown that affective cognitions can haignificant impact on health
outcomes (Taylor, 2013). Research provides evidence of the significant role that
cognitive and emotional processes bame in healtiprotective and healthisk
behaviours (Case et &2005;McSorley et al., 2014; Steptoe, 2006; Cameron et
al., 2015)Interview participants also identified the influential role that symptom
interpretation can have on coping behaviotitss central role of symptom
interpretation in influencing coping baours is fundamentally embedded in the
SelfRegulation model (Hale et al., 2007; Johnsor.e2@04; Levanthal et

al.,2013.

Coping: disparity between physician and patient beliefs

Interview participants also identified the disparity which can dadsteen

physician beliefs about side effects versus patient beliefs about side effects. Some
interviewees described dismissive responses from @is when they

described their SE. Research studies provide supporting evidence for such
dismissive attitudeamongssomeHCPs. This disparity between HCPs and
patientsd perspect i ve sreponing o patients | e ad
(Anderson et al., 2007; Golomb et al., 20@6rdon et al., 200Krska et al.,

2013;van Geffen et al., 201¥an Grootheesttal., 2003.

Body Awareness: positive sathre

The final theme was linked to body awareness. Interview participants indicated
that attending to body signals was an essential element of positheausetiealth
behaviours. This is supported by healthesach which has defined body

awareness as an active process which involves an awareness of and attentional
focus on body cues and signals (Mehling et al., 2009). Studies have identified
body awareness as an adaptive process which daslfifel in managig chronic

health conditions (Cioffi, 1991; Mehling et al., 2012; Watkins et al., 2004).

Recent research has found that patients who ignored their bodily signals displayed
lower levels of physical and psychological health (van Beugen et al., 2@i5).
dateresearch has not specifically identified body awareness as a factor in terms of
identifying ADRs.However this research found that body awareness and an

appreciation of how the body reacts in differing circumstances is important in the
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context of SE from mdicines. Research has found that body awareness/sensitivity
is a complicated construct which can be key to both adaptive aradamtive

health behaviours. Hypochondriac tendency was reduced in those with high
sensitivity to body symptoms that was condalrwith a norcatastrophising mode

of attention (Ginzburg et al., 2014). Adaptive body awareness/sensitivity has been
identified as occurring in combination with rprdgemental attention to the
immediate sensations/effects (Mehling et al., 2009). Tiygests that SE could

be mediated by adopting a s@tus that directs attention to the effects in a

mindful, norjudgmental manner.

5.5  Strengths and limitations

One of themain purposes of this interview phase waaddress knowledge

deficits in hegh researchanior m a mor e comprehensive pi
experiences of ADRSThisresearchmakes a novetontributon to ADR research

and increases both knowledge and understarafitite personal experiencesdan
opinions of patients identifying and managing side effects from meuks It

achieved this aim by collecting and investigating the detailed personal experiences
of people obtained through face to face interviews -Sa#ction bias may apply

to the interviewees as they signalled thiksire to participate from a larger

survey sample. It is possible that the interview participants were particularly
interested in ADRs as they had experienced significant SE which they regarded as
being outside of the common SE experience. However thegiaphic

information shows that interviewees had differing ages, education, medical
conditions and number of medicines used, which suggests that participants may be
likely to have a wide range of opinions and experiences. The medicines used by
interview participants were also vied which suggests thesults obtained could

be widely applicable. The use of incentivegouchers may have led to bias in
recruitment however the vouchers were of small monetary value which reduced
their significance. Anothestrength of this research was that saturation in coding
was reached after 15 interviews. This meant that further recruitment of
interviewees was not required. A limitation of this phase of the study was the lack
of independent coding considered best pcadidr qualitative research.

Transcripts were checked by supervisor (JK) but not coded separately. This may

have affected the reliability of the coding process. However the researcher had
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previous experience of using IPA and had engaged in informal disigsiskiring

the coding process with an expert mentor with extensive IPA experience in health

research (AK). The IPA approach to the analysis proved beneficial to this research

all owing exploration of participantsd sul
interpretative processes ensured the interviews were compregly coded. A

key findingof this phase of theesearch was the identification lmddy awareness

as a key process in patientso6 experience
as to datdody awareness research has focused on mental health and chronic

diseases.

56  Summary

In PhaseTwo of the studyin-depth interviews were conducted with 15

participants who had recently experienced an ADR. An IP approach was taken to
transcript analysiand the followingsix main superordinaténemes were

identified - side effect experience; identification; adherence; information use
coping and body awareness. These themes link to reeath research,

providing evidence of the significant role thegve in ADRexperiencs. As

described earlier in Chapter Three: General Methad3hase Three of this study

a side effects assessment tool was developed which was basediodings

from these indepth interviews. Thdevelopment and validatiayf this

assessment tool will be presented in the following chapBrapter Six: Side

effects Assessment tool
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CHAPTER 6: SIDE EFFECT ASSESSMENT TOOL
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6.1 General Introduction

Chapter One provided evidence to suppuetrieed for development of an
assessment tool for use by patients to assess suspected ADRs. Scales currently in
use for assessing causality of ADRs are designed for use by professionals working
in pharmacovigilance centrddowever,there are limited numioge ofassessment

tools for assessing causality available for pati¢bts Vries et al., 2013;
Jarernsiripornkul et al., 20L5Research was described in Chapter One which
suggest that a standardised assessment method could have multiple benefits. A
genericassessment tool for patient use could facilitate improved reporting of

ADRs by patients. It could address the current deficits within patient reporting

and enhance the quality of these reports. In addition, it could empower patients to
discuss their expamces of suspected ADRs with health professionals. One of the
aims of thisPhD was thus to develop a novel causality scale for use by the general

public to assess suspected ADRs.

6.2  Methodology

6.2.1 Introduction

The rationale which guided the design flois phase of the study was provided in Chapter
Three Phase Three of the research involveddineelopment and validation of thal8
Effects Patient ASsessmemdl (SEPAST). This chapter will describe the assessment
tool development and validationqmedures, the data collection processes, the strategies
for data analysis, the results and a discussion of these r@sdtSide Effects Patient
ASsessment Tool (SBAST) was developed based on the results obtained from research
conducted in Phases OnedalTwoi the Survey and Interview phases described in
Chapterd-our and FiveThe SelfRegulation Model/CSM provided a theoretical
framework to this phasePhase Threé of the research. Criteria data from previous
research conducted in Thailand (Jarefpsinkul et al., 2015and the gold standard
Naranjo algorithm were used in the development of this assessmefiNaoahjo et al.,
1981). This phase involved the validation of the-BEST amongst members of the
general public known to have experiencetk effect(s).
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6.2.2 Aims and Objectives

The aim of this phase of the study was to develop and validate a novel assessment tool for
the general public to use to assess suspected side effects. Objectives for this phase of the
study were as follows:

A To develop an instrument designed to assess suspected side effects

A To validate the assessment tool amongst people known to have experienced side
effect(s)

A To further validate the assessment tool in a larger population by making the
assessment tool available ioi@ through links to relevant websites

A To determine whether patients consider such an assessment tool to be valuable anc

useful

6.2.3 Ethical approval

Two approval processes were followed. An amendment to the NHS ethics approval was
sought to allow inteew participants from Phase Two to be involved in the validation of
the assessment tool. This was supplemented by further participants who were members of
the public and the online survey also involved members of the public. Approval for the
amendment tohie NHS ethics protocol was obtained, and the other parts of this study
phase received favourable ethical approval from the Medway School of Pharmacy
Research EthicEommittee (see AppendixRBEF 0116/2)For the initial validation stage
Participant Infomation Sheet, Feedback and Consent Forms were c{&sted\ppendix

15). The Information Sheet described the aims of the study and explained exactly what
participants were required to do. It also provided relewdotmation to participantabout
confidentiality, study funding s well asresearcher contact detailthe Feedback Forms

were used to assist the participants in assessing the tool according to its structure, clarity,
and usability. Consentas obtained in written form by return of completed €&t forms.
Those who took part in telephone feedback also deaiverbal consent at the start of each
telephone engagemeimplied consent was applied to the online validation of the
assessment tool. A statement which gained consent through compfetiersoale was
included in the online assessment t&#e Appendix 16)
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6.2.4 Instrument design and development

A causality assessment tool was developed based on tHeeggifation Model of Health
BehaviourqLeventhal et al.,1980; 201 4s well aghesurvey and interview data collected

in the earlier phases of this studjhe assessment tool was primarily informed by the data
and results from the Phase Twedeapth interviews conducted with people who had
recently experienced an ADRindings fromprevious research, which developed a-self
assessment measure for use by patients, were also used in this instrument development
(Jarernsiripornkul et al., 2015)he initial tool was a paper based instrument and later an
electronic version was created fme on a computer platformihe paper basetbol was

structured as followéSee Appendix 17)

Section Ai background information

Respondents wemskedto provide detailedescriptions of their SE experiendéis
sectionwas composed of nine questiongatal - five questiongequire tick box responses
threeopenendedquestions requirfree text commentand one question is composed of
two parts with tick box response and free text comment opti@msstions On& Two
asked respondents to describdrtBaspected SENnd itstiming. QuestionThree required
respondents to assess the impact of the SE on their daily lives orpiiouscale ranging
from No impact, Mild impact, Moderate impact to Severe impact. Quadtiaur and Five
requiredfreetextresponses in which respondents listed their medicines at the time of the
SE and indicated which medicine they suspected caused their SE. Question Six asked if
respondents had allergies/geisting medical conditions and if they did to list them in the
text box. Basic demographic information, gender, age group and highest achieved
education level accounted for the remaining three questions.

Section Bi Assessment tool

This section contained the Assessment Tool (AEpring Box and SE Probability Key.

The AT was composed of ten statements/iteine ten statements related to SE

experiences and respondents were required to answer all the statements. They were askec
to select the statements that corresponded most closely with their own SE experience. Eac
stae ment had f our p odsNsoibb |6eD ornedst p oknnsoewsbhedoYr e soal
tool require those completing it to score their resporfses 1-10, byfilling in the

Scoring Box with the score assigned to their selected respongieesnchlculang the

total score. This total score could then be categorised with the SE Probability Key to

determine the likelihood of causal association (highly probable, probable, possible,
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unlikely). Weighting of the assessment tool score for each statement was b#sed on
widely-used Naranjo algorithm (See Append®). Information about the four causality
levelsi ranging from unlikely to highly probablewvas provided, accompanied by advice
for respondents to contact a relevant health professional and considangeheit
experience to the YC Schenfer any experience categorised as possibly, probably or
highly probably a SE from a medicinéhe Medway School of Pharmacy public
engagement groupPublic Involvement in Pharmacy Studies Gr¢BPS was

approachedo assess and provide feedback on the tool. Based on their assessment and
suggestions amendments were made to thRBAET tool which was then subjected to

validation.

6.2.5 Procedures to validate the instrument

A cross sectional study design was emplowéd initial validation by people known to
have experienced side effect(s). The assessment tool was then placed online to gain

additional validation in a larger population

6.2.6 Participant recruitment

This part of the validation aimed to recragsssors- approximately 30 peopleknown to

have experienced side effect(Bhis minimum sample size was selected based on previous
researct{Jarernsiripornkul et al., 2015) and to ensure the previous interview participants
were balanced by an equal numb&new participants. The initial validation was to be
provided by thel5interviewees who had previously participated in Phase Two of the study
andl15novel assessar$hese participants weraembers of the general public who were
known to the researckdam and known to have experienced SE.

The participant inclusion criteria were as follows:

A Adults aged 18 years or over

A UK residents

A Participants who suspect they have experienced side effect(s) from their medicines
A Proficient in English languageeading and speaking)
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6.2.7 Distribution ofdraft assessment tool

6.2.7.1Postal distribution and telephone interviews

Potential participants were approached viakor phone (See Appendix 19hey were

invited to participate in the study and provideith a Participant Information Sheet,

Consent Form, Assessment Tool and Feedback Form. A prepaid envelope was also
included to return completed forms and tools toMteelway School (See Appendices 15

and 17. Participants were also offered the optiontovjrle their feedback by telephone if
they preferred. The Feedback form was used to structure the evaluation of the tool and to
prompt the telephone interviewees. It provided some demographic information and
gathered information from the assessors onttuetsire, clarity, and usability of the tool.
Assessors were asked for their general opinion/comments on the tool overall and any

suggestions for improvement.

6.2.7.20nline distribution of assessment tool

Online distribution of the assessment tool fokithis initial validation. ThEEPAST

was prepared for online use in Qualtrics®. The assessment tool was mostly structured as
previously described in 6.2.4 with some additional features.

This electronic version of the tool included a-poeeening compeent with appropriate
guestions used to ensure respondents satisfied the inclusion criteria. A Participant
Information Page accompanied these stregquestions (See Appendiceslf. The on

line version also differed from the paper instrument as igasdiscores automatically to

each response and calculated the score, so avoiding the need for respondents to do so
themselves. The electronic version also requested feedback at the end of the tool. This
additional feature was included to determine wheplaeticipants found the assessment

tool useful, and if it would encourage them to report their side effect or talk to a HCP about
it, thus meeting the final objective for this study

A list of patientsupport groups and organisations with a record of eagng patient
engagement and supporting health-sedinagement were agached via email (See
Appendix 20. These organisations were asked to post a recruitment statement with a link

to the assessment tool on their website.
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Sample size
Robustpredictive validity for a tool generally requires a large sample size to generate a

lower validity coefficient ) value. Thesample size was calculated usihg following
parametersvhen making the power calculations;
Using a prevalence estimaie26% (/Alhawasi et al, 2014jor experiencing an ADR
A random sample of the general population at a confidence |e98P6f
Confidence interval of +1.98nd a margin of error of 5%

Power equation

Ss =Z2x (p) X (:p)

CZ
Where Ss= sample size; Z = 1.96 (968%); p = % accuracy expressed in decimals;
Ss =(1.96)? x (0.2% x (1-0.3)
(0.052

Ss=3.84x0.26x 0.7 = _0.699
0.0025 0.0025
Ss =279.55

Therefore it was proposed that the stuelyuired a sample size of approximately 300

completed assessments.

To facilitate a high response rate, it was decided to maintain an active onlifa fiivie
months. During this time contacts were made with appropriate people within individual
organisations vigamail and telephone which ensured a large number of completed reports.
As sufficient responses had been obtained after five mah#hsurvey was closed.

6.2.8 Confidentiality and anonymity

All participants in the initial validation stage were infornikdt the research was
confidential. Telephone interviewees were informed in writing and verbally of this prior to
the interview Contact details were supplied to the researcher by the assessors during the
initial phone/email contact. These details weogedd in paper format only and shredded by
the researchdollowing postal and telephone feedback. No personal identifiable
information was included in postal responses and telephone interviews. The study data

collected online contained no personal ideatife information, ensuring anonymity
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6.2.9 Methods for data analysis

6.2.9.1Initial validation ofdraft assessment tool

The postal distribution and telephone interviews generated feedback forms which helped tc
develop the tool. The demographic inforroatand the overall evaluation/assessment of

the tool obtained from both methods was combined. A frequency table of responses to the

closedquesti ons was created to explore the t
etc. The free text commerdsiggestions for improvement were examined to identify points

of commonality which needed to be addressed. Amendments were subsequently made to

the tool to facilitate ease of usech a<larifying the instructions.

6.2.9.20nline validation oSEPAST

The Qualtrics® data were downloaded for analysis into SP&&Ipws Statistics 23and

Excel. The dataset was cleaned and checked for errors such as missing values. Missing
data was dealt with by the conventional method of exclusion and was not included in
analysig(SoleyBori, 2013).Incomplete statements in the AT weagsigned a value of O

(Brick et al., 1996)Data were then subjected gqoialitative and quantitative analysis and

st atistical si gni.fDescrigtivecsamtistesand ceotiulations weggeO 0 . 0
conducted to investigate statistical differenc@stegorical data were describedngsi
percentages/frequencies andeasrp o n d e n tnst@ornaally elistnvbatesmedian

value was reportedhe SE experience of the online respondents was characterised

according to the following parameters:

A impact and timing of SE

A list of medicines and causal medicine

A preexisting conditions/allergies
Multidimensional chisquare tests were then conducted to identify associations between
respondent s demogr ap RespasnsestthedSERABEExtrboxS E e ;
guestions were entered in Excel dhd data management program QSR NVivoAO
coding frame was createdam earlier phase of the study during the analysis of the Survey

free text comments. This frame was applied to thd®>8ET free text data.

A frequency table of the feedback responses was analysed to assedgelzand potential
usefulness of thAT. Prindpal Component Analysis (PCA) with direct oblimin rotation
was conducted on completed ATs to examine the factor structure of tRASE Four

factors were retained based on the Eigenvalues > 1 and visual inspection of the scree plot
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elbow point. An optimm structure was achieved that revealed one item had factor
loadings below 0.4. This item (statement one) was excluded and PCA conducted again

The results are presented3action6.3.4.8. AT scores

6.3 Results

The assessment tool wdsvelogdandinitially validated by people known tdvave
experienced SE before further validation online larger populationlhe results of the
initial and online validation are presented in the following sections: respondent

characteristics; their SE experience; theorsig on the AT and thefeedack.

6.3.1 Initial validationi Assessor characteristics

Overall 31 assessoisll interviewees from Phase Two andri2g¥el assessois
completed the AT and supplied feedbdéiur previous interviewees were unavailable t
provide feedback due to iliness or holidalse majority of assessors (21;68%) were
female, median age? years with over half University educated 88p). Seventeen
assessors (55%) had an existing medical condition and experienced their SE a year
agolonger. Ovethalf used twefour medicines regularly (16;52%) and (@®%) rated SE

i mpact as OTaldedoel A mdjoaty (20;696) scored betweer/don the AT
andthus their experience was categorised @& r o boa thdSERPAST Probability key

6.3.2Initial validation - Assessor feedback

Assessors provided feedbacktbe SEPAST under the following criteria: ease of use;
clarity; structure; length of AT and difficulties in recalling SE. The time taken to complete
the SEEPASTranged from fiveo forty-five minutes 1=25; SD£12). The majority

(24;70%) completed it betweerl® minutes while over 90% thought it was not too long.
All assessors either agreed /strongly agreediiesBE-PASTwas easy to read while a
majority either agreedLB;43%) or strongly agreedlé;426) it was easy to understand and
clearly laid out (16;52% ant;45%). Over 80% had no difficulty in recalling their SE

experienceSeeTable6.2 on the following page.
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Table6.1: Characteristics of respondents involvadriitial validation of the SEPAST

Assessorcharacteristics SE experience & AT scoring
(n=31) N(%) (n=31) N(%)
Gender SE Timing
Male 10(32) Past mth 4(13)
Female 21(68) Past 3 mths 5(16)
Past 6 mths 5(16)
1 yr/longer 17(59

Age SE impact
Below 40 7(23) Severe 7(23)
41-50 7(23) Moderate 13(42)
51-60 5(16) Mild 7(23)
61-70 6(19) None 4(13)
71-80 5(16)
Over 80 1(3)
Education AT scoring
SL 16 6(19) 1-3 1(3)
SL 17/18 2(7) 4-7 20(65)
Fed 6(19) 8 or higher 6(19
Univ 16(52)
Medicine use AT key
One 6(19) Possible 1(3)
2-4 16(52) Probable 20(65)
5-8 5(16) Highly probable 6(19)
Medical condition
Yes 17(55)
No 12(39)

Figures show n(%)

SL=School leaver; F ed= Further education; Univ= University; SE=Side Effects

Table6.2: Initial feedback& evaluationby assessors of the $EAST

N (%) N (%)

Feedback criteria Disagree Agree  SAgree Evaluation criteria Yes No
Easy to read 0 16(52) 15(48) Too long 1(3) 30(97)
Easy to understand 4(13) 13(45) 14(42) Recall difficulty 4(13) 26(84)
Easy to complete 2(7) 13(42) 16(52)
Clearly laid out 1(3) 16(52) 14(45)
Logical structure 3(10) 15(48) 13(42)

Figures shown (%)

S Agree= Strongly Agree
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The responses from this initial validation were reviewed and used toguigledments to
the SEPAST. Instructions were clarified to facilitate clarity andeealuse. This initial

validation data was not included in further analysis.

6.3.3 Online validation

Overall 761 people accessed thePAST onlinewith 273completed responses, a
response rate &6%. SeeTable6.3.

A majority of online respondents wefiemale (216;69.9%) with 35.8% aged-8Q years.
Overall over half were University educated (179;58.1%) ancekpdrienced SE a year
ago/longer 159(53.7%). A majority had an existing medical condition/allergy 273(89.8%)
and used between twfour medicins at the time of the SE (122;43.1%). The SE impact
was described as either moderate by 113(37.7%gwware by 115 (38.3%) respondents.
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Table6.3 Number of responsg®r questiorstatement in online SEAST

SE-PAST Section A: questions 9
Q1 Description of SE

Q2 SE timing

Q3 SE impact

Q4 Medicine use

Q5 Causative med

Q6 (i) M edical conditions/allergies

Q6 (ii) List of medical
conditions/allergies

Q7 Gender
Q8 Age

Q9 Education

Total responses to
guestions

304

296

300

292

287

304

294

309
310

308

158

SE-PAST Section B:
AT statements 110
Stl

St2

St3

St4

St5

St6

St7

St8

St9

St10

Total responsedo AT
statements

307

252

214

305

306

306

286

292
287

306



6.3.31 Gender andespondent characteristics

Over half of males (52;55.9%nd females (126;58.9%) were University educated
and had experienced SE a year ago/lon§€r59.5% and 107;51.4%

respectively. There were no gender differences in the proportion of medicines
used by respondents. Similar proportions of males and ferasézl between two

four medicines 35;42.7% and 88;44% respectively. Analysis indicated an
association between gender and age with a higher proportion of younger females
below 60 years than males amongst respondents. Overall the highest proportion
of each gender were agdii-70 yeard 39 males (41.9%) and 71 females

(32.9%). There were a higher proportion of females aged under 40 (25;11.6%)
than males (2;2.2%) and over twice as many female respondents below 60 years
(96;44.4%) as males (15;16.13%). Anact P e asquare mdicated@ah i
moderate association between gender andXgs, N=309)=31.2pO 0. 001 .

Genderaccounted fol 0% of the variation in age rangés= 0.32.SeeTable6.4.

6.3.32 Gender and SE impact

Analysis indicatedyenderdifferences in SE impact. Females were more likely to
describe the impact as moderate (82;39.2%) or severe (87;41.6%) This compared
to moderate impact for 30 males (34.5%) and severe impact for 28 males (32.2%).
The relationshifpetween gender and SE impa@s significantX? (3, N=296) =

7.7, p=0.05. The association was moderate= 0.2, gender accounted for 4% of

the variation in SE impact. See Tabld.

6.3.33 Gender and medical profile

Analysis indicated a similar medical profile existed amongst respondents. The
majority of males and females had two or more medical condii®8(52%) and
81(60%) respectively. The same proportion of females 40(71%) and males
96(71%) had no allergies. SEmgure 6.1.
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Table 6.4: Online validation of SEASTi gender by respondent characteristics
and SE experience

Respondent Gender f (%) n=309 p-value
characteristics Male Female
Age QD.001*
Below 40 2(2.2 25(11.9
41-50 4(4.3) 29(143
51-60 9(9.7) 42(19.4
61-70 39(41.9) 71(32.9
71-80 29(31.2) 45(20.8
Over 80 10(10.8) (1.9
Medicine use 0.3
One 19(23.2 63(31.5
2-4 35(42.7) 88(44)
5-8 21(256) 33(16.95
>8 7(8.5 16(8)
SE impact 0.05*
None 8(9.2) 8(3.8)
Mild 21(24.1) 32(15.3)
Moderate 30(34.5) 82(39.2)
Severe 28(32.2) 87(41.6)
Education 0.9
School Lea 12129 25(11.7
School Leaver=17/18 8(8.6) 21(9.8
Further education 21(22.6) 42(19.9
University 52(55.9 126(58.9
SE timing 0.5
Past mth 12(14.3) 45(21.6)
Past 3 mths 8(19.5) 22(22.6)
Past 6 mths 14(16.7) 34(16.3)
1 yr/longer 50(59.5) 107(51.4)
*signi f i cance at OO0. Ofaleg)r obability |l evel (two

Figures shown n(%)
Mth(s)=month(s); yr=year
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Conditions/allergies

I 19
2 or more allergies pu— 13

E— 10
One allergy p— 14

e 7 |
NO allery o ———————————— 7]

I 60
2 or more Medical Condition sy ———————— 5

. 32
One Medical Condition p———— 43

I 3
No Medical Condition s ¢

0 10 20 30 40 50 60 70 80 90 100
Percentage

H Female % ®m Male %

Figure 6.1 Online validation of SEPASTi respondent gender byedicalconditions (n=189) and allergies (n=191)
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6.3.34 Cateqgories of the top 20 cause& medicines

Medicine(s) believed to have caused the SE were classified accordingtatigie
National FormularyBNF). Overall 289 respondents supplied details with 10(3.5%) unsure
what drug had caused the SE. In addition, 15.2% (44) of respomdpatted
combined/multiple medicines linked to BNF categories. The highest proportion of
respondents (86;29.8%) reported caiwsamnedicines(s) linked to the centrarnious
system (CNS), followedly cardiovascular (CV) (65;22.5%ndocrine sysm (18;6.20)
and 14(4.8%) with gstrointestinal (Gl) medicines.

The20 most frequent causative medicisespected of causing e presented in Figure
6.2 These are BNF categorised as folldwe central nervous/stem (CNS) and the
cardiovasclar system (botlsystems 40%);a&strointestinal system (4%hd nfections
(2%).
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Frequency
0 5 10 15 20 25 30 35

ey ——————————— ——— —— [k
Simvastatin/CV S m e D D
Atorvastatin/CV S s | 8
Adalimumab/Musko m e | S
Levothyroxine/Endo me s | S
Topiramate/CNS m e | 8
Metformin/CNS e | 8
Amlodipine/CVS memeseesseee—— | 3
Ramipril/CVS e 1 3
Amitriptyline/CNS meeesssee—— | 3
Omeprazole/Gl m—————————— ] 1
Tramadol/CNS meeesssssssssssssssssssssmm—— | |
Bisoprolol/CVS s | 1
Co-codamol/CN S

Medicine/BNF classification

Gabapentin/CNS ——————————

© © ©

Co-dydramol/CN S
Naproxen/CNS meessssssssssssssssssm—— O
Pregabalin/CNS meeesssssssssss——— 7

Sumatriptan/CNS meeese———

Antibiotics*/Infections e—————————— 5

BNF= British National Formulary;CNS= Central Nervous Syste@VS=Cardiovascular system; Endo=Endocrine; Gl=Gastrointestinal; Musko=Musculoskeletal
#excludes combinatiomultiple medicine, injectionsthosenot sure/none

*unspecified

Figure 6.2: 20 most frequent medicines reported by respondents as causing SE in online validatBAST SE=272)
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6.3.35. Medicine categories and gender, SE impact

Analysis indicatecnassociation between gender and the category of the causative
medicines. Proportionately more females (72;35.8%) identified CNS medicines as causing
their SE compared to males (13;15.5%). Gastrointestinal medicines were also identified by
a majority of fenales (11;5.5%) compared to ma(@.4%). Similar proportions of

femalesand malesdentified medicines related tofections- 9;4.5% and 4;4.8%
respectivelyThe relationship between gender and causal drug was signifié48at:

N=176) = 23.6p < 0.01. The association was strorig= 0.4, gender accounted for 16%

of the variation in the causal drug. Sesble6.5.

CNS and CVS medicines were |linked to bot|
hi ghest proportions of O&ésevered i mpact w;
medicnes (19; 16.8%). OModerated i mpact was

(27;25.5%) medicines.

Table 6.5 Categories of causative drugsported in online validation of SEASTby
gender and SE impact
BNF categories(n=178}

Gl CvVsS CNS Infections
P-value

Gender O 0.00:
Male 2(2.4) 33(39.3) 13(15.5) 4(4.8)
Female 11(5.5) 32(15.9) 72(35.8) 9(4.5)
Impact 0.19"
Severe 5(4.4) 19(16.8) 30(26.5) 7(6.2)
Moderate 3(2.8) 27(25.5) 37(34.9) 4(3.8)
Mild 4(7.5) 15(28.3) 19(35.8) 2(3.8)
No impact 2(15.4) 4(30.8) 0 0

BNF = British National Formulary; CNS = Central Nervous Syst€WS=Cardiovasclar system;
Gl=Gastrointestinal

#Four BNF categorie§s|l, CVS, CNS anbhfections included in analysis

*significant at p< 0.05 significance level

** p value forimpact collapsed totwo levelss e ver e/ moder at ed émil d/ no i mpact d
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6.3.36 Causality knowlege and medicine use

Knowledge about causality of SE varied amongst respondents. From 280
respondents 196(70%) knew the causal medicine, 19(7%) were not sure what
medicine had caused the SE and 65 (23%) thought more than one medicine was
responsible. The ghest proportion of those who knew the causal medicine
78(41%) or thought that more than one of their medicines could be responsible
33(52%)were using between two to four medicines. As medicine use increased,
from two to four to five to eight medicine$et proportion of respondents who
could identify one causal medicine dropped to 34(18%) and 18(28%) of these
respondents thought that more than one medicine could be respofiséle.
relationshipbetween causality knowledge and medicinewsas significantX? (6,
N=272) = 24.7p = 0.001. The association was moderates 0.3, medicine use
accounted for 9% of the variation in causality knowle®geFigure 6.3on the
following page.
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Figure 6.3 Online validation of SEPAST- causality knowledge by medicine usenline respondent$=272)
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6.3.37 Description of SE

A total of 304 responses to the following text box questianr e a rPedsg deseribe 6

the suspected side effect(s) you experienced in detdiiding any information that you
think may be relevadt.

The numbenf answers per category was noted and a frequency table was cFéated.
suggested that a majority of respondents degtthephysical effects of the SE

(255;84%) followed by social eftes (74;24%) angsychological effect$46;15%)
Respondents comfed the SE with HCPs 35(%a) orPILs (41%). Factors such dke

timing of the side effect angtevious health experiences were used to link the medicine to
SE.See Tablé.6.

Table6.6: SEPAST- categories andréquenges of text boxesponse$o Question 1

Responses (N=304) Frequency %
Categories:
Reported physical effects 255 84
Reported psychological effects 46 15
Reported social effects 74 24
Timing of the SE 100 33
Stopped meds & effects disappeared 69 23
Onset of symptoms linked to start of 19 12
medicines
Recalled previous health experienceis 4 1
changes in health linked to medicines
Talked to HCPs to confirm SE 35 37
Talked to relativedfriends to confirm SE 4 1
Used PILs to confirm SE 4 1
Used the Internet to confirm SE 2 0.7

# specific timingf onset of symptontse s cr i be d/ @dre wh hhwomurisadt er 6

6.3.38 AT score$SEPAST Section B)

Overall 307(40.3%) out of 761 persons wadezessed the online survey completed some or

all of the AT.The number of completed statements ranged from two to 10 as some
respondents failed to answer more than one statement. All ten statements were completed
by 186 (60.6%) of these respondents wiiiZ4.4%) completing nine statements. When

these incomplete statements were examined a pattern was iderttigestatements most
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often not compl e WedI| stwwmeddakirg tha mesliore the efféct(s) 6
decreased i n sever0i;t2yd . Brw) d iadlzpemepenenesdne n t
similar effect(s) from t(3j7rsP)medi ci ne or
Based on all those completing any of the AT, the majority (181; 59%) had scor&s of 4
(Probable/Likely) followed by 485%) who scaed 8 or higher (Highly probable/Likely).
The AT score ranged frori to 12 M = 4.96;SD*2.76 with skewness 60.5 (SE=0.1)

and kurtosis 0f0.4 (SE=0.3). Distribution was considered approximately symmetric. A
similar pattern of probability scores wetkentified in those who completed all of the AT,
the majority (119;64%) had scores o7 4Probable/Likely) followed by 320.4%) who
scored 8 or higher (Highly probable/LikelyJThe AT completed by respondents were
analysed using principal component asayPCA) with direct oblimin rotation. Sampling
adequacy for the AT was acceptabl e<( KMO
0.05. Sedable 6.7andFigure 6.4.
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Table6.7: Information about factorability of data

KMO and Bartl ett's Test

KaiserMeyer-Olkin Measure of Sampling Adequacy. 0.589
Bartlett's Test of Sphericity Approx. ChiSquare 205.127
Df 36
Sig. .000
Scree Plot
2.0+
aQ 1.5
=
[
-
=
Q@
o
1]
1.0
0.57
T T | ] T T T T T
1 2 3 4 a3 G 7 g 9

Component Number

Figure 6.4: Scree plot of eigenvalugenerated by PCA

The PCA revealed three components which wienlined explained 54.93% of the

variance. Statements 4, 5 and 6 loaded most strongly on Component 1; statements 8, 9 an
10 on Component 2 and the strongest loadings for Component 3 were statements 3 and 7.
The component loadings are showTable6.8. Thecomponents represent stages in
identifying SE: component -sequencing; component Zlternative causes and

component 3 selft-directed health behaviours.
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The overall scale had poreliability (Cr o n b ma=0Ib8) the threefactos r el i abi |
ranged from 0.4 0.7 and the items had low to moderate correlatioiga(ues ranged

from 0.2- 0.36) which indicated they were not linked to a single underlying variable.
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Table 6.8:PCA component$pading variablesand gjuared multiple correlation@1=183)

Component 1
(Sequencing)

Statement 6: 0.79
When | decreased the

dose the effect(s)

became less severe.

Statement 5; 0.77
When | increased the

dose the effect(s)

became more severe.

Statement 4: 0.59
When | took the

medicine again the

effect(s) reappeared.
Statement 2: 0.47
| have experienced

similar effect(s) from

this medicine oa

related medicine in the

past.

Significant loadings in bold font

0.36

0.34

0.2

0.2

Rotated components

Component 2 R
(Alternative causes)

Statemen®: 0.78 02
| think an existing medical

condition or conditions could

have led to the effect(s)

Statement 8 0.74 0.2
| think that something else apa

from the medicine could have

caused the effect(s).

Statement 10: 0.56 0.2
| think that other medicine(s)

that | was using at the time

could have caused the effect(s)
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Component 3
(Selt-directed health behaviours)

Statemens8: 0.85
When | stopped taking the medicine the
effect(s) decreased in severity or
disappeared altogether.

Statement: 0.74
| confirmed the €&ct(s) with some or all

of thefollowing information sources

doctors, pharmacists, informatideaflets

with your medicine, the internet or

medicine books.

Statement 2: 0.4

| have experienced similar effect(s) fron

this medicine or a related medicine in th

past.

0.2

0.2

0.20



6.3.38 Feedback
Overall 240(91.3%) respondents agreed to provide feedback to the following questions:
1. Did you find the SEPAST useful? (n=144)

2. Would it encairage you to report your SE to the relevant agencies? (n=208)

3. Would it encourage you to talk to a HCP about your SE? (n=227)
The 144 (100%) respondents who answered question 1 found #AASEuseful; 146
(70.19%) of those who answered questiamazild beencouraged to report their $&
relevant agencies and 170(7£8%f those who answered questiow8uld be motivated
to discuss their SE with a HCP. S&gure 6.5below.
Analysis of the feedback provided by those who fully completed the 10 statevhérgs
AT wasalsoconducted. Overall 143 of these respondents provided feedlzaciajority
of those who completed the AT found the-BEST useful (96;67.1%); would be
encouraged to report their SE (91;63.6%) aodld be encouraged to discuss their SE
with a HCP (105;73.4%).

25.11
Encourages discussion with H

74.89

)
[}
c
9
0
5} 29.81
S .
o Encourages reporting
x 70.19 ®no %
8 myes %
°
[}
)
LL

0

Useful

0O 10 20 30 40 50 60 70 80 90 100
Percentage

*Number of respondents to feedback questions range frol2244

Figure 6.5 Feedback comments on-BRAST provided by online respondefts240)
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6.3 Discussion
SE experiencef online respondents

Results suggested that thereressome gnder differences in SE experientbere were a
majority of females amongst the online respondents and females reported greater impact o
their QDL. Over 80% of females reported
Thesefindingsaresupported by previous research which identified a higher risk of
developing SE amongst females than males. The incidence of ADRs in females are
between 56/5% more likely to occurthanmal es ( D& 1 n cLacoaeeat, al . ,
2017; Montastruet al.,2002; Zopf et al., 2009 Studies have also found that females
generally reported greater impact on their QDL than males (Skilving et al., 20dst).

online respondents who accessed the AT were ag&0 §ars however there were twice

as many females asales aged below 60 years. This higher proportion of younger females
has implications as it could reflect the undepresentation of the SE experience of

younger males in SE research. Females are more likely to experience SE however researc
should be banced and the experiences of younger males in particular are also necessary t
create a comprehensive overview of SE.

As the age ranges of respondents incretiiedrend was reversed so there were more

malesi from 71 to over 80 yearsthan females. Aiese results suggested that older males
were more prone to engage in online health activities than younger males. This is
supported by previous research into Internet use amongst older adults which found over
half of these frequently used the Internet asw@ce of health information (Medloc et al.,

2015; Tan et al., 2017; Van de Belt et al., 2013). Research suggests that tailored Internet
health interventions such as the-BBEST can be effective in reaching older adults and
support adaptive health behawie (Nes et al., 2013).

Knowledge about SE causality

The data suggested tlatusality knowledgamongst online respondermiscreased as

medicine use increased. Over 70%expondents who took betweemefour medicines
couldidentify one causal medica However when medicine use increased to-&ight
medicines the proportion who identified one causative medicine dropped to 18%. This
could indicate that the inability to assign causality to one medicine among this high
medicine use group is linked togtive health knowledge. This knowledge could include

an awareness of interaction effects and good health literacy in general. Research has been
conducted into the relationships between age, cognitive skills and health literacy (Berkman
et al., 2011; Kiekle et al., 2013; Kobayashi et al., 2014). High medicine use does not
automatically lead to negative outcomes and could have positive effects on health literacy.
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An effective assessment of health literacy should include influencing factors such as
medicineuse. Additional research could determine the parameters of a beneficial range of
medicine use for patients. Identifying when high medicine use becomes high medicine
burden for patients could prove useful.

Most common drug categories

The data suggestelat the most commonly reported causative medicines by online
respondents were linked to tB&S, @rdiovascular system anafection medicines. This
finding is supported by previous research into YC reports which also found that the CNS
was the most frequly reported category by patient reporters, followed by cardiovascular
and antinfection drugs (Avery et al.,2011).

The current study found an association between gender andtégsries of the causative
medicines. More females identified CNS medisias their suspected causative medicine
than males. Females were also more likely to regastrointestinaimedicines than males.
Previous research supports these findings with females more likely to take medicines and &
wider variety of medicines than tea (Lucca et al., 201 Rademaker, 20Q1Females are
therefore more likely to experience SE however theedewerfemales than males that
participate mn phase 1 and 2 clinical trials. There isaavareness amongst researchers that
the pharmacologicatatus of females needs todeamined (Franconi et al., 2Q1Rinnow

et al., 2009). This current study built on previous research with hospital patteols

found females using antibacterial and antiammatory drugs experienced more RB

than males4opf et al., 2009; Zopf et al., 20L4The present data were collected from a
different population and providegatternof causative medicines in online female
respondents.

SE-PAST validation

The numbers accessing the instrument were not maintairmednoletion and response

rate was 36%. However this response rate reflects previous studies where the response
rates for internet based health interventions ranged from-Z2% (Guttmacher et al.,

2010; Wangberg et al., 2011).

The feedback from respoexts about the SBEAST was generally positive and the

majority of respondents found it useful. Over 70% considered that it motivated them to
report and/or discuss their SE with a HCP. These feedback comments suggest the SE
PAST has good face validity. Tipeocess of developing the instrument included a high
degree of engagement by the supervisory team and an initial validation process. This
ensured there was a high degree of inter agreement that the $AST had good

content validity.
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The online SEPAST proved an effective recruitmetaol as he required sample size was
achieved withirthe estimated time periods mentioned the overall response rate for the
SE-PAST was 36% with varied completion rates across the sections. Section A was
completed bys6.7% of respondents with a lower proportid&¥%.4%- completing all of

Section B. Previous research of completion rates for online surveys suggest the percentage
of respondents who participate in full in these surveys have declined over time (Crawford
etal., 2001;LaRose & Tsai, 2004 The variation in completion rates of the-BEST

supports these research findings.

Exploratory factor analysis investigated the factor structure of tHeAET and the

correlations between its variables. PCA identifiegl tlamber of factors/components and

which variables were linked to these factors/compon@ihis.three components that

emerged during analysis represent stages in identifying SE: compadinsatdiencing;
component 2 alternative causes and componeint 8elf-directed health behaviours.

Vari ables were strongly |l oaded onto thes:
alpha for the SEPAST was below the 0.7 required for a reliable scale. This suggests
probl ems with the t oodiitg=ulddbeimgrdavedlbycréwriting | i d i
items that have been revealed as inconsistent by the PCA. The validation of a measure is
an iterative process and further work can be done to continue the development and increas
the construct validity of the SEAST (Fallon et al., 2016).

6.5  Strengths and limitations

This phase of the study sought to devedog validate a novel assessment tool for the
general public to use to assess suspected side effbetenline distribution of the SE

PAST was facilitated yopatient support groups and organisations. This method of
distribution aided the targeting of a specific population likely to have experienced SE.
However online survey distribution can be limited by problems such as multiple responses
or incompletesurveys. The SEPAST was accessed by a large number of peofiéd

persons howevemot all these people completed the tool. A litidta of online

distribution waghe reduced opportunities to engage with the respondents, motivating them
to progress througand complete the tool. Another limitation was the large gender bias
amongst respondent$9.9% of respondents were female. Information was gathered on
causative medicines however these datdirareed as itwasnot possible to validate the
causality asgined to the individual experiences through review of medical records.
However just 40% of respondents who accessed the questionnaire completed the SE
PAST. This was a considerable limitation as a large sample saggaiximately 325
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completed assessmemwere requiretb ensure robust predictive validity for the tobhis
small er than anticipated sample size may
value for the overall scal&@hese limitations also extended to the PlCie 183 responses
subjed¢ed to PCA did not meet the minimum recommended sample size of 200
participants. However the requirement ef®respondents per statement for effective PCA
was met (Brace et al., 2016).

The structure of the questionnaire can be identified as a podsdrigth. Section A asked

for background information from respondents before the assessment tool in Section B was
presented. This design was intended to aid respondents to fully recall a particular event
their SE- before they assessed it using the ATe BEPAST was intended to be a

balanced tool simple yet useful. Its fundamental strength is that it has met some of those
criteria and has the potential to be further developed and improved.

This phase of the study can be considered to have beenahiemtal value as it built

upon previous research. Knowledge about the SE experience was increased and patterns ¢
medicine use were identifie@he objective®f this phase of the study wexedevelop and
validate anovel assessment tool amongsbple kiown to have experienced side effect(s)
Further validationn a larger populatiowas conductetly placingthe assessment tool

online through links to relevant websit@se following chapter Chapter 7: YC reports

will continue to explore the experiezs of people who experience SE and present the

findings from analysis of the YC reports.

6.6 Summary

The SEPAST was developed and made available online for people who suspected they
had experienced SE. This assessment tool used a simiparifcale tassess the

probability for respondents that the SE was caused by their mediciraeklition,

information was collected on the impact of the SE, the suspected causative medicine(s),
pree xi sting medical c o ndi tlemogmaghiclealattezistics.i e s a
A Overall 761 respondents accessed the AT with 273 completed responses, a respons
rate of 36%. The majority were femalad most online respondents were aged®1

years.

A Gender differences were evident in f&tpact on QDL. Femaleseremore likely

than males to report the SE impacsasere |§ = 0.09.

A Causality knowledge decreased as medicine use increased. Over 70% of

respondents who took betwesvo-four medicines coulddentify one causal medicine
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This ability to assign causalito one medicine drops to 18% in those taking-éight
medicines.

A The most commonly reported causative moiees wereihked to the CNS, CV
system, andnfection medicines.

A SE-PAST has good face and content validity but poor construct validity
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CHAPTER 7: YELLOW CARD REPORTS
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7.1 General Introduction

ChapterOne described this PhD study as an investigation of how people cope
with, identify and manage ADRs as wellthe consequences of ADR& terms

of future use of medicines and their impact on daily lives. The public have been
permitted to reporsuspected ADRs directtp the YC Scheme since 2005.

Previous research into patient Yellow Card (YC) reports was described in Chapter
Two which suggestdthat analysis of the freiext responses and other content in

a large unselected sample of patient YC reports was neceBsargnalysis of

existing YC data which was undertaken in this phase of the study can therefore be
considered important and novebkearch. It will increasaeformationaboutthe

content of the fre¢ext data these reports include and could confirm its potential

valuein the field of ADR research

7.2  Methodology
7.2.1 Introduction

Phase One of the study usesurvey, distributd to patients using community
pharmacies, to gatherformation in howpeople cope with and manage ADRs.

Phase Two followed with kdepth interviews with a sample of survey

respondents to explotkeir personal experiences of ADR$i€Be interviews

informed the development of the SEAST in Phase Three of the study. This final
phase of the studyPhase Fourinvolved the analysis of patient YC reports

received by the MHRAwith particular focus on the freext responses. A

comparison was made between Yparters and the wider general public,

through comparison of the YC reports and the Survey data collected in Phase One
of the studyThe resits of this comparison will be discussed in Chapter 8:

Discussion

7.2.2 Aim & Objectives

The aim of this phasef the study was to explore the experiences of ADRs artieng
general public. The YC reports investigated wesa-HCP repors from members of the

general public who have reported their ADRRe objectives were as follows:
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A To investigate théreetextcontent of YC reports

A To determine the different sources of information used by YC reporters in finding
out about ADRs and their perceived value for this purpose.

A To assess the i mpact of ADRs on peopl

ADRs on medicies use in a large sample of YC reporters.

7.2.3 Ethical approval

This study phase received favourable ethical approval from the Independent Scientific
Advisory Committee for MHRA database research (ISRefGENQ-00097958 (see
Appendix21). Accessing abnymised YC data was considered to be minimal risk. No
additional information which could be considered sensitive was ssughtasnformation
about the reporter or the reporterods docH

Research Ethics Commatt was informed of the study and the ISAC approval.

7.2.4 Study Design

This study involved the analysis of YC reports received by the MHRA duringraaith

period from July to December 2015. This time period was selected as it was estimated that
approximately 3000 reports would be available. Vaccination reports were excluded from
the data set as this ssamplemaycontain confounding effects unique to vaccinations.
These includeonfounding by indication and healthy vaccine biases which can influence
vaccine effectiveness (Remschmidt et al., 2015; Jackson et al., R&k®arch has also
identified associations between increased symptom/effects reports-arfdramed

choices to receive vaccination (Murphy et al., 2012). The remaining YC reports were
subjected to qualitative and semuuantitative analysis. Fréext comments and responses

to closed guestions were examined to explore the overall ADR experiences of YC
reporters. The information contained in YC reports was used to address the study
objectives- to establish how YC reporters identify and manage their ADR; to identify the
information sources used by YC reporters as well as the impact of ADRs on their daily
lives.

An application form for Permission for Access to Yellow Card data was $elonb the

ISAC (See Appendix 22 A Category |l request was made to the ISAC as all data fields
listed in Section D.2 of the ISAC application form (except test results) were required for this
study. This included both Category Ib data fields which excludesniation that can
identify patient/reporter and Category Il data fields which are listedainle 7.1. All
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responses to open questions in Sectiesof the YC form were also required. SEsble
7.1 which lists the requested data fields:

Table7.1: Requiled data fields for YC analysis

Category Ib and Category Il data fields

Patient ag€lb) Reaction outcome@b)

Patient gende(ib) Reaction start/stop datélb)

Suspect drug(g)Jb) Reaction detailglb)

Dose of suspect drug(@p) Past medical histy (Ib)

Route of administratio(ib) Previous drug histor(ll)

Drug start/stop datg#b) Other:where drug(s) were obtain¢)

Severity of the side effeéll)

Suspected adverse drug reactiolifs) Other: Full free text comments provided
respnse to questions covering: symptoms :
how it happened, more details of the outcome,
other relevant informatio(il)

Inclusion criteria for the YC data were as follows:

A YC reports from the general public

A YC reports generated frodulyi Decemier 2015

A Category Ib & Category Il data fields as specified in the ISAC application

MHRA staff extracted and cleaned the YC datapied it into a series of Excel
spreadshee@ndprovidedthesen a pasword protected CD format for analysis.

7.2.5 DataAnalysis

All individual reports had a code number which was used to match up the data from the
separate Excel spreadsheets, enabling a single dataset to be derived (by JK) which
contained: reporter number, reporter status, age and gender of persomeXgeA®R,

reaction text, all additional free text responses and all drugs listed on the report. All
individual drugs in each report were classified using BNF number 59 (March 2015) and the
total number of different drugs and different products were ctedifor each report (by

RMR). This classification system was initially based on BNF chapter headihgh were

related to generddody systera for example BNF Chapter 4 Central Nervous System. This
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wasthen further broken down to show the class withendkierall chaptefior example
BNF 4.2.1Antipsychotic drugsSimilar mechanisms of action are usually presendtuigs

in a particular clasand therefore these drugs may also have a sisidareffect profile

The datawveretransferredrom Excelinto SFSS and checked using simple frequencies to
assess completeness of all data fields, remove any duplicate cases, detatbaercdny
errors and account for missing dafae cleanediataweresubjected to qualitative and
quantitative aalysis.A significarce valueopO 0. 05 was set to coni
Content analysis wassed to code the fregext responses and identify points of
commonality, in addition to a semquantitative analysis of coded data. For theetafree

text responses wesmalsed using=xcel to develop a coding frame. This coding process
involved the researcher and supervisor (JK) independently reddiinhdifferent responses

to identfy and agree emergent themesiukher 100 responsegere coded with these

initial themesto determme the need for further themes. Any differences were resolved by
discussion. The final agreed themes were tisexl by the researcher to code the entire
dataset. In addition, a subset of approximately 100 reports was selected to be coded
independatly by the two coders. This coding was then compared to erdiaiility in

the coding proces3 his method has been used previously for quantitainadysis of free

text responses to questionnaires from YC reporters (Avery et al., 2011).

The data maagement prograSR NVivo 10was used to further analyse the ftegt
responses from individual reporters qualitatively, combining them with responses to closed
guestions, to create narratives of individual experientasplate analysis is a particular

style of thematic analysis which focusashierarchicatoding in a highly structured

analysis process. The approach is underpinned by an established theory and permits the u
of a priori themes. Unlike other thematic approaches to analysis codingdexelst

ordered or set in advance. There is no distinction between descriptive and interpretive
themes and no particular position assigned for each theme in the coding structure.
Template analysis was céenas a appropriate technique to examine tiaeatives as it

was a flexible approach which used the richest data to generate themes and focused
analysis on relevant aspects of the dat@&etun & Clarke, 2006; Brooks et al., 2015). It

has been used in previous studies to analyse a variety of datakedshgopenended
guestionnaire respons@3ornan et al., 2002; Kent, 2000). Template analysis of the
narratives built on existing theory and enabled the identification of key themes relevant to
the study.

This analysis involves five phasie$amiliarisaion with the dataset; initial coding;

identification and organising of themieso hierarchical clusterseviewing and defining
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themes Braun & Clarke, 2006Brooks et al., 2015)This is an iterative process generating
a suecession of templates whichearefined before a final template is applied to the dataset.
SeeFigure 7.1on thefollowing pagefor a schematic of the coding proceshefinal

templatewith the main and suthemesds presented ithe Results section which follows.
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Figure 7.1: Tkematic analysis coding process
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Thefreetext responsewere read to identify key narrative aspects, focusing on how the
individual ADR experience was structured and actively reconstructed. The influence of
social and environmental factors such as familykywhealth care systems were also
consideredThe a priori themes focused on the processing of the ADR evethi@nd
multidimensional impact of ADR$arratives were selected according to the following
criteria:

- reporter type

- reports coded with severeegtts

- reports with elaborate narratives

- reports witha varietyof drug classes

The quantitative data from responses to closed questions within the YC reports were
analysed using SPY®/indows Statistics 23Descriptive statistics were generated
coveringsuspect drug, indication, whether or not the drug was stopped after the
ADR, reported seriousness and outcome, in relation to age and geadéne
purposes of analysis age was divided into eight categories:

1. Infants less than 1 year
1-20 years

21-40 yeas

41-50 years

51-60 years

61-70 years

71-80 years

© N o o A~ WD

Over 80 years

Reports were divided into the following three categories:
1. Patient reports/selieportsfrom those who had experienced the SE
2. Carer reports submitted by carer on behalf of another persohad
experienced the SE
3. Parent reports submitted by parent on behalf of mmldsho had
experienced the SE

The outcomes described in YC repavesredivided into two categories:

1. SE outcomes

2. Reaction outcomes.

SE outcomes were the consequences foema of the reported SE. Thesere

labelled as follows: incapacity, hospitalisation and/ortlifieeatening results.
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Reaction outcomes were the assignment of categories to the current condition of
the patient in relation to the SE. There were labellddlbsvs: effects were
recovered/resolved; effects were not recovered/resolved; effects were
recovering/resolving; effects were recovered/resolved with sagpieéffect

outcomes were unknown.

Severity levels were divided into three categories

1. mild sympoms/effects
2. moderatesymptoms/effects

3. severesymptomséffects.

Reports which used the terms omil d?oé, Om
comments to describe symptoms/effects were flagged amlentifying/assessing
reports. These reports wehen coded according to these terms. Otherwise severity

levels were assessed according to the following criteria:

- the short term impact of the effects

- the long term consequences of the effects
- the number and type of effects

- the number and type of HCP iraetions

The impact of SE were divided into three categonék overlapbetween these
classifications

1. physicalimpact

2. psychologicalmpact

3. social impats.

Social impactsvere assessed according to the following criteria:

- the quality of dailylife was affected
- resulted in negative/avoidant social behaviours

- the result of a combinatiaof physical and psychological impacts

Multidimensionalchi-squared, MamWhitney and KruskaWallis tests wereised

to investigate associatiobgtweerthe following
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Box 7.1 List of associationbetween variables investigated in analysis of YC data
Reported demographics by gender and type of reporter

Gender and type of reporter by method of reporting and reported severity
of SE

Gender and type of reporter byHCP confirmation of effects
Gender and type of reporter by SE outcomes

Gender and type of reporter by reaction outcomes
Number of drugs by gender and age

Number of drugs by reported severity and outcomes

BNF classes by gender and age

BNF classes i reported severity and outcomes

7.3  Results

7.3.1 YC sample

Reports concerning vaccinatio(®/5)were excluded from the initial 3060 reports
provided by the MHRATherefore, 228% C reports were analysed

The results are presented in three sectionsci@ion of YC reports; SE Causality

and Managing SE

7.3.2 Description of the YC reports

This analysis investigated reports from those who had experienced the SE
Opati ent éreports pma thoss whe subniitted the report on behalf of
anothelindividual-6 c ar er 6 and Obepal 87€2nmeadlionswegor t s .
reported ranging from-52 effects (M=3.9; SD+3.63). See SectibB8.3SE
causality for details of these reactions/effects.

Age and gender

The reporteanedian agef patients who expemced SE wad3 years (ange 0
91). Age wasnot normally distributed, with skewness-6f13 SE= 0.05) and
kurtosis of-0.74(SE= 0.11). Thanajority of reports were for females (1522;
67%) compared to 7533%) for malesThehighest proportions of parts were
for those aged 240 years (67531%), followed by 36§17%) aged 6770 years
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There was a significant difference between gender and reported age of those who
experienced SE. More younger females and older males were reported to have
experience®E. The highest proportion of these femate2b(36%) were21-40

years while the highest proportion of ma|&58;22%)were aged1-70 years. A

MannWhitney test indicated a significarglationship between gender and age

(years):U = 393615N1=706,N>=1446,p <0.001, twetaled The Cohends ef f e
size valueq= 0.4 suggested a small to moderate practical significeBee.

Table 7.2.

Type of report and reporting methods

A majority of the 2285 reports were Opat.
6carer6 and 90 (4%) OpalrTabeldhemaoptprt s. As
of SE experienced by both males (656; 87%) and fen(a33; 94%) were

reported via patient/seteportsX?(2, N = 2274) = 32.56p <0.001 with a weak

associatioru = 0.12, gender accounting for 1% of the variation in reporter type.

The majority of reports submitted for all age ranges apart from infants were

patient reports. The highest proportion of reports for those agé@ 4330; 98%)

and 5160 years (355; 98Yavere patient reports. As expected all reports for

infants (27; 100%) and many of those age2Dlyears (53; 36%) were parent

reports. The highest proportions of carer reports were for those aged over 80 (18;

29%) followed by those aged-BD (17; 10%)A KruskalFWallis test indicated a
significantrelationship between reporter type and age (yexsf$p, N = 2159) =
263.16p<0.001 The Cohenos d=0f7fsaggdsteaslargee v al ue (
significance

The Internet was the most common method of rappfor all reporters 1877

Opat i ernetpbo/rsteelrfs (90%); 83 obécarersod6 (84 %)
Internet was also the most frequently used reporting method &artbsgender

and age categorieshe majority of SE reports for both males 643 (3&#td

females 138891%) were submitted via the Internét® (4, N = 2244) = 18.9p

<0.001 with a weak association o0 = 0.1, [
variation in reporting method&ver 90% of reportsubmitted for five of the eight

age categories1-20; 2140; 4150; 5160 and 6170 yeard were Internet

reports. The lowest propion of Internet reports were submitted for those over

80 (41;66%).

Reported severitagndHCP confirmation of SE
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Severaeactionstffects were repted in1621(71%) reportsrrespective of
reporter type patient (148171%), carer (7273%) and paren68; 76%)reports.
The majority of SE were not confirmed with a HCP (2249; 98%krall SE
outcomes in YC reports were as follows: incapacity (106; 5%), hospitalisation
(185; 8%) and lifehreatening outcomes (265; 12%)can be seen from the data
in Table 7.3that therewvas a relationship between reporter tgpeltwo SE
outcomes hospitaliséion andlife-threatening resultsThe majority of
hospitalisation outcomes were reported by parents2(l%;) andcarers {8; 18%)
with proportionately fewer pa@nts(148 7%) reporting this consequencé€:(2, N

= 2285) = 37.04p<0.001. There was a weak associatior= 0.13, thus reporter
type accounted for 2% of the variation in this outcome. The majority of life
threatening results were reported by carers13%%) with 8 parents (9%) and 85
patients (4%) reporting this consequeng2, N = 2285) = 22.43p<0.001.

There was a weak associatian= 0.1, thus reporter type accounted for just 1%

of the variation in life threatening outcomes.

7.3.2.1Associations between Gender and age, with SE severity and SE outcomes.

Gender agains$E severityand outcomes

Overdl the majority ofreports for botHemales {113;73%) and males (501,

67%) reportecgerious effectsAnalysis indicated an association between gender
and reported SE severity with severe/serious SE reported for more females than
males.These assessmertsseverity were not linked to SE outcomes as a
majority of both males and females experienced no incapacity (652; 87% and
1357; 89% respectively) or hospitalisation (684; 91% B4@b;92%

respectively. The relationship between gender and SE severitysigagficant: X

(1, N =2274) = 10.34p=0.001 with a weak associatiam:=-0.07, thus gender

accounted for 0.5% of the variation in SE severity

It can be seen from the dataliable7.2 that there was a relationship between
gender and lifehreatenig outcomes. A higher proportion ofales (49; 7%) than
females (55; 4%@xperiencd life-threatening effectsx? (1, N = 2274) = 9.7,
p=0.002 with a weak associatiam:= 0.07, thus gender accounted for 0.5% of the

variation in life threatening outcomeslthough not statistically significant, there
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were also slightly more males who experienced hospitalisation and
disability/incapacity.

Age against SE severity and outcomes

A pattern of reported severity was evident across the older age categories with
sevee effects more likely to be reported for these categories. A majority of the
following five age categories were reported to have experienced severe effects:
207 (68%) aged 4560; 227(70%) in those 5B0; increasing to 24&73%) of

those aged 670; 128(72%) of those between 8D years and 3{73%) aged

over 80 yearsA Mann-Whitney test indicated a significarglationship between
reporter severity and age (yeardy»405010.5N;:=1563,N>=593,p <0.001, twe
taledThe Cohends ed=0.8 suggested lovepractiaal u e (
significance SeeTable7.4.

Analysis indicated that 11947 reaction outcomes were linked to 2285 repthts
older patients more likely to have resolved reactions. The highest proportion of
resolved effects occurred in those &&4a-60 (64;18%) and over 80 years (15
24%). The highest proportion of unresolved reactions occurred-#D6kars
(172;47%). Similar proportions of reactions had unknown outcomes for infants
and those over 806(22%) and 14(23%) respectively. S€able 7.4.
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Table7.2: Gender by reported characteristics and outcomes

Reported
characteristics

Age (yrs
Infants < 1
1-20
21-40
41-50
51-60
61-70
71-80
Over 80

Method of reporting
Internet

Telephone

Paper

YC leaflet

Other

Reported SE severity
Considered serious
Not considered serious
Disability/Incapacity
Yes

No

Hospitalised

Yes

No

Life-threatening
Yes

No

HCP confirmed
Yes

No

*Denotes significanceat 0.05 probabity level,

Gender freq (%)
n=2285

111(15.7)

158(22.4)
97(13.7)
41(5.8)

643(85.5)
32(4.3)
69(9.2)
5(0.7)
3(0.4)

501(66.6)
251(33.4)

100(13.3)
652(86.7)

68(9.0)
684(91.0)

49(6.5)
703(93.5)

14(1.9)
738(98.1)

IKruskalWallis test

Female

10(0.7)
102(7.1)
525(36.3)

44(16.9)
252(17.4)
210(14.5)

82(5.7)

21(1.5)

1388(91.2)
48(3.2)
75(4.9)

8(0.5)

3(0.2)

1113(73.1)
409(26.9)

165(10.8)
1357(89.2)

117(7.7)
1405(92.3)

55(3.6)
1467(96.4)

21(1.4)
1501(98.6)
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p-value

00. d0o1*

0.001*

0.001*

0.09

0.27

0.002*

0.38



Table7.3 Reporter type by reported characteristics and outcomes

Reported charaderistics
&outcomes

Age categories
Infants < 1

1-20

21-40
41-50
51-60
61-70
71-80
Over 80
Gender
Male
Female
Method of reporting
Internet
Telephone
Paper

YC leaflet
Other

Reported SE severity
Considered serious
Not considered serious

Disability/Incapacity
Yes

No

Hospitalised
Yes

No
Life-threatening
Yes

No

HCP confirmed
Yes

No

Patient

0

92(62.6)
649(96.)
330(97.9)
355(97.5)
50(95.1)
162(90.5)

44(71.0)

656@87.3)
1433(941)

1877(896)
70(3.3)
131(6.3)
13(0.6)
5(0.2)

1481(70.7
615(29.3

237(11.3)
1859(88.7)

148(7.1)
1948(92.9)

85(4.1)
2011(95.9)

32(15)
2064(98.5)

Reporter type f (%) n=2285

Carer

0
2(1.9
19(2.8)
5(1.5)
9(2.5
18(4.9
17(9.5
18(290)

48(6)4
48(3.)

83(83.9
7(7.1)
8(8.1)

0
1(1.0)

72(72.7)
27(27.3)

12(12.)
87(87.9)

18(18.2)
81(818)

13(13.1)
86(86.9)

2(2.0)
97(98)

*Denotes significance at 0.05 probaibyl level

IKruskalWallis test
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Parent

27(100)
53(36.1)
7(10)
2(0.6)

coo®©

47(6.3
42(2.9

81(90)
3(3.3)
6(6.7)
0
0

68(75.6)
22(24.4)

16(17.8)
74(82.2)

19(21.1)
71(78.9)

8(8.9)
82(91.1)

2(2.2)
88(97.8)

p-value

00. d01~x

00.001*

0.42

0.56

0.17

00.001*

00.001*

0.8



Table 7.4 SE ®verity and reaction outcombéy age

Reported severity f (%) n=2285

Serious
Age (years)
Infant< 1 123(74.1)
1-20 267(72.6
21-40 387(69.2)
41-50 207(67.6)
51-60 227(70.1)
61-70 245(73.4)
71-80 128(72.3)
Over 80 37(72.5)

"Multiple effects

Rseg=resolved with sequelae

Not serias

43(25.9

101(27.9
172(30.8
99(32.4
97(29.9
89(26.6
49(27.7
14(275

*Denotes significance at 0.05 probaibyl level

MannWhitneytest

Reaction outcomes n=11947

Resolved Not resolved Resolving Rseq Unknown
4(14.8) 12(44.4) 2(7.4) 3(11.2) 6(22.2)
23(15.6) 62(42.2) 28(19) 13(8.8) 21(14.3)

115(170) 312(46.2) 109(16.1) 29(4.3) 110(16.3)
54(16.0) 152(45.1) 60(17.8) 11(3.3) 60(17.8)
64(17.6) 148(40.7) 68(18.7) 26(7.1) 58(15.9)
63(17.1)  12(46.7) 50(13.6) 19(5.2) 64(17.4)
31(17.3) 80(44.7) 25(14.0) 13(7.3) 30(16.8)
15(24.2) 20(32.3) 10(16.1) 3(4.8) 14(22.6)
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7.3.2.2Associations between reported severity by SE outcomes and reaction

outcomes
There were relationships between the repostactrity of effects and the three SE
outcomes ofncapacity, hospitalisation and litareatening results.

Reported severity b§E and reaction outcomes

The data revealeithat many effects which did not result in negative outcomes were still
reported as sere.The majority of reported severe effects did not lead to incapacity (1356;
84%); hospitalisation (143@89%) or life threatening outcomes (151%4%).However,

the reports which didescribe these SE outconaways reporteéffectsas severe effects
The relationship between reported severity and incapacity was significant with a moderate
associationX? (1, N=2285) = 122.8 <0.001:0 =-0.23, severity accounted for 5% of the
variation in incapacity.

Analysis indicatedrte relationship between reported severity and hospitalisation
outcomes was significant with a moderate associakd(l, N=2285) = 82.46)

<0.001:0 =-0.2, severif accounted for 4% of the variation in hospitalisation

outcomes.

The associatiobetween reported severity and life threatening outcomes was also

found to be significantx? (1, N=2285) = 45.5p <0.001:0 =-0.1, however

severity accounted for just 1% tbfe variation in life threatening outcomes

Overall eported severity waasonot influenced by reaction outcomes. Unresolved
reactions did not result in increased reporting of severity. Similar grops of resolved

(272; 70%), resolving (276; 74%) andresolved (739; #8) reactions were all linked to

severe/serious effectSeeFigure 7.2 on the following page
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Figure 72: Associations between reported severity and reaction outcomes
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7.3.2.4Section summary

A Patient reports are the most coomreporter type

A The Internet is the most common method of reporting

A SE were more frequently reported for females and older patients
A More severe SHerereported for femaleand older patients

A Reported severity of SE was not influenced by SE ootsoor reaction

outcomes

7.3.3 SE causality

7.3.3.1Number of reported drugs and effects

Overall within the 2285 YC report2472 causative drugs were reported and linked to
8,792 SE. The number of reported drtajeen by individual patientanged fromil to 12
M = 1.08 ED+ 0.45) and mode =.1As Table7.5belowshows therast majorityof repors
citedone drug (216895%) with 79 (4%) citingwo drugs.

Table 7.5 Number of reported drugs in YC reports (n=2472)

No of drugstaken  Frequency %

1 2168 94.88
2 79 3.46
3 21 0.92
4 11 048
5 3 0.13
6 2 0.09
12 1 0.4
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Thenumber ofreported effectper YCranged from 1 to 52 effec{M = 3.9,SD+ 3.63).
The mostcommonnumber of effets reported was one effect (5246%) followedby 456
(20%) who reportetivo effects. Sedable7.6 below.

The most frequently reported effect was pdid60; 466) followed by abdominal
discomfort (46720%) headach€389; 17%) and fatigue (326; %). See~igure 7.3

Table7.6: Number of repded efectsin YC reports (n=879p

No of effects  Frequency %
1 594 26.00
2 456 19.96
3 329 14.0
4 243 10.63
5 178 7.79
127 5.56
7 97 4.25
8 76 3.33
9 42 1.84
10 44 1.93
>10 99 4.33
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Frequency
0 200 400 600 800 1000 1200

. I
Pain 1060

. . |
Abdominal discomfort 467

|
Headache 389
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Fatigue 326

L |
Dizziness 309

|
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Reported effects

. |
Swelling 287

. I
Malaise 242

. ]
Pruritus 234

|
Rash 231

Figure 7.3 Top 10 reported effects (n=82)

7.3.3.2 Reported causative drugs

Initial classification of the 3060 reports found that 2936 involved drugs which could be
classified according to thritish National FormularyBNF), however there were also 124
reports which involved drugs/productéieh constituted discontinued/unclassified items.

From 2285 reports, 2472 causative drugs were reported, with the pgbmstion of

drugs linked to the centrabrvous ystem (CNS) (544; 22%infections (406;16.42%) and

cardiovascular system (CVS) @ys1(279;11.29%).

See on the following padagure 74.
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Figure 74: Reported drugé YC reportdy BNF categoriegn=2472)
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The 20 most frequently reporteddividual drugs are presented on the following page in
Figure 75. The top five drugs ere as follows:

Sertaline (60; 2.43%) BNF 4.3 Selective serotonin-tgtake inhibitors

Clarithroymcin (58; 2.35%i) BNF 5.1 Antibacterial drugs

Citalopram (51; 2.06% BNF 4.3 Selective serotonin-tgotake inhibitors

Omeprazole (47; 1.9%)BNF 1.3 Proton pump inhibitors

Metronidazolg(45; 1.8%) - BNF 5.1 Antibacterial drugs.
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Causative drug frequency

0 10 20 30 40 50 60 m 1.3.5 Proton pump inhibitors
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Figure 75: 20 mosfrequently reported drugs YC reportgn=2472)
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7.3.3.3Associations between number of drugs and gender, age, reported severity, and

outcomes
Analysis was conducted to identify relationships between age, gender, reported

SEseverity and the number ofutys reported to have caused the SE.

Number of drugby gender and age, reported severity

The majority ofreports forboth males (70494%) and females (14596%)

related to takingne drugThe data revealed a similar pattern across the eight age
categores with a majorityi over 85%- reportingone causative drug\s Table

7.7 shows the seriousnestSE did notvary with number of drugsThere were
similar proportions of severe effects linked to one drug (1539; 71%); two (66;
70%) and three drugs (151%).
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Table 77: Number of druge YC reportsy gender and age

Gender
Male
Female

Age (categories)

Infants < 1

1-20

21-40

41-50

51-60

61-70

71-80

Over 80

Reported SE severity
Considered serious
Not considered serious

Disability/Incapacity
Yes
No

Hospitalised
Yes

No

Life-threatening
Yes

No

Number of reported drugs f (%) n=2472 p-value
One drug 2 drugs 3 drugs 4 drugs 5 drugs 6 drugs 12 di
0.37
704(93.6) 33(4.4) 10(1.3) 4(0.5) 1(0.1) 0 0
1453(95.5) 463 11(0.7) 7(0.5) 2(0.1) 2(0.1) (@)
0.37
24(88.9) 3(11.1) 0 0 0 0 ‘
138(93.9) 6(1.4) 1(0.7) 1(0.7) 0 1(0.7) 0
645(95.6) 22(3.3) 2(0.3) 2(0.3) 1(0.1) 00
323(95.8) 11(3.3) 0 0 1(0.3) 0 1(0.3)
342(94) 13(3.6) 3(0.8) 3(0.8) 1(0.3) 00
347(94.3) 15(4.1) 1(0.3) 3. 0 0 0
168(93.9) 6(3.4) 2(1.1) 2(2.1) 0 1(@6)
58(93.5) 2(3.2) 1(1.6) 1(1.6) 0 0 0
0.98
1539(71) 66(69.6) 15(71.4) 10(63.6) 3(66.7) 0
629(29) 230.4) 6(28.6) 4(3p.4 1(33.3) 0 0
0.86
252(95.1) 11 (4.2) 1(0.4) 1(0.4) 0 0 0
1916(94.9) 68(3.4) 20 (1) 10(0.5) 3(0.1) 2(0.1) 1(0)
0.25
174(94.1) 6(6.3) 2(1.4) 1(0.5) 1(0.5) 1(0.5) 0
1994(950) 73(3.5) 19(0.9) 10(0.5) 2(0.1) 1(0.5) 16
0.1
104(98.1) 1(0.9) 0 0 0 1(0.9) 0
2064(94.7) 78(3.6) 2101 11(0.5) 3(0.1) KD 1(0)
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7.3.3.4Associations between BNF cateqories and gender, apettesl severity,

and outcomes

Analysis was conducted to identify relationships between BiNfptercategories

and gender, age, reportseverity and outcomes.

BNF categories bgyenderand age

The hghestproportions of reports for both males (175; 26%) semales (361,
25%) were for CNS drugé& Mann-Whitney test indicated a significant
relationship betweeBNF categories and gendér = 4351995, N1=685
N>=1444 p<0.001, twetailedThe Cohends ed=0.2suggededze val u
a small practical gnificance.SeeFigure 7.6. Similar proportions 0€NS drugs
were evident across age categorie01(35;26%); those aged-2D (223; 35%)
those aged 450 (86; 28%).The proportions of CVS drugs, in contrast,reased
with age: 2140 years (2B%); 5260 years (62;18%) to those aged over 80
(16;27%) A Kruskall-Wallis test indicated a significarglationship between
BNF categoriesind age (years)X? (13, N = 2013) = 252.376 <0.001.The
Cohenbds ef fd=dF) swgegterl a madératecto hbgactical

significance.
Table7.8 BNF categorie®f reported drugsn YC reportdy age

BNF categorie$

Age categories CNS CVS
1-20 35(25.7) 3(2.2)
21-40 223(35.2) 21(3.3)
41-50 86(27.7) 26(8.4)
51-60 70(20.3) 62(18.0)
61-70 47(13.8) 87(25.5)
71-80 34(20.7) 42(25.6)
>80 8(13.6) 16(27.1)

# Mostfrequently occurring categories in age categories

BNF categories and reported sevedihd outcomes

Similar proportions of CNS and (3/drugs were linked to serious effedibere
were 39 effectsinvolving CNS drugs and 41 these reportesgeriouseffects

(412;76%). Similar proportions of serious effects were reported for CV drugs
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(20574%). There were 407eports of serious effectsifinfectionshowever a

lower proportion of these reports were linked to serious eff28369%). A

KruskallWallis test indicated a significarglationship between BNF categories

and severityX? (14, N = 2127) = 46.5480<0.001.Cohen 6 s edlie@=t si ze

0.3) suggested a small to moderate practical signific&8esigure 7.7

The highest proportions of incapacity were reported for CNS drug4%8d); and

CVS (36;13%). Similar proportions of GQlL2;9.8%), CNS (519.5%) and CVS

drugs (269.4%) resulted in hospitalisatiomhe most lifethreatening events

occurred with CNS drugs (39; 7.3%)ruskallWallis test indicatedsignificant

relationships between BNF categories andhalfollowingSE outcomes.

Incapacity:X? (14, N=2127) = 27.784=0.015 cohenb6s efifect si ze
0.2) suggested low practical significanbespitalisationX? (14, N = 2127) =

24.965p=0.035wi t h a val ue f dd=0.2)ofloweprattzal ef f ect s
significance and lifethreatening event$? (14, N = 2127) = 41.3380 <0.001,

withc ohends ef fde 0.3)of smalztemotesate practicél significance

SeeFigure 7.8
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7.3.3.5 Section summary

AMost reported drugs were f@NS,CVS and nfections

A -12 drugs reported; 95% reports for one drug

A E Severity did not increaseith number of drugs

A -52 effects reported; 45% reports for 1/2 effects

A CN'S cammantyreportedacross gender aratje categories
A CVS drasirgreasdorelpen age categories

ACNS and CVS drugs linked to serious effets incapacity

7.34 Managing SE

7.3.4.1Content analysis of YC reports

The free text comments were subjected to content analysis which systematically
categorised the daterom 2285 reportsolur duplicate and 26 kank reports were
excluded fronthe analysiseaving 2255eports Asoutlined in the Methods

chapter &Content Analysis (CA) codingdme was generated with 74 sub
categories which formed 13 hierarchicategoriesThese codewere applied to

the YC reports and thmajor categories were as follows:

A SE descrifion

A identification of SE
A management of SE
A impact of SE
A

consequences of SE

See the following page fdrable7.9
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Table 7.9 Content analysis (CA) coding frame applied to YC free text corament

Coding of subcategories Hierarchical categories

Patient describing SE
1-Physical symptoms/effects
Patientébés reason for

3-Treating long term medal condition
4-Current medical problem/general health

1-Description of SE

t 3-Reason for drug use

Severity of SE 5-Se\erity of SE
8-Mild effects
9-Moderate effects

10-Severe effects

Knowledge of possible SE

23-Self informed prior to SE event
24-HCP informed prior to SE event
25-No knowledge of possible SE

7-Prior knowledge of SE

210

Coding of subcategories Hierarchical categories

Suspect drug 2-Drug details

2-Patient provides name of suspect dru

Impact of SE

5-Physical impact

6-Psychological impact

7-Social impact (QDL)

Strategies employed by patient in
identification of SE

11-Timing sequence of side effects
14-HCP confirmed

15-Used PILs to identify SE

16-Used Family/friends to identify SE
17-Used Internet to identify SE
18-Prior SE history (medical history)
19-Change in general health status
20-Change in brand

21-Patient makes differential diagnosis
22-Suspected possible interaction effec
Behaviours

26-Stopping meds

27-Adhered to meds

28-Reducing dose

29-0TC remedies to counteract
symptoms

30-Prescription remedies to counteract
symptoms

31-Finished course

32-Reverting to original brais

33-HCP consultation

34-Self directed medicine management
35-Self directed non medicine
management

36-HCP medicine management

4-Impact of SE on patient

6-ldentification of SE

8-Patient behaviours



Table 7.9: Content analysis (CA)
coding frame applied to YC free text

commerg

Outcome of Patient &haviours 9-Behavioural Outcomes
37-Dechallenge and SE went away

38-Took counteracting med and masked SE

39-Med taken to treat SE leads to more SE

40-Used CAMs to treat SE

41-Recorded suspect ADR in medical records (JI

42-Used coping strategies to deal with SE

Consequences 11-Consequences of SE
54-Accepts SE

55-Reluctant to take related med

56-Will not use med again

57-Prolonged/persistent physical effects

58-Prolonged/persistent psychological effect

59-Prolonged/persistent social effec

60-Prolonged/persistent wotlelated effects

61-Prolonged/persistent economic effects

62-Prolonged/persistent lifehanging effects

Characteristicef YC Reporters 13-YC Reports
71-Motivation to report described

72-Supporting documents supplied e.g. medical
records/consultant letters

73-Advice requested

74-Awareness of sensitivity exhibited

211

Description of interactions with HCPs
43-Hospital admission

44-A&E

45-111S service

46-GPs

47-Ambulance service
48-Pharmacist

49-Reported SE to HCP

50-Did not report SE to HCP
51-HCP not aware of SE

52-Multiple contacts with HCPs
53-Future HCP consultan
likely/intended

Patient issues/concerns
63-Licensing issues

64-Issues with Prescribers

65-Issues with Pharmacecdil industry
66-Negative experience in HCP
interaction

67-Specific concerns about
quality/suitability of meds
68-Disagrees with HCP
diagnosis/treatment

69-HCP ignored allergy
70-Perceives themselves as sensitive tc
meds

10- Interaction with HCPs

12-Patient Concerns



The frequencies of thaerarchical categorigd-13)in the YC reportsvere calculated.

The highest proportions of reports described thé §H53;70%) and the impact of the SE
T (2140;70%). The severity of the SE was described in 1371 reports (44%), patient
behaviours in 990(32%), details of the drug wgiken in 751(24%) and interactions with
HCPs were reported in 739(24%) reports. Sgere 7.9.

Analysis indicated 17ubcategorie$23%) had frequencies greater than 200. These
subcategories are presented able 7.10.
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Table 7.10 Subcategoris with frequencies greater than 20@ated from CA of YC free
text commuets (n=2255)

Subcategores Frequency
1-Physical symptoms/effects 2153
2- Patient providesame of suspect drug 751
4- Current medical problem/general health 301
5- Physical impact 2099
6-Psychological impact 532
7- Social impact (QDL) 760
8- Mild effects 290
9- Moderateeffects 532
10- Severe effects 559
11- Timing sequence dfide effects 313
26- Stopping meds 354
33 HCP consultation 671
36- HCP medicine management 260
46- GPs 383
52- Multiple contacts with HCPs 315
57- Prolonged/persistent physical effects 207
66- Negative experience in HCP interaction 203
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7.3.4.20uantitative analysis and idepth qualitative analysis of free text

comments
A range of extracts have been used to describe the YC reports and demonstrate the
results of the analysis. These extracts represent different reporters, drugs and
reactionsinformation on the gender, reporter type and method of reporting is
outlined for each extract-(let refers to Internet reports; paper to YC forms;
telephone to report via phone; MHRA to report via letter/email repldrg.
resultsare basedn thel3 hierarchical categories which informed thediepth
qualitative analysidzach category is illustrated by verbatim quotations and the
extracts are identified by reporter type, patient age, geddey,type and method
of reporting. The focus of the analysgson specific sultategories and detailed
guotes are used to emphasise noteworthy thehinesanalysis is divided into the
following six sections

A SE description
Impact of SE
Identification of SE
Managing SE
Consequences of SE

To T To T o

YC reporters and reports

Additional quantitative analysis was conducted to create a fuller picture of the
reports. Free text comments were described in relation to their characteristics,
drug classes, S&everity and impact. @nments on identifying SE, HCP
interactions and neadheence were also linked to reported characteristics. A

summary of this analysis is preset at the end of each section.

7.3.4.3 SE description within free text: symptoms, background information, prior

knowledge of SE and severity of SE

Descriptions of Skvere provided by the majority of reports (2153; 96%) with the

causative drug being named in 751 (33%) reports.
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Table 7.11 Frequency table of reports coded as Subcategorig’1

Sub category

Describing SE
Name of suspect drug

Previous medical
condition/medical history

Current medical problem/genera
health

Physical impact
Psychological impact
Social impact (QDL)

Mild effects
Moderate effects

Severe effects

#Includes multiple effects per report

Frequency

2153

751

167

301

2099

532

760

290
532
559

7.3.4.3.1 Physical symptoms/effects

A large majority of patients (95%; 33) provided vivid, detailed descriptions of
the physical symptoms of their SEhese ranged from lengthy lists of symptoms

% of
total

95.48

33.30

7.41

13.35

93.08

23.59

33.70

12.86
23.59
24.79

% of

Hierarchical

categories 15
26.44
9.22

35.84

64.59

98.08
24.86
35.51

21.15
38.08
40.77

to single words or phrases. These frequently included descriptions of the severity,

timing and consequences of their SE

fiMovement ad standing gave dragging sensation and very painful back and

hip..Sleepiness then severe back pain under left shoulder blade, kidney area and

right hip 3 weeks

after

starting.

Patient, female, 67 years, atorvastatiriyét.

AFl oaters |l eft eye,
of weight, prolonged seizures of total confusion and inability to function or speak

or comprehend

. 0

wavy

flashing

Patient, female, 70 yearSymbicort, paper.
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7.3.4.3.2Drug details
It was found that 751 patients (33%) adsmpplied details of the suspect drug

within the freetext descriptions:

AiCan't-absrtenartah out of chdostio indteadof Pr escri bed

previous asthma treatment that worked well. Within a few days astimpaosys

got much worse. " m sitting in front of n
Patient, male, 48 yearfostair, -Net.

Ai.. Tight jaw, grinding of pteereinlaw. unabl e t

Irritating. The patient was taking Sertralinefo Anxi ety and depress
Patient, female, 23 years, sertraling\lét.

7.3.4.3.3Reason for taking drug

Overnall 20% of the reports gave reasons for taking the di8@L patients13%)
indicated they had taken this drug to deal with a current raleglioblem:

AiLow mood, fatigue, tiredness, cold sympt
400mg 3 times daily for bunions and shoulder pain for several months. |
experienced extreme fatigue affecting ability to perform daily tasks, running
nose, low moad 0
Patient, male, 47 years, ibuproferEt.

fSwirling, flashing lights covering the whole of my right visual field. No loss of acuity.
Reduced vision in right eye in low light. Started spontaneously, increasing over
approximately 3 days. Had beengiable dose of 400 mg for 4 years but had increased to
700mgm due to break through of pai 0

Patient, female, 65 yrs, carbamazepiriddt.

Just 167 patients (7%¢ported theyook the suspect drug to deal witloag

term/establishedhedical condion:

AUsually have a purple packet. This is a
light format starting to breakthrough. Not noticed for years. Medications have worked for
15 years. First ever symptoitinesses: Epilepsy. | was epilep0 years. Breakthrough
symptoms with this silver batch. Never noticed with purple klatch.

Patient, unknown, 33 yrs, sodium valproat&ldt

Al nfection. Swollen testicles and Dbl ood i
who prescribed couesof ciprofloxacin 500mg to be followed dyurse of trimethoprim
200mg.The patient was taking amiodarone for their heart condition following a number of
cardiac arrests. o

Patient, male, 50 yrs, amiodaronel\Et.

7.3.4.3.4Prior knowledge of SE

Two per cent or 45 patient reports indicated that they had no prior knowledge of a

possible SEand consequently the effects were both negative and unexpected.
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They reported their considerable dissatisfaction that they had not been informed

by their HCP ofhe possible SE before they used the medicine

AfAci d refl ux, bad withdrawal when coming
of the full detds about the medication andiside effects thus risks not explained

to me. o
Patient, male, 44 years, LyricaNet

inSevere full body skin rash. Began with F
feet swollen. Large blisters on tops of feet. Skin turned purple and black
particularly on face, legs and feet. Unable to walk for several days due to
swelling on feet antkgs. Shed skin all over. Felt nauseated and lost
appetiteéHaving read the medical product
with Omnipaque after the event, it is clear | should have been warned about side
effects and asked if | was epileptic, had a btaimour or had a history of
allergic reactions to medication. All of which are documented on my medical file.
| was never asked such questions or offered such advice. If | had been aware of
the side effect risks, particularly to people with my historyoulal have refused
to have the contrast. o
Patient, male, 49 years, Omnipaqud\ét.

Just 2 patients (0.1%) were, in contrast, informed of the possibility of SE by their

HCP prior to the SE event:

AfiConfusion, nausea, acuttere@garrhoea and v
95AF) éHave great | oss of appetite, but toc
absolutely no alcohol from the moment of starting the drug, as was told that it
had serious side effects. o

Patient, female, 80 years, metronidazolblet.

7.34.4 Impact of SE
Descriptions of SE impact were divided into physical, psychological and social impacts as

follows

- physical described by 2099 @3
- psychological described by 532 (24
- social described by 760 (34%)

Physical impact was reported in thajority of reports:

AiSevere cramp and o6shooting pains in hands
Patient, female, 56 years, prednisolon&ldt
The SE was described as having psychological impact in 532 repo®%s &2l
social impact by 760(34%)
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Al nsomni a, sui ciddeaplr etshsoiuognh tasn,d acnrxyiionugs a b n
Patient, female, 31 yearGedarel, INet

fSevere myalgia and exhaustion. Began with severe muscle pain in right calf. Gradually
spread, getting worse each day, to most muscles all over body to the point that | could
hardly walk and trying to lift a knife and fork to eat was an ordeal. Extreme depression
caused either by medication or difficulty with daily fife.

Patient,female, 59 years, JanuviaNet

7.3.4.5 Severity of SE

Descriptions of the severity of SE wet@ided into mild, moderate and severe effects as

follows

- mild effects described by 290 #i)
- moderate effects by 532 (&9
- severe effects 559 (41%)

Severe effects we reported in 559 reports (41%) wBh4 of these reports

(56%) using the term s & \et@describe Skvithin their free text comments:

AfHands became swollen first and feet shor
causing severe pain when walking, and pain when using hands for anything.
Doctor prescribed strong pain killers and ibuprofem b . 0

Patient, male, 67 years, JanuvialEkt.

ADry palms and hoarseness of wvoice. Hoar
affected ability to carry out school activities. Also think it perhaps led to a severe
ear infection which was difficult to clear, reigag 4 lots antibiotics.

Parent, male, 8 years, Oxybutynin hydrochloridblet.

ASi de -justlikeadhaddlare up of irritable bowel disease/ irritable bowel

syndrome stomach pain/cramps and severe diarrhoeae day | was in tears at

workat er being stuck in the restrooms for
Patient, female, 30 years, XeristaiiNEt.

The SE was described as having nratie effects by 532 patients ¢@9and 290
(21%) described having mild side effects:

Al feel ext r ehale.lithas oothelped the whéezing and it is
frightening to feel faint. Al so, my mout h
Patient, female, 67 years, Duoresp spiromalXet.

AChilled feet and | ower |l egs, blurred vis
concentration, and raised blood pressure.

Patient, male, 65 years, naproxeri\ét.
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AApplied on the area of t Hemihestee t hat was

knee joint began to get very sore and painful. Continued to suffer it 80 15

minutes the washed it off. Gradually the pain subsided but was left with the knee

joint absolutely stiff, could hardly benoc
Patient, male83 years, Foxicam, telephone

i L i -geladed feeling and slightly numb around lips and fackl timgling throughout
body. Unnervingd
Patient, female, 58 years, IbuleveNet.

Al was having the same reactiomildas my nut
anaphylactic reaction (itching, disorient
Patient, femad, 35 years, moxycillin, FNet.

Associations between free text severity and the followigpgnder, reporter type,

drug classaind outcomeswere explored. Similar proportions of females (375;

41%) and males (168; 38%) experienced severe effects. Tineshjgroportion of
severe effects were linked to CNS drugs (167; 53%) and described by over half of
carer reports (36; 57%) and parent reports (26; 53%). There was a significant
relationship between coded severity and reporter type with a weak assoefation:
(6, N=1370) = 16.137=0.02:0 =0.11, reporter type accounted for 1% of the
variation infree textseverity.A KruskalWallis test indicated theelationslip

between the coded severity and drug class was signifiéa@; N = 842) =
28.51,p<0.0L. The Cohends ed=0.4)suggesded asmalMaal ue (
moderate practical significanc®ignificantrelationslips were identified between
coded severity and the outcomes of incapaty3, N = 1370) = 97.9p <0.001;
hospitalisationX? (3, N = 1370) = 103.62p <0.001; and life threatening
consequence$? (3, N = 1370) = 92.9p <0.001. The associations were of

moderate strengtlit =0.3with coded severity @aountingfor 9% of the variance.
SeeTable7.12.

Reported severity levels in fréext were compared to coded severity to establish

if MHRA -assignedeverity levels were reflected by the ftegt descriptions. As
Figure 7.10shows the reported severity levels were related to coded severity
levels. A majority of effects coded as moderate (425; 82%) and severe (520; 95%)
were reported as serious. Just over half of effects coded as mild (149; 51%) were

reported as not serious, witd1(49%) reported as serioBeeFigure 7.10,
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Table 7.12 Coded severithy gender, repodr type and drug class.

Gender
Male
Female

Reporter type
Patient

Carer
Parent

BNF class
Gl

CVS

Resp
CNS
Infections

Coded severity f (%) n=2255

Mild

95(21.5)
192(20.9)

268(21.3)
9(14.3)
13(26.5)

13(21.3)
30(17.1)
21(33.9)
46(14.6)
55(24.1)

*significance at

IKruskalWallis test

Moderate Severe
174(39.5) 168(38.1)
347(37.7) 375(40.8)
493(39.2) 487(38.7)
18(28.6) 36(57.1)
10(20.4) 26(53.1)
28(45.9) 19(31.1)
78(44.6) 67(38.3)
21(33.9) 20(323)
99(31.3) 167(52.8)
89(39) 83(36.4)
OO0tailéds probability
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Moderate& Severe

p-value

| evel

4(0.9)
6(0.7)

10(0.8)
0
0

1(1.6)

4(1.3)
1(0.4)

(two

0.78

0.03*

00 .

00 1*



Coded severity

Coded moderate&severe

0

B 0

Coded severe - 29

I ——. 520

Coded moderate _ 96
I 425

coded miid | NS 149
I 141

0 100 200 300 400 500
Frequency

m Reported not serious freq ® Reported serious freq

Figure 7.10 Reported severity (MHRA assigned) by free text severity (coded)
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7.3.46 Section summary

A 22extracts providing details of thEhysical symptoms; the drug and
reason for taking drug; thmpact and severity artevious knowledge of
SE

21 patient reports and one parent report

>

A 9 reports for males; 1f2r females; 1 unknown with ages randesm 8-
83 years

A Free text severity levels are 2 mild, 11 moderate aselére effects

A Nine drugs linked t€NS; 3to Respratory; 3to Infections; 2 CVS2
Endocrine; DbdetricdGynaeologicaland 1 Araeshesia

A Comments composed ofséant;13 moderately elaborate and 3 elaborate
narratives

A Overall comments coveratbscriptios of SE, their impact and severity

7.3.4.7Impactof SEi multidimensional influences on patient lives

Descriptions of the impact of SE were divided into physical, psychological and social
impacts with overlap between these classifications. Social impacts were derived from a
number of criteria which inaded the combination of both physical and psychological
impacts. In total 2098 reports reported the impact of the SE as follows:

- physicalimpact described b%261(60%)

- physical and psychological impact reported by (&%)

- physical and social impabty 345 (16%)

- physical, psychological and social impact by 391 (19%)

Associations between type of impact of SE by gender, reporter type and drug class were
explored. Physical impact was reported for similar proportions of males (418; 62%) and
females (83559%). A majority of reporters over 60%- described physical impacts with

a combination of physical, psychological and social impacts reported by carers (24; 26%).
The highest proportion of physical impact was reported for Gl d&#ys72%) with a
combiration of physical, psychological and social impacts linked to CNS drugs (145;
30%). A KruskalWallis test indicated theelationship between the type of impact and drug
classwas significantX?(1, N=1953) = 75.79p<0.001.The Cohends eddf f ec

= 0.4) suggested a small to moderate practical significg8eeTable7.13.
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Table7.13 Impact of SE by gender, reporter type and drug class

Impact of SE f (%) n=2089

Physical Physical Physical Physical & Psychological p-
& Psychological & Social & Social value
Gender 0.87
Male 418(61.6) 34(5) 109(15.9) 123(18)
Female 835(59.4) 67(4.8) 236(16.8) 267(19)
Reporter 0.3
Patient 1153(60.1) 92(4.8) 324(16.9) 351(18.3)
Carer 57(61.3) 3(3.2) 9(9.7) 24(25.8)
Parent 51(60) 6(7.1) 12(14.1) 16(18.8)
BNF chapter .
classificdion O00. GO0
Gl 84(72.4) 2(1.7) 19(16.4) 11(9.5)
CVS 145(55.3) 15(5.7) 58(22.6) 44(16.8)
Resp 59(71.1) 3(3.6) 10(12) 11(13.3)
CNS 238(48.8) 31(6.4) 74(15.2) 145(29.7)
Infections 239(64.6) 19(5.1) 67(18.1) 45(12.2)
*significance at OOtailedd probability | evel (two

IKruskalWallis test

7.3.4.71 Physical impact of SE
The explicit impact was primarily related to physical symptomolagdgscribed
by 2099 patients (93%):

fiFelt unwell, cold, | had the most severe headache like a helmet of pain,

indescribabé. | will not take them agaithwent out but felt cold and tired so

came home. Within two hours | had a headache which got progressiwesly as

the evening wore ofheback of my hands, including fingers, were very blue

veined. | felt as I f | would have a str ok

get up 10.30pm and took a paracodol . 0
Patient, female, age not suppljddoket, {Net.

ARed i tchy r ightdrm atthe wrist. Rask an bathfunderarms.
Strange feeling in head and neck. Severe headache across forehead and back of
head. o

Patient, female, 60 yearsp-amoxiclav, INet.
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7.3.4.72 Psychological impact of SE

However theexplicit psychdogical impact of SE was frequently experienced as
increased anxiety, depression, irrational thoughts and aberrant behaviours were
clearlydescribed by 532 patients (24%):

AfBeen taking citalopram for 7 years. Ha d
thi s batch experienced increased anxiety
Patient, male, 46 yearsitalopram, |-Net.

ATi redness, rash and itchiness. I woul d |
taking them, headaches, severe aches in my legs and very sossvoilben
fingers and the feeling of being constantly depressed.

Patient, male, 58 yearsamipril, I-Net.

ABal ance we nimusclesirlaypos, riptred aehijes, feeling

irritated..Very depressed and angry all the time, constant rage. |neddzlsod

pressure. Headaches. Rage was worst. Stopped because of cramps..l also had a

rather terrible irritation and a bizarre reaction were [sic] | could not stop

swearing (I even used swearing words that
Patient, female65 yearsamlodipine, telephone.

Al suffered severe irrational thoughts as

feeling of impending doom, headaches, got up every morning with a very anxious

upset stomach, family and friends noticed. | cannot biegiell you how dreadful

| felt. I thought | was losing the plot and worried about the effect it was having on

my life, my family and friends. Everyone noticed the difference in me and would

ask what was wrong as | became a completely irrational anxiasspevho

dreaded every single day. | only realised it was the nasal spray when | stopped it

for a couple of days as | had a horrendous nose bleed, it took two days and |

suddenly felt me again. I can't tell vyou
Patient, female, 58ears, Nasonex;Net.

One patient describes her fears that she would harm her family as a result of the

profound psychological effects she was experiencing:

Al nsomni a, anxiety, feeling fuzzy headed

whilst sufferingfrom insomniaMy head was racing, similar to if I'd drunk a lot

of caffeine or was suffering from stress. | couldn't stop being scared that | might

turn psychotic and kill my family. 1t scaea
Patient, female, 37 years, Selincra\ét.

Patients described the extreme psychological impact and distress of the SE. In
many cases these effects were persistent and had significant impact on their ability
to function normallyThe negative impact was multifaceted and experienced

across numeus aspects of their lives including their concentration levels, which

affected their work, social life and use of health services:
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A Phobi c Omgaoing hightaryxiety with phobias, panic, etc. Therapy and

cognitive behavioural therapy for anxiety dider with phobias (claustrophobia)

and anxiett el ated symptoms | i ke palpitations t
Patient, female, 27 years, Implano\ét.

AAbnor mal behaviour, anxiety depression,
judge, allergicskin reactionl feelalone and hurt and depressedary a lot and
need professional hel p. o

Patient, male, 36 years, Champixyét.

AAcute mania and severe depression. Il nson
suicidal ard | had massive highs and lov@ouldn't sleep or eat and couldn't
concentrate on simple tasks. Was very, very low and nearly made a suicide
attempt. 0

Patient, female, 27 yearggiramate, {Net.

7.3.4.73 Social impact of SE
Seven hundred and sixty patients (34%) also described tiat isggact of their

SE and its implicit impact on their QoL:

iSevere muscul ar weakness and pain in botf
muscular spasms..Affecting my everyday-lifard to housework, pick things up.
Lack of sleepduetopaininarms. Paii s stil |l there whilst r

Patient, female, 60 yearamitriptyline, dclofenac sodiumlLyrica, |-Net.

AwWhen drinking alcohol, after 2 pints of
remember anything from a night out wé@ever, it never happened ever befare
my whole life of drinkingSo | stopped my social life until | come off the tablets
altogether. o

Patient, male, 52 yearsedraline, FNet.

One patient reported the significant negative impact of the SE omtrenal
functioning at work. He experienced difficulties in concentration and stress as a

result of his impaired work performance:

Ailt started when |-Igstasted toiget turmel visoeand ng at woc

eventually lost consciousness for a s@it@nd then | found it very difficult to

concentrate and | felt panick¥his has got worse and worse despite my

discontinuation of the drug. | constantly have blurred vision, | feel panicky and

agitated in social situations (I have never suffered with @anianxiety before), |

get dizzy, | find it incredibly hard to focus and think analytically, as a result I'm

developing stress and worry as it is affecting my work. | feel constantly spaced

out and slightly removed from myself. 0
Patient, male, 26 yearsmeprazole,-Net.
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Another perspective is offered by a report from a carer which describes the
di sabling i mpact of the SE on the qualit:

fiHer body began to inflate like a balloon. Her body became numb, two deep
scars appeared at twends of her mouth, other lines also appeared on her face
and her face became flat with her high cheekbones disappearing. Such changes
in her body and face made her very distressed. She could not bear her physical
changes and numbness. She became disabladher distress and lost her
independence. | had to become herfull me car er . 0

Carer, female, ag not supplied, Seroxat, paper.

7.3.4.74 Section summary

A 14 extracts providing details dfie physical, psychological and social
impacts of SE

13 patientreports and one caregport

5 reports for males; #r femaleswith ages rangeftom 26-65 years
Free text severity levels are 3 moderate anditldsevere effects
Eight drugs linked to CNS; 2 to CVStd Infections; 1 to
ObgetricdGynaeologicaland 1to Ear/Nose

To o To I»

A Comments are composed ofr®derately elaborate affcelaborate
narratives

A Overall commentarerelated to thenultidimensional impact of SE on
patileast s o

7.34.8 ldentification of SH strategies and information sources

Strategies anthformation sources used to identify SE were described by 679
(30%) reports. These reports described effects for 155 males (22.83%) and 524
females (77.17%) in 635(93.52%) patient, 33(4.86%) carer and 11 (1.62%) parent
reports. The highest proportions béte reports were for those in older age
categories aged 530 (150; 22.09%); 6¥0 years (128; 18.85%) and aged over

80 (25; 3.68%). Thetrategies employed in identifying $tcluded the timing
sequence of SE; differential diagnosis and confirmation wftdhrmation sources.
Informationsources inleided HCPs, PILs, the Internet afaanily/friends

Multiple sources and strategies were also used.
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Table 714: Frequency table of Subcategories a4

Sub category

Timing sequence of SE
Challenge/dechallenge
Reduction in dose

HCP confirmed

Used PILs to identify SE

Used family/friends to identify SE
Used internet tadentify SE

Prior SE history

Change in general health status

Change in brand

Patient makes a differential
diagnosis

Suspected possibieteraction
effects

Frequency

313

40

21

136

52

12

28

54

54

47
102

40

#Includes use of multiple strategies/sourpes report

7.3.4.81 Timing sequence

% total

13.88

1.77

0.93

6.03

2.31

0.53

1.24

2.39

2.39

2.08
4.52

1.77

% of
Hierarchical
categry 6
46.1
5.89
3.09
20.03
7.66
1.77
412
7.95
7.95

6.92
15.02

5.89

Three hundred and thirteen reporisi% of the total populationused temporal

associations including dehallenge, rechallenge, changes in dose to identify their

SE:

i Wi tah houar of taking the medication | have extremely uncomfortably
sweating which lasts for about 4 hours which | never had in the past. | have tried
varying the times | take it to no available [sic]. | have even tried not taking it for
one day and found thadid not get the sweating. And as soon as | started it

again the next

AfiNausea from

unable to eat or drink ah

day

t he

sweating came

Patient, female, 63 yearstgpranolol, FNet.

start

started

of

havi

treatment, 2nd
ng visual hal

Patient, female, 20 yeardacithromycin, FNet.
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nBl eedi ng, bad migraines, memory | oss, i n
premenstrual syndrome (PMS) symptoms. The effects of these tablets were
readily increasingever day | t ook one. 0

Patient, female, 46 years, Cerazettdldt.

7.3.4.82 Differential diagnosis

It was found that 5% or 102 patients assessed the possible causes of their SE and

made a differential diagnosis:

AHeart burn partiSewteanodglytoibterdpt skeep. Orilyg h't .
started after a couplefalays of taking the medicinedon't normally get
heartburn. o
Patient, female, 38 yearduéloxacillin, I-Net.
fi..hives |/ rash on palm of | efeto hand, Wr i
anything new which might cause this. o
Patient, male, 27 yearsitalopram, FNet.

i A b 0-6 hourgafter taking the medication | was yawning at least 4 times a

minute for about 1220 minutes and this happened almost everyday but had not

happenedbefr e t aking the medication. 0
Patient, female, 34 yearsrraline, -Net.

7.3.4.83 Confirmed with HCPs
Just over 6% or 136 reports confirmed their SE with a HCP. Effeéénmles

(49.23%) and72 females $2.94%) were confirmed, with the most camon of
these reports being for those in age categ@iet) years (28;20.59%%1-60(32;
23.530); 61-70 years 20; 14.72%%) and aged over 80 (258.38%).

Patients confirmed with their GPs

il had been taking at or v asseavasinoreaie mg f or

to 20mg because my total cholesterol had increased to 5.4. The skin rash started

to develop approximately two weeks after starting the 20mg dose. At the

foll owing visit to my GP he told me to st
Patient, nale,65 years, @rvastatin, Net.

AfChange to sense smell. The smell was so
it dissipated but later it returned but not so bad. Spoke to GP who advised to not
take any more. 0

Patient, female, 59 yearspxlycycline I-Net.

ANi ght terrorséHaving had a similar react
took my son to see the GP for advice. She suggested offering tablet form of
paracetamol . o

Parent, male, 4 years, CalpoiNet
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Others used hospital doctors:

i Haet attack and triple bypass. Was informed by a surgeon at hospital that he

was fairly certain the diclofenac had caused some or all of the cardiovascular

i ssues and stopped my tablets at once. 0.
Patient, ma¢, 52 years, idlofenac, INet.

Somepatiens used pharmacistss an initial point of contact:

AVery itchy skin f orspoketdtewhaimacistrats aft er t &
[anonymisedwh o has suggested | ask for another
Patient, female, 65 years, Actavis levothyroxiAdet.

i | nasad &air loss, easy bruising and muscle twitches..Mentioned to general
practitioner (GP) and to pharmacist. Pharmacist suggested | report side effects
here. o

Patient, female, 53 year§/enlafaxine, INet.

One patient described how advice from his praist led ¢ a subsequent GP

appointment

AWithin hours of applying the gel, the sk

subsequently developed crusts. After seeing the pharmacist | made an

appointment to see my GP the following day who prescribed an antibietinc

and confirmed that | should not reapply t

whet her |1 should continue applying the ge
Patient, male, 78 years, PicateNet.

However aother patienhighlightedthe lack of privacyhat carbe part of

pharmacy interactions

fil went to the pharmacy to collect my prescription, | receive my medications weekly. When
collecting my last prescription one of my medications, ramipril capsules were 5mg and
previously were in a red and yellowish casulhis week it was a green and grey capsule.
| have memory problems at the best of times and when sorting my many medications into
my weekly planner pill boxes | was getting further confused. My prescriptions are on
electronic repeat yet the pharmacy stat times that my prescription has not been filled
by the general practitionefsic] surgery and expect me to have an explanation of why this
is. | find it difficult not to lose my temper with the staff as this treatment is degrading and
I'm expected tdiscuss my private medical details in front of other custoders.

Patient, male unknownamipiril, MHRA.

7.3.4.84 Confirmed with PILs
A smaller number of patients 52 (2%) used PILs to identify their SE:
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AAl t hough | am s o menhhe is uspallysafteea spegific everd su¢h u |
as abrasion. After the third ulcer without obvious cause, | checked the patient information
leaflet (PIL) for naproxen, which | had been taking for about a week, and noted it was a
possible side effect.o

Patient, male, 64 years, naproxeryét.

7.3.4.85 Confirmed with the Internet

It was found that just 28 patients (1%) used the Internet to identify their SE:

il suffered severe irrational thoughts as
muc h é |l w ermet to seenside effécts and couldn't believe the amount of
people who felt exactly how | did. o

Patient, female, 53 years, Nasonei{dt.

7.3.4.86 Confirmed with family/friends
However reporters were least likely to use family or friends to confirimn St
just 0.5%:

ADi arrhoea got progressively worse as t he
related to my sensitive stomach..l was advised to stop the cough syrup by a friend

who is a physiotherapist who knows my medical history and suspectsd | wa

having a reaction. o

Patient, female, 34 years, Robitussin chesty coubjlet.l

7.3.4.8.7Confirmed with multiple sources

Reporters also used multiple information sesrto assist them in identifying
their SE

AErectil e dysf unnringnewmnelattbnskic Movreallyanddeon st a
aware of this possible side effect when put on tablets but it is in the leaflet but not
listed with other side effects. Search on internet immediately flagged up the
i ssue. 0
Patient, male, 64 yearsingvastatin, {Net.

AfVvery severe aplastic anaemi a. Had eye o0

practitioner and used them for 2 days only..The leaflet enclosed in drops stated in

rare cases can cause aplastic amaa. It states on some research on the internet

thatitshoudhot be used in children under 2 yea
Parent, male 1 yearhtoramphenicol, iNet.

ADi zzi ness, dr owsi nes s, hall ucinati ons, h
sleep disturbance, viigo, vomiting After speaking to a nurse and basic searches

onthe internet, the patient was told they should never have been given such a

high dose. . 0

Carer, female, 49 years, Zamadol SRIdt.
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7.3.4.8.8 Section summary

A 20extracts providing details of thening sequencedifferentialdiagnosis
andinformationsources used to identify SE

17 patientreports, one carer andp2rent repos

9 reports for males; 1fbr femaleswith ages rangefiom 1-78 years

Free text severity levels are 5 mild, 7 moderate asel8re effects
Seven drugs linked t6NS; 3to CVS 3to Infections; 2
ObgetricdGynaeological; 1 Musktoskeletal 1 Eye; 1 Ear/Nose; 1 Skin

To To To o

and 1 Araeghesia

A Comments composed ofs2ant;13 moderately elaborate afelaborate
narratives

A Overall comments related to the strategies and information saisedgo
identify SE

7.3.4.9 Manaqing SH behaviours and outcomes

Overall 990 (41%) reporigrovided details of their behaviours as they sought to
manage their SE. These details were present in repo2829128.48%) of males
and708females 71.526), in 810(81.824) patient95(9.6%) carer an@5

(8.590) parent reports. The highest proportions of these reports were for those in
older age categories aged-6Q (378; 38.18%); 61-70 years 277, 28%); 71-80 (9;

9.2%) and aged over 80 (38,84%).

Behavourswere described in 334 (61%) reports with severe effects, with the
highest proportions of reports linked to Endocrine drugs (101; SBdékeare
followed by CVS drugs (146; 53%); drugs imalignant disease (25; 50%) and
respiratory drugs (43; 48%)h€&behaviours included HCP consultation, self

directed interventionsboth medical and nemedical- and stopping medicine(s).
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Tabe 7.15 Frequency table of Subcategories 26'

Sub category Frequency % of total % of
hierarchical
category 8
Stopping meds 354 15.7 35.76
Adhered to meds 64 2.84 6.46
Reducing dose 30 1.33 3.03
OTC remedies to counteract 95 421 9.6
symptoms
Prescription remedies to 157 6.96 15.86
counteract symptoms
Finished course 27 1.2 2.73
Reverting to origial brands 23 1.02 2.32
HCP consultation 671 29.76 67.78
Self directed medicine 164 7.27 16.57
management
Self directed non medicine 26 1.15 2.63
management
HCP medicine management 260 11.53 26.26

#Includes multiple behaviours per report

7.34.9.1 Patient behaviours

Analysis found that 671 patients (30%) consulted with a Hi®se reports were
composed of 615 (91.65%) patient, 29 (4.32%) carer and 27 (4.02%) parent
reports. Among 196 males (29.21%) and 475 females (70. F@hjdhest
proporton described severe effects (249; 37.11@@nsultation with HCP was

linked to the following druglasses: endocrine (78; 44%)aignant digase (19;
38%); CVS (95; 35%); mskoskeletal (80; 31%) and CNS (146; 28%)ose in

the older age categories wenere likely to consult with HCPis 132 (37%) aged
51-60; 121 (33%) aged 610; 52 (29%) aged 780 and 20 (33%) aged over 80

years

Ailncreased hair | oss, easy bruising and
practitioner (GP) and to pharmacist. o
Patient, female,53 yearsenlafaxine, INet.

233



AVvisited GP about painful feet and other

ciprofloxacin. GP not so sure but to stop taking medicine anyway. Have been

referred for neurological opinion. 0.
Patient, female, Byearsciprofloxacin, FNet.

Within HCP interactions 315 patients (14% of the total sample) had multiple

contacts with HCPs:

Al ncreased blurred vision, increased swesé
diabetes controlled by metformin 500mg twiceydaitd Zicron 40mg twice

dai |l vy. I am also on ramipri/l 5 mg dailyél
di fferent hospitals; a neurologist and mc

Patient, male, 76 yearsamipril, I-Net.

Analysis of the reports indicatbat over 380 patients (17%) interact with GPs.
One carer described the symptoms their patient experienced which prompted a
consh t ati on with the patientds GP:

APatient has Parkinson's disease and symg
following uptake oflrug. Worsened cognition, significantly reduced mobility and
inability to hold itemsAskedgeneral practitioner who prescribed medication to
stop use of the drug. o
Carer, male, 75 yearsapapentin, {Net.

However these HCP consultations do not asvagpear to result in corresponding
medicine management by HCPs. Just 260 patiégg) described a HCP

managed medicine intervention:

ATi ngling of facial muscles, and increasi
face...prescribed the medication by diibespecialist nurse by phoneéd&
effects developed by second day. .telephor

Patient, female, 70 years, Januviaét.

ABreathl essness. spoke to gewasr al practit
particularly concerned &l am asthmatic. general practitioner removed me from
the medication with i mmedi ate effect and

Patient, female, 33 yeargpiramate, tnet.

Analysis of the reports indicated thaverall 190 (8%pf patients engaged in
independent behaviours to manage their SE. These behaviours included self
directed medicine management (164; 7%) as described by patients in the

following extracts:
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fiShortness of breath on exerti ssn, muscl e

Been on statinfor years.General practitioner took me off tablets but whe
restarted symptoms recurrelchave taken myself off tablets after several restarts
on a reduced |l evel . o0

Patient, male, 72 yearst@vastatin, tNet.

AfThe consequencesweimmedatelynoticenplElosthe st at i
most of my aches and pains that | suffer overnight and the pain in my elbows

cleared upél have stayed off atorvastatin

or pains.o
Patient, male, 60 yearst@vastatin, tNet.
Patents also engaged in selirected behaviours to manage their SE that did not
not involve medicines (26;1%Qne patient described a simple intervention to

manage her SE which did not require medicine:

ifnAfter the second do slexperienceshpnodératetst day
severe heart burn that lasted all evening. | drank milk to neutralise the acid and
this did make the burning sensation less painful however it still felt very
uncomfortabl e. o

Patient, female, 24 yearsp-codamol, {Net.

It was bund that when patients experienced $84 (16%) of thenmstopped
taking their medicine or removed the medical devigelysis indicated that the
majority of these werdemale (28; 67.23%) compared to 116 £377®0) males.
Those more likely to stop theiredicine were aged 240 (80;22.6%); 51-60 (66;
18.64%)and 6170 years (74; @ %0). Analysis indicated that 235 (35.02%) of
those whaconsultedHCPs stopped their medicingZ36; 35.026). Non-adherent
behavioursvere linked to the followig drug classesCNS (74; 22%);nfections
(65; 19%) and CVS (62; 19%).

AfiConstant urge to urinate and irritation,

torso to a lesser extent, intermittent explosive diarrhoea and swelling of face (eye
lids, brow, lips)..l realised thadll the symptoms probably related to taking

omeprazole as they are |listed side effect

Patient, female, 57 yeamneprazolel-Net.

AStopped taking by patient due to pain
Patient, nale, 56 years,dsartan, paper.

AFlickering at the side of my eye briefly

half of my field of vision lasting about 15 minutes. | stopped taking the
aml odi pine in case they were causing t
Patient, ferale, 67 years, mlodipine, paper.

235



AAbdomi nal bl oating, pelvic pain. Pelvis
terrible infection, paracetamol did not work, had to stay in bed all day. This was

very upsetting, so | also felt emotionally |dwets of little blister like spots. Then

several painful large ones appeared..l should also have mentioned that | found

the side effects so unbearable that |1 toc

Patient, female, 43 years,itdna, -Net.

7.3.4.92 Behavioural outomes
Overall233 patients (10%) provided details of the results of their SE

management. These outcome details wer&3a(56.226) females and

102043.78%) males contained outcome detail2i8 @3.56%) patient, 9 3.86%)
carer and 64.58%) parent repost Those aged 610 years (5121.8%0) and 71

80 (21;9.01%) were more likely to provide details on outcon@stcomes were
described irv3 (13%) reports with severe effects, with the highest proportions of
reports linked to CVS drugs (46;17%j (15%) with Endocrine and 15(13%) Gl
drugs. The outcomes described in these reports includekatlenge, taking

counteracting medicine and recording SE in medical records.

Table 716: Frequency table of Subcategories- &%

Sub category Frequency % of % of
total Hierarchical
category 9

Dechallenge and SE went away 124 5.5 53.22

Took counteracting med and 40 1.77 17.17

masked SE

Med taken to treat SE leads to 21 0.93 9.01

more SE

Used cams to treat SE 29 1.29 12.45

Recorded suspect ADR in medic 16 0.71 6.87

records

Usedcoping strategies to deal 22 0.98 9.44

with SE

#Includes multiple outcomes per report

A positive dechallenge wamdertakerby 124 (6%) patients with the SE
disappearing:

e pain then tastygaiobl e pain in
r -1 stopped taking it al most
Patient, female, 56 years, atorvastatiriyét.
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ASwelling of knees, ¢ mdthrobbing painldiditng, swel |
realise the effects were from the nayen until | stopped taking them. As soon as
| stopped taking it the swelling, throbbing, heavy sensation stopped and my legs
returned to normal size. o

Patient, female, 55 yearsaproxen, iNet.

APain in my | eg muscl es, movablitsini n my shoul
shoulder also couldiraise my arm above my head..When | came off the

atorvastatin the pain in my legs disappeared and muscle wastage stopped and the

pain in shoulders also disappeared and in

Patient, male, 54ears, Lipitor, INet.

Forty patients (2%) took counteracting medicine aimed at masking the SE:

ADry mouth, especi al | ytakehgjomépragoletox er ci s e.
counter. Two instances oftitis requiring antibioticsThe difference the
medcation has made to my quality of life is such that | am prepared to put up
with the side effects.
Patient, female, 57 years, Betmigd\ét.

AfiNausea, severe migraine, pain in | egs anr
vomiting unable to stop for 3 dayspeactice nurse made a home visit and
prescribed prochlorperazine 3mg to stop the vomiting and paracetamol
suppositories for the pain.oo

Patient, female, 48years, Esmydyét.

Just 29 patientslfo) useccomplimentary alternative medicingSAMS) to treat
SE:

ASince stopping the medication | 'm al ways
yeast infections, need to buy and take hi
Patient, female, 22 yearspxlycycline, INet.
AUncontroll abl e c¢ o udaidn,worseaimgiag medidine keptv i our &
being taken, stopped as detox with homeorg

Parent,female, 2 years, omtelukast, INet.

A small number of patientsl6 - (1%) describe wanting to record their SE in their

medical records, to prevent it from happenagain in future:

il need this drug to help with the refl ux

arthritis..I have also written to my doctor to add to my notes that | need to have

the Jenson Product to keep my bl ood press
Patient,female, 67 yeargmeprazole,-Net.

7.3.4.93 Section summary

A 21 extracts providing details behaviours for managing SE such as HCP

consultation, selflirected interventions and stopping medicines
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19 patient reports, one carer and one parent report

6 reports formales; 15or females with ages ranged frorv8 years

Severity levels are 3 mild, 4 moderate and 14 severe effects

Eight drugs linked to CVS; 6 to CNS; 2 to Infections; 2 to Endocrine and 2
to ObgetricdGynaeological

o Do Do Do

A Comments composed ofs2ant, 14 moderately elaborate and 5 elaborate
narratives
A Overall comments related to the behaviours used to manage SE and the

outcomes of these behaviours

7.3.5 Consequences of SE

Analysis of the reports also identified the long term results of th@Sgafients
with over 263 patients (12%) describing the consequences of the SE. ¥2ighin
(11%) patient, 1112%) carer and 2@L6%) parent reporter 175(12%) females
and 88(12%) males consequences were mentiombd.highest proportions of
these repus were for those in the younger and older age categonéants (9;
33%); 6270 (43;12%) and those aged over 80 (16%).0utcomes were
describedn 141(26%) reports with severe effects with the highespprtions of
reports linked to rmlignantdiseas€12; 24%); kin (19;23%);
obgetricdgynaecological(25; 15%); CNS drugs (68,3%) and CVS30; 11%).
These consequences includexdtepting the SHersistent physical, psychological,

social, economic, workelated and life changing effects.
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Table 717: Frequency table of Subcategorig4-62*

Sub category

Accepts SE

Reluctant to take related med

Will not use med again

Prolonged/persistephysical
effects

Prolonged/persistent
psychological effects

Prolonged/persistent social effec

Prolonged/persistent woirdelated
effects

Prolonged/persistent economic
effects

Prolonged/persistent life
changing effects

Frequency

11

7
14

207

65

50

22

19

60

#Includes multiple consequences per report

7.3.4.8.1 Conseqguences for patients

% of
total

0.49

0.31
0.62

9.18

2.88

2.22

0.98

0.84

2.66

A small number of reportei’s0.5%- accepted the SE:

AThe mouth ul cers
Sometimes they last for a few days but they have lasted for three weeks. Each time | take
the medicine which I've been on for two years | get one of the side effects. The mouth
ulcers have been seen by my dermatologist but | lzapie psoriasis covering 85% of my

body including my hair and face so | am more than happy to suffer with the occasional side

effect. O

i Spoke seiedaflingnsuicidal thoughtdsked if | wished to continuddvantages

occur

% of
hierarchical
category 11

4.18

2.66
5.32

78.7

24.71

19.01

8.37

7.22

22.81

e oreto three wéeksaftet.

Patient, female, 36 yearSielara, I-Net

have

outweigh issas so remain on the treatmehknow the thoughts are hormone related and

am able to fight them. Acne, acute depression, bone pain, excess sweating, hot flushes,
mood swings, painful breasts, sleep disturbance and suicidal depoess. 0
Patient, female, 33 yearBgecapeptyl SR-Net.

As a result of the SE seven reporters (0.3%) indicated #aotance to take a

related medicinevhile fourteen (0.6%) would not use the medicine again:
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fiSevere constipation and abdominal painlststarting dexamethasone and head was

worse. Upon finishing 10 day course was followed by severe diarrhoea and abdominal

pain and sought help at accident and emergency. Suspected inflammatory bowel disease

and reluctantly started budesonide 9mg as mewiside effects of steroids. Same

happened, headache got worse and constipation gas started again. The minute started

dexamet hasone | had severe constipation &
Patient, female, 24 years, dexamethasoiNgtl

fil have had a strong reactn to nitrofurantoin, felt like | was going to pass out

in the shower. | got out and sat on the toilet seat, was then very sick. | have

stopped taking them and now feel fine;
Patient, female, unknown, nitrofurangiPatient(MHRA)

7.3.52 Persistent physical effects

It was found that 207 patients (9%) described the prolonged physical effects of the
SE:

ARnAfter stopping the treatment, my cycles
irregular. My husband and | are tryinfor a baby and it is slowing the whole
process down, as instead of 12 attempts a year (for someone with adag/30
cycle), we will have fewer..If | had known, | would not have started using the pill
or would have stopped it a couple of months earlieirréhtly, | cannot be sure
that they will ever get back to normdal
Patient, female, 35 years, GedareNét.

AFuzzy head, headache, nausea, | oss of ar

weakness and loss of energy, sore throat and mouth, nasalktiongé believe

the side effects | experienced are mostly common place, and this medicine should

be discontinued. It did clear up the cystitis quite quickly but the side effects are

still being experienced &tr t he cour se has been finishe
Patient,female, 74 yearstimethoprim, Net

AHair thinning and hair | oss. This side
when | search on the internet, hundreds of women are complaining about it and

have no information on whether the hair growth wéturn or what the longer

term effects areéMy hair is now in terridt

Patient, female, 56 yearsmeprazole,-NET.

7.3.53 Persistent psychological effects

Patients (65; 3%also described the lortgrm psychological atsequences of
their SE:

il have faced severe effects from Propeci

hair loss and | used it for 1 week, but suffered a string of side effects, including

genital pain, weak and discoloured discharge, inept, and laddilHowever,

more seriously | took a pill and within 90 minutes | suffered acute depression and

suicidal thoughtséSome side effects have

poor dischargdgsic], but others have persisted 9 months in..No suitable advice or

referral has been offered to me, and | am at a loss of what to do. It has

completely changed my |ife for the worse.
Patient, male, 21 years, Propecia, paper.
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ACouldn't run, sleeping 18 hours, change

anything, apat, loss of friends. Loss of jobs. The antipsychotics have nearly
completely destroyed my life. | am no longer able to function like | once did. My
mind is now in a total mess. O

Patient, male, 20 years, Risperdal Consthlet.

ATendon da tesagreontmusclloskeletal pain, electric shocks in

arms and legs, behind eyes, in fingers, toes, coldness numbness in legs and feet,
anxiety disorder, regular panic attacks and butterflies in stomach, anxiety
induced nausea, constant dizziness, crushiegsure in head, subjective visual
disturbances, perception altered, pain behind eyes, electric shocks behind eyes

and depressive episodeséDevel oped more an

progressed.. The ment al side effects
Patient,male, 34 years, AveloxNet

7.3.54 Persistent social effects

Fifty patients (2%) described the negative social effects they experienced as a
result of their SE. Patients provided vivid accounts of significant changes to their

normal social functionig:

fAcute depression, héitishes, weeping, insomnianights of approximately 3 hours

ar e C

sleep, irritable legs syndrome, depression causing dysfunction of daily life, weeping for no

significant reasor
Patient, female, 67 years, QuinorieNkt

One patient describes the significant psychological problems he experienced

including severe depression which led to a suicide attempt on his part:

Al was ok while taking the medicatio
effects like dry lips, nobéeeds, tiredness and aching joints. But after completing
my 6 month course | have never felt right and gradually became severely
depressed and made an attempt on my life around 5 years ago. | have been with
the psychiatric department since then and haaenhdiagnosed with agitated
depression and severe anxiety, obsessive compulsive disorder and have recently
had a relapse in my mental health. | also take medication for my mental health. |
was completely different before taking this medication and wasoutgping
and sociable but now I am unable to
Patient, male, 23 years, Roaccutanldt

7.35.5 Persistent life changing effects

Analysis identified 60 patients (3%) who described their SE as a life changing

event:
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fi D i nasgd Cushinig syndrome caused by Nasonex/Mometasone spray. High

blood pressure, weight gain of 4 stones, muscle weakness, breathless, nose

bl eeds, fibula fracture, bl ood sugar sél ks

prescribed this drug to me for 9 years. | kft with a list of debilitating health

problems after stopping the nasal spray, needing repeay »f my left ankle as

it became swollen after normal activity; | am still breathless and despite a

healthy diet my weight is still 4 stones heavier thamduld be, | have muscle

weakness and very reduced stamina and ene
Patient, female, 63 years, Nasonek{dt.

Al suffered a retinal artery occlusion ir

vision which remains so today. | was presailme daily pill of quinine

sulphate...l am now totally convinced that quinine sulphate was responsible for

the original diagnosis of atrial fibrillation and, after ceasing to take it, marhe

rhythm returned to normalt is also my conviction that althigh | was not

diagnosed with atrial fibrillation until earlier this year | think it had been present

for some time before and especially last year when my eye occlusion occurred.

Logically quinine sulphate could again heaea
Patient, nale, 85 years, gjinine sulphate,-Net.

i S e v e rrterm deprassgjon, anxiety disorder, suicidal ideation and suicide

attempts. | was admitted to hospital after attempting suicide. | struggled for many

years, but eventually had to give up my job as & sérvant. | am now on quite a

high dose of medication to get me through each day. | suffered a complete mental

breakdown, at which point my husband took me to hospital. | have been under the

care of the Adult Ment al Heal th Services
Patient, Emale, 40 years, Roaccutand\ét.

7.3.56 Persistent economic and work related effects

Over 40 patients experienced long term work reld®2; 1%) and economic

effects (191%) as a consequence of their SE:

Al believe | h a v eeffexts farigiag frend toothrgrindingeth 8 0 s i d €

sleep, ruining teeth to major anger problems, general pain, intense tight

chest/breathing problems, ringing in ears and loss of my job and career due to

short term memory | oss and confusion/ conc
Patient,male,27 years, italopram, FNet.

7.3.57 Section summary

A 10extracts providing details difie consequencesf SE whichincluded
persistent physical, psychological, social, economic, welkted and life
changing effects

10 patient reports

2 reports fomales; &or females with ages ranged froré-28 years
Severity levelsaare 2 mild, Smoderate and 8evere effects

Two drugs linked taCNS; 2 to CVS; 2 toInfections; 1 to Endocrine; tb

T T To >

ObgetricdGynaeological 1 to Eye and 1 to Skin
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A Comments composexf 7 moderately elaborate aklaborate narratives
A Overall comments related to theng-term consequences the SE for

patients

7.3.6 Patient concerns

Patients (34415%) described issues of pattiar concern to them 297 (14%)
patient, 2425%)carer and 2826%) parent report®r 217(14%) females and
127(17%) males who reported particular issuesl38(29%) reports with severe
effects concerns were report&dth the highest mportions of reports linked to
eye drugs (1030%); endocrine (8; 22%); GI(23;19%) and CNS drugs
(93;18%). Reports for nfants (1037%); 4150 years (5717%) and those aged
over 80 (1525%) were more likely to describe particular concefirese
concerns included negative experiences with HCPs, disagreemeht @iths 6
treatment/diagnoses and specific consabout the suitabilitgf medicine.

Table 7.18 Frequency table of Subcategories B3

Sub category Frequency % of % within
total Hierarchical
category 12
Licensing issues 26 1.15 7.56
Issues with pragibers 51 2.26 14.82
Issues with pharmaceutical 45 2.0 13.08
industry
Negative experience in HCP 203 9.0 59.0
interaction
Specific concerns about 74 3.28 21.51
quality/suitability of med
Disagrees with HCP 92 4.08 26.74
diagnosis/treatment
HCP ignored allergy history 20 0.89 5.81
Perceives themselves as sensiti 31 1.37 9.01
to meds

#Includes multiple concerns per report

7.3.6.1 YC reporter concerns

Over 200 patients (9%) described their HCP interaction in negative terms:
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i Ane and itching face. The acne started on my neck (it was similar to the hot,
fizzy type rash you get from a reaction to antibiotics if allergic). The acne then
spread to my face and continued to itch. It took more than two weeks after
stopping the dropsdfore my skin cleared up. The fact medical professionals
discarded my concerns and told me to continue the treatment, led me to question
their expertise and whether they knew what they were doing at all, so |
di scontinued taking the drops. o

Patient, femke, 30 years, FMleye dropsl-Net.

nAt the time of taking Roaccutane, Il was

depression. | remember being informed that it was a 'trial' for the drug and that

there were possible side effects. However, | do not recalktentian being

drawn to this particular link. Therefore, | had no idea that my subsequent

depression, anxiety and suicidal ideation were anything to do with Roaccutane,

so | did not report it at the timeo.
Patient, female, 40 years, Roaccutanblelt

i Rduced sexual drive. Inability to maintain erection. | spoke to a General
Practitioner (GP) at my local practice. She said that as | was in my fifties it was
probably not something to worry abouwhilst inconvenient, she said, it was
better than being geessed.

Patient, male, 50 yeardubxetine, {Net.

Analysis found that 92 patients (4%) of patients disagreed with the

treatment/diagnosis of the HCP:

APapill edema discovered due to developing

after taking metfonin. Have permanent damage to sight. Constant headaches

experienced. Approached out of hogeneral practitioner in Accident and

Emergency who wrongly diagnosed pain as n
Patient, female, 26 yearsetfiormin, FNet.

Al tching overylgaditch, yeast infectiore genitals, oral thrush and

swollen glands. | am known to get vaginal imbalances after antibiotics as well as

having penicillin allergies so this medicine should had been avoided to prescribe

and a more suitathded £t¢ ipnfcketdi d mr o my
Patient, female, 41 yearsoxycycline, INet.

AWei ght gain despite doing 5:2 diet. Skimn

severe eczema on hands, increased bruising, skin infections thgsidpgb

away. Dosage raised saaétimes to current 1400mg. | am not convinced | am

suffering epileptic seizures since | remain conscious. | think the problem is

caused by a blockage in my |l eft carotid e
Patient, male, 61 years sodiuralproate, FNet.

Seventyfour patients %) had specific concerns about the suitability of their

medicire for them
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AfPhot osensitive reaction, ctedsleepbhecagse bur ni n

of itching.Has tried to avoid sun..Leaflet says that it is not suitable for over 65's
and patent feels this should be printed on the box as she did not read this until
after she opened it.o

Patient, female, 68 yeargttacycline, telephone.

AOnly error is that there are no warnings

leaflet) about thenedication causing systemic lupus erythematosus (lupus) so as

my doctor said; it should never be given

Patient, female, 68 yearamlodipine, tNet.

7.3.6.2 Section summary

A

o To To P>

>

8 extracts providing details of e p 0 r dnaemsssach &s negative
experiences with HCPs, disagreement
specific concerns about the suitability of medicine

8 patient reports

2 reports formales; &for females with ages ranged from-88 years

Severity levels are gild, 5 moderate and 1 severe effects

Two drugs linked to CNS; 2 to Infections; 1 to CVS; 1 to
ObgetricdGynaeological 1 to Eye and 1 to Skin

Comments composed of 7 moderately elaborate and 1 elaborate narrative
Overall comments related to the speatfimcerns of YC reporters on a

range of issues

7.3.4.10 Other aspects of YC Reports

Analysis indicated that75 patients (8%) submitted reports with specific

characteristics/attributescludingmotivations to report, evidence to support their

report (melical records/photos) and seeking advitieere were 15(85.71%)
patient, 126.86%) carer and 187.42%) parent reportior 119(68%) females
and 56(32%) males. Reports with severe effe(it8; 13%)were the most likely

to display these characteristiwhen compared with other severity levélae

highest proportionsfdhese reports were linked to earge drugs (516%); e/e

(4; 12%); malignantdiseas€5; 10%) and espiratory drugs (2 0%).Reports for
infants (5;19%); 5260 years (298%); 7180 (14; 8%) and those aged over 80 (5;

8%) were more likely to have specific attributes.
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Table 719: Frequency table of Subcategories 74

Sub category Frequency % total % of
subcategory
Motivation to report described 99 4.39 56.57
Supporting docunmés supplied 14 0.62 8
Advice requested 51 2.26 29.14
Awareness of sensitivity exhibite 37 1.64 21.14

#Includes multiple characteristics per report

7.3.4.10.1 Motivation to report
Approximately 90 patients (4%) described the motivatamgors that led to their

reporting the SE.
One patient identified the importance of reporting SE even if they are well
known. She believes that common SE such as insomnia can have serious negative

consequences for patients with mental health difficailtie

il was prescribed aripiprazole | ast year
epi sodeéHowever, aripiprazole caused me t
sedated and | didn't recover my sleep pattern whilst being treated on this drug.

The consequences of thaimd with other unfortunate circumstances, were

positively harmful for me. Once | was out of hospital and saw my own

psychiatrist again, | suggested to him that | might report the drug for this

negative effect under the yellow card system. He dissuadedwmeedr, saying

that it was already a weknown effect so no need to report it. However, | feel

that insomnia is such a serious and harmful effect to be experienced by someone

with psychosis, that there absolutely ought to be high profile guidelines otohow
monitor for this and what action is requi
Patient, female, no age suppliedij@prazole, paper.

Another patient highlights the overwhelming effects she experienced in the
following extract. Her motivation for submitting the YEtD increase patient
awareness dd potentially debilitating SE:

ASymptoms developed over treatment from t
painful feet and joints in my feet and legs..Started treatment of mirtazapine
15mgs...Hit a crisis point due toibg in constant pain, in feet legs knees, muscle
stiffness causing reduced mobility, which in turn was affecting my work,
combined with other stress my depression was getting worse..I feel that the
symptoms of pain in feet, knees, muscle spasms and mves&leess should be
highlighted more on the drug information and doctors made aware of it. It may
be a rare side effect but it is a debilitating one, if it had not been for the support
of my family the pain would have eventually driven me to take my ewn bf
Patient, female, 53 yearsjmazpine, FNet.
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This extract describes a patientds al

Al thought it wise to |et you know of
since taking Nefopam Hydrochloride. | was patthis medication seven weeks

ago when | dislocated my new hip replacement. | was having increased sweats,
feeling queasy & had awful headaches. This culminated with me starting

vomiting yesterday with diarrhoea, this has continued today. | thought ¢& che

the information sheet inside the Nefopam box and alongside the side effects that
may occur less frequently | am actually experiencing: being sick, diarrhoea,
blurred vision, sweating,& headaches, which are actually 5 of the 9 side effects.
Needless toay | am stopping taking the Nefopam immediately as its hard enough
coping with the problems | have without these extra problems. | hope my

tr ui
t he

experience may help others not go through

Patient, female, age not supplied&fapam hydrochloride, paper

7.3.7.2 Supporting evidence

Some reports included evidence to support their experiences. This evidence was
provided in 14 reports (1%) amicluded photographsnedical recordandletters

from consultarg

fiMy hair density has decreased by approxighaonethird within months and it

is now approximately half of its density; thus the hair loss has been sudden and

dramatic. | have attached photos prior to Mirena insertion and photos taken a

yearagotoge you an idea of the hair | oss.
Patient, ferale, 35 years, Mirena, Yellow card

fiThe spironolactone was started and developed symptoms ten days later (was in
the surgery as attended fon @&lectrocardiogram (ECG)) his is the description
of the reaction doauented by our practice nursAttended foECG - recently
commenced on spironolactone for heart failure, during consult began spasming,
rapidly became more violent and commenced on oxygen, with good effect for a
shortwhi e, violent spasms ongoing. o0

Patient, female, 78 yeargisonolactone, {Net

7.3.73 Advice requested

Analysis of reports found that 51 patients (2%) requested advice, as potential

motives for submitting a YC report:

A Hai r wdll bwart to find out if there's anything | can do to combat the hair
loss without reducing/spppi ng dosage! 0
Patient, male, 27 years, LamictaiNet.

AMy sex drive has gone rthaintamang getanl am
erection.Everything was normal before | started taking this medicine and want
to know anthing I can take to help mecannot obtain and get an erection and
its affecting my sexual relationship.
Patient, male26 years,ihasteride, {NET.
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AfiHer daughter was withdrawn from Epilim &

Experienced a severe skin rash 8 weeks after alllmay..Liver readings

doubled Mother would like to know if this was first stage of Stexjamson

syndrome. She would also like to know if Steemsison syndrome presents

itself as a skin rash initially and if it
Parent, female, age naupplied, &motrigine, paper

7.3.74 Awareness of sensitivity exhibited

Thirty seven reporters (1.6%) made explicit reference to their sensitivity to
medicines:

il am sensitive to a | ist of medi cati ons, t h
Service (NHS) notes, | often have to remind consultants of them. | made this very clear to
the consultant that prescribed pregabalin to me, but he still prescribed it. | also wear a
medical bracedt due to high level allergieso
Patient, female, 41 yes, pregabalin, FNet

AExtreme irritation of the eye, redness, itdc
the skin. | was originally prescribed antibiotic drops, but those did not improve my
condition and made it worse. Because of that | went ta¢higlent and emergency which

| had been advised to do in that event and was given the ointment. The ointment has had
a definite adverse effect which was almost instant. | applied the ointment at night when |
returned from the hospital and again in the miag. Some ointment got on to my cheek

and this had a burning sensation for a short time. At this present time, about four hours
since the last application, my eye isywmflamed, red and painfulam allergic to

ampicillin and septrin having had veryvage reaction to the same following surgery. |

have to avoid thegeenicillins and have not been prescribe them for years.

Patient, female 66 yearshloramphenicol, INet.

7.3.7.5 Section summary

A 8extracts providing details dfie specific charactestics of YCrepors
such asnotivations to reportsupporting documentation and advice
seeking

7 patient reportand 1 parent report

2 reports formales; &for females with ages ranged from-28 years
Severity levelsare 1 mild, Imoderate and §evere dects
Threedrugs linked to CNS; 2 to CVand 3 to Endocrine system

Comments composed dfscant, Inoderately elaborate amcelaborate

To o To o I

narratives

A Overall commentselated to the specific characteristafsYC reports
7.3.8 Reports of positive SE

In addtion to these specific attributes analysis of the YC repistsrevealed five
reports which described positive effects:
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fiRapid weight gain (24kg in 3 months) so asked general practitioner to reduce
dose from 600 to 300mg/day. Weight stabilised afiducing dose, at 15 kg
heavier than normal weigh# positive side effect is a complete reduction in
migraines, used to sufferSmonth but have not had any since starting
pregabalino

Patient, female, 30 yearsiggabalin, FNet

fiThe side effect | am repting is a positive one. Not only has erectile
dysfunction (ED) been treated, the chronic pain | have suffered is much reduced.
Markedly reduced pain from my right hand, following a reverse flow radial arm
flap surgeryo

Patient, male, 63 yearsidenail, |-Net

fiDid feel a bit light headed. More important fact is that this medicine had a
rapid, confirmed, successful additional effen ending a dystonic stormhe
storm started as | got into bed. It's a deep neurological crisis. | felt it happening
in my nervous system and | lost control of limbs and entered a state of panic and
utterly intolerable pain. | was in a state of forced squirming unable to sit or lie
still and unable to control body properly. Other pains from my myalgia,
paresthesia we exacerbated by the stormiaking one 5 mg zolpidem in EU/ UK
Stilnoct film coated tablet had a moderate effect but merely took it down from cat
4 to cat 2. Systems were still all involved and head, neck, back, chest, legs, feet,
arms, hands, face, voicand a deep sense of profound unease/ terror. So | took
one more and it pretty much nailed the storm. The dystonia continues in its usual
semi manageable way so | look forward to gieg now.l would be delighted to
explain my experience as my expecieconfirms that of otherd his drug and
similar ones of the class may be novel treatments for status dystonia: an acute
flare of chronic focal and generalised dystania

Patient, male, 39 years, StilnoctiNet

AOn taking tramadol Orfurtheaidvestgatiorhitwaso r e ener g
found that 1 tablet 50mg extended release lowered my standing heart rate by 20
beats per minute. This is great if you have postural orthostatic taattigcar
syndrome (POTSY¥ontinued use to prevent daily spikes in heart fatd>OTS
could be a possible treatment for those with asthnleat candt t ake bet a
bl ockers?o0

Patient, female, 34 yearsamadol hydrochloride,-Net

fil suffer from myelofibrosis and have been having regular blood transfusion,
every 3- 4 weeksSince being diagnosed with temporal arteritis and being
prescribed prednisolone my haemoglobin is much improved and seems to hold at
around 90. | only need transfusions now at extended intervals, around 8 weeks.
Improved production of red cells. Is thiseof the (beneficial) side effects of
prednisolone? None of the professionals seems to &now.

Patient, male, 76 yearsrgdnisolone, INet

7.3.9 Template analysis of selected free text narratives

A range of extracts have been used to deinatesthe results of the template
analysis. These extracts represent severe effects to a variety of drugs across
different reporters. The findings atkistrated by verbatim quotations and the

extracts identified by reporter type, patient age, genbiag, type and method of
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reporting. The analysiwas conducted oh2 patient, 12 carer and 12 parent
reports. These reports described severe reactions across a range of drug classes
GI(3); CVS(4); respiratory(3); CNS(7nfectiong4); endccring(3); dbgetricH3);
malignan(1); muskdoskeletal(2); eye(1); ear/nose(1l)kis(2); and OTC(2)The
focus of the analysis is on the mudimensonal impact of severe SEivE main
themes were identified with eight subthemBEse analysiss dividedinto these
main tremes and is composed of five sectiontodews:
A Reconstruction of event
A Impact of SE
A Coping with SE
A Seeking meaning
A

Attitudinal change
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1: RECONSTRUCTION  [¢—— _

3: COPING

2: IMPACT

- detailled
description
of event
- evaluation
of event

- cognitive
responses

- physical

- psychological
-social

- economic

-family

behavioural
responses

5: MEANING

4ATTTUDINAL | %

CHANGE

- sense making
processes
- reestablishing
control
- role of feedback

- future health
behaviours
- medication
beliefs/perceptions

Figure 7.11 Final template of rain themes and subthemes
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7.3.9.1 Reconstruction of event

Description and evaluatn of effects

The elaborate narratives hdetailed descriptionand evaluationsf SE They

relate information on the onset, progression, severity and outcomes of SE:

fi I  amailing on behalf of my friend who is staying with me for a few days. Shedecam
unwell yesterday evening with a bad head cold and as she felt worse this morning she took
two of the above caplets which she claims she has had before. Within a very short while
she suffered from swelling of the inside of her mouth and lips, thankfstlgr the left
side. | took her to my local pharmacy and the pharmacist there advised that she saw a
doctor. Thankfully my medical centre were able to see her and she was told that she was
suffering an allergic reaction to the caffeine which obvioustyise of t he i ngr
Carer, female, unknown,a&pharm extra pain reliever, Patient(MHRA)

AfARed hands and feet, prickly raised rash
the arms, pins and needles throughout the body. Dry mouth, headachatesaz.
General exhaustiorHe has been given ahistamine and steroid creaieek Advice
Details: My son woke up in the night with itching and the rash burning. We called NHS
Direct due to severity of the rash and places. The doctor called 3am anddhswwa
doctor twice for medicatioa.

Parent, male, 14 years, BuscopaiiNet

7.3.92 Impact of SE

Analysis indicated that the impact of &tanifested themselves across a range of

domains physical, psychological, social and economic.

Physical, psychogical, social, economic and family effects

Reporters indicated treffects had significant negative physical, psychological
and economic effects:

fiSevere acute respiratory syndrome, acute digestive discomfort, persistent
chronic nausea, very tight chestd diaphragm pain ("like a-Bour heart

attack"). The effects all peaked and continued at a high level for 4.5 hours,
tailing off until 3.5 hours latel. was reluctant to involve the ambulance service,
and it was obviously not a time when | could consyharmacy or my own
general practitioner. Had this happened during daylight hours, | would have
probably sought profesonal advice or interventio.he chest tightness and
breathing difficulties were extremely difficult and painful, and the chroniceasaus
was quite distressing. o

Patient, malef9 years,carbocisteinel-Net

AiMy daughter only started to gamble when
eventually had to sell her house to pay some debts. Having been told by the

neurologist ‘it was not hefault', and that gradually decreasing the dose of the

agonist, changing to a levodopa drug Sinemet and having deep brain surgery the
addiction would stop, but it continued in secret for some time. We were never told

this is known to be a possibility. Hattempted suicide and depression was as a

result of her desperate financial situation. This has led to a breakdown in family
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relationships (she is widowed with two teenage sons). She has told so many lies
to so many people, there is now a total latkrust.0
Parent, female, 40 years, Requig\ét,

Reporters also expressed concerns aboygdheulaty significantnegative

impact of effects o the family of patients:

fIAggression, agitation, anxiety, paranoia, passive suicidal ideation and violence.

| am writing to report this on behalf of my deceased father. | believe that he

should never have been prescribed this drug in the first place given its side

effects, | feel it exacerbated problems my father already had and the GP should

have flagged this van prescribing. My father was on this medication for 6

months before his death and day to day life for himself and his wife and my

sisters was awful. He became aggressive, violent and suffered severe anxiety and

paranoid thought. He mentioned suicideorn® t han one occasion. 0
Carer, male, 50 years, ChampixNet

fRuptured post tibial tendon. Joint and tendon, muscle pain. Anxiety. Fatigue.

Pins andneedlesRight post tibial tendon ruptured after three days on

ciprofloxacin. Left post tibial tendoaiso affected after three days on

ciprofloxacin. All other symptoms mentioned happened gradually. From a fit and

active person to disabled in three days. | rode horses and was able to do all the

associated work. | am only just able to walk without crugdibe short distances

and still need them for rough ground. My husband had to take over the running

of the house, the horses and dogs and caring for elderly relatives. This had had a

catastrophicefet on our | ives as a family. o
Patient, female, 62 yearsiprofloxacin, I-Net

7.3.93 Coping with SE
Overall reportersd descriptions of copini

divided into cognitive and behavioural responses. Effective coping strategies
generally involved both cognition and adaptive Heb&haviours.

Cognitiveand behaviouralesponses

These sulthemes were linked and most reporters engaged in combinations of
these responses. Regardless of reporter type, coping involved cognitive and
behavioural responses such as-adherence, informatioseeking, differential

diagnosis and social support seeking behaviours:

fiDizziness, drowsiness, hallucinations, headache, rapid heart rate, shaking,
sleep disturbance, vertigo, vomiting. After speaking to a nurse and basic
searches on the internet, tpatient was told they should never have been given
such a high dose as they have never taken this before, and should have started
| ower and built up over time. o

Carer, female, 49 years, Zamadol SRdt

253



fBumps on arms a day after taking omeprazolegWad by rash spreading over
body from the back. Doctor thought it was eczema but it didn't cause my child to
itch and didn't respond to prescribed eczema lotions and crdauspected it
was the medicine as | saw this was a rare side effect so | deoidamp the
medicineo

Parent, female 0 yearsieprazole,INet

fil received a letter from a medical centre making a strong recommendation to
discontinue taking quinine sulphate which | complied with shortly after my first
24 hour electrocardiogram (EQG At that time my only thought sahat could
| now take to reéve my leg cramps at nighfour letter confirming your
diagnosis of atrial fibrillation came as a great shock but also encouraged me and
my wife to carry out detailed research into the ®ffects of quinine sulphate on
the regular rhythm of the heart and | discovered there existed a great deal of
evidence ofvhich | am sure you are awarat the same time | tried to convince
myself into taking your recommended regime of medication bdtradisucceed.
After weeks of discussion with my wife, who has been a tower of strength
throughout, | continued to take only my usual medication of perindopril,
clopidogrel and amlodipiné.

Patient, male, 85 years, quinine sulphate, Patient(MHRA)

7.3.94 Seeking meaning

Several processes were identified by reporters as fundamental to finding clear
meaning and understanding their experiences. These included seeking to
clarify/making sense of their SE event. In addition, reporters frequently tried to re
establish control with healthelated decisions such as radherence; reporting

their SE or accessing appropriate feedback

AThree months ago my granddad passed
2007 he suffered a stroke in result of this he was ptestithe drug warfarin.
He also had an irregular heartbeat. He was doing fine on the warfarin. | was
taking him for his regular blood tests. A few years later we discovered that he
was losing his memory we didn't think anything of it until it startedrgettiorse.
He had dementia for 6 years prior to his death, me and my mother were looking
after him. | was his full time carer and my mother helped me out. He had arthritis
on his hip and knee so he had trouble walking. His dementia and arthritis rapidly
wert down hill so we could no longer take him to the clinic for his blood tests,
meaning we had to get district nurses to come out to the house. This was fine
until they started having problems extracting blood. They suggested putting him
on this drug wheredwouldn't need as many blood tests, the drug in question is
rivaroxaban. We didn't know that rivaroxaban could cause bleeding to the brain,
this is what my granddad died of. At the hospital they explained that with
dementia your brain shrinks and any saddolt, fall or knock to the head could
cause a bleed. We put my granddad in respite, went away and on arrival back we
received the call from the hospital, they couldn't operate because of his dementia,
age and heart condition. | don't know exactly whegtened in the care home
but you don't just suddenly get a bleed on the brain, something must have caused
it. We were there with him in the hospital and we saw him take his final breath,
this will live with in my memory for the rest of my life. Pleaseritwaur help to
try and get rivaroxaban banned for good, there must be another way to thin the
blood, another medicine that won't cause death. | want to leave end this email
with this, warfarin is used in rat poison, it may just be in small dbeég isstill
a poison. Thankou for taking the time to read tbis

Carer, male, unknow Xarelto, Patient(MHRA)
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Al am writing to find out whether or
that | suffered has been reported. | had the intravenous medicdttbe hospital
and almost died as a result of a severe reaction resulting in liver failure,
pneumonia and development of lupus. This was confirmed by severe jaundice,
long stay in hospital and two liver biopsies etc. Unfortunately, the hospital office
has refused to let me know if this was reported. This is a very serious incident
that almost resulted in my death and should have been repbdedeloped
itching prior to the infusion. | explained to the rheumatology nurses who checked
with the doctor whalismissed it as dermattalthough | told them | have never
had dermatitis or any skin problemble gave the nurses the-gbead to give the
infusion despite my concerns that | had the itching and my alanine
aminotransferase were elevated which the sdootor also dismissed ashdip. |
became extremely unwell and had to admit myself via accident and emergency to
hospital with serious liver damage and close to death. | was unable to walk,
became extremely jaundiced, lost my sense of tasting (was umadiéet any
kind of salt or sugar totally; lost my appetite completely), became extremely
swollen with cellulitis, numbness and pins and needles to both legs which were
very swollen with fluid retention, the steroids burnt a hole in the side of my
tongue muscle weakness, fainting, fatigue, tinnitus, shortness of breath among
other symptoms. None of the medications were working and my liver became
more damaged. Following on from the liver damage, | had atelectasis and
subsequently suffered from serious pneunia. This unit does not have a liver
specialist department yet | was not referred to a specialist unit andediffer
unnecessarily and undulyhave made some degree of recovery but have
ongoing problems with nmyealth generally and my liveMy alanine
aminotransferase fluctuate and are presently derangemrajsgamma
glutamyltransferasd.continue to suffer tremendously from ongoing problems
with my health and emotional state. | was never offered any debriefing or
counselling as this has had a majorpact on my young family and myself. Over
the last few days | have been diagnosed with possible narrowing of the carotid
arteries due to syncope (continue to feel faint even when sitting and suffering
from serious fatigue and exhaustion). The side efégetstill ongoing as my
liver function remains abnormal and | amffewing from liver pain etcl. am
disappointed to learn that such a serious, adverse medieatiuted liver
injury occurred and almost resulted in my death yet it was not reported to the
MHRAO.

Patient, female, 47 yearsfliximab, MHRA

fiIMy son commented three weeks into the treatment that this was affecting his
sexual libido and he had noticed the change over the past few weeks following
commencement of this tablet course. He has mopped taking this medication

prior to se&ing further medical advic&Ve were aware of the listed side effects
before commencement and my son experienced some headaches in the first week
and the drying of skin and lips, nose, which he had expected. ahieported

to the pharmacist and the skin clinic. Paracetamol x 2 were taking at the onset of
a headache and emollients for the dry skin. He wasakatg any other
medicinesPrior to commencing with this medication we carefully read the

leaflet Informaion for the user containing all the listed sid#ects. He has later

said to me that his emotions were also more emphasised. Which we were aware
of as they were listed. This clearly does not mention or list male low libido or
impotene condition in youfeaflet. My son was concerned and searched the side
effects of isotretinoin on the internet in relation to his new complaint of a low
libido. Only to find this was listed and commented on frequently of sexual libido
being affected as a conon side effectfdhis drug.Prior to my son taking this
medication, he had a normal sexual relasbip with his girlfriendswhy was

this side effet not listed on your leafletcannot begin to say what implications

255

not



this can have on my child at thisryemportant deelopment ageDo you have
any trials of testosterone levels taken befamd after isotretinoin uselvly son
feels so sure of this side effect of impotence with the taking of isotretinoin and is
willing to have the testosterone blood test to prove clirydalit this is a side
effect of this drug. | will be taking this matter further and await your early
response. He felt he had to stop taking this medication prior to seeking further
medi cal advice. o0

Parent, male, 17 yearssotretinoin, Net

7.3.95 Attitudinal change

A recurrent theme amongst the narratives was the change that occurred in health
beliefs/perceptions. As a result of SE, beliefs about medicines; about their ability
to manage effects; attitudes towards their general health and perseptléGPs

were subject to change.

This report highlights a change in belief about medicine with specific concerns

about future use of antibiotics:

fiFelt giddy and sick. When you feel ill you don't want a drug that makes you feel
sicker. Now afraid of uisg antibioticso
Carer, female, 81 yearamoxicillin, I-Net

This patient is afraid to try any new medicines as a result of her effects:

i N o st over 2 months later, the pain and weakness have continued to
improve slowly, but | am by no means futtigovered. | find that if | overdo
things, which could simply be a session of ironing or a shopping trip, the pains
become more severe and the feeling of weakness in all my muscles Fetiilins.
sometimes wake up from sleep screaming in pain and uttatiieve to a more
comfortable position, it this is now less frequemily doctor, whilst sympathetic,
offered me no help for my symptoiesm now afraid to try any new medications
and am trying to control my blood sugar with det.

Patient, female, 59 yes Januvig I-Net

This patient describes a change in her health beltats severe effects she

experienced have led her to now believe she is addicted to her medicine:

fYesterday | forgot to take my tablets (i
all of which | take in the morning). | went to bed and woke at 1am thinking | was
getting a migraine | had at that time not remabered that | had missed a dose.

| took 50mg sumatriptariVery shortly afterwards | suffered from severe vivid
migraines wih wakefulness/paralysis/trying to scream from which | was unable

to rouse myself. | had no headache or nausea. The nightmares continued through
the night, although later turned to less frightening but extremely vivid dreams. |
had great difficulty wakingp atmy usual time, but managedlitis now 11.22

and | still feel peculiar and extremely tired, although | have now taken my
medication at 8.30am. | think that this incident was caused by either missing my
venlafaxine, or otherwise by this and by sujosmtly taking the sumatriptan. |
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hope this information is useful. It isn't pleasant to realise that one is addicted to
oneg[siccmedi cati on. 0O
Patient, female, 53 yearsymatriptan succinate;Net

The SE have had a ne g aatlyilife &nd hencpniidence to gopet h i

with the onset ofinpredictake effects:

AThere is definit eliteg bemmpsmdkedneaupea@ledbno pr evern

lithium. I went shopping not so long ago and basically suddenly had to stop

walking as felt tertble. My partner looked up and saw someone passing by

smoking an 4dite in close proximity. | luckily always have water on me and also

paused red faced and hot for a minute till | felt better and vowed never to go near

the elites and their open air usergyain..The elite nearby must have rocketed

through my system and changed my | evel as

Lithium also affects heart rhythms which could be very serious. | think it is very

unfair that random passetsy have the power to makthers feel ill this way

albeit accidentally. It still makes you ill whether they do it on purpose or not. |

candét go to the shop the cinema or any ca

change prompted by unpredictable circumst
Patient, female, nknown, Elite - electronic cigaretteMHRA

This patient believes that her medicine is necessary and worries about the impact
of nonadherence on her general health. However she is unable to accept the

resulting SE and has to stop taking the medicine:

fi40mg atrovastatiranxiety and depression. Tried simvastatin provastatin, now
rosuvastatin redue dose each time same probl@raok medicines for
approximately 3 months. | felt unwell on them, nothing specific informed GP then
woke one morning with no wamg and was unable to go to work, very tearful,
did not want to leave the house..Went back to 5 mg been on for nearly 4 months
but have had to stopped again as | was getting the anxiety and depression coming
back. | have no issues taking the medication iitt 6 s what | need to s
constantly feeling like this is not good and every time | have to st¢gipgd
taking them start to worry about having a heart attack or stroke. Each dose
was lowered, but side effects occurred quicker, and hava takger to get
overo

Patient, female, 60 yeargmsuvastatinl-Net

A

This patientds health bel iSEfwere now i ncl ud:
unnecessary and that his long tdrealthmay have beenegatively affected by
his medicine:

0 The Cr e fepgPamiae hasagiven me severe and lingering side effects from 1
tablet taken at nightime and one tablet taken on the following morning.. The dispensing of
the lofepramine was a matter of some discussion between the pharmacist and myself, when
| discoveed that the brand I've had two days of misery and totally unnecessary side effects
from the Creo lofepramine, and with now unknown future repercussions on my already
frail system by ingesting what was, to my body, nothing but utter poison in the form of
Creo | ofepramine. o

Patient, female, 65 yeangfepraminel-Net
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These attitudinal changes wexgparent across attporter types and often were

linked tonegative interactions with HCPs or t8E beingdownplayed by HCPs

4.5

il event ua ltheyocabhospital toavkitedon ageésao see a doctor. This doctor
then referred me on to the new specialist emergency hospital, where | was admitted for
tests. My blood was found to be ok and the doctor was off with me and acted like | was
wasting his tire! | repeated my concerns about the bad-gflects I'd experienced since
taking the clarithromycin antibiotiche didn't seem to know anything about these side
effects. o

Patient, female, 42 yeardadthromycin, |-Net

AAfter taki ng dabletarétorhtoworkdoyover@week asthey felt so
dizzy and had a headache. When the patient tried to report this at the chemist they were
told they had never heard of yellow card and go to see the doctor. The doctors surgery also
told them they hadever heard of yellow card so a complaint form was taken. The next day
the doctor phoned to tell them that they had caused a commotion asking for the yellow
card. They are reporting this effect so that no one else suffers the same as them. They were
notve y keen to report these effects weifd |
the doctor has done on€he patient contacted the doctor but was told the reaction had
nothing to do with tablet prescribed. They did not suffer from this bdfeyetbok the
tablet and after advice from a scientist
Carer, female, 49 years, Zamadol SRt

fiWas prescribed trimethoprim for a suspected urine infection, within an hour of taking |
started to feel unwelkhort of breath, dizzy, heart racing. Called my general practitioner
(GP) who said call an ambulance. | was admitted to hospital and kept in for 4 days but
they did not believe it was connected to the Trimethoprim. Within a month | had another
water infection and despite me talking through my concerns about taking trimethoprim |
was prescribed again and assured | would be ok. Within 1 hour | became increasingly
unwell, my vision was very blurred and | had severe pain in my legs. | immediately went to
my @P. | was in agony, still my GP refused to accept it was connected. | left my GP and
started severely vomiting and collapsed. An ambulance wasl @il | was rushed to
hospital .o

Patient, female, unknownirhethoprim, tNet

Discussion

The aim ofthis phase of the studyas to investigate how YC reporters identify and

manage ADRSs, what type of information sources were used to aid identification, as well as

the impact of ADRs. lanalysed 228patient YC reports received by the MHRA in a six

month geriod from dily-December 2015.

YC description
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Results indicated pattern in YC reportsthe majority submitted for femalesith

more younger females and older males reported to have experiend@de3E.

30% of reports wertor females age@d1-40 andover 20% for males aged 640.
PreviousYC research found a similar pattern oégter proportions of reportsr

females (Avery et al., 2011ADR research whichndicated that femalesnd

older patientsre at higher risk of developing ADRso supportsths st udy 0 s
findings(Martin et al., 2013Moen et al., 2009Zopf et al., 2008).

Data from this study shows that the majority of reports \webenitted by patients
themselves, particularly amoifgmales (94%). Over 90% oéports concerninthoseaged
41-50 and 5160 yearsveresubmittedby patiens. As expected most parent reports were

for infants and those-20 years; while most carer reports were for those in the oldest age
categories (7-B0O years and overAlthough past researchassuggested thatlder people

were at greateisk of developing ADRslue to factors such asich as canorbidity and
polypharmacy (Alhawassi et al., 20Hefner et al., 2015ylartin et al., 2013 the

distribution of reports did not reflect this

The Internet was the mostrmmonly used method of reporting footh genders, all age
groups and for all reporter types (over 90%). These findings are consistent with previous
research which found that the Internet was commonly used for health information (Clarke
et al., 2016; Hamy et al., 2017). However Internet reporting dropped to 66% for those
aged over 80. This finding is consistent with that of Medlock (2015) who identified HCPs
as the preferred information source for older seniors seeking additional information on side
effects. In contrast to this study previous YC research identified the YC form as the most
frequently used method of patient reporting with just 14% using the Internet (Avery et al.,
2011). Possible explanations could include increased Internet use amornygsteiad
population. In general research has also indicated that increased numbers of patients are
accessing health information online (Clarke et al., 2016). Research has also been
conducted which suggested changes to the Internet form to reduce itexiompl

(Anderson et al., 2011). These changes may have led to enhanced Internet reporting.
Frequently online health forums provide details on the YC scheme which could also result

in increased Internet reporting.

This study identified over 70% of overaiports fo serious effects with a higher
proportion in femalesThese results reflect preus research which also found

that more serious ADRs were reported for females and females reported greater
impact on QDL (Lucca et al., 2017; Skilving et al., 2DI&onsistent with

previous research this study found that severe effectsmane likely to be
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reported for older age categories (Hefner et al., 2015). Over 60% of those aged

14-50 reported serious effects, increasing to over 70% in those agiiaGid

over.Serious effects were not confirmed by HCPs in the majority of YC reports

(90%) regardless of reporter typkhe current study also found thatresolved

reactions did not result in increased reporting of sevedityy a small proportion

of reports @scribed effects that caused incapacity (5%), hospitalisation (8%) or
threatened life (11%). In contrast, earlier YC research found higher rates of
hospitalisation (13%) and lower rates (6%) of life threatening outcomes for UK

patients Avery et al., 2011inch et al., 2012)it seems possible that several

factors could explain these different findings including general improvements in
pharmacovigilance, increased availability of health information on ADRs,

increased drug potency or simply variationinindid ual sd experiences
chance. Many extreme outcomes such as hospitalisation/life threatening events

were experienced by the vulnerable populatioysunger and older patients. The

most interesting findings relate to severity and suggest that Y€ repor s 0
assessment of SE as serious, are not linked to consultation with HCPs, unresolved
reactions, or outcomes such as hospitalisation/incapacity. Further research is

required to examine what factors influen:i

A high pioportion ofsevere reactions and polypharmacy reports were linked to
multiple reactions and multiple outcomes. Older patients were more likely to have
resolved reactions which could be explaineatigctivemedical interventiondn
general tder patiens aremore likely to attend HCPthan younger patients which
could in turn result in better recovery outcomeésis explanation is supported by
survey findings in Phase One of this study which found that retirees were more
likely to attend their GP&hen experiencingSE. The findings from all the phases

of this study will be compared and discussed in the following chatéapter8:

Discussion

Pattern ofmedicine use amongst YC reports

This study revealed a pattern of medicine use amongst YC repoetswimber of reported
drugs ranged from-12, althoughtie majority ofreports were foone drugegardless of
gender or agewnith most reports being linkead CNS, nfections and CV system$hese
findings are not unexpectedNHS statistics which examideghe number of prescription
items dispensed in England indicate that the top three system drugs prescribed in the

community in 2015 were as follows: 98.5%n& for drugs inrfections; 97% for drugs in
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CVS with 90% for drugs in CNS (NHS, 2016). It is reaable therefore the YC reports

would reflect this pattern of prescribing and that a large number of reported SE would be
related to these systems. CNS drugs were the most commonly reported regardless of
gender. They were also linked to four age categaneswere highest in those aged4l

and 5160 indicating similar use across age ranges. CNS drugs are used for a wide range o
conditions such asnxiety, depression, naea, pain, epilepsy, demerdiadsubstance
dependencdt is therefore not unexpet that CNS drugs were regulargported to the

YCS. In addition NHS statistics indicateat there has been an increase of 5.7 million in
CNS items dispensed since 2qQNHS, 2016§. Thegreatest increase in prescribing in 2015
was for antidepressant duguch as amitriptyline, mirtazapine and citalopram (NHS,
2016).Increased volume of prescribing CNS drugs could reasonably be expected to result
in more SE and more YC reporfss expected CNS drugs were also linkedevere

effects followed bynfectiors and CVS.

A pattern of SE outcomes was identified as follows: incapacity was reported for CNS and
CVS drugs; hospitalisation was linked to Gl, CVS and CNS drugs; while life threatening
events were reported for CNS drugs. interesting finding was thaeported severity

levels were not influenced by the number of drugs cited. The opeddile of effects in

YC reports was also indicative of certainty in the associati@arly half of reports

concerned only one or two effects and were linked to amg. dihe most common effects
were physical pain, abdominal discomfort, headache and fatihese findings are

broadly supported bgrevious YC research which identified the top five drugs in 270
patient reports as CNS, CVS arldrssystem drugs. The miosequently reported

reactions were also physidahausea, headache and dizziness. (Avery et al., 2811).

pattern of high frequency and complex impacts was identified amongst Gl and CNS drugs
respectivelyOver 70% of physical impact was reported fordBigsi this may be related

to the variety of drugs within this class which are useduitiple treatments and different
conditions. A combinationof physical, psychological and social impacts were found to be
linked to CNS drugs (30%). Again these fingls are not unexpected as there is significant
diversity within the CNS claga terms of the type of drugs. Overall Gl and CNS drugs can
be usedo treat numerous diseasekich would reflect the findings of common and

complicated impacts for these specBNF classes.

Value of free text comments

This study indicated that many of the free text comments provided vivid and rich

descriptions of Ampidearestiegfindngwastkeper i ences.
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comprehensive information, frequently rich in detail, whics supplied by
reportersThis informationreflected the range and complexity of SE. Many of the

il l ness beliefs/ perceptions identified el
representation®©ver90% of reports contained descriptions of physical

symptoms, highlighting the importance of somatic sensations in YC reports. Drug
details and reasons for taking the drug were supplied by over half of reporters
33% and 21% respectively. These findings are supported by previous YC research
which found thapatient reports included symptom and history information

(Avery et al., 201} Previous ADRresearchas alsdound that patient reports
frequently relate descriptions of physical effecte Bmedt et al.,2012; Gandhi et

al., 20@; McLernon et al., 2010)ocus on physical sensatices displayed in the

YC reportsis a key element of theSM of SelfRegulation (Hagger & Orlile

2003; Leventhal et al2011).

Impact and severity of SE

Regardless of reporter type, elaborate narratives were frequently providieel
severity and i mpact of SE on patientsd ||
range of effects; mild (13%), rderate (24%) and severe (25%)combination

of explicit and implicit impacts was described in 95% of mepgphysical (93%),

psychologeal (24%) and socigB4%). These findings illustrate the serious

di sruption t o many-ematipnalcocial amabccypaionale nt s 6 |
I which can be a feature of SE (Asseray et al., 2013). A striking finding was the

prolonged consequenceseadfects for just under 20% of YC patients. These

included persistent negative physical (9%), psychological (3%), social (2%) and

life changing (3%) effects. Previous YC research found similar patterns of

impaired emotional (34%) and social (27%) functignin patients (Avery et al.,

2011).

Another important finding was the subjective experience of SE, over half of

reports described effects as O0severed whi
mild such as rasmuscle painThese results can be expkihby research which

has identified the role of individual perceptions atténtional biaseis health

behaviourgLee et al.,1997). Patients with heighted health anxiety have negative

perceptions about their symptoms and illness in general. Theses loalirefead to

vigilance to symptoms and increased somatosensory perceptions. Attentional

biases are therefore associated with increased pain reports and elevated

perceptions of severity (Chapman, 2011). Overall the information on SE impact
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highlight the véue of YC free text comments and highlight their potential to
contribute knowledge to health research.
Identification of SE

This study found that 30% of reports provided details on how individuals
identified experiences as suspected side effects. Thecomstonly reported
method was related to the timing of effects3%- followed by differential
diagnoses in 5% of reports. These findings are supported by previous research
which also identified the use of timing relationships by patients to assess SE
(Chapichit et al., 2014; Krska et al., 2011). However, these levels are below those
observed by Avery et al., (2011) who found over 60% of patients reported
temporal associations. In terms of information sources an interesting pattern
emerged with the use ofultiple sources by many reporters. Surprisingly low
proportions- just 6%- confirmed effects with HCPs while just 1% used the
Internet and 2% reported they used PILs. Previous research of reporters to the
YCS found similarly low proportions of HCP usé43 but higher proportions of
Internet use (5%) and usé PILs (16%) (Krska et al.,@1). A possible
explanation for the findings of this study might be that that Internet or PILs were
used by the YC reporters but not specifically reported. Howeveresust could

also link to an evolving pattern of information use in YC reporters and thus
indicate a focus for future resear&@urvey data from Phase One of this study
found a contrasting pattern of information use with over 60% of survey
respondents usg GPs or PILs to confirm their SE. These findings will be
compared and fully discussed in the following chapt€hapter 8.

Behaviours and outcomes

Over 40% of reports described a variety of patient behaviours such as HCP
consultation (30%); neadherene (16%) and counteracting SE symptoms with
medicines (8%). These findings contrast with previous research which identified
coping behaviours in patients with heart failure (De Smedt et al., 2012). A higher
proportion of these patients consulted HCPs (4866) used additional medicines

to alleviate the SE (14%) when compared to YC reports. In contrast to the
findings from this study neadherence was reported in just 7% of heart failure
patients. However it is not unexpected that patients with a chromgitioonsuch

as heart failure would display different patterns of health behaviours to those of
general YC reporters. The former have different health concerns and would be
expected to consult with their HCPs, adhere to their medicines or take alleviating
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medicines. There has been extensive research intadioerence which has
identified its risk factorsNlartin et al., 2005Van Dulmen, 200) Nonradherence
studies have found that patients with concerns about their medicines who receive
conflicting similarinformation are more likely to be nadherent. In addition,
patients who sought information from Ret€Ps weremore likely to be non
adheren{Carter et al.,2013; Nunes al., 2009). These findings contrast with this
study which found that over half dfose who consulted with HCPs engaged in
nonadherent behaviours. The levels for ramtherence were higher in this study
than those of the Omnibus survey (2009) which found just 5% of respondents
stopped their medicine.

It is noteworthy that just 1% of Y@ports describececordingthe suspected
effectsin medical recordsThis indicates someognitive dissonancamongst
reporters who report to the YCS yktl not make contact with their HCP to get
theirmedical recordsipdatedThese findings may be exgphed by issues of
accessibility or time constraints with HCRs may also be related to dismissive
attitudes among HCPs towards SE.

YC reporters and reports

This study found that patients had specific issues including concerns about HCPs.
Just undefl0% reported negative experiences with HCPs with 4% disagreeing

with the diagnosis and/or treatment. Previous YC research supports these findings
I 8% of reporters to the YCS described dismissive attitudes to ADRs amongst
HCPs with 4% of patients stating#CP had refused to make a report when
requested (Avery et al., 2011). These negative HCP interactions are an important
finding as 33% of reports described interactions across a range of HCPs: GPs
(17%); pharmacists (4%); hospital admissions (4%) and phellHCP contacts

(14%). Engaging with HCPs is a key component for many patients who
experience SE. Therefore, this may be a useful result in indicating a focus for
future research.

Previous YC research identified that many patients reported their ADRs for
altruistic reasons (Avery et al., 2011). Research in the Netherlands found that over
90% of patient reporters expressed altruistic motives for repartimghare their
experience, prevent harm to others and benefit research (Van Hunsel et al., 2010).
A later review of the factors which influence patient reporting in the UK,

Australia and the Netherlands found that altruism was identified as the primary
motivation to report in 21 studies (Al Dweik et al.,2016). This research study
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found that the altruistimotivations which underlined reporting to the YCS were
described in 4% of reports. These findings support previous resdaathin

common with other patient reporters YC reporters also wish to share their
experiences and prevent others from suffesingjlar reactions (Al Dwelik et al.,
2016).

A characteristic identified by this study were the reports which included
supporting evidence in the form of medical documents, letters, photos (1%).
Advice was requested by 2% of reports and was frequentlgditik severe

effects. Research has illustrated the advantages that accrue in adaptive health
behaviours when effective feedback is provided to patients (Morrison et al., 2014;
Pu et al., 2015). This indicates the importance of developing appropriatedieedba
channels for YC reporteisfurther research is required to identify the benefits of
such tailored feedback which was found to be desired in the evaluation of patient
reporting (Avery et al 2011).

Individual free text narratives

A novel finding of thisstudy was the results of the template analysis undertaken

of selected narratives. The focus was to explore and conceptualise the relationship
between YC reporters and the multidimensional impact of SE. Five major themes
were identified: reconstruction; impt of SE; coping; attitudinal change and

meaning seeking.

Reconstruction of SE event

Research has proposed that memory retrieval is a process of reconstruction greatly
influenced by cognitive schema. These schemas affect both memory encoding and
retrievalprocessesBower et al., as cited in Chan et 2009). An interesting

finding was the subthemes of description and evaluation that occurred as part of
the reconstruction of SE. Reporters frequently used their cognitive schema to
evaluate their effectssahey retrievethe SE evenrom their stored memory.

This raises the issue that this process of reconstruction may be strongly influenced
by mental representations such as illness beliefs/attitudinal changes. This suggests
that r epor t edbeobonsadered@utmetfileredsobtputiof memory
retrieval which may not accurately reflect the actual SE event. However, it can
also be argued that these additional schemas are essential for comprehensive
reconstruction of the SE event and can resutiformative and comprehensive
narratives.

Multidimensional impact of SE
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As expected there was a sense amongst reporters that SE could negatively impact
on many aspects of patientsd |ives. E x a mj
social and economic fefcts were related. Previous research supports these

findings with patients describing physical, psychological and social efiscts
distressing and persistent in nature (Avery et al., 2011; Judd et al., Zha&4g.

findings are also consistent with thedrview findings in Phase Two of this

study. Interviewees described tignificant and debilitating impacf SEon

their lives An interesting finding was the emphasis that was placed on the

negative effects on family life. This focus was apparentlfaeporters and may

be characteristic of severe reports in general. It suggests possible avenues for
future research as impact on family life may be a key component in assessments
of severity.

Coping with SE

As expected effective coping strategies agst YC reporters are primarily

composed of both cognitive and behavioural respofi$esestrategiesncluded
information seeking, social support seeking and-adimerent behaviours.
Previous research supports this pattern of coping with social supp&imgand
information seeking being common coping strate@iesSmedt et al., 2009; de
Smedt et al., 2012).

Seeking meaning

An interesting finding from these narratives was the process of seeking meaning
and understanding SReporters identified essealticomponents such as
clarifying/making sense of their SE eventeastablishing control and accessing
feedback This desire to restablish control is supported by previous research.

The health locus of control is an important element in theories ohhealt
behaviours. Its three dimensions are internal locus, external (others) and external
(chance) loci (Leveson, 1974; Wallston et al., 197&esearch has established

that a strong internal locus is related to positive health behaviours, while the
chance lous is related to maladaptive health behaviours (Grotz et al., 2011,
Sarafino, 2002). Some YC reporters indicated their desire for feedback stipulating
that this desire had motivated them to report. The narratives also illustrated that
reporters who did ive feedback via the YCS found it beneficial and often
expressed gratitude for the contact. As mentioned effective feedback has been

found to contribute to positive health behavioiM®rrison et al., 2014; Pu et al.,
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2015).The importance attached tonse making processes across reporter types
suggest an area for future research.
Attitudinal change

Reporters frequently indicated that their health beliefs and perceptions were
affected by their SE experience. Changes occurred in their atttwlasistheir
medication, their confidence in ability toanage side effects atfteir perceptions
about theigeneral health. The narratives suggest that these changes maght be
cconsequence ofegative interactiaswith HCPs These findings of attitudinal

chang are supported by the interview findings from Phase Two of this study. As
mentioned the findings from earlier phases will be compared to the YC findings in
the following chapter.

4.6  Strengths and Limitations
Overall the objectives for this phase of ttedy were largely met:

A The freetext comment®f YC reportswere investigated.

A When the information was available within the YC reports, analysis identiféed
different sources of information used by YC reportersthed assessment of the
value of thkese sources.

A When the information was available within the YC reports, analysis identified the
i mpact of ADRs on peopl esoé6fADRson vy | i ve:
medicines use in a large sample of YC reporters

A considerable strengthiasthe use of previouslyuntapped resourcéhefree text

comments from YC reports. These findings proved that the comments were valuable
sources of information that contribute novel findings to the body of health research.
Another advantage of this research is thaas highlighted numerous areas which merit
future research such as the role of feedback; positive HCP interactions and non
adherenceThe large number of reports ensured a large sample size which contributed to
the statistical power of the findings. & mainlimitation of this phase was time constraints
which impacted negatively on tiseope of the analysis. Data weneailable on the

reaction outcomes, the duration of the reaction the method of administration, where the
patient obtained the drugandsno me cases details of the p:
Analysis could have been conducted to identify associations between specific drugs and
reaction outcomes, reaction duration and drug administration. Future research could be
undertaken which could inviégate potential relationships between medical history and
reaction outcomes and reported severity of SE. In addition the free text comments are a
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rich data source which could be subjected to future analysis. This might include creating
narrative profiledor specific drug types; reaction outcomes and reaction types. The
application to access YC data and the demands of working with the large dataset all
contributed to these time pressures. A large component of this phase involved qualitative
analysis whichmay have been subject to researcher bias. However, attempts were made to

address this possible limitation through techniques such agatercoding.

4.7  Summary

YC reports were examined to gather information on how YC reporters identify andgenana
their SE.In addition to quantitative analysis of the repotiss phase of the study focused

on the novel use of free teixt YCsto examine SE experiences.

A Quantitative aalysis of the 225 reportswvas divided intalescription of YC

reports; casative drugs; identification of SE; impact and SE behaviours and outcomes.
Some key findings are as follows: most YC reports for females; patient reports; commonly
one drug with one/two effects; linked to CNS drugs. Severity levels do not increase with
nunber of drugs; not linked to unresolved outcomes; linked to CNS drugs.

A The n-depth qualitative analysis of free text comments illustrated their value as
sources of information about the SE experience. Thirteen hierarchical categories were
identified with the main categories beimdgntification of SE, management, impact and
consequences of SE

A Individual narratives provided details on the multidimensional impact of SE. Five
themes were identified; reconstruction, impact, coping, attitudinal changeekidg

meaning/sense making.
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CHAPTER 8: DISCUSSION
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8.1 Introduction

The primary purposes of thithD study were to explore hopeople identify and
manage SE from their medicines and examine the impact and consequesees th
SE have in their livedAn explanatory mixed method design wed to address

the range of research questions in varied ways. This approach was chosen so that
data could be generated from different sources and subjected to different analysis.

Phase @e of the study involved the development of a questionnaire to gather
general information on peoplesd6 experieni
interviewees for Phase Two. For Phase Two a phenomenological approach was

selected to explore the opinions andexngnces of people who had recently

experienced a SE, throughdepth interviews. Phase One and Phase Two of the

study overlapped and analysis of the interviews from Phase Two informed the

following phasé Phase Three. For Phase Three a novel assestukfur the

general public to use to assess suspected side effects was devble@de

Effects Patient Assessment Tool (BBST) This assessment tool was validated

amongst members of the general public known to have experienced side effect(s)

and ina larger online population. Finally, in Phase Four data was elicited from a

large sample of YC reportsubmitted to the YCS by patients, parents and carers.

This phase provided further insight into
the potential vime of data within YC reports from nddCPs. It also facilitated

comparison of YC reporters and the wider general public.

Health research has slowly come to recognise the potential of a juatrgred approach

which moves past the clinical aspects of Blkere is genuine value to be gained by

exploring the alternative viewpoint that patients can provide to SE reporting. As part of
this thesis, a literature review was cont
identification and management of Skhis review avoided repeat of the literature and
identified alack of knowledge surrounding how people copthwind manage SEhiB

study attempted to address these deficits. A mixed methods study, which used data from
multiple sources, was employedaxplore the following keyareastow pati ent s o
experience SE and the perspectives of pat
how patientsdé cope with SE; what infor mat
and finally, thevalueofaacus al ity assessment tool for |
combination of survey, interview, YC data anediepth analysis of YC free text comments

to investigate patientsd experiences of
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comparing notewohty resultsfrom the four phases of the sty@yd describes how the

answer the research questions.

8.2  Primary findings

The principal findings of this study relate to the complexity of SE and the need to

conceive of SE as distinctly subjective experemt€he thesis provided a unique

and insighttful perspecti v &SE.dtfoungpthat i ent s O |
SE can frequently have overwhel ming i mpa:
Descriptions of adverse physical, psychological, social andanic effects were

provided across all phases of the research.

This study also provided information on the strategies employed by patients to manage SE
These strategies varied greatly and included both cognitive and behavioural responses suc
as noradcherence; HCP consultation; seeking informafrem a range of sourcesd

seeking social support. Decisions made by patients were influenced by a range of factors
including established health beliefs; previous SE experiences; cognitive biases; perceived
severity of SE; individualsd coping style
As expected the study data showed that females and older patients were more likely to
have experienced SE and also more likely to report them as severe. These findings are
consistent wittprevious research and indicate some of the healthcare challenges faced by
policy makers. The UK population continues to age with 18% aged 65 years and older
(Office for National Statistics, 2016 Aspecs of this ageing population are the
correspondingricreases in multimorbiditgndpolypharmacy which in turn leads to

increased risks of SE in older patients. The implications of these findings are discussed
further in Section &. Research into gender differences have indicated that females
frequently uselata more comprehensively than males. In stressful situatisumsh as
experiencing SE femalesengage in more extensive cognitibkan males who tehtorely

more on heuristics when assessing stimuli/cues (Mdyarg & Loken, 2015)These

studies havalso found that females ameore likely to express anxiety/fear aaldo report

more physical symptoms and psychological disttleas malegMcLean & Anderson,

200; MeyersLevy & Loken, 201%. Electrophysiological research into gender differences

in atentional processing suggests that gender could be an important factor in regulating
attentional biases. Females showed greater engagememindithore elaborate

processing othreatrelatedstimuli (Pintzinger et al., 2017). These findings are supported

by the study data as female respondents were more thatymaleso have experienced

SE and also more likely to report them as seuere.suggested that gender differences in

271



SE experience could be influenced by the different cognitive resourcesfetmales

allocate to processing their SE (Thompson et al., R(Résearch has also identified

gender differences in relation to pain with peahated health conditions and symptoms

more frequent in females than males (Fillingim et al., 2009; Vambhefitai&n, 2017).

A pattern of medicine use was evident in YC reports and o$éne SEPAST. The

majority of YC reports were for one drug regardless of gender omaiipernog reports

being linked to CNSnfections and CV systems. SEAST respondentsiost commonly

reported causative medicines linked to CN and CV systems as well as Infection drugs.
These findings have implications for prescribers and are discussed in Segtion 8.

There were also several key findings related tdytpe of information soces patients

used to identify SE and their assessment of these sources. GPs and PILs were identified a
the most commonly used sources in genaraispective of coping styles. GPs were

assessed as the most trustworthy and PILs as the most accessi#e smspectively. This

study indicated that a hierarchy of source characteristics could exist, where individual
components such as accessibility, trustworthiness, ease of understanding and relevance ar
ranked in importance by patients seeking healthrimédion. The data also suggested that
predominantly positive assessments of pharmacists were not reflected in their actual use a:
information sources. Just 28% of survey respondents used pharmacists to find out about th
SE. These findings on informationwgces present opportunities for future research and are

discussed in Section 8.8.

8.3 Addressing the research questions
The central research question of this study was:

How do people identify and manage ADRs from their medicines and what impact
and corsequences do these ADRs have in their lives?
This was developed into four sajoestions:
1. What are the personal experiences of people in managing ADRs?
a. What are the impact(s) and consequences of their ADR experiences?
b. What coping strategies do people usewkhey experience ADRs?
2. Whattypes of information sources do people use to find out about ADRs?
a. What are the factors contributing to the use of these different
information sources?
3. What would be the essential characteristics of a reliable assessment tool

for patients to use to assess ADRs?
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a. Would patients consider such an assessment tool to be valuable and
useful to them?
4. What is the value of patient reports within pharmacovigilance?
a. Are there differences between people who report ADRs and the
generapublic in terms of impact of ADRs and information sources

used?

What are the personal experiences of people in managing ADRs?

There were important findings about the SE experience across the phases of this study.
pattern of multiple medicine use wasdent inbothsurvey and SEPAST respondents.
Overall medicine use increased with ageongsurvey respondentsover 30% of those
aged 6170 used fiveeight medicinesncreasing to over 40% of those aged8llyears

and 50% of those over 8@&urvey daa indicated that the majorityover70% - who had
experienced one or more $Bedmore than onenedicing while 65%o0f SEPAST
respondents usadore than onenedicine. Analysis of YQ@eports added to this
informationand indicated that reports linked t&¥§€ drugs increased for older age
categories. This finding is not unexpected as CVS drugs are the most commonly prescribec
medicines for older patientSimilar proportions o€CNS drugs were evident across age
categories indicating widespread use for ariy of conditions.

The data collected from SEAST respondents and YC reports also indicated a pattern of
causative drugd’he most commonly reported causative drugs by online respordents
SEPASTwere CNS, cardiovascular system anf@ction medicins. Similarly,mostYC
reports were linked to CNSfections and CV system$here were important findings
concerning knowledge about causalitinking confidence in causality to use of
information sources and medicine use. Analysis of survey data tediteat using

multiple information sources could increase confidenaausality assessmemC

reports linked certainty about causality to number of drugs, veistily half of reports
describing one/two effects which were linked to one diugddition the finding that 95%

of YC reportsoverallcited onlyone drugsuggests a degree of certainty in identifying a
causative drug among this population, regardless of the number of symptoms reported.
Data from SEPAST respondents confirmed this link, disphaydecreased causality
knowledge with increased medicine use.

An overallprofile of effects was found across the study phases which indicated that the
most common effects were physical. Over 80%ufey and SEPAST respondents
described the physicalfects of SEwhile over 90% of YC reportdescribed physical
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effects Themost frequently reported effectshothsurveyresponseand YC reports were
pain,abdominal discomfort, headacaed fatigue.

In terms of severity, data from survey,-BBST repondents and YC reports
suggested that severe SE were most commonly reported for females and older
patients. These findings supported previous resdarchlsoprovided additional
information onthe association betwe&kE severity and coping style. Analy®f

the survey datdemonstrated that m® Monitorsi over 9% - reported thei SE

as 0 u n ghareeghgraftite dther two coping styles.

The impact of nocebo and placebo susceptibility amongst surve ASE

respondents and YC reports should ddsxonsideredNoceboand placebo

effects are generally defed asa worsening or improvement in clinical symptoms

in response to the administration of an inert substatome&ever mcebo and

placebo effects are also used to describe unexpected reactamise
medicine/treatmestwhich are not linked to the pharmacological action of the
medicine/treatment (Dodd et al., 201These effects occur within a physiological

and psychological contexpsychological mechanisms include expectancy and
classicalconditioning.(Belcher et al., 2017). Respondents susceptible to these
effects might experience an unexpected reaction/nocebo response to their
medicine. These responses could be the result of expectations created by-their pre
existinghealthbeliefs or directinformation they received prior taking their
medicine/reporting their SE (Dodd et al., 20 Flacebo and nocebo research has
suggested that medication information from Pidayldi nf | uence pati ent s
expectations andause the nocebo effe@qhmiz et al., 2017Tan et al., 2014;

Verdu & Costello, 2004)Nocebo effects can also occur when patients experience
an association between their medicamelprevious negative experierccéDodd et

al., 2017). Advese effects such as Skhich are purely syntpmaticcan theefore

be difficult to verifyat an individual level in patients, as thepy benocebo

effects (Chavarria et al., 2017).

What are the impact and conseguences of their ADR experiences?

Data from all phases of this study add considerabhgsearch findings

concerninghe impact of SEAnalysis of survey and SEAST data showed that
femal es were more |ikely to describe the
majority of survey respondents focused primarily on the physical impactiof SE

over 80%. Psychological and social effects were less frequently desdybed
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12% and 10% respectivelyhese findings from the general public can be
compared with YC reportsnany ofwhich provide more detadlf the SE
experienceA majority of YC reporers also described physical impatist

higher proportions of reports described both psychological (24%) and social
impacts (34%). In particulag combination of physical, psychological and social
impacts was reported lmganycarers (just under 30%). Ehiinding suggests that
carers could provide a comprehensive insight into the complexity of SE. It also
provides support for the potential benefits of carer engagement in reporting SE.
Most of the physical effects in YC reports were linked to GI dradle the
combination of physical, psychological and social impactsma@st common in
relation toCNS drugs. Thiss supported b$sE-PAST data which linked
severe/moderate impacts to CNS and CVS medicines.

When interview data andC reports are comparesimilar examples of adverse

and debilitating physical, psychological, social and economic effects are found.

Data from interviewees and YC reports suggestdhwiderange of SE had both
explicit and implicit impact on their live§or intervieweeshe expicit impact

was primarily related to physical symptomology such as stiffness, headaches, or
rashes. They also linked their SE to explicit economic impabtsimplicit

impact of SE was linked to psychological effects which were described as less
obvious hut significant in impactA combination of gplicit and implicit impacts

was also described in the majority of YC repdrtsver 90%. These included

physical, psychological and social effects which could result in serious disruption
to many aspectsofpatnt sé | i ves. A striking finding
supplied by YC reports on the prolonged consequences of effects for patients (just
under 20%). These included persistent negative physical, psychological, social

and life changing effects.

Both thesurvey and YC reports also provideahsistenfindings on the
consequences of SE. Analysis of survey and YC data showed that females and
older respondents wereore likely toexperience negative consequences. Survey
respondents with monitoring coping &ylwere also more likely to require a GP
visit/hospitalisation. Data froMC reports indicated that severe &Sulted in
negative consequences such as incapacity, hospitalisation and life threatening
outcomes. YC reporigdicated thaCNS and CVS drugs evethose moslikely

to result inincapacity.
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What coping strategies do people use when they experience ADRs?

A pattern of coping styles was identified in survey respondents and YC reports.
Datawereobtained from survey respondents about predictpthgastrategies

such as information seeking, social support seeking anaaioerent behaviours

from the amended SECope scdlae findings suggest that the mbsiguent

predicted behaviours were based on positive information seeking strategies
around70% of respondents, but alsegative adherence strategieslmost 40%
Moreover, anajority of respondents who predicted remtherence engaged in

actual noradherence behaviours. Those with monitoring coping styles were more
likely to engage in noladrerent behaviours thahose withother coping styles.

These findings contrast with YC reportsoping strategies were described by just

over 40% of YC reporterslust under 10% of YC reports described information
seeking behaviours across a range of ssuwhich included HCPs,

family/friends and the Interndilon-adherent behaviouisstopping/reducing

medicines were described in just under 20% of reportss difference can be

explained since the survey specifically sought information about copatggts,

while there is no requirement to provide information on YC reports. It is thus
possiblethatcoping strategies such as seeking information/social support were

used by the YC reporters but not specifically reported. However these findings

could al® indicate a difference in coping stratediesween people who report

ADRs and the general publiwith more YC reporters engaging in radherence
behaviours

TheMi | | er s Moni t or i ng dsmbdsedmoh aategorisatign offrcapihe |
behaviours (Miller, 1989)The MBSSwas used to categorise survey respondents into those
with monitoring, blunting andeutralcoping styles and blunting coping stylékwever
there are disadvantages to taking this approach as coping styles can frequstralprey a
continuum r aborhmenebthahmheaonméalobh with dist.i
2013).1t should also be acknowledged thaping styles are not stable across situations
andan i ndi vi duadn&kangevergimenagd particyldyi with contet. The
MBSS measures coping with scenarios that differ in their predictability and perceived
controllability. Research has found that situations with a combination of high
predictability and high controllability promote monitoring behaviounde those with low

predictability and controllability promote blunting behaviours (Van Zuuren et al., 1996 as
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cited in Bijttebier et al., 2001)A conceptualisation of coping styles as a continuum of
behaviours may address the disadvantages assowi#itesl categorial approach to coping.
Qualitative analysisoessuggest that there could be a pattern of coping strategies
specific to YC repodrs. In order to find meaning and understémeiSE

experience so they could reportiitwas necessary for regers to engage in

appraisal and copingrocesses. Reporters described factors such as
clarifying/making sense of their SE eventastablishing control and accessing
feedback. These cognitive and behavioural factors suggest a link to Lazarus and
Folkmarnis theory of Stress and Coping (Lazarus & Folkman, 1984s theory

identifies coping as a response to strestsessrelated problems lead to coping
strategies which are influenced by personal and environmental factors. Wisghin th
theoretical framewdx stressful events triggappraisal and coping processes

which can vary greatly across patient groups. The coping process is composed of
problem focused actions and emotion focused actions. These findings have
implication for HCPs and are discussed furtineSection 8.6.

Whattypes of information sources do people use to find out about ADRS?

Phases One, Two, Three and Four elicited important findings on the information
sourceghatpatients use and the factors that contribute to their use. Analysis of
survey and interview data show thatfors such as the timing of the side effect,
eliminatory thinking previous health experiences and knowledge (from a range of
sources) were used to identify SE. A similar use of timing relationships is evident
in YC dat - the most common method of identifying SE was related to the timing
of effects.These findings reflect previous reseawdtich established that patients
use temporal associations to link the medicine to SE.

Acquisition of knowledge through a varietf/information sources was

investigated amongst survey respondents, interviewees and YC reporters. This
resulted imovelfindings with regard to information sour¢cesit can be
acknowledged that differences exist between people who report ADRs and the
general public.

Survey and interview data found that HCPs or PILs were most commonly used to confirm
SE. This contrasts with surprisingly low use of HCPs or PILs by YC repoaiétsugh
these were the most commonly cited methddgin, onepossible explaationmight be
that these sources were used but not repoitiedhteresting finding was that multiple

sources wereeported as beingsed by YC reporteysvhich was also noted in survey
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respondents, 52% of whom used multiple sources to confirm cauatity analysis of

the survey data picture of predicted use and actual use of information sources was

created. The majority of survey respondents maintained their predictions and actually used
GPs and PlLs. This refl ectsadtheno# trusteostip,o n d
and easy to understand information sources; with PILs as the most accessibleBathrce.
survey respondents and interviewees had reservations abdnietinet and considered it

the least trustworthy sourcalthough it was uskby a high proportion of respondents in
practice, probably due to its accessibilityterview data addedepthto this pattern of

Internet use and showed that specific siteach as NHS Choices
(http://www.nhs.uk/pages/home.a3pwere deemed high iruglity and therefore

trustworthy sourcednterestingly, a low proportion of YC reporters (7%) cited using the
Internet to confirm their SEigh proportions of survey respondents assessed pharmacists
as trustworthy and easy to understand. These findnegsugported by previous research
however, an important finding was that the positive assessments of pharmacists across the
four source characteristics did not correspond with actual use (under 30%). This indicates
that perceptions of information sourasm be very influential factors in source selection.
These perceptions may in turn be mediated by a hierarchical order of characteristics.
Pharmacists were not usedespite positive assessmentowever, PILs which received

mixed assessments were atljuased by a majority of survey respondents. These findings

have implications for future research and are discussed further in Section 8.7.

What would be the essential characteristics of a reliable assessment tool for

patients to use to assess ADRs?

This study developed and validated a novel assessmeiittto®ISEPAST - for the

general public to use to assess suspected Htedketical framework is provided by the
Selt-Regulation Model/CSMIt is based on survey and interview dafth additional

criteria data from the Thai questionnafdarernsiripornkul et al., 2015) and the gold
standard Naranjo algorithm (Naranjo et al., 1981). As outlined in Chapter Two there are
some existing assessment tools for patients to use to assess SE caugatignt-feported
adverse drug event (ADE) questionnaire intendegdstmarketing studies and clinical
trialswas developed by researchers in the Netherlands (De Vries et al.,013).
guestionnaire for patient sedtsessment of ADRs whkxterdeveloped andalidated in
Thailand (Jarernsiripornkul et al., 2015).

Structure of assessment tools
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These three instruments were based on previous research and existing questionnaires. In
addition all were developed with iterative processes and patient input. Botbte A
questionnaire and the Thai ADR questionnaire used expert opinion to assess the
instruments.

The ADE questionnaire was composed of four sections:

Section 1- questions about general patient characteristics.

Section 21 questions about drug use in thesp4 weeks, details of diseases for which

drugs were used and any other diseases.

Section 3 checklists for ADEs experienced in the past 4 weeks.

Section4descri be the ADE in the patientodos ow
causality of ADE. ADE coded according to body categories.

This structure led to some probleinghe main one was over reporting of ADEs. The
checklists created confusion in respondents as there was no distinction between related an
unrelated ADEs. In addition the recall petifor ADESI set at four weeks was identified

as too short and insufficient to capture ADESs that vary over time.

The Thai ADR questionnaire was composed of two sections as follows:

Section 1- Questions to obtain demographic data on gender, age, eduleakel, career

and incomeplusan additional question to obtain information on underlying chronic
diseases.

Section 2 Details of ADR experiences were sought and a checklist of information sources
used to confirm suspected ADR. Open and closed qusstiere used tobtaindetails of
timing, symptoms, causative medicines, severity and confidence in causality. Drugs

were classified according to anatomical therapeutic chemical classification system (ATC)
and ADRs were classified by system organ cla&Q)Saccording to MedDRA

terminology.

The majority of respondents were able to complete the questionnaire without assistance.
The instrument had some of the characteristics essential for an effective tool. Its structure
ensured it was clear, consistent aady for patients to use. A large amount of detailed
information was gathered on ADR experiences, use of information sources and causative
drugs.However no weightings were given to the causality assessment tool, in contrast to
standard methods, such ae thlaranjo method, on which it was based.

As described in Chapter Six the RAST was composed of two sections:

Section Ai questions to obtain background information including demographic
information, description of SE, timing, impact, medicine use, cagsatedicine, medical

conditions/allergies.
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Section Bi the Assessment Tool (ten item scale), Scoring, Bd¥ch used weightings for
key itemsand SE Probability KeyAdditional information about the four causality levels

was provided, accompanied by actvifor respondents.

This structure ensured the instrument was simple, easy to use and helped achieve study
objectives. It assisted respondents to fully recall a particular etlegit SE- before they
assessed it using the AT. A majority of respondémusd the SEPAST useful but also
indicated that it was potentialhelpful i it would encourage them to report their side

effect or talk to a HCP about it.

Validation of assessment tools

These three instruments were validated using different methodsit@eglebriefing

interviews of twentyeight patients were used to test the content validity of the ADE
questionnaire. Tests of feasibility and reliability were also conduckexvever problems

with low kappa values arose as a result of an unbalancedesangearer analytical

picture was gained by reporting of the proportions of positive agreement. The researchers
concluded that the ADE questionnaire was not a reliable instrument. It was suggested that
improving the questionnaire could increase religbil

The Thai ADR questionnaire was validated by HCP experts with experience of ADRs
identification and reportingnbex of consistency (I0C) scores were generated by these
raters toassess content validityhe 10C scores were considered acceptable amyerall
indication of good content validity.

Initial and online validation of the SBEAST involving people with ADR experiences
indicated good face and content validity. Exploratory factor analysis was conducted to
investigate the factor structure bktinstrument and correlations between its variables.
PCAand parallel analysislentified the number of factors/components and which

variables were linked to these factors/compondrite.PCA wasleemed effective as the
criterion of 510 respondents petatementwasmefA | ow Cr o n bbalonh0dris a |
was obtained suggesting poor construct validitywever the SEPAST assessed the
probability of SE for respondents. It gathered information oii SHefined construet

and was not measuring an urlglierg theoretical trait/construct. This suggests that there

was no requirement for construct validity for this instrument.

When the three instruments are critically reviewed it can be argued that more robust
validation methods were used to assess the ADR questionnaire and the SEAST.
Comparison of the techniques indicate that the assessment of the ADE questionnaire for
reliability and validity was compromised by its unbalanced sample. Reliability analysis and

expert raters were employed to validdte Thai ADR questionnaire. This analysis was
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sufficient to identify the reliable psychometric properties of the instrument. Validation of

the SEPAST also included common measures of internal reliability and validity. However
additional factor analysisfurher i nvesti gated the instrum
robustness of the analysis. Overall the Thai ADR questionnaire and{RASEdisplay

some of theessential characteristics of a reliable assessmenflioeSE-PAST is shorter

and is availale online with automatically calculated weightings which may be less

onerous for patients/the public and thus increase its uptake and usability. Unlike the Thai
ADR questionnaire, it does not contain questions about additional medicines used or
medical coditions, which could be used by an assessor to help assess causality, but are nc

essential for supporting patients to setkess.

What is the value of patient reports within pharmacovigilance?

This study found that YC reports provide a unique and faiginit perspective on

SE. In particular the free text comments are valuable sources of information
providing vivid and rich G@Ganprehensipet i ons of
information is provided whicheflects the range and complexity of $Epatten

of significant disruption to many aspect:
Theseproblems can include prolonged consequences of SE with persistent

negative physical, psychological, social and life changing effects. Another

important finding washe subjective experience of SEany reports described

severe effects commonly labelled by HCPs as mild. Such findings could indicate a
disconnect between the perceptions of patients and HCPs in relation to SE

severity. Analysis of the YC reports suggensy are valuable data sources that

can contribute to PV armore widely tohealth research.

8.4  Strengthsand limitations

Health research can produce controversial scientific evidence however the great

benefit of such evidence is that it can be botltkéd and challenged. A

fundamental strength of this study is that it provides information on side effects

from medicines which can be examined and assessed for reliability. It is perhaps
inevitable that this study Wwas influence:i
characteristics, previous experiences and knowledge. Attempts were made to

minimise this researcher bias by a basic strategy of systematic study design. Study
records and documentation of the analytical processes were carefully maintained

throughout theesearch. In addition, collaboration with supervisors throughout
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this study ensured rigour and lessened bias siidies within this body of work

have several limitations, but also many strengths, which are described within
Chapters Four to Seven. A sificant strength of the overall thesis was its
explanatory mixed method design that combined the strengths of both qualitative
and quantitative researchhi$ design also enabled the triangulation and
confirmation of results across the different phaseb@fttudyOverall this study
contributes to the knowledge surrounding how people cope with and manage SE.
There are no published studies which have explored this topic through thematic
analysis of free text comments from YC reports. This PhD study alstoged a
reliable assessment tool for assessing SE, specifically designed for patient use.
The most significant limitation of this study was the problem ofsalicting

bias. The respondents who chose to participate in Phases One, Two and Three,
may havebeen particularly interested in SE. Their high levels of interest in the
research topic may not have represented the opinions and experiences of the wider
general population and contributed to a high proportion of survey respondents
being categorised asdviitors. In addition the opinions and experiences of HCPs
in relation to SE were not sought which could have resulted in a limited/skewed
perspective. In Phase One of this study (Chapter Four) the survey was distributed
in numerous small to medium sizeldgpmacies. The use of these multiple
distribution sites across several geographical regions facilitated diversity in the
data collection. This diversity may have helped to correctssddfction distortions

and thus generate representative data. In PhasgThapter Five) the interviews
relied on participants who believed they had experienced significant SE. They
may have wished to portray their SE as uncommon and their interpretations of
guestions may have been highly subjective. However, the IPA appmteh

i nterviews acknowledged and all owed intei
experience of SE. The interviews led to interesting results which provided insight
into how people identify and manage their SE. In Phase Three (Chapter Six) a
novel cagality scale was developed and validated for use by the general public to
assess suspected SE. Respondents from this phase confirmed the value of a
simple, useful assessment tool which could motivate people to report and/or
discuss their SE with a HCP. Rhase Four (Chapter Seven) a current picture of
the experiences of SE amongst YC reporters was established. The findings are
limited to YC reports but developed previous YC research by focusing on in
depth analysis of free text comments. This analysissivasgthened by using a
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specifically developed coding frame which revealed the multidimensional impact
of SE. A wide range of physical, psychological, social and economic issues
related to SE were identified. This research had incremental value andpgelvelo
previous YC studies. The key strength of the research was the value in including

patientsd experiences and perspectives

8.5 Novel findings

A review of the I|iterature surrounding
deficits in krowledge and understanding of the subject. A central aim of this

thesis was to contribute to current knowledge by providing a more comprehensive
picture of the side effects experience for patients. The research resulted in several

novel findings:

A information on the impact of coping styles on the overall SE experience of
patients (Phase One)

A the identification of a pattern of information use across coping styles in
patients with SE (Phase One)

A the novel finding on the concept of body awareness in those wieo ha
experienced SE (Phase Two)

A the development and validation of a novel causality assessment tool for
patient use (Phase Three)

A the novel findingshat arose from analysis of the frsxt responses in a
large unselected sample of YC rep¢Rbase Four)

Coping styles

The survey phase gathered information on the impact of coping styles on the
experience of SE. This was facilitated by the use géld standard psychological
scalei the MBSSi in a novel population. The results were original findiags
the MBSS had not been previously used in SE reselamwhs found that
respondents witimonitoring coping styleperceived greater risks from their SE
while blunting coping styles were associated with-adherence to medicines.
Another important novdinding was that PILs and GPs are influential
information sources which are commonly used across different coping styles.
These findings could have implications for effective communication of health

information and suggest further research is required.
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Body Awareness

The interviews identified o dy awareness as a key proces

of SE. This is a novel research finding as the concept of body awareness had not
been previously identified as a significant aspect of ADR research. Intergiewee
who had experienced SE indicated that attending to body signals was an essential
element of positive selfare health behaviours. This phase of the study found that
body awareness and an appreciation of how the body reacts in differing
circumstances isnportant in the context of SE from medicines. These findings
suggest that further research should be undertaken to investigate the role of body

awareness in the SE experience.

SEPAST (Side Effect$ Patient ASsessmeiiibol)

A review of ADR research was ducted as part of this research and indicated

the limited numbers of assessment tools for assessing causality available for
patients. It was suggested that a standardised assessment method could have
multiple benefits and facilitate improved reportingS# by patientsA novel
assessment tool was developed for use by the general public to assess suspected
SE. This tool underwent two processes of validatiby people known to have
experienced SE and further validation in a larger online populdtfen3E-PAST

is a novel researahstrumentwhich addressedurrent deficits within patient

causality toolsand had some promising findinfys practice A majority of

respondents consideredaiuseful tool whicltould empower them to discuss their

experiencesf suspected SE with health professionals.

In-depth qualitative analysis of free text comments

The indepth qualitative analysis of free text comments provided novel and interesting
findingscovering identification, impact and consequences of SEs mga ldK-wide

sample In general, thistudyillustrated the value of YC free text as sources of information
about the SE experience. The findings refteetrange and complexity of SE and

contribute novel findings to the body of health research.

8.6  Impli cations for practice and policy

There are a variety of key stakeholders interested in side effects from meticines

these include policy makers; government agencies; national and international
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organisations; healthcare professionals; pharmaceutical ipdasademic
researchers and patients who use medicines. These stakeholders have distinct

perspectives and health research can thus present different implications for them.

Policy makers and agencies/organisations

Policy makers focus on improving policyaking, by identifying effective
practice. Agencies and organisations, both national and internatsunai as the
MHRA, the Commission on Human Medicines (CHM), Ehgopean Medicines
Agency(EMA) and the WHO attempt to improve standards and ensurelgoo
practice. A recent report from the Academy of Medical SciencesxXpsral

how to improve the generatiomyustworthiness and communication of scientific
evidence to strengthen its roledacisions by patients about the benefits and
harms of medicine€Tooke et al., 2017). The concept of patieaentred care has
been established within the NHS. Thepartment of Health in Englardsstated
that patients should be positively involved in their ¢avath access to the
information they need, greater cbeiand control over their care and shared

decision making at the centre of NHS services:

itThe system will focus on personalised care

supports carers and encourages strong joint arrangements and loealrpartn i ps . 0
(Department of Health, 2010).

This research study has explopgdi t i ent s6 per sS&and | experien
provided a picture on the impact and consequences these SE have in their lives. It

has demonstrateatie complexity of SE anlighlighted theoverwhelming impacts

SE can have on many aspects of patientso

revolutiond advocated by the NHS this re:

which want to plan and improve quality dialogue with patients and HCPs.

Patientinformation Leaflets (PILS)

PILs are highly regulated by the EU and the MHRA approves all packaging and labelling
information for medicinal products sold in the UK (Directive 2001/83/EC). A review of
PILs was conducted in 2014 which made a number of rewmordations to increase their
clarity and readability (Van Dijk et al., 2014). These included better guidelines and sharing
of best practice, increased involvement of patients in developing PILs and an increased

role for electronic media. It highlighted tiraprovements in practice mady the MHRA
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in making good Plk examples which had been tested by usessailable to the

pharmaceutical industry (Van Dijk et al., 2014). €lpresentesearch study found that PILs

are commonly used information sourcedchhwvere assessed B9% ofsurvey

respondents as accessible. However just over 50% of respondents considered that PILs
were easy to understaaddunder 50% considered PILs to be relevant to them. These
findings indicate a significant problem with patend under st andi ng and
PILs. It supports the previous review which also found that patients had reseraaboihs

the overall quality of PlLs and changes
of PILs (Van Dijk et al., 2014)Perhg@s more importantly, only 60% of respondents
considered PILs to be trustworthy, which suggests more work is required to ensure that the
i nformation they provide is focused on p:
The Internet

Thestudy also foundhat websites such as NHS Gdes which were identified as

quality trustworthy sources were frequently used by survey respondents and

interviewees. This study found that many respondents perceived the Internet as
untrustworthy and were cautious in accessing healthcare informatioe.onli

However more respondents used the Internet to find out about Sksthn

phar maci sts. This may be related to pati
accessible and relevant information source. These findings indicate that clear risk
communicatio could be facilitated by an increased focus on high quality trusted

sites. Arecent report recommended thtiS Choices should be used as a central

repository of clear upo-date, evidenceased information on the potential

bendits and harms of medicineB addition reputable online information sources

could faciitate informed health decisions by describing and providing links to
useful/evidence based decision tools for
SE-PAST was identified in this study as afid assessment tool which can

facilitate engagement with HCPs and is available in an online format. This finding

could help to progress these recommendations, prove beneficial to patients and

assist their active involvement in their healthcare.

Healthcae Professionals (HCPS)

There are a number of findings in this study that are relevant to HCPs. A recent report by
the Royal Coll ege of Gener al aboutthechallehgeso n e |
associated with an ag ethmgerddKongeoncaentitonsi o n .

can have complicated treatment regimetth multiple medicines. This polypharmacy can
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in turn lead to increased risks of SE (Royal College of General Practitioners, Pi$6).
research study found that GPs were wideldusy the general public buifrequently
citedby YC reporters as information sourc&bere were 9% of YC reports which
described negative interactions with HCPs, including some relating to GPs. The YCS
provides the opportunity for patients to reporiitleperiences without interpretation by a
health professional, hence tlusuldbe a factocontribuing to thelow use of HCPs as
information sources. In contrastirsey respondentassessedoth GPsand pharmacistas
trusted information sources whialere easy to understaralthoughpharmacistsvere

used less frequently than G#sconfirm SE

These findings highlight the important role that HCPs can play in providing accurate,
consistent and useful health information. A recent report recommendaddrBiCPs to
ensure they can clearly communicate the potential benefits and risks of medicines to
patients (Tooke et al., 201&)need which is borne out by the negative experiences
described by some YC reportefde survey alsdound that using GPs asfammation
sources could mediate the influence of coping styfegeneral lhis study suggests that
comprehensivnformationfor medicine users should include both the risks and potential
impact of SE from medicineélthough gescribers and dispensersnoédicinedo have a
good understanding otlaerse effects from medicinegraps more waepth training is
needed in how toommunicate risks more effectively to their patiefesearch indicates
that information about medicines and SE influence howlpdake their medicines. It is
essential therefore that the information provided is bothrate and easy to understand.
Complexhealthinformation is more effectively communicated through effective use of
languagé usingsimple language and terms (Sawvanal., 2016)Verbal descriptors have
been identified aa manageable arappealing format for communicating risks from
medicines to patients. (Berry et al., 2003; Carrigan et al., 2008; Dickinson et al., 2016;
Knapp et al., 2009). However patiestnfrequentlyoverestimate the risk of SE by
misinterpretatiorof verbal and nurical descriptorgCarrigan et al., 20Q8&napp et al.,
2010. Using frequencies to communicate risks to patients could increase the accuracy and
effectiveness of SE risk inforrtian (Knapp et al., 200Knapp et al., 2010

Improvements in@ucation and training in patient counselling could therefore address the
challenges associated witbmmunicating SE riskrhe consequences of experiencing
some ADRs which could have a sigodnt impact on an individual may be more difficult
to convey, perhaps needing a personal i se:i
situation. Health services increasingly advocate patientred approaches to care, which
could include informatiomailored to the individualCommunicatiortraining for HCPs
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which focuses oproviding sucltailored information would be an evidence based
intervention with beneficial outcomes for pati@eintred healthcare.

Prescribers

The pattern of medicine use wwh wasevident in YC reports and SIEAST respondents

was unsurprisinglThe most commonly reported drugs were linke@MNS, nfections and

CV systems. These reports reflect a pattern of prescribing in Enghid8 statistics

indicate that the top thregstem drugs prescribed in the English communit0a5 were

for drugs in nfections; followed by CVS and CNS drugs (NHS, 2016). NHS statistics also
show that thgreatest recent increase in prescribing wasifibidepressant drughese
included increagkuse of amitriptyline, mirtazapine and citalopram. There were also
significant increases in prescribing antisecretory drugs and mucosal proteutdhts
increased use of omeprazole and lansoprazole. An increased volume of prescribing was
evident for drgs used in diabetes, with increased use of metformin hydrochloride,
gliclazide and sitagliptin. Lipid regulating drugs, were also increasingly prescribed with
increased use of atorvastatin (NHS, 2016). It is reasonable to assume that increased
prescribingresults in more SE and therefore more patient reports. Data freFASE
respondents and YC reporters suggest that tinsleedthe case the most commonly
reported drugs included citalopram, omeprazole, atorvastatin and metformin.

The aging UK populabn - with its complex prescribing needgnsure that rational
prescribing by HCPs is an area of interest in healthéawgal College of General
Practitioners 2016Research has indicated that GPs must keep up to date on current
prescribing practice agell as displaying an awarenesfstheir prescribing profile (Veegter

et al.,2012). These findings indicate teaen though drugs are commonly prescribleely
impact can be significafitas wasshown in this studyPatient experiences of SE should
therebre not be dismissed by HCR4CPs need to ensure they are aware of potential SE
and the consequences these may have for their patients, therefore the findings could
contribute to the education of GPs.

Pharmacists

The findings of this study also suggdsttpatients who experience SE do not use
pharmacists as information sources as consistently as GPs. NHSi piblécizive Year
Forward Viewi has i dent i fi ed-baiflge alotlte carfdrwelolmmi
patientcentred healthcare. Progressias been made with a series of practical steps such
as increasing numbers of clinical pharmacists in GP surgeries, increased use of Medicines

Use Reviews and PrescriptiIntervention Services (Twigg et al., 2017). A role has been
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identified for pharmacts in responding to patients with multimorbidity and complicated
medical reeds. This requiresthemto®d r an s | at o healtbinfooniation andnp | e x
conduct medication reviews in collaboration with GPs (Royal College of General
Practitioners 2016However,it is noteworthy from this study that the positive perceptions
about pharmacists which patients exhibited did not result in actual use. In light of the
central role which community pharmacies have been assigned in NHS tbadicof

potential conern to the pharmacy profession and suggests a need for greater publicity
about how they can support medicines. use

Academic researchers

This study is also of potential interest to researchers in the areas of

pharmacovigilance and medicines informationlike many studies, it employed

a flexible mixed methods approach that combined the strengths of both qualitative

and quantitative research to create a ful
also involved both YC reporters and the wider poputatibmedicine users. This

approach resulted in some significant findings and identified several areas which

require further investigation. It can be hoped that this research study will help to

increase awareness among health researchers of the multidinsmsipact of

SE; the variation in SE experience for patients and the unique perspective that can

be gained from patient reports.

Patients who use medicines

From the beginning this study sought to place patients and their SE experience at
its centre. A= result of this patieatentred approach its findings have

implications for patients who use medicines. Research has identified the

beneficial health outcomes that result from patient engagement in decisions

related to their health (Tooke et al., 201A)recent study made recommendations

to support shared decision making about medicine use between HCPs and patients
(Tooke et al., 2017). These included the development of decision tools/aids to
assist in the decision making process. This study developbdadidated a side
effects assess ment-PASH)oMost bAme usgrssofthesSBEt s & u s «
PAST agreed it was a useful instrument and would encourage them to report their
side effect or talk to a healthcare professional about it. These firgliggest that

the SEPAST could play a valuable role in helping patients to clarify their

concerns and priorities in relation to their medicines. It could empower patients in

their HCP consultations and facilitate genuine shared decision making about their
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health. It is also noteworthy from this study that the YCS makes a valuable
contribution to patient wellbeing when they experience SE. This scheme provides
patients with an opportunity to describe their SE experiences. Research has
suggested that adaptieeping behaviours can be facilitated/influenced by outlets
such as the YCS which assist patients in understanding their SE experience
(Lazarus, 1993.999.

8.7  Implications for future research

The findings of this study indicate that further research neayarranted in
several areas. These include investigation of information source characteristics;
coping styles; body awareness;-BEST; a review of SE impact according to

established SE profiles and the sense making processes of the SE experience.

Future research on source characteristics is recommended. Phase One of this study
indicated that perceptions of information sources can be a key factor in their use.
The survey data suggested that source characteristics of accessibility and
relevance can be sidicant predictors of information use. It was found that
perceptions of information sources may be influenced by a hierarchical order of
source characteristics. Further research is required to examine the important
characteristics of information sourcesimformation seeking behaviours. Such
research could identify if a hierarchy of source characteristics exists which may
mediate perceptions. In addition, research is needed to determine how to increase

the understandability and trustworthiness of PILeftbe patient perspective.

The results of this study indicated that PILs and GPs are information sources
which are commonly used across different coping styles. Previous research has
found that providing information to patients which is consistent witin tdogping

style can have beneficial outcomes. These findings could therefore have
implications for effective communication of health information and suggest
further research is required. In particular, more research involving those with

Blunting coping sties is required.

Another focus for future research is body awareness/sensitivity in the context of
SE. Previous research has identified adaptive body awareness as a response to
immediate sensations/effects which occurs in combination withutgemental

attention to such effects. The novel interview findings indicate that body
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awareness is a key process in the SE experience, which merits continued
investigation. SE could be mediated by adopting afeelfs that directs attention

to the effects in a mindfunonjudgmental manner. Research therefore could
examine if mindfulness training in patients who are most likely to experience SE

could be beneficial.

The SEPAST also offers an avenue for further research and development. A
recent study identified thenportance of shared decision making about medicine
use between HCPs and patients (Tooke et al., 2017). Organisations such as Age
UK are developing toekits for older patients to use in HCP consultations, with

the intention of facilitating effective dea#-making processes. The $FFAST

was validated in this thesis as a useful tool which motivated patients to discuss
their SE with HCPs. It may be a valuable addition to akddhat supports

shared decision making, contributing to patient knowledgesalidonfidence.

Findings from YC reports indicated that a review of the impact of SE according to
SE profile could be warranted. Psychological impact was reported for drugs which
did not specifically describe psychological effects in their SE profiless@

reported psychological effects are therefore unexpected and may simply be a
consequence of illness. Future research could investigate these discrepancies
between reported effects for drugs and the known safety profiles for these drugs.
The potential ér using material from patient YC reports to contribute to HCP

education is also worthy of consideration.

The results of this study found that SE can be a predominantly subjective
experience, with potential to impact future decisions about using medigimes.
interesting finding related to the sense making processes which patients engage in
to facilitate their understanding of the SE experience. This is an important area for
future research. Further investigation could assist in developing a model of these
processes and confirm the role of influential components suchessafgishing

control and beneficial feedback in the SE experience.

8.8 Conclusion

ADRs are a significarpiublic healthproblemworldwide, which affect patient outcomes
and future behaours Thisthesif ocused on patientsod per spe

managing side effects from medicireasl its findings have implications foothHCPs
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andgovernmenbrganisationsThe studies which comprise the thebave provided a
comprehensiveicture of how patients identify, seek to understand and engage in a variety
of straegies to manage their effeclishas also demonstrated the noteworthy impact which
SE can have on patientsod | i Mealthproféssiomats, wi t |
particularly GPs, PILs and the Internet are frequently used sources of information about
medicine SE, but sometimes fall shoGPs of
and PILs were widely used by tpablic butless regularlyoy YC reporteras information
sourcesThis frequent use of PILs by the public was notwithstanding their assessment of
PILs as not relevant or easy to understand souftese findings indicatihat the

information provided by PILs do not appear to fully addressgat&e® need s . |t
that changes to PILs may be required to increase the comprehension and relevance of PIL:
It is also noteworthy that negative interactions with HCPs were described by just under
10% of YC reporters. Patient engagement in hdatlisbns requireseliable, clear

information about the benefits and harms of medicifiks.use of a selissessment tool

such as the SBAST, could empower patients to have more effective communication with
HCPs about their SE experiencéaproved communideon between patients and HCPs

could reduce uncertainty and lead to informed choices/decisions by patients. Further
research is required to establish Hosstinformation on SE can be tailored to patiénts
needsand communicated in a clear, consistentabd and useful mannand how a

patient causality assessment tool, such as thReAET, could best be used in practice
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APPENDIX 1: Literature searches, search terms and paper selection

Key search terms and appropriatedibal Subject Headings (MeSH) terms were identified
by searching relevant ADR research literatUitee following words were used as search
terms:adverse drug reactionside effectspharmacovigilancepatients reportingpatient
reporting information sairces causality assessmegmd paent experiencelhe MeSH
terms O6consumer participati ono .Mutgle 6ADR
databasewere searchedCochraneDatabase of Systematic Reviews (CDERBSCO

Host databaseM[EDLINE, PsychARTCLES, PsychINFOPubMed, SAGBournals

onlineandScienceDirect.

Search 1 Search 2

# Searches Results # Searches Results
1 Adverse drug reactiong 79,494 1 Adverse drug reactiong 79,494
2 Side effects 10,630 2 Side effects 10,630
3 1 AND 2 1,038 3 1 AND 2 1,038
4 Pharmacovigilance 5850 4 Pharmacovigilance 5850
5 Patient reporting 1328 5 Patient reporting 1328
6 4 AND 5 116 6 4 AND 5 116
7 3 AND 6 60 7 3 AND 6 60
8 Kept by tite 38 8 Information sources 218,512
9 Kept by abstract 4 9 Causality assessment | 720
10 Included in review 42 10 3 AND 6 AND 7 3

11 Kept by title 3

12 Kept by abstract 3

13 Included in review 3

Search 3 Search 4

# Searches Results # Searches Results
1 Adverse drug reactiongy 79,494 1 Adverse drug reactiong 79,494
2 Side effects 10,630 2 Side effects 10,630
3 1 AND 2 1,038 3 1 AND 2 1,038
4 Phamacovigilance 5850 4 Patient Experience 78,340
5 Patients 4,877,499 5 3AND 4 393
g éaAu'\égli?y assessment 5%2 6 Kept by title 65
8 3AND 6 12 7 Kept by abstract 65
9 Kept by tile 8 8 Included in review 65
10 Kept by abstract 28
11 Included in review 28
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APPENDIX 2: Side Effects Assessment Tool (SEAST)

A UNivERsiTy UTMVersity of
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medway school of pharmacy

Assessment Tool for Suspected Side Effects

# Please focus on one side effect/symptom or one group of side effects/symptoms when

answering the following questions.
* There are two parts to this assessment tool to be completed. Section A is seeking
general information about you, your suspected side effect(s) and your use of medicines.

Section B is a standard assessment tool for suspected side effects.

Instructions for Section A:
» For questions that ask you to write something, please write in the space provided.
» For questions with tick-boxes O please put a tick [‘J ) in the box that is closest to your

chosen answer.

Instructions for Section B:
® There are ten statements relating to side effects experiences. Each statement has four
possible responses ‘Yes’ ‘No’ ‘Don’t Know' or ‘Not applicable’.

Think about the time that you experienced the suspected side effect(s).

» For all ten statements, select the response that most clearly represents what
happened in your experience of the suspected side effect(s). You must answer all ten
statements.

& Then use the Scoring box as follows - fill in the scores which correspond to each of your
selected responses in this box, then add these scores up to get your total score.

* Use the tool’s probability key to understand what your score means.
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Section A: Background information (personal information will be treated with strictest confidence)

1) Please describe the suspected side effect(s) you experienced in detail, including any information

that you think may be relevant.

2) When did you experience the suspected side effect(s)?
O In the past month O In the past 3 months O In the past 6 months [ One year/longer

3) How would you describe the level of impact the suspected side effect(s) had on your daily
activities?
O severe impact O Moderate impact O Mild impact O Noimpact

4) What medicine or medicines were you taking at the time that you experienced the suspected side
effect(s)? Please list them below, as far as you are able to, including prescription, over the counter

and/or herbal medicines.

%) Which of these medicines do you think caused the side effect(s)?

6) Do you have any existing medical condition(s) or allergies?
O Yes O No O Don’t know
If yes please list the medical conditions/allergies below

7) Areyou? O mMale O Female

8) What age group are you in?
O Below 40 [O41-50 Os1-60 O61to70 O71-80 Oover 80
a) What is the highest level of education you have obtained/reached?

O Left school at 16 years fyounger O Further education O Left school at 17/18 years [ University
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Section B: Assessment Tool

Statement Do not Not
know [ Applicable

| experienced this effect(s) for the first time after
taking this medicine.

| have experienced similar effect(s) from this
medicine or a related medicine in the past.

When | stopped taking the medicine the effect(s)
decreased in severity or disappeared altogether.

When | took the medicine again the effect(s)
reappearad.

When | increased the dose the effect(s) became
Maore severs,

When | decreased the dose the effect(s) becames
less severa.

| confirmed the effect(s) with some or all of the
following information sources — doctars,
pharmacists, information leaflets with your
medicine, the internet or medicine books.

| think that something else apart from the
medicine could have caused the effect(s).

I think an existing medical condition or
conditions could have led to the effect(s).

. | think that other medicine(s) that | was using at
the time could have caused the effect(s).

Scoring Box:

Statements || Yes D-:: not
Know apphcable

e e e e U o o e

=T =T I = T = TR I =T = T I = T I = [ =}
oo Qo o (o |9 |Q |2

[
=

Total Score
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Side Effect(s) Probability Key

Total Score
8 or higher

Highly probable:

Highly probably that effect is due to your medicine(s).
A healthcare professional should be consulted and
you should also consider reporting the effect.

Total Score
4-7

Probable/Likely:
Probable that effect is due to your medicine(s). A
healthcare professional should be consulted and you

should also consider reporting the effect.

Total Score
1-3

Possible:

Possible that effect is due to your medicine(s). A
healthcare professional should be consulted and you
should also consider reporting the effect.

Total Score
0 or a negative number

Unlikely:
Unlikely that effect is related to your medicine(s) but
may be caused by other factors.

Version L1.0, 26/01/16
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APPENDIX 3: Ethical approval letters from NHS REC, MSoP and ISAC

NHS

Health Research Authority

NRES Committee North East - Newcastle & North Tyneside 1

Jarrow REC Centre
Room 002

Jarrow Business Centre
Raolling Mill Road
Jarrow

ME32 307

Telephone: 0191 428 3565
27 June 2014

s Bernadine O Donovan
Phamacy Practice Research Office
Medway School of Phammacy
Anson Building

Universities of Greenwich & Kent
Central Avenue, Chatham Maritime
Kent ME4 4TB

Dear Ms O' Donovan

Study title: Investigation of how coping mechanisms influence the
use of information sources and experiences of people
who have recently undergone an Adverse Drug Reaction
(ADR) to medication

REC reference: 14/NE/1053

IRAS project ID: 157130

The Proportionate Review Sub-committee of the NRES Committee North East - Newcastle
& North Tyneside 1 reviewed the above application on 25 June 2014.

We plan to publish your research summary wording for the above study on the NRES
website, together with your contact details, unless you expressly withhold permission to do
50. Publication will be no earlier than three months from the date of this favourable opinion
letter. Should you wish to provide a substitute contact point, require further information, or
wish to make a request to postpone publication, please contact the REC Manager Ms
Gillian Mayer, nrescommittee_northeast-newcastieandnorthtyneside 1@nhs net.

Ethical opinion

On behalf of the Committee, the sub-committee gave a Favourable ethical opinion of the
above research on the basis described in the application form, protocol and supporting
documentation, subject to the conditions specified below.

Conditions of the favourable opinion

The favourable opinion is subject to the following conditions being met prior to the start of
the study.

You should notify the REC in writing once all conditions have been met (except for
site approvals from host organisations) and provide copies of any revised

documentation with updated version humbers. The REC will acknowledge receipt
and provide a final list of the approved documentation for the study, which can be
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made available to host organisations to facilitate their permission for the study.
Failure to provide the final versions to the REC may cause delay in obtaining
permissions.

Management permission or approval must be obtained from each host organisation prior to
the start of the study at the site concemed.

Management permission (“R&D approval”) should be sought from all NHS organisations
involved in the study in accordance with NHS research governance arrangements.

Guidance on applying for NHS permission for research is available in the Integrated
Research Application System or at hitp/www.rdforum.nhs. Uk

Where a NHS organisation’s role in the study is limited to identifying and referring potential
participants to research sites (“participant identification centre”), guidance should be sought
from the R&D office on the information it requires to give permission for this activity.

For non-NHS sites, site management permission should be obtained in accordance with the
procedures of the refevant host organisation.

Sponsors are not required to notify the Committee of approvals from host organisations.

Registration of Clinical Trials

All clinical trials (defined as the first four categories on the IRAS filter page) must be
registered on a publically accessible database within 6 weeks of recruitment of the first
participant (for medical device studies, within the timeline determined by the current
registration and publication trees).

There is no requirement to separately notify the REC but you should do so at the earliest
opportunity .g. when submitting an amendment. We will audit the registration details as
part of the annual progress reporting process.

To ensure transparency in research, we strongly recommend that all research is registered
but for non-clinical trials this is not currently mandatory.

It a sponsor wishes to contest the need for registration they should contact Catherine
Blewett (catherineblewett@nhs.net), the HRA does not, however, expect exceptions to be
made. Guidance on where to register is provided within IRAS.

It is the responsibility of the sponsor to ensure that all the conditions are complied
with before the start of the study or its initiation at a particular site (as applicable).

Ethical review of research sites

The favourable opinion applies to all NHS sites taking part in the study, subject to
management permission being obtained from the NHS/HSC R&D office prior to the start of
the study (see “Conditions of the favourable opinion”™).

Summary of discussion at the meeting

Social or scientific value; scientific design and conduct of the study

The Committee requested clarification regarding the number of participants called for

interview and how realistic it may be to obtain a high number, considering aspects such as
the length of time taken to hand out questionnaires, which seem quite lengthy considering
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the anticipated number of respondents. It was also noted that pre-paid envelopes for return
of the questionnaires will be expensive.

You clarified that there will be a maximum number of 50 interview participants called for
interview. These interviewees will be asked fo discuss a wide and diverse range of issues
inciuding the cognitive processes they employ to help them identify potential side effects. It
is anticipated that the complexity of these issues will require a large number of interviewees
to achieve data saturation. It was decided that assigning a high maximum value of 50
interview participants is necessary in order to ensure this complexity is covered. It was
acknowledged that recruiting up to a maximum of 50 interview participants for a research
project would be difficult. However it was noted that this is a maximum number aimed at
ensurng that there is sufficient fexibility to achieve data saturation. (Once this point has
been reached the interviews will not continue). The costs of the study are fully supported by
the Medway School of Pharmacy (including travel and guestionnaire refum costs). It is
proposed fo distribute guestionnalres over a three month period which may seem an
extended distribution perod, however the pharmacies selected as distribution venues fall
within a wide geographical area - Kent and the West Midlands. The allocation of three
months will therefore afford the researcher the time needed to travel to and from these
areas, to make contact with the pharmacies and distibute the guestionnaires.

The Committee noted that there is a very short recruitment period for this intensive process
and the large sample size seems ambitious. Further justification was requested for the
sample size as the study includes only those participants who did experience side effects
and the explanation for the sample size relates to the prevalence of side effects.

You clarified that survey recruitment is not solely limited to participants who have
expernenced side effects. The questionnaire phase of this project seeks to defermine what
people do in relation to sources of information about the side effects of medicines either in
the event that they have experienced side effects or If they were to experience side effects.
With regard to the power calclwiations and survey sample size, questionnaires will be
distributed amongst the general population. General population parameters therefore
suggest an assumption of normal distribution with a mean of 100 and variance of 100 under
the null hypothesis. Under the nuil hypothesis the mean to be greater than 105 or less than
95 and at a significance level at 95%. It is proposed that the study will require a sample size
of 900 completed questionnaires. A previous study in the Kent area utilising similar
methodology found a response rate of 36% among the general public using community
pharmacies. Therefore based on this rate, a total of 2500 questionnaires will be distributed.

With regard to power calculations for the interview sample size, with a large sample size of
2500 guestionnaires a response rate of approximately 20% can be selected. This is an
appropriate estimation of response rates for survey research. Based on the estimation that
900 guestionnaires will be completed and refurned and that 30% of the respondents will
have experienced side effect, it is estimated that 270 participants who have experienced
side effects could be eligible for inferview. OF these it is anticipated that approximately 20%
{58) may be willing to consent to interview, therefore up to 50 interview participants will be
recruited from this pool to ensure fliexibility and achieve data safuration.

Recruitment arrangements and access to health information, and fair participant
selection

The Committee requested clarification why recruitment will be limited to those taking
prescribed medicines as it was noted that it may be beneficial to include any medication
users. Medications that can be purchased without prescription can cause side effects which
are more difficult to manage and there is less knowledge about these unlike prescribed
medicines, they are not closely monitored.
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You explained that you had initially considered the option of approaching any customer
using a pharmacy, but since you aim to engage those who use medicines of any source, it
was considered that the likelihood of people using prescribed medicines engaging with this
study would be higher. You stated that you will revise the recruitment selection so it is not
limited to those presenting prescriptions only in the pilot phase and assess the extent {o
which responses are obtained from those not using prescribed medications. You informed
that you had amended the inciusion crteria to include pharmmacy customers who have used
prescription medicines or non-prescribed medicines in the past six months.

Informed consent process and the adequacy and completeness of participant
information

The Commitiee noted that the participant information sheet should include an estimated
time for completion of the questionnaires. It was queried if you will wait for pilot data
regarding this — the IRAS form indicates 30 minutes for completion of the questionnaire.

You stafed that the time for completion of the guestionnaire is currently estimated as no
more than 30 minutes. Once the questionnaire is piloted this compietion time will be
amended in the participant information sheet i it is found fo be shorter than 30 minutes.

The consent form should include the standard paragraph, as appropriate for this study — |
understand that the relevant section of my medical notes and data collected during the
study may be looked at by regulatory authorities where it is relevant to my taking part in this
research. | give pemmission for these individuals to have access to my records’. Also the
version number and date of the current participant information sheet should be included.

You provided a revised participant information sheet and consent form accordingly.
Suitability of supporting information

The Committee noted that the lay out of the questionnaire would be more logical if section B
appeared first.

You explained that the structure of the guestionnaire is determined by the research
objectives. It is organised to gather a maximum amount of data from a maximum range of
people. The guestions move from the general to the specific. It initially gathers general
information in Section A - from a range of people who may or may not have experenced
side effects. This develops info a specific set of guestions dealing with peoples’ personal
experences of side effects in Section B. Section A therefore sets out a hypothetical
scenario and asks how people would use information sources about side effects if they
expenenced side effects. Placing Section A at the beginning of the guestionnaire ensures
that even respondents who have no personal experience of a recent side effect can
contribute useful data regarding their potential use of information sources in the event that
they experienced side effects and their perceptions of the attributes of selected Information
SOUrces.

Other general comments

The Committee requested further information regarding the potential risk to researchers as
the interviews may be undertaken in the participants’ homes and if a lone worker policy
will be adhered to.

You informed that potential risks to the researcher have been considered and are described
in the REC application form). The guidelines set out in the University of Kent’s Policy for
identifying and controliing the lone working risks to staff have been consulted and will be
adhered to. A Risk Assessment has been conducted to comply with these guidelines to
reduce the risks to the researcher. As a result of this assessment, precautionary measures

A Research Ethics Committee established by the Health Research Authority

326



hawve been put in place, e.g. a system of notification wia text which alerts selected contacts
when the researcher (a) armives at interview, (b) leaves internview and (c) reaches home. In
addition, the researcher will also strictly adhere to the guidelines laid down by the Medway

School of Pharmacy, University of Kent, for Conducting Research in Participants Homes

(Potentially Vulnerable Situations).
Approved documents

The documents reviewed and approved were:

Document Veersion Date
Evidence of Sponsor insurance or indemnity (non NHS Sponsors 1.0 089 June 2014
only) [UokK liabilities]

IRAS Checklist XML [Checklist_13062014] 18 June 2014
Letters of invitation to paricipant [Invitation letter Version 1.0] Yersion 1.0 (09 June 2014
Mon-validated questionnaire [Questionnaire] 1.0 089 June 2014
Other [Pharmacist Information Sheet Version 1.0] Yersion 1.0 |09 June 2014
Other [MSoP Policy doc] 1.0 089 June 2014
Other: Response {0 issues raised 24 June 2014
Participant consent form [Consent form] 1.1 24 June 2014
Participant information sheet (PI13) [Participant Information] 1.1 24 June 2014
REC Application Form [REC_Form_18062014] 19 June 2014
Research protocol or project proposal [project protocol Version 1.0] (Version 1.0 (09 June 2014
Summary CV for Chief Investigator (CI) [CV {CI1)] 1.0 09 June 2014
Summary CV for student [CV (CI)] 1.0 089 June 2014
Summary CV for supervisor (student research) [CV doc (3)] Yersion 1.0 |09 June 2014
Yalidated guestionnaire [SECope guestionnaire] 1.0 09 June 2014
Validated questionnaire [MBSS abbreviated (SE)] 1.0 09 June 2014

Membership of the Proportionate Review Sub-Committee

The members of the Sub-Committee who took part in the review are listed on the aftached

sheet.

Statement of compliance

The Committee is constituted in accordance with the Governance Arrangements for

Research Ethics Committees and complies fully with the Standard Operating Procedures for

Research Ethics Committees in the UK.
After ethical review

Reporting requirements

The attached document “After ethical review — guidance for researchers” gives detailed
guidance on reporting requirements for studies with a favourable opinion, including:

Motifying substantial amendments

Adding new sites and investigators
Motification of serious breaches of the protocol
Progress and safety reports

Motifying the end of the study

& & & & @
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The HRA website also provides guidance on these topics, which is updated in the light of
changes in reporting requirements or procedures.

Feedback

You are invited to give your view of the service that you have received from the National
Research Ethics Service and the application procedure. If you wish to make your views
known please use the feedback form available on the HRA website

hittp:/fwww.hra.nhs. uk/about-the-hra/governance/quality-assurance/

We are pleased to welcome researchers and R & D staff at our NRES committee members’
training days — see details at hitp/f'www.hra.nhs uk/hra-training/

With the Committee’s best wishes for the success of this project.

14/NE/1053 Please quote this number on all correspondence |

Yours sincerely
ep

Vi
/] Mo
.'n' l._/.

Dr Mike Bone

Vice Chair

Email: nrescommittee _northeast-newcastieandnorthtyneside 1@nhs.net

Enclosures: List of names and professions of members who took part in the review
‘After ethical review — guidance for researchers’

Copy to: Ms Nicole Palmer — R&D Office, University of Kent

Dr Peter Dodds - RM&G Consortium for Kent and Medway
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medway school of pharmacy

28" January 2016

Dear Bernadine

Your application foethical approval for theroject entitledValidation and testing of an
assessment tool for use by the general public in idéngjfguspected side effects from their
medicine§REF 0116/Z)asnow been considered on behalf of the Medway School of Pharmacy
School Research Ethics Committee (SREC).

| am pleased to inform you that your studayill be approved, subject to the followingninor

amendments;

1 A number of he documents show the Birmingham logo, however there is no reference to
the collaborationwith Birmingham witin the text of the documents. Please inclad
information of the connection

1 The committee felt that destroying theasent forms after one month was too soon. Please
scan the consent forms on to an encrypted memory stick and keep for 12 months

1 Please explain reason for collating postcode data on the information leaflet or the

questionnaire

Please resubmit your documentvith track changes to J.Mowbray@kent.ac.uk

| mustalsoremind youof the following:

1.

N

that if you are intending to work unaccompanied with children or with vulnerable adults,
you will need to apply for a DBS check; the project must be conducted under the
supervision of someone who has antapdate DBS check; you must not be in the presence
of children alone except if you have completed a DBS check;

that you must comply with the Data Protection Act (1998);

that you must comply throughout the conduct tfe study with good research practice
standards;

If you are completing this project off site, you must obtain prior approval from relevant
authorities and adhere to the MSOP off site protocol.

to refer any amendment to the protocol to the School Reseditttics Committee (SREC)
for approval.

You are required to complete an annual monitoring report or end of project report and
submit toj.mowbray@kent.ac.uk

Yours sincerely

Dr Qrah Corlett
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: MHRA

o0
..
[ Requlating Medicines and Medical Devices

MHRA 151 Buckingham Palace Road Victoria London SW1W 9SZ United Kingdom www.mhra.gov.uk

Bernadine O6 Donovan
Sent via email:

bo77@kent.ac.uk

Date 14t December 2015

Ref: GENQ-00097958

Dear Bernadine O6Donavan,
Application: ACYDO042

The Independent Scientific Advisory Committee for MHRA database research (ISAC) considered
the above application by electronic review. The Committee considered that your application was an
appropriate use of Yellow Card data and that the proposed methodology is appropriate for the
objectives of the study. The Committee advised that the application should be granted provided
you comply with the following conditions:

A 1t is our understanding that the t hthemaratvemment

reporter comment and free text medical history boxes.

A I'mn addition, as your proposal will involve the

the undertakings you agreed to when you completed the application form. These are included at
Annex A.

A You must @auidelides forSgfe Dispasal of Electronic Yellow Card Data for External
Users included at Annex B.

A Please note the enclosed information at Annex
strongly recommend that you register with the NRR.

The MHRA has accepted the advice of the ISAC. If you are willing to accept the above conditions,
please let me know as soon as possible and no later than 28 days after the date of service of this
letter.

Yours sincerely,

Yours sincerely,

Rebecca Owen

Signal Management Co-ordinatior / Yellow Card Secretary to the ISAC
Vigilance and Risk Management of Medicines
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APPENDIX 4: IRAS application

Full Set of Project Data IRAS Version 3.5

The integrated dataset required for your project will be created from the answers you give to the following questions. The
system will generate only those questions and sections which (a) apply to your study type and (b) are required by the bodies
reviewing your study. Please ensure you answer all the guestions before proceeding with your applications.

Please enter a short title for this project (maximum 70 characters)
How people identify and manage side effects from medicines 1.0

1. Is your project research?

® Yes (O No

2. Select one category from the list below:

(O Clinical trial of an investigational medicinal product

() Clinical investigation or other study of a medical device

() Combined trial of an investigational medicinal product and an investigational medical device

(O Other clinical trial to study a novel intervention or randomised clinical trial to compare interventions in clinical practice
() Basic science study involving procedures with human participants

@® Study administering questionnaires/interviews for quantitative analysis, or using mixed quantitative/qualitative
methodology

(O Study involving qualitative methods only

(O Study limited to working with human tissue samples (or other human biological samples) and data (specific project
anly)

(0 Study limited to working with data (specific project only)

() Research tissue bank

() Research database

If your work does not fit any of these categories, select the option below:

(O Other study

2a. Please answer the following question(s):

a) Does the study involve the use of any ionising radiation? O Yes @ No
b) Will you be taking new human tissue samples (or other human biological samples)? () Yes @ No

¢) Will you be using existing human tissue samples (or other human biological samples)? () Yes (&) No

3. In which countries of the UK will the research sites be located?(Tick all that apply)

i England

[] Scotland
[Jwales

[] Northern Ireland

3a. In which country of the UK will the lead NHS R&D office be located:
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Full Set of Project Data IRAS Version 3.5

@ England

(O Scotland

O Wales

(O Northern Ireland

e

() This study does not involve the NHS

4. Which review bodies are you applying to?

™ NHS/HSC Research and Development offices

[] Social Care Research Ethics Committee

[w4 Research Ethics Committee

[] National Information Governance Board for Health and Social Care (NIGB)
[] National Offender Management Service (NOMS) (Prisons & Probation)

For NHS/HSC R&D offices, the CI must create Site-Specific Information Forms for each site, in addition to the
study-wide forms, and transfer them to the PIs or local collaborators.

5. Will any research sites in this study be NHS organisations?

@ Yes (ONo

5a. Are all the research costs and infrastructure costs for this study provided by an NIHR Biomedical Research Centre,
NIHR Biomedical Research Unit, NIHR Collaboration for Leadership in Health Research and Care (CLAHRC) or NIHR
Research Centre for Patient Safety & Service Quality in all study sites?

OYes @ No

If yes, NHS permission for your study will be processed through the NIHR Coordinated System for gaining NHS Permission
(NIHR CSP).

5b. Do you wish to make an application for the study to be considered for NIHR Clinical Research Network (CRN) support
and inclusion in the NIHR Clinical Research Network (CRN) Portfolio? Please see information button for further details.

(OYes @ No

If yes, NHS permission for your study will be processed through the NIHR Coordinated System for gaining NHS Permission
(NIHR CSP) and you must complete a NIHR Clinical Research Network (CRN) Portfolio Application Form immediately after
completing this project filter and before completing and submitting other applications.

6. Do you plan to include any participants who are children?

OYes @ No

7. Do you plan at any stage of the project to undertake intrusive research involving adults lacking capacity to consent
for themselves?

(OYes @ No

Answer Yes if you plan to recruit living participants aged 16 or over who lack capacity, or to retain them in the study following
loss of capacity. Intrusive research means any research with the living requiring consent in law. This includes use of
identifiable tissue samples or personal information, except where application is being made to the NIGB Ethics and
Confidentiality Committee to set aside the common law duty of confidentiality in England and Wales. Please consult the
guidance notes for further information on the legal frameworks for research involving adults lacking capacity in the UK.

8. Do you plan to include any participants who are prisoners or young offenders in the custody of HM Prison Service or
who are offenders supervised by the probation service in England or Wales?
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9. Is the study or any part of it being undertaken as an educational project?

@ Yes (_No

Please describe briefly the involvement of the student(s):
The project 1s undertaken as part of a PhD and the student will be the Chief Investigator.

9a. Is the project being undertaken in part fulfilment of a PhD or other doctorate?

®Yes (O)No

10. Will this research be financially supported by the United States Department of Health and Human Services or any of
its divisions, agencies or programs?

(O Yes @ No

11. Will identifiable patient data be accessed outside the care team without prior consent at any stage of the project
(including identification of potential participants)?

O Yes ®No
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Full Set of Project Data IRAS Version 3.5

Integrated Research Application System

Application Form for Research administering questionnaires/interviews for quantitative analysis or mixed
methodology study

The Chief Investigator should complete this form. Guidance on the questions is available wherever you see this

symbol displayed We recommend reading the guidance first. The complete guidance and a glossary are available by
selecting Help.

Please define any terms or acronyms that might not be familar to lay reviewers of the application.

Short title and version number: (maximum 70 characters - this will be inserted as header on all forms)
How people identify and manage side effects from medicines 1.0

A1. Full title of the research:

Investigation of how coping mechanisms influence the use of information sources and experiences of people who
have recently undergone an Adverse Drug Reaction (ADR) to medication

A2-1. Educational projects

Name and contact details of student(s):

Student 1
Title Forename/Initials Surname
Ms Bernadine O' Donovan
Address Pharmacy Practice Research Office, Medway School of Pharmacy,
Anson Building,Universities of Greenwich & Kent,
Central Avenue, Chatham Maritime, Kent.
Post Code ME4 418
E-mail bo77@kent.ac.uk
Telephone 01634202920
Fax

Give details of the educational course or degree for which this research is being undertaken:

Name and level of course/ degree:
PhD in Pharmacy

Mame of educational establishment:
Universities of Greenwich & Kent

Name and contact details of academic supervisor(s):

Academic supervisor 1

Title Forename/Initials Surname
Professor Janet Krska
4
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Full Set of Project Data IRAS Version 3.5

Address Room Anson 111, Anson Building,
The Universities of Greenwich and Kent at Medway,
Central Avenue, Chatham Maritime, Kent.

Post Code ME4 4TB

E-mail J.krska@kent.ac.uk
Telephone 01634 (20)2950
Fax

Please state which academic supervisor(s) has responsibility for which student(s):
Please click "Save now"” before completing this table. This will ensure that all of the student and academic supervisor

details are shown correctly.

Student(s) Academic supervisor(s)

Student 1 Ms Bernadine O'
Donovan

[+ Professor Janet Krska

A copy of a current CV for the student and the academic supervisor (maximum 2 pages of A4) must be submitted with the
application.

A2-2. Who will act as Chief Investigator for this study?

(@) Student
(" Academic supervisor

() Other

A3-1. Chief Investigator:

Title Forename/Initials Surname

Ms Bernadine O' Donovan
Post PhD student

MSe Cognitive Neuropsychology
Qualifications MSc Neuropharmacology

BA (Psychology)
Employer University of Kent
Work Address Pharmacy Practice Research Office,

Medway School of Pharmacy, Anson Building,
Universities of Greenwich & Kent, Central Avenue, Chatham Maritime, Kent.

Post Code ME4 4TB

Work E-mail bo77@kent.ac.uk
* Personal E-mail

Work Telephone 01634202920

* Personal Telephone/Mobile
Fax

* This information is optional_ It will not be placed in the public domain or disclosed to any other third party without prior
consent.
A copy of a current CV (maximum 2 pages of A4) for the Chief Investigator must be submitted with the application.

A4.Who is the contact on behalf of the sponsor for all correspondence relating to applications for this project?
This contact will receive copies of all correspondence from REC and R&D reviewers that is sent to the CI.
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to complete them at their leisure. Questionnaires will include an invitation to participate further in the study through
interviews with the researcher. People selected to be interviewed will have experienced a side effect from medicines in
the last 6 months. The interviews will last for an hour and people will be asked to discuss their experience of side
effects. Overall this study will collect information through questionnaires and interviews over a period of approx 12
months. This information will then be used to develop an assessment tool for the public to use to help them identify
side effects to medicines.

AB-2. Summary of main issues. Please summarise the main ethical, legal, or management issues arising from your study
and say how you have addressed them.

Not all studies raise significant issues. Some studies may have straightforward ethical or other issues that can be identified
and managed routinely. Others may present significant issues requiring further consideration by a REC, R&D office or other
review body (as appropriate to the issue) Studies that present a minimal risk to participants may raise complex
organisational or legal issues. You should try to consider all the types of issues that the different reviewers may need to
consider.

Purpose and design

The aim of this project is to build on this research and investigate how people identify ADRs. It will also explore
peoples’ experiences of ADRs. Questionnaires will be distributed in independent and small to medium sized multiple
pharmacies within the following geographical areas - Kent and West Midlands urban centres.

Recruitment

Initial emphasis will be on recruitment from independent and small to medium sized multiple pharmacies. This
strategy for pharmacy inclusion is based on practical considerations such as ease of access to premises, utilisation of
collaborators' contacts within the sector and reduced need for internal company govermnance. (However if the inclusion
of the large chain multiple pharmacies is proved necessary during the course of this project then the researcher will go
through the requisite in-house govermnance procedures.) The researcher has developed an initial approach to
pharmacists that clearly describes the purpose and structure of the study. Care has been taken to ensure the Invitation
Letter to Pharmacists has useful study information and is free of coercion or unreasonable claims.

Consent

The study is designed to ensure that valid consent is obtained from the participants. All potential participants will be
provided with adequate information on the purpose and nature of the study. These details will facilitate the potential
participant to reach a fully informed decision. Each envelope which will be distributed by the researcher will therefore
include consent forms and Participant Information Sheets. The Participant Information Sheet will describe the purpose
of the study in general as well as the specific details of what is involved for participants. It will avoid coercion of
potential participants and will not make unreasonable claims of merit for the study. This focus on obtaining valid
consent also extends to the interviews. Written consent will be obtained prior to interviews. Participants will also be
verbally informed prior to any interviews that they do not have to answer any question they do not wish to, and that they
may terminate the interview at any time. Verbal permission to record the interview will also be sought prior to the
interview process.

Risks, burdens & benefits

The researcher has consulted with experienced researchers (the study collaborators) to identify and assess potential
risks to participants. Efforts have been made to limit risk and protect all participants. This study involves completing a
questionnaire so any risks to respondents are considered minimal. There may be ethical concerns that the initial
approach by the researcher would place pressure on potential survey participants to make a hurried and unconsidered
decision to take part in the research. However the researcher will invite potential participants to complete the
questionnaire at their leisure. This will ensure that there will be no unnecessary pressure or time constraints on the
potential participants.

However potential risks exist for all those participants who agree to the interview process. The interviews with the
researcher involve participants recollecting a negative event (an ADR) Sensitive issues could potentially arise and
participants could become distressed. This minimal risk to participants during the interview process has been
addressed as follows. Suitable locations for interview will be agreed between researcher and interviewee. By selecting
locations that are agreeable to participants they will feel secure and/or comfortable and either prevent or reduce
potential distress. If a particular question makes the interviewee uncomfortable the researcher will remind the
interviewee that their participation is voluntary and they may skip the question if they wish_ If an interviewee becomes
distressed during the interview the researcher will immediately suspend the interview. The researcher will offer to
terminate the interview and recommend that the participant contact their G.P.or pharmacist or the Patient Advice and
Liaison Service (PALS) if necessary for advice and support.

This study has potential benefits for interview participants as shopping vouchers to the value of £20 will be offered to all
those who attend for interview.

The researcher has also considered possible risks to the researcher. The interviews will be conducted off-campus so
there may be some issues concerning personal safety. Precautionary measures have been put in place which reduce
the risk for the researcher. These include a system of notification via text which alerts a selected contact when
researcher (a) arnves at interview (b) leaves interview and (c) reaches home. The researcher will strictly adhere to the
guidelines laid down by the Medway School of Pharmacy, University of Kent, for Conducting Research in Participants
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Homes. (Potentially Vulnerable Situations) - See Supporting Documentation. These guidelines have been written to
help identify and minimise potential risks.

Confidentiality

Fthical considerations regarding confidentiality have also been considered while designing this study All participating
pharmacies as well as questionnaire respondents and interviewees will remain anonymous. All participants will be
informed that the project is being undertaken by a researcher and is confidential. Interviewees will be informed in
writing prior to the interview. Lists of the pharmacies will be generated with unique identifying numbers. The researcher
will also allocate a unigue identifying number to interviewees. These lists will be written on paper and locked in a
secure filing cabinet. These will be the only copies and no computer records of these lists will be generated. Access to
these lists will be limited to named members of the research team for the following purposes - to arrange interviews
according to protocol and to disseminate the research findings. At the end of this study these lists will be held for a
period of one month and subsequently destroyed by shredding. All consent forms will be locked in a secure filing
cabinet, separate from questionnaire responses. These forms will be held for one year after the completion of the
project and then shredded. The project data will be identifiable only by unique study numbers. This will ensure
anonymity as they will contain no personal identifiable information. All data collected will be stored on password
protected files on computers which are also password protected. This data will be fully anonymised. These digital
records will be destroyed five years after the final report has been written_

Survey respondents will be asked to provide details of their post codes. Post codes will be used to assign deprivation
levels to the data sets. This detail is required by the researcher for social research purposes only. It will not be used to
contact respondents and will not be passed along to third parties.

Conflict of interest

Mo conflicts of interest have been identified amongst the research team. Consideration has also been given to
providing feedback after the study has ended. Summaries of the study results will be sent to interviewees who indicate
their interest by ticking the appropriate box in the Contact Details (Section D) of the questionnaire

A6-3. Proportionate review of REC application The initial project filter has identified that your study may be suitable for
proportionate review by a REC sub-committee Please consult the current guidance notes from NRES and indicate whether
you wish to apply through the proportionate review service or, taking into account your answer to A6-2, you consider there
are ethical issues that require consideration at a full REC meeting.

@) Yes - proportionate review () No - review by full REC meeting

Further comments (optional):

Note: This question only applies to the REC application.

AT7. Select the appropriate methodology description for this research. Please tick all that apply.

[[]Case series/ case note review
[[]Case cantrol

["]Cohort observation

["] Controlled trial without randomisation
[] Cross-sectional study

[[]Database analysis

[] Epidemiology

[] Feasibility/ pilot study

[] Laboratory study

[[1Metanalysis

[v4 Qualitative research

[w4 Questionnaire, interview or observation study
[[]1Randomised controlled trial

[] Other (please specify)
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A10. What is the principal research question/objective? Please put this in language comprehensible to a lay person.

The principal aims of this project are to investigate how people use information sources to help them identify ADRs to
medicines and to explore peoples’ experiences of ADRs.

A11. What are the secondary research questions/objectives if applicable? Please put this in language comprehensible to
a lay person.

Additional objectivies invalve

1) identifying the perceived value of different sources of information about ADRs.

2) assessing if there is a link between peoples’ coping strategies and their experiences of ADRs.
3) determining the patterns of ADR experiences among pharmacy customers.

A12.What is the scientific justification for the research? Please put this in language comprehensible to a lay person.

Justification of research

Many people take medication - both items prescribed by doctors or items bought at their local pharmacy/shop. They
may experience negative side effects - adverse drug reactions (ADRs). Research into these reactions to medicines
has found that ADRs can have considerable impact on an individual's guality of life. There are also economic costs to
the National Health Service (NHS) in the UK - estimated in 2004 at over £450 million annually. In 2005 direct patient
reporting of ADRs in the UK by patients - via the Yellow Card Scheme - became possible. Subsequent research
identified patient reports as an effective resource in increasing knowledge and understanding of drug effects. These
reports can provide information on causality, provide more detail in general and freguently report different types of
drugs and types of reactions than healthcare professional reports.
Research objective
The aim of this project is to build on this research by focusing on ADR experiences from the perspective of the public. It
will investigate how people use information sources in helping to identify ADRs and also explore peoples’ experiences
of ADRs. This research will help to form a more comprehensive picture of how individuals' identify and manage ADRs,
which may help in developing a tool to support patient identification of ADRs.

A13. Please summarise your design and methodology. It should be clear exactly what will happen to the research
participant, how many times and in what order Please complete this section in language comprehensible to the lay person.
Do not simply reproduce or refer to the protocol. Further guidance is available in the guidance notes.

Study design & methodology

This project will recruit approx. 2500 members of the public through distribution of questionnaires in independent and
small to medium sized multiple pharmacies. Limiting recruitment to pharmacies of this size will reduce the necessity
of applying for internal company governance. Selected pharmacies in Kent and the West Midlands will receive an
invitation to participate via letter. This strategy is intended to optimise study collaborators’ contacts within the sector.
Pharmacies who agree to participate will be visited by the researcher. Pre-prepared envelopes will be distributed to the
general public by the researcher. Each envelope will contain the following - participant information sheet, consent form,
assessment instruments and prepaid envelope (to return the questionnaires to the researcher). People who have
presented NHS prescriptions in the pharmacy will be approached by the researcher. The researcher will outline the
study, invite participation by completing the questionnaires within this envelope at their leisure and ask questions to
determine if they can be included in the study -"Are you 18 or over?”, "Are you resident in the UK?" "Do you take
prescription medicine?" and "Are you able to complete the questionnaire as it is only available in English?"
Justification for methodology

This methodology was choosen to gain access to a cohort who have used prescription medication and may have
experienced an ADR. It was also designed to ensure there is no interference in the day-to-day running of the
particpating pharmacy.

Interviews

The questionnaires will include an invitation to participate further in the study through interviews with the researcher
(Section D). The interviewees will be asked to discuss how their experience of ADRs. To ensure the ADR has
occurred in the recent past and facilitate optimum recall by participants a time parameter of an ADR within the last 6
months will be applied of the ADR_ Potential interviewees will be contacted by phone/email to arrange an interview
time and location. Suitable locations for interview will be agreed between researcher and interviewee and these may
include public settings such as cafes and/or rooms in private dwellings. In depth interviews will be conducted by the
researcher with up to a maximum of 50 participants who have provided their consent. Interviewees will receive a
consent sheet to sign before the interview and verbal permission to record the interview will be abtained.

Research Stages

It is proposed that recruitment of pharmacies will take place over a period of 2 months (approx). Distribution of
guestionnaires is proposed to take place over a 3 month period (approx). Analysis of the guestionnaire data will be
conducted over a period of 3 months (approx). Interviews will take place over a 4 month period (approx). Analysis of the
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interview data and write-up of the findings will take place over a period of 5 months (approx).

Instruments

This project will use the following questionnaires

- project questionnaire will be used to gather general information about side effects

- the Side Effect Coping Questionnaire (SECope) will be used to assess coping strategies/behaviours

The abbreviated version of the Miller Behavioural Style Scale (MBSS) will also be used. This psychological scale will
assess if coping strategies influence whether and how people access information sources. This scale will be used to
identify the coping styles of potential interviewees

Analysis

The guantitative data from the questionnaires and the abbreviated MBSS will be analysed through SPSS software.
Descriptive statistics, with ANOVAs and multiple regressions will be generated. The demographic details will be used
to determine patterns of ADR expernences among respondents. The instruments will also identify the patterns of
resources people use to identify ADRs.

Content analysis will be used to code the responses to the open-ended questionnaire questions. The reponses will
be coded - using the data management program NVivo - according to their thematic content and then assigned to
categories. Independent evaluators will be used during this analysis to control for researcher bias and ensure
reliability in the coding process.

The analytical approach to the interviews will be confirmed once the questionnaire data is analysed. However the
research literature suggests that an interpretative phenomenological analysis (IPA) will be used.

A14-1. In which aspects of the research process have you actively involved, or will you involve, patients, service users,
and/or their carers, or members of the public?

[[] Design of the research
[[1Management of the research
[[]Undertaking the research
[T Analysis of results

[[] Dissemination of findings
[W4 None of the above

Give details of involvement, or if none please justify the absence of involvement.

The instrument developed for this project will be piloted among members of the public but there was no direct
involvement by the public in its design. However it is based on previous patient instruments which have been
validated in previous studies. The research can be seen as a response to recommendations contained in a previous
review of the UK Yellow Card Scheme. This identifies the research as being of incremental value despite the lack of
public involvement in its design.

A15. What is the sample group or cohort to be studied in this research?

Select all that apply:

[T]Blood

[]Cancer

["]Cardiovascular

["]Congenital Disorders

["]1Dementias and Neurodegenerative Diseases
[ ] Diabetes

[T]Ear

[[1Eye

[w4 Generic Health Relevance

10
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["]Infection

["1Inflammatory and Immune System
["1Injuries and Accidents

[ Mental Health

["]1Metabolic and Endocrine
["1Musculoskeletal

["]Neurological

[ ] Oral and Gastrointestinal
[]Paediatrics

[T]1Renal and Urogenital
["]1Reproductive Health and Childbirth

["]1Respiratory

[]Skin

[ Stroke
Gender: Male and female participants
Lower age limit: 18 Years
Upper age limit: No upper age limit

A17-1. Please list the principal inclusion criteria (list the most important, max 5000 characters).

Inclusion criteria for pharmacies

= Independent and small to medium sized multiple pharmacies within the following geographical areas - Kent and
West Midlands urban centres.

Inclusion criteria for survey participants

= Adults aged 18 or over.

» Resident in the UK.

= Able to complete guestionnaire, which will be available only in English.

= People who used prescription medicines recently.

Inclusion criteria for interview participants

= Participants who are willing to be interviewed by researcher will have experienced an ADR within the last 6 months

A17-2. Please list the principal exclusion criteria (list the most important, max 5000 characters).

Exclusion critenia for pharmacies

= Large chain multiple pharmacies
Exclusion criteria for participants

= Under 18 years

= Vulnerable groups

= Unable to communicate in English
= Do not use prescribed medicines

A18. Give details of all non-clinical intervention(s) or procedure(s) that will be received by participants as part of the
research protocol. These include seeking consent, interviews, non-clinical observations and use of questionnaires.

Please complete the columns for each intervention/procedure as follows:
1. Total number of interventions/procedures to be received by each participant as part of the research protocol.

2. If this intervention/procedure would be routinely given to participants as part of their care outside the research,
how many of the total would be routine?

3. Average time taken per intervention/procedure (minutes, hours or days)
4. Details of who will conduct the intervention/procedure, and where it will take place.

11
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Intervention or procedure 1 2 3 4

Questionnaires 1 30 mins Self administered by participants
At their convenience.

Interviews 1 1 hour Bernadine O' Donovan Chief Investigator
Locations - public settings or participant's home

A21. How long do you expect each participant to be in the study in total?

Questionnaires are completed at participants' leisure - estimated time to complete is 30 mins approx (to be confirmed
by piloting).

Respondents that indicate willingness to being interviewed will participate in the study for approximately 1 hour and 30
mins in total. (This involves 30 mins to complete questionnaire and a 1 hour interview).

A22. What are the potential risks and burdens for research participants and how will you minimise them?

For all studies, describe any potential adverse effects, pain, discomfort, distress, intrusion, inconvenience or changes
to lifestyle. Only describe risks or burdens that could occur as a result of participation in the research. Say what steps
would be taken to minimise risks and burdens as far as possible.

The researcher has considered the ethical issues of possible risks and burdens for study participants. Consultation
with the study collaborators - who are experienced researchers - has helped to identify and assess potential risks
and burdens for participants. Efforts have been made to both limit risk and protect participants. This study initially
involves completing a questionnaire so any risks to participants during this phase are considered minimal. However
potential risks exist for participants during the interview process. The interviews with the researcher involve
participants recollecting a negative event (an ADR). Sensitive issues could potentially arise and participants could
become distressed. This minimal risk to participants during the interview process has been addressed as follows.
Suitable locations for interview will be agreed between researcher and interviewee By selecting locations that are
agreeable to participants they will feel secure and/or comfortable and either prevent or reduce potential distress. If a
particular question makes the interviewee uncomfortable the researcher will remind the interviewee that their
participation is voluntary and they may skip the question if they wish. If an interviewee becomes distressed during the
interview the researcher will immediately suspend the interview. The researcher will offer to terminate the interview
and recommend that the participant contact their G.P.or pharmacist or the Patient Advice and Liaison Service (PALS).
Potential risks for participants have therefore been identified and addressed.

A23. Will interviews/ questionnaires or group discussions include topics that might be sensitive, embarrassing or
upsetting, or is it possible that criminal or other disclosures requiring action could occur during the study?

®Yes (ONo
If Yes, please give details of procedures in place to deal with these issues:

These interviews involve participants recollecting a negative event. Sensitive issues could potentially arise and
participants could become distressed. Suitable locations for interview will be agreed between researcher and
interviewee and these may include public settings such as cafes and/or rooms in private dwellings. By selecting
locations that are agreeable to participants they will feel secure and/or comfortable and either prevent or reduce
potential distress. If a particular question makes the interviewee uncomfortable the researcher will remind the
interviewee that their participation i1s voluntary and they may skip the question If they wish. If an interviewee becomes
distressed during the interview the researcher will immediately suspend the interview. The researcher will offer to
terminate the interview and recommend that the participant contact their G.P. /pharmacist or the Patient Advice and
Liaison Service (PALS) .

A24.What is the potential for benefit to research participants?

This study has potential benefits for interview participants as vouchers to the value of £20 will be offered to all those
who attend for interview.

There may also be limited therapeutic benefit for interviewees which can arise from describing their negative
experience during the interview.

12

341



A26. What are the potential risks for the researchers themselves? (if any)

The researcher will be conducting interviews off-campus so there may be some risks to personal safety. Precautionary
measures have been put in place which reduce the risk for the researcher. These include a system of notification via
text which alerts a selected contact when researcher (a) arrives at interview (b) leaves interview and (c) reaches home.
The researcher will strictly adhere to the guidelines laid down by the Medway School of Pharmacy, University of Kent,
for Conducting Research in Participants Homes. (Potentially Vulnerable Situations) - See Supporting Documentation.
These guidelines have been written to help identify and minimise potential risks. If a difficult situation arises during an
interview this policy document advocates the following actions -

1.In a difficult situation, let it be known that a colleague is expecting you to contact them regarding your safety. If
possible phone supervisor with pre-arranged code word to alert them of the situation

2.Get out as soon as you can

3.1f you are under attack or feel immediately threatened use your personal alarm. Even if there is no-one else in the
house, the alarms are very loud and may confuse or annoy the client, giving you an opportunity to get out.

4 Try to defuse or de-escalate a situation as soon as you can. The following suggestions might help:

= Allow the client to say why they are angry

» Show concern and understanding of their feelings

* Tell them that you want to help them/ ask how you could help them. Do not promise anything that you cannot deliver.
But you may be able to say that you could arrange something for the person, if they let you go back to/ contact your office
for authorisation. Emphasise that you are a relatively junior staff member (even if this is not true) and that you need to
check it out first.

» Make a token concession e.g., “I see you do have a point, we may well have made a mistake there”

= Make a deliberately friendly gesture e.g. “would you like me to try and sort that out for you?”

= Avoid provocative phrases e.g. “I think you're really overreacting there”

5 Leave as soon as you can. Don't go back under the same circumstances.

A27-1. How will potential participants, records or samples be identified? Who will carry this out and what resources will
be used?For example, identification may involve a disease register, computerised search of social care or GP records, or
review of medical records. Indicate whether this will be done by the direct care team or by researchers acting under
arrangements with the responsible care organisation(s).

Contacts amongst the research team (study collaborators) will be used to facilitate the identification of potential
pharmacies. Information will be compiled from the NHS Choices website.

Potential participants who present with NHS prescriptions in the selected pharmacies and satisfy the inclusion critena
will be identified by the researcher

A27-2. Will the identification of potential participants involve reviewing or screening the identifiable personal
information of patients, service users or any other person?

Yes @ No

FPlease give details below:

A28. Will any participants be recruited by publicity through posters, leaflets, adverts or websites?

(O Yes @ No

A29. How and by whom will potential participants first be approached?

Potential pharmacies will be identified by the research team as likely to be willing to participate in research. A letter of
invitation to participate in the study will be sent to the independent and small to medium sized multiple pharmacies

known to staff members at both universities. The envelope will include a pharmacist information sheet explaining the
study, a consent form and a copy of the assessment tools. The initial postal contact will be followed a week later by a
telephone call to each pharmacy. The researcher will ask the pharmacies for permission to access their premises to
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distribute questionnaires to the general public. If permission is granted suitable dates and times for the researcher to
distribute the questionnaire will be decided.

Survey participants will be identified by the researcher as people who present NHS prescriptions in the pharmacy. The
researcher will arrive at the pharmacy premises with prepared envelopes to distribute to the general public. Each
envelope will contain the following; participant information sheet,consent form, assessment instruments and a pre-
paid envelope to return the questionnaires. The researcher will approach potential participants and outline the study,
invite participation by completing the questionnaires within this envelope at their leisure and ask questions to
determine if they can be included in the study  Care will be taken by the researcher to ensure there is no interference in
the day-to-day running of the business premises e.g. waiting until transactions are completed, not interrupting public
interactions with the staff, not blocking entry/exit points etc.

A30-1. Will you obtain informed consent from or on behalf of research participants?

®vYes (ONo

If you will be obtaining consent from adult participants, please give details of who will take consent and how it will be
done, with details of any steps to provide information (a written information sheet, videos, or interactive matenal).
Arrangements for adults unable to consent for themselves should be described separately in Part B Section 6, and for
children in Part B Section 7.

If you plan to seek informed consent from vulnerable groups, say how you will ensure that consent is voluntary and
fully informed.

Implied consent will be obtained from survey participants as the gquestionnaire will include a statement which will gain
consent through completion and return of the questionnaire. Informed consent will be obtained from interview
participants. Written consent will be obtained from participants prior to interviews_ Interviewees will receive a consent
sheet to sign before the interview begins. Verbal permission to record the interview will be obtained. Participants will
also be verbally informed prior to any interviews that they do not have to answer any question they do not wish to, and
that they may terminate the interview at any time.

If you are not obtaining consent, please explain why not.

Please enclose a copy of the information sheet(s) and consent form(s).

A30-2. Will you record informed consent (or advice from consultees) in writing?

®Yes (ONo

A31. How long will you allow potential participants to decide whether or not to take part?

Survey participants may complete the questionnaire at their leisure.
Interview participants have 2/3 weeks before they are contacted by the researcher to arrange interview.

A33-1. What arrangements have been made for persons who might not adequately understand verbal explanations or
written information given in English, or who have special communication needs?(e.g. franslation, use of interpreters)

Questionnaires are available only in English so participants must satisfy this inclusion criteria i.e. competency in
English language.
Resource constraints preclude the translation of the research materials into other languages.

A35. What steps would you take if a participant, who has given informed consent, loses capacity to consent during the
study? Tick one option only.

() The participant and all identifiable data or tissue collected would be withdrawn from the study. Data or tissue which
is not identifiable to the research team may be retained.

(C» The participant would be withdrawn from the study_ Identifiable data or tissue already collected with consent would
be retained and used in the study. No further data or tissue would be collected or any other research procedures carried
out on or in relation to the participant.

14

343




() The participant would continue to be included in the study.
(» Not applicable — informed consent will not be sought from any participants in this research.

@ Not applicable — it is not practicable for the research team to monitor capacity and continued capacity will be
assumed.

Further details:

In this section, personal data means any data relating to a participant who could potentially be identified. It includes

pseudonymised data capable of being linked to a participant through a unique code number.

Storage and use of personal data during the study

A36. Will you be undertaking any of the following activities at any stage (including in the identification of potential
participants)?(Tick as appropriate)

["] Access to medical recards by those outside the direct healthcare team
["]Access to social care records by those outside the direct social care team

[ ] Electronic transfer by magnetic or optical media, email or computer networks
[T]Sharing of personal data with other organisations

[ ] Export of personal data outside the EEA

[w4 Use of personal addresses, postcodes, faxes, emails or telephone numbers
[w4 Publication of direct quotations from respondents

["]Publication of data that might allow identification of individuals

[W4 Use of audio/visual recording devices

[v4 Storage of personal data on any of the following:

[W4 Manual files (includes paper or film)
[C]NHS computers

[] Social Care Service computers
["]Home or other personal computers
[wA University computers

[T] Private company computers

[T]Laptop computers

Further details:

Personal contact details will be stored seperately from research information in a secure filing cabinet.

Research data will be fully anoymised and stored securely in locked filing cabinets.

Research data stored digitally will be stored in password protected files on password protected University computers.
Direct quotations from respondents will be fully anonymised.

Access to confidential research information (paper or digital) will be limited to named members of the research team
for the following purposes - to arrange interviews according to protocol and to disseminate the research findings.

Paper and other manual files should be appropriately filed and stored securely.

A37. Please describe the physical security arrangements for storage of personal data during the study?

Personal data in paper format will be locked in a secure filing cabinet. Study data collected will be stored in password
protected file on computers which are also password protected. This data will be fully anonymised.
All contact details forms will be seperated from completed questionnaires and locked in a seperate secure filing
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cabinet.

A38. How will you ensure the confidentiality of personal data?Flease provide a general statement of the policy and
procedures for ensuring confidentiality, e.g. anonymisation or pseudonymisation of data

All research data will remain anonymous. Unique identifying numbers will be allocated to the data sets by the
researcher The project data will be identifiable only by these unique study numbers. These lists will be safely secured
with access limited to members of the research team. All data collected will be stored on computers and memory
sticks which are password protected until the report is published. Study data will be retained for a period of up to 5
years after the final report has been written and subsequently destroyed.

A40.Who will have access to participants’ personal data during the study? Where access is by individuals outside the
direct care team, please justify and say whether consent will be sought.

Access to personal data will be limited to named members of the research team (the Cl and collaborators) for the
following purposes - to arrange interviews according to protocol and to disseminate the research findings.

A41.Where will the data generated by the study be analysed and by whom?

Study data will be analysed by the researcher and the study collaborators on University of Kent staff computers. These
files will be password protected and the computers are also password protected.

A42. Who will have control of and act as the custodian for the data generated by the study?

Title Forename/lnitials Surname

Ms Bernadine O Donovan
Post PhD student

MSc Cognitive Neuropsychology
Qualifications MSc Neuropharmacology

BA (Psychology)

Work Address Pharmacy Practice Research Office, Medway School of Pharmacy,
Anson Building, Universities of Greenwich & Kent,
Central Avenue, Chatham Mantime, Kent

Post Code ME4 4TB

Work Email bo77@kent.ac.uk
Work Telephone 01634202920
Fax

A43. How long will personal data be stored or accessed after the study has ended?

() Less than 3 months
() 3-6 months

@ 6 - 12 months

() 12 months — 3 years

() Over 3 years

A44. For how long will you store research data generated by the study?
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Years. 5
Months:

A45. Please give details of the long term arrangements for storage of research data after the study has ended.Say
where data will be stored, who will have access and the arrangements to ensure security.

Research data will be stored on University of Kent premises in locked filing cabinets and password protected
computers. Access to this data will be limited to named members of the research team. At the end of this study data
will be held for a period of up to 5 years after the final report has been written. Paper records will then be destroyed by

shredding and digital records (including audio recordings) will be destroyed.

A46. Will research participants receive any payments, reimbursement of expenses or any other benefits or incentives
for taking part in this research?

®Yes (ONo

If Yes, please give details. For monetary payments, indicate how much and on what basis this has been determined.
If the interviewee is required to travel to selected interview locations then interviewees will be reimbursed for their travel

expenses.
Interviewees will also be offered shopping vouchers - value of £20 - as an incentive to attend the interviews.

A47. Will individual researchers receive any personal payment over and above normal salary, or any other benefits or
incentives, for taking part in this research?

(JYes @ No

A48. Does the Chief Investigator or any other investigator/collaborator have any direct personal involvement (e.g.
financial, share holding, personal relationship etc.) in the organisations sponsoring or funding the research that may

give rise to a possible conflict of interest?

(O Yes @No

A49-1. Will you inform the participants’ General Practitioners (and/or any other health or care professional responsible
for their care) that they are taking part in the study?

OYes @No

If Yes, please enclose a copy of the information sheetfletter for the GP/health professional with a version number and date.

A50-1. Will the research be registered on a public database?
(Yes @ No
Please give details, or justify if not registering the research.

Registration of research studies is encouraged wherever possible.
You may be able to register your study through your NHS organisation or a register run by a medical research charity,

or publish your protocol through an open access publisher. If you are aware of a suitable register or other method of
publication, please give details. If not, you may indicate that no suitable register exists. Please ensure that you have
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entered registry reference number(s) in question AS-1.

A51. How do you intend to report and disseminate the results of the study?Tick as appropriate:

[V Peer reviewed scientific journals
[]Internal report

[+ Conference presentation

[[] Publication on website

[[] Other publication

[] Submission to regulatory authorities

[[] Access to raw data and right to publish freely by all investigators in study or by Independent Steering Committee
on behalf of all investigators

["]No plans to report or disseminate the results
[+4 Other (please specify)
PhD thesis

A52. If you will be using identifiable personal data, how will you ensure that anonymity will be maintained when
publishing the results?

This study will ensure that respondent anonymity will be maintained during publishing of results. Reported data will not
identify individuals and participant characteristics wil be published as aggregated information and not linked to specific
respondents.

A53. Will you inform participants of the results?
@®vYes (ONo

Please give details of how you will inform participants or justify if not doing so.

A summary of the study results will be sent to interviewees who have supplied their email address and indicated their
interest in receiving a summary of the findings. This interest is indicated by ticking the appropriate box in Section D of
the questionnaire.

A54-1. How has the scientific quality of the research been assessed?Tick as appropriate:

[1Independent external review

[[1 Review within a company

[ ] Review within a multi-centre research group

[ ] Review within the Chief Investigator's institution or host organisation
[+4 Review within the research team

[+ Review by educational supervisor

[ Other

Justify and describe the review process and outcome. If the review has been undertaken but not seen by the
researcher, give details of the body which has undertaken the review:
Reviewed by academic supervisors/key collaborators from the University of Kent and University of Birmingham.

For all studies except non-doctoral student research, please enclose a copy of any available scientific critique reports,
together with any related correspondence.

For non-doctoral student research, please enclose a copy of the assessment from your educational supervisor/ institution.

A56. How have the statistical aspects of the research been reviewed?Tick as appropriate:
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[ 1 Review by independent statistician commissioned by funder or sponsor
[T Other review by independent statistician

[] Review by company statistician

[1Review by a statistician within the Chief Investigator's institution

[] Review by a statistician within the research team or multi—centre group
[+4 Review by educational supervisor

[] Other review by individual with relevant statistical expertise

[]No review necessary as only frequencies and associations will be assessed — details of statistical input not
required

In all cases please give details below of the individual responsible for reviewing the statistical aspects. If advice has
been provided in confidence, give details of the department and institution concerned.

Title Forename/Initials Surname
Professor Janet Krska

Department Medway School of Pharmacy

Institution Universities of Greenwich & Kent

Work Address Anson Building, Universities of Greenwich & Kent,
Central Avenue, Chatham Maritime,
Kent.

Post Code ME4 ATB

Telephone 01634202950

Fax

Mobile

E-mail J-krska@kent.ac.uk

Please enclose a copy of any available comments or reports from a statistician.

A57.What is the primary outcome measure for the study?

Information sources - types & characteristics
ADRs - frequency & severity

A58.What are the secondary outcome measures? (if any)

Coping strategies

A59. What is the sample size for the research? How many participants/samples/data records do you plan to study in total?
If there is mare than one group, please give further details below.

Total UK sample size: 2500
Total international sample size (including UK):
Total in European Economic Area:

Further details:
Based on a prevalence rate of ADRs in the general UK population of 1-5%.

AB0. How was the sample size decided upon? If a formal sample size calculation was used, indicate how this was done,
giving sufficient information to justify and reproduce the calculation.

UK population estimated at 63 million approx with an ADR prevalence rate of 1-5%. Accuracy set to 50%

Random sample of the general population at a confidence level of 95%.
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Confidence Interval + 1.96.
Power equation applied as follows
Ss=Zsqx (p)x (1-p)

Csq
(Ss = sample size; Z = 1.96 (95% CL); p = % accuracy expressed in decimals; C = Cl expressed in decimals = 0.02)
Ss =(1.96)(1.96) x (0.5) x (1-0.5)

(0.02)(0.02)

Ss=38x05x05

0.0004

Ss= 095
00004

Ss = 2375

Therefore the study will utilise a sample size of 2500 approx.

A61-1.Will participants be allocated to groups at random?

(JYes (@ No

AB62. Please describe the methods of analysis (statistical or other appropriate methods, e.g. for qualitative research) by
which the data will be evaluated to meet the study objectives.

The quantitative data from the questionnaires will be analysed through SPSS software to generate descriptive
statistics, using appropnate statistical tests such as ANOVAs and multiple regressions. Content analysis will be used
to code the responses to the open-ended questionnaire questions and identify points of commonality. A coding frame
will be generated that describes the thematic content of the responses. These responses will then be grouped into
similar categories. This assigning of codes will be generated by the researcher and independent evaluators ensuring
there is reliability in the coding process. Once quantified in this manner the responses will be represented graphically
in a frequency chart according to the frequency of responses per category. The data management program NVivo will
be used.

The analytical approach to the interviews will be confirmed once the questionnaire data is analysed. However the
research literature suggests that an interpretative phenomenological analysis (IPA) will be used.

AB63. Other key investigatorsicollaborators. Please include all grant co—applicants, protocol co—authors and other key
members of the Chief Investigator's team, including non-doctoral student researchers.

Title Forename/Initials Surname
Professor Janet Krska

Post Professor of Clinical & Professional Practice

PG Certificate (Health economics)
PG Certificate (Tertiary level teaching)
PhD (pharmacology)

BSc (pharmacy)

Employer Universities of Greenwich & Kent

Work Address Medway School of Pharmacy

Qualifications
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Post Code
Telephone
Fax

Mobile
Work Email

Post

Qualifications

Universities of Greenwich & Kent, Central Avenue,
Chatham Maritime, Kent.

ME1 1TB

01634202950

J-krska@kent.ac.uk

Title Forename/Initials Surname

Dr Stuart Gill-Banham
Clinical Lecturer Clinical Lecturer - Applied Therapeutics (Mental Health & Neuropharmacology)
PhD

Post Graduate Certificate in Higher Education (PGCHE)

Post Graduate Certificate in Managing Health and Social Care
Post Graduate Diploma Psychiatric Pharmacy

Bsc(Hons) Pharmacy

Employer Universities of Greenwich & Kent

Work Address Medway School of Pharmacy
Universities of Kent, Central Avenue,
Chatham Maritime, Kent.

Post Code ME11TB

Telephone 01634 (20)2949

Fax

Mobile

Work Email s.gill-banham@kent.ac.uk
Title Forename/Initials Surname
Dr  Anthony Cox

Post Lecturer in Clinical Pharmacy, Joint Academic Programme Lead MPharm.
BSc

: ; PhD

Qualifications MRPharms C
Clin Dip Pharm

Employer University of Birmingham

Work Address School of Clinical and Experimental Medicine
The Medical School, Vincent Drive,
University of Birmingham, Birmingham.

Post Code B152TT

Telephone 0121 4146926

Fax

Mobile

Work Email a.r.cox@bham.ac.uk

\64-1. Sponsor

Lead Sponsor

Status: () NHS or HSC care organisation Commercial status:
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@ Academic

() Pharmaceutical industry
(7 Medical device industry
() Other

If Other, please specify:

Contact person

Name of organisation University of Kent

Given name Nicole

Family name Palmer

Address Room Reg 152, Registry, University of Kent
Town/city Canterbury, Kent.

Post code CT2 TNZ

Country UNITED KINGDOM

Telephone 01227 (82)4797

Fax

E-mail N.R.Palmer@kent.ac.uk

Is the sponsor based outside the UK?
(OYes @ No

Under the Research Governance Framewaork for Health and Social Care, a sponsor outside the UK must appoint a
legal representative established in the UK. Please consult the guidance notes

A65. Has external funding for the research been secured?

[[] Funding secured from one or more funders
[] External funding application to one or more funders in progress

[+ No application for external funding will be made

What type of research project is this?
() Standalone project
(" Project that is part of a programme grant
() Project that is part of a Centre grant
(O Project that is part of a fellowship/ personal award/ research training award
(@) Other

Other — please state:
PhD project

AB66. Has responsibility for any specific research activities or procedures been delegated to a subcontractor (other than
a co-sponsor listed in A64-1) ? Please give details of subcontractors if applicable.

(Yes @ No

AG7. Has this or a similar application been previously rejected by a Research Ethics Committee in the UK or another
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