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Abstract
BackgroundĹ Fear of sideŊeffects can resuѴt in nonŊadherence to medicaѴ intervenŊ
tionsķ such as medication and chemotherapyĺ SideŊeffect expectations have been 
identified as strong predictors of Ѵater perception of sideŊeffectsĺ Howeverķ research 
investigating predictors of sideŊeffect expectations is disparateĺ
ObjectiveĹ To identify factors associated with sideŊeffect expectationsĺ
Search strategyĹ We systematicaѴѴy searched Embaseķ Ovid MEDLINEķ GѴobaѴ HeaѴthķ 
PsycARTICLESķ PsycINFOķ Web of Science and Scopusĺ
IncѴusion criteriaĹ Studies were incѴuded if they investigated associations between 
any predictive factor and expectations of sideŊeffects from any medicaѴ interventionĺ
Data extraction and synthesisĹ We extracted information about participant characŊ
teristicsķ medicationķ rates of sideŊeffects expected and predictors of sideŊeffect exŊ
pectationsĺ Data were narrativeѴy synthesizedĺ
Main resuѴtsĹ We identified sixtyŊfour citationsķ reporting on seventyŊtwo studiesĺ 
Predictors feѴѴ into five categoriesĹ personaѴ characteristicsķ cѴinicaѴ characteristicsķ 
psychoѴogicaѴ traits and stateķ presentation format of informationķ and information 
sources usedĺ Using verbaѴ risk descriptors Őeg ļcommonĽő compared to numericaѴ deŊ
scriptors Őeg percentagesőķ having Ѵower quaѴity of Ѵife or weѴѴŊbeingķ and currentѴy 
experiencing symptoms were associated with increased sideŊeffect expectationsĺ
Discussion and concѴusionsĹ Decreasing unreaѴistic sideŊeffect expectations may 
Ѵead to decreased experience of sideŊeffects and increased adherence to medicaѴ 
interventionsĺ Widespread communications about medicaѴ interventions shouѴd deŊ
scribe the incidence of sideŊeffects numericaѴѴyĺ Evidence suggests that cѴinicians 
shouѴd take particuѴar care with patients with Ѵower quaѴity of Ѵifeķ who are currentѴy 
experiencing symptoms and who have previousѴy experienced symptoms from treatŊ
mentĺ Further research shouѴd investigate different cѴinicaѴ popuѴations and aim to 
quantify the impact of the media and sociaѴ media on sideŊeffect expectationsĺ
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ƐՊ |ՊINTRODUC TION

Patients often faiѴ to take medication as prescribedĺ NonŊadherence 
to prescribed treatments is thought to cost up to ŪƔƑ ƏƏƏ ŐUSŪ 
ƑƏƐƔő per person annuaѴѴy worѴdwideĺ1 One of the main reasons why 
peopѴe do not take their medication is for fear of sideŊeffectsĺ2�4 

Howeverķ the cause of sideŊeffects attributed to medication is 
often uncѴearĺ WhiѴe some may be directѴy caused by the medicaŊ
tionķ others may arise from the nocebo effectĺ This is a phenomenon 
whereby symptoms are attributed to an exposureķ but they are not 
directѴy caused by the physicaѴ properties of the exposureĺ There is 
good evidence that expectation of symptoms from inert ļpѴaceboĽ 
exposures such as sham piѴѴsķ inhaѴers and odours can cause sympŊ
toms in those expecting themĺ5

Heightened sideŊeffect expectations are associated with Ѵater 
perception of sideŊeffectsĺ MetaŊanaѴytic resuѴts indicate that paŊ
tient expectations for postŊchemotherapy sideŊeffects are assoŊ
ciated with deveѴopment of sideŊeffects from chemotherapyĺ6�8 

SimiѴarѴyķ a prospective cohort study of parents vaccinating their 
chiѴd for infѴuenza found that parentsĽ sideŊeffect expectations 
were the strongest predictor of parentaѴ report of sideŊeffectsĺ9 

Symptoms reported in the pѴacebo arm of randomized pѴaceboŊconŊ
troѴѴed triaѴs may aѴso arise from patient and investigator expectaŊ
tion.ƐƏķƐƐ MuѴtipѴe systematic reviews and metaŊanaѴyses have found 
simiѴar rates and profiѴes of symptoms reported in the pѴacebo and 
active drug arms of randomized pѴaceboŊcontroѴѴed triaѴs across a 
range of medicationsĺƐƏŋƐƕ

There is ѴittѴe research investigating how sideŊeffect expecŊ
tations deveѴopĺ BeѴiefs about high dosage of the medication and 
expѴicit suggestions that the medication causes sideŊeffects may 
contribute to sideŊeffect expectationsĺ5 How information about 
medicaѴ interventionsķ such as pharmacotherapyķ chemotherapy and 
surgeryķ is framed by a heaѴthŊcare professionaѴ or patient informaŊ
tion ѴeafѴet may aѴso affect sideŊeffect expectationsĺ

Previous attempts to decrease sideŊeffect expectations and subŊ
sequent sideŊeffect experience incѴude reducing information given 
to patients about potentiaѴ sideŊeffectsĺ18 This is probѴematic as it 
runs contrary to notions of informed consent and patient autonomyķ 
and may breach Ѵaws ruѴing that information given to patients shouѴd 
not be ļcherry pickedĽĺ19 Thereforeķ it is important to identify other 
factors that infѴuence sideŊeffect expectations to provide aѴternative 
avenues for interventions which do not face this ethicaѴ issueĺ

The aim of this study was to provide an overview of the current 
Ѵiterature on sideŊeffect expectations by conducting an expѴoratory 
systematic review to identify factors associated with expectations 
of more frequent sideŊeffects from medicaѴ interventionsĺ We inŊ
vestigated psychoѴogicaѴ factorsķ identifying factors to target in inŊ
terventions to reduce the nocebo effectķ and personaѴ and cѴinicaѴ 
factorsķ identifying popuѴations who are particuѴarѴy at risk of inacŊ
curate expectationsĺ Thusķ resuѴts wiѴѴ provide us with two usefuѴ 
impѴicationsĹ how to minimize sideŊeffect expectationsķ and popuŊ
Ѵations which may be particuѴarѴy susceptibѴe to heightened sideŊefŊ
fect expectationsĺ

ƑՊ |ՊMETHODS

We conducted a systematic review in accordance with PRISMA 
criteria20 to identify factors associated with expectations of sideŊ
effects from medicaѴ interventionsĺ We searched Embaseķ Ovid 
MEDLINEķ GѴobaѴ HeaѴthķ PsycARTICLES and PsycINFO through 
OvidSPķ as weѴѴ as searching Web of Science and Scopusĺ Our finaѴ 
search term was ŐsymptomŖ OR side effect OR adverse effect OR 
adverse event OR adverse reactionő ADJƒ expectŖ Ősee Supporting 
Information SƐőĺ Databases were searched from inception to ѵ 
March ƑƏƐƖĺ References and forward citations of incѴuded articѴes 
were aѴso searchedĺ

ƑĺƐՊ|ՊIncѴusion criteria

Studies were incѴuded if they met the foѴѴowing criteriaĹ
ParticipantsĹ any ageķ or heaѴth statusĺ
PredictorsņexposuresĹ investigated the association between psyŊ

choѴogicaѴķ sociaѴķ contextuaѴķ or demographic factors and expectaŊ
tion that a medicaѴ intervention causes sideŊeffects Őin an actuaѴ or 
hypotheticaѴ situationőĺ

OutcomeĹ expectation that any active medicaѴ intervention Őeg 
piѴѴķ vaccineķ asthma inhaѴerķ chemotherapyķ surgeryő caused sideŊefŊ
fectsĺ Studies investigating combined expectations about sideŊefŊ
fect frequency and severity were incѴudedĸ those which investigated 
onѴy expectations about sideŊeffect severity were excѴudedĺ Studies 
investigating whether sideŊeffect expectations predicted Ѵater perŊ
ception of sideŊeffects were excѴudedĺ

Study reportingĹ pubѴished in EngѴishĺ Studies were not excѴuded 
based on pubѴication typeĺ

ƑĺƑՊ|ՊData extraction

We extracted information about study designķ incѴusion criteriaķ parŊ
ticipant characteristicsķ medicaѴ interventionķ rates of sideŊeffects 
expected and predictors of sideŊeffect expectationsĺ

ƑĺƒՊ|ՊRisk of bias

Risk of bias was measured using an amended version of the Downs 
ş BѴack checkѴistķ21 a vaѴidated checkѴistķ22 which is suitabѴe for use 
in systematic reviews with appropriate modifications23 and which 

can be appѴied to reѴiabѴy and vaѴidѴy evaѴuate randomized and nonŊ
randomized studiesķ incѴuding observationaѴ studies using crossŊsecŊ
tionaѴ and cohort methodsĺ24 The modified version of this checkѴist 
has been used previousѴy by our groupĺƓķƑƔ The checkѴist evaѴuates 
studies on five dimensionsĹ reporting Őout of ƐƏőĸ externaѴ vaѴidity 
Őout of twoőĸ internaѴ vaѴidityŌbias Őout of threeőĸ confoundingŌseŊ
Ѵection bias Őout of threeőĸ power Őout of oneőĺ Scores were summed 
to give a totaѴ out of nineteenĺ Studies were rated as good quaѴity if 
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they scored a totaѴ of Ɛѵ or overĸ moderate quaѴity if they scored ƐƐŊ
ƐƔĸ and poor quaѴity if they scored ƐƏ or underĺ Studies were rated 
as poor quaѴity for individuaѴ constructs if they scoredĹ six or under 
for reportingĸ one or under for internaѴ vaѴidity Őbiasőķ confounding 
ŐseѴection biaső and externaѴ vaѴidityĸ and if they did not incѴude a 
justification for the sampѴe size usedĺ

LS and RW compѴeted risk of bias ratings separateѴy for ƐƏ studŊ
iesĺ Any discrepancies in scoring were discussedĺ LS and RW then 
compѴeted ratings for ƒƔ and Ƒƕ studiesķ respectiveѴyķ which were 

crossŊchecked by the other authorĺ Any discrepancies were soѴved 
through discussionĺ FinaѴ scores were approved by both authorsĺ

ƑĺƓՊ|ՊProcedure

LS came up with the search termsķ carried out the searchķ screened 
papersķ extracted data and compѴeted risk of bias assessmentĺ RW 
screened a random sampѴe of ƐƏƏ citations to fuѴѴŊtext screening 

F I G U R E  Ɛ Պ FѴowchart depicting the seѴection of studies for the systematic reviewķ with reasons for excѴusion
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stageķ screened ten additionaѴ fuѴѴ texts and compѴeted risk of bias 
assessmentĺ Guidance was provided by GJRĺ

Data were narrativeѴy synthesizedķ taking study design and preŊ
dictive vaѴidity into account when considering the strength of eviŊ
dence for predictive factorsĺ For psychoѴogicaѴ factorsķ experimentaѴ 
studies were considered to provide the strongest evidenceķ foѴѴowed 
by ѴongitudinaѴ studiesķ then crossŊsectionaѴ studiesĺ We counted 
crossŊsectionaѴ studies with factoriaѴ designs as experimentaѴ studŊ
iesĺ For demographic characteristics which did not changeķ aѴѴ study 
designs were considered equaѴĺ

ƒՊ |ՊRESULTS

ƒĺƐՊ|ՊStudy characteristics

A totaѴ of ƐƓ ƑƖƕ citations were found by the originaѴ searchĺ After reŊ
moving dupѴicatesķ ƕƓƓƐ citations remainedĺ After titѴeķ abstract and 
fuѴѴŊtext screeningķ nineteen citations remainedĺ FortyŊfive citations 
were identified by reference searching and forward citation trackŊ
ingĸ none of these were found by the originaѴ searchĺ Thusķ ѵƓ citaŊ
tionsķ reporting on ƕƑ studiesķ met incѴusion criteria Ősee Figure Ɛőĺ 
InterŊrater agreement for titѴeķ abstract and fuѴѴŊtext screening for 
the random sampѴe of ƐƏƏ citations was ƐƏƏѷĸ agreement for fuѴѴŊ
text screening of ten additionaѴ fuѴѴ texts was aѴso ƐƏƏѷĺ

Studies investigated sideŊeffect expectations for a range of 
medicaѴ interventionsķ incѴudingĹ chemotherapyĸ surgeryĸ various 
medications incѴuding statinsĸ and bѴood transfusion Őfor fuѴѴ Ѵist see 
TabѴe Ɛőĺ

Most studies investigated hypotheticaѴ scenarios in which parŊ
ticipants imagined they needed a specified medicaѴ intervention 
and made judgments about the possibiѴity of sideŊeffects based 
on information given to them Őn Ʒ ƓƐőĺ TwentyŊfive studies investiŊ
gated reaѴ situationsķ in which participants were going to receive the 
medicaѴ interventionĺ Six investigated hypotheticaѴ situationsķ but a 
proportion of participants were taking or about to start taking that 
medication.

We identified four basic methods in the Ѵiterature to measure 
sideŊeffect expectations Ősee Supporting Information SƑőĹ ѴikeѴiŊ
hood of sideŊeffects using a LikertŊtype scaѴe Őn Ʒ Ƒѵőĸ probabiѴity 
of sideŊeffects as a percentage Őn Ʒ Ɩőĸ frequency of sideŊeffects as 
a number Őeg out of ƐƏƏ taking the medicationķ n Ʒ ѵőĸ or visuaѴ anaŊ
Ѵogue scaѴe Őn Ʒ Ɠőĺ The remainder of studies used a combination of 
these methodsĺ

FortyŊsix studies were crossŊsectionaѴķ with ƒѵ using a factoriaѴ 
designĺ Sixteen studies used prospective cohort designsĸ nine were 
randomized controѴѴed triaѴsĺ

ƒĺƑՊ|ՊRisk of bias

Scores for journaѴ articѴes ranged between two and ƐƖ out of ƐƖ 
Ősee TabѴe Ɛőĺ Two conference abstracts had artificiaѴѴy Ѵow scores 

Őtwo and fourƔƑķƕƔőĺ Most studies Őn Ʒ ƒƓő were poor quaѴityĸ ƒƑ were 
moderate quaѴityĸ and six were good quaѴityĺ Studies scored particuŊ
ѴarѴy poorѴy for externaѴ vaѴidityķ with onѴy four studies being good 
quaѴityķƕƐķƕƓķѶƓķѶƔ and powerķ with nine studies being adequateѴy powŊ
eredƔƕķѵƏķѵѵķƕƓķƕƕķѶƏķѶƓķѶƔ Ősee Figure Ƒőĺ ThirtyŊone studies scored poorѴy 
for reportingķƑƕķƑƖķƒƏķƒƑķƒƕķƒѶķƓƏŋƓƑķƓƕķƔƏķƔƑŋƔѵķѵƑŋѵƔķѵƖķƕƓķƕƔķƕѶķѶƏķѶƑķѶƒķѶƖ and 

ƒƐ scored poorѴy for confounding ŐseѴection biasőĺƑѶķƑƖķƒƒķƒƓķƒѵķƓƏŋ

ƓƓķƓѵķƓƕķƔƑŋƔƓķƔƕķƔѶķѵƑŋѵƔķƕƏķƕƒŋƕƔķƕѶķѶƑķѶƖ TweѴve studies scored poorѴy for 
internaѴ vaѴidity ŐbiasőĺƓƑķƔƑķƔƒķƔѵķѵƑķƕƓķƕƔķƕѶķѶƏķѶƑ

ƒĺƒՊ|ՊPredictors of sideŊeffect expectation

ResuѴts from adjusted and unadjusted anaѴyses are reported toŊ
gether in the textĺ Where studies reported both adjusted and unadŊ
justed anaѴysesķ onѴy adjusted resuѴts are reported narrativeѴyĺ OnѴy 
resuѴts from good and moderate quaѴity studies are reported narŊ
rativeѴyĸ poor quaѴity studies are reported in summary tabѴesĺ We 
evaѴuated strength of evidence on a caseŊbyŊcase basis to take into 
account study designĺ Where study design was the sameķ we used 
the foѴѴowing quantifications for the strength of evidenceĺ ļGood 
evidenceĽ was used when ѶƏѷ or more of the studies investigating a 
factor found an associationĺ ļSome evidenceĽ was used when ѵƏѷ to 
ѶƏѷ of studies investigating the factor found an associationĺ Where 
aѴѴ studies found an associationķ but onѴy few studies investigated an 
associationķ we aѴso used the term ļsome evidenceĺĽ ļNo evidenceĽ 
was used when Ѵess than ѵƏѷ of studies found an association to acŊ
count for the effect of pubѴication biasĺ

ƒĺƒĺƐՊ|ՊPersonaѴ characteristics

There was no evidence that gender was associated with sideŊ
effect expectations Ősee TabѴe Ƒőĺ Of seven studiesķ two found an 
association between femaѴe gender and greater sideŊeffect expecŊ
tationsĺƒѶķƔƐ One study found an association for two of five outŊ
comesķѶƓķѶƔ whereas another found an association between femaѴe 
gender and increased estimates of the probabiѴity of sideŊeffectsķ 
but not increased ѴikeѴihood of sideŊeffectsĺ35 Three studies found 
no evidence for an associationĺƕƐķƕƑķѶƕ

There was no evidence for an effect of age on sideŊeffect expecŊ
tationsķ with studies reporting mixed findingsĺ Of nine studiesķ one 
found an association between oѴder age and increased sideŊeffect 
expectations51ĸ another found an association between oѴder age 
and expectations of seriousķ but not miѴd sideŊeffectsĺƕƐ One study 
found mixed evidence for an association between younger age and 
sideŊeffect expectations for nauseaķ but not vomitingķƕƑ while anŊ
other found an association between younger age and expectations 
for painķ but not fatigueĺƕƒ Five studies found no evidence for an 
association between age and sideŊeffect expectationsĺƒƔķƒѶķƕƑķѶƓķѶƔķѶƕ

There was no evidence for the effect of education on sideŊefŊ
fect expectationsķ with studies reporting mixed findingsĺ Of nine 
studiesķ one found an association between higher education and 
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TA B L E  Ɛ Պ Methods of studies incѴuded in systematic review

Reference Study design Őmethodő
Number of 
participants Őageő

Medicationķ actuaѴ or hypotheticaѴ 
situation IncѴusion criteria ŐѴocationő

Risk 
of 
bias

AѴ JuffaѴi 
et al 201426

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ two factorsĹ presentation format ŐverbaѴņ
numericaѴőķ sideŊeffect Ődry eyesņѴoss of hairő Őpaper 
questionnaireő

ƐƓƐ Őmean age Ƒƒ yķ 
range ƑƐ to ƑƔ yő

Acne medication Őroaccutaneőķ actuaѴ 
situation

Patients who were newѴy prescribed Roaccutane 
for the first time at three seѴected hospitaѴs 
ŐSaudi Arabiaő

15

Andrykowski 
and Gregg 
1992Ƒƕ

Prospective cohort study Őpaper questionnaireķ 
medicaѴ recordső

ѵƔ Őmean age ƔƖĺѵ yķ 
SD Ʒ ƐƐĺƕő

Chemotherapyķ actuaѴ situation Patients at a communityŊbased cancer centre 
who were at Ѵeast ƐѶ y oѴdķ and who received 
an initiaѴ course of intravenous cytotoxic 
chemotherapy as either an inpatient or 
outpatientķ but were scheduѴed to receive 
their remaining chemotherapy infusions as an 
outpatient Őnot reportedő

10

Berry 
et al 200228; 

Berry 
et al 200229

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ two factorsĹ sideŊeffect severity 
ŐmiѴdņsevereőķ response presentation format 
Őpercentageņfrequencyőĺ Within groupsķ one factorĹ 
probabiѴity term Ővery commonņcommonņuncommonņ
rareņvery rareő Őpaper questionnaireő

ƑѵѶ Őrange ƐѶ to ƔƔ yő Medication for throat or ear 
infections ŐcounterbaѴanced across 
conditionőķ hypotheticaѴ situation

Undergraduate and postŊgraduate students who 
were members of the psychoѴogy department 
research paneѴ ŐUniversity of Readingķ UKő

11

Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ one factorĹ presentation format 
ŐverbaѴņnumericaѴő Őpaper questionnaireő

ƐƐƑ Őrange ƐѶ to ƕƏ yő Medication for throat or ear 
infectionsķ hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

10

Berry 
et al 200230

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ four factorsĹ disease severity ŐmiѴdņ
severeőķ sideŊeffect severity ŐmiѴdņsevereőķ sideŊeffect 
ѴikeѴihood ŐѴikeѴyņunѴikeѴyőķ sideŊeffect number Őmanyņ
fewő Őpaper questionnaireő

Ɩƕѵ Őrange ƐѶ to ƕƏ yő Medication for one of two diseasesķ 
hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

10

Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ three factorsĹ disease severity 
ŐmiѴdņsevereőķ sideŊeffect severity ŐmiѴdņsevereőķ 
benefit statement Őno statementņpositive benefitņ
unknown benefitő Őpaper questionnaireő

ƔƖƑ Őrange ƐѶ to ƕƏ yő 9

Study ƒĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ three factorsĹ disease severity 
ŐmiѴdņsevereőķ sideŊeffect severity ŐmiѴdņsevereőķ 
benefit statement Őno statementņprevention 
statementņaѴѴeviation statementő Őpaper 
questionnaireő

ƔƐƔ Őrange ƐѶ to ƕƏ yő 9

ŐContinueső
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Reference Study design Őmethodő
Number of 
participants Őageő

Medicationķ actuaѴ or hypotheticaѴ 
situation IncѴusion criteria ŐѴocationő

Risk 
of 
bias

Berry 
et al 200331

Study Ɛ and ƑĹ CrossŊsectionaѴ studyķ factoriaѴ 
designĺ Between groupsķ one factorĹ personaѴization 
ŐpersonaѴizedņnotŊpersonaѴizedő Őpaper questionnaireő

Study ƐĹ ƖƔ Őrange ƐѶ 
to ƔƏ yő

Medication for pneumonia or 
another severe iѴѴness Őnot namedőķ 
hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

11

Study ƑĹ ƐƏƏ Őrange ƐѶ 
to ѵƏ yő

Medication for subacute thyroiditisķ 
hypotheticaѴ situation

11

Berry 
et al 200332; 

Berry 
et al 200229

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ two factorsĹ age ŐƐѶŊƓƏķƓƐŊѵƏķѵƐŊ
ѶƏőķ presentation format ŐverbaѴņnumericaѴő Őpaper 
questionnaireő

ƐƑƏ ŐƐѶ to ƓƏ yķ 
n Ʒ ƓƏĸ ƓƐ to ѵƏ yķ 
n Ʒ ƓƏĸ ѵƐ to ѶƏ yķ 
n Ʒ ƓƏő

Medication for throat or ear infectionķ 
hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

10

Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ three factorsĹ presentation format 
ŐverbaѴņnumericaѴőķ frequency Őcommonņrareőķ sideŊ
effect severity Ősevereņ miѴdő Őpaper questionnaireő

ƒѵƏ ŐƐѶ to ƕƔ yő 10

Berry ƑƏƏƓ33 CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one factorĹ parentaѴ status Őparentņnot 
parentőĺ Within groupsķ one factorĹ patient type 
ŐaduѴtņchiѴdő Őpaper questionnaireő

Ɛƒѵ Őrange ƑƏ to ƔƏ yő Medication for throat or ear infectionķ 
hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

10

Berry 
et al 200434

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ one factorĹ sideŊeffect severity 
ŐmiѴdņsevereőĺ Within groupsķ one factorĹ probabiѴity 
term Ővery commonņcommonņuncommonņrareņvery 
rareőĺ Compared with resuѴts from Berry et aѴ ƑƏƏƑ28 

Őpaper questionnaireő

Ɣѵ Őmean age ƒƕ yķ 
range ƑѶ to ƔƔ yő

New short course antibioticķ 
hypotheticaѴ situation

Doctors attending a rheumatoѴogy conference 
ŐUKő

11

Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ two factorsĹ sampѴe popuѴation 
Őstudentņ doctorőķ sideŊeffect severity ŐmiѴdņsevereőĺ 
Within groupsķ one factorĹ probabiѴity term Őhigh 
ƻƐѷņmoderate ƏĺƐѷŋƐѷņѴow ƏĺƏƐѷŋƏĺƐѷņvery Ѵow 
ƏĺƏƏƐѷŋƏĺƏƏƏƐѷņminimaѴ ƏĺƏƏƏƐѷŋƏĺƏƏƏƏƐѷņ 
negѴigibѴe ƺƏĺƏƏƏƏƐѷő Őpaper questionnaireő

ƔƔ medicaѴ doctors 
Őmean age ƒѵ yķ 
range ƑѶ to ƓѶ yőķ 
ƐѵƏ students Őmean 
age ƑƖ yķ range ƐƖ to 
ƔƏ yő

DoctorsĹ new short course antibioticķ 
hypotheticaѴ situation

StudentsĹ medication for throat or ear 
infectionķ hypotheticaѴ situation

DoctorsĹ Doctors attending a rheumatoѴogy 
conference

StudentsĹ undergraduate and postŊgraduate 
students at the University of Reading ŐUKő

10

Berry 
et al 200435

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one factorĹ presentation format ŐverbaѴņ
numericaѴő Őpaper questionnaireő

ƐѶѶ Őrange ƐѶ to ƕƏ yő Ibuprofenķ hypotheticaѴ situation VoѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

13

Berry 
et al 200636

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ two factorsĹ risk increase format ŐreѴative 
riskķ absoѴute riskķ number needed to harmőķ 
baseѴine information ŐincѴudedķ not incѴudedő Őpaper 
questionnaireő

ƑѵѶ Őmean age ƑƖ yķ 
SD Ʒ ƐƑĺƔƓķ range ƐѶ 
to ƓƔ yő

OraѴ contraceptive piѴѴķ mixedŌ
presented as hypotheticaѴ situation 
but ƒƏѷ were currentѴy taking piѴѴ 
and ƒƕѷ had done so in the past

FemaѴe voѴunteers from the generaѴ popuѴation 
ŐReadingķ UKő

12
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Reference Study design Őmethodő
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participants Őageő

Medicationķ actuaѴ or hypotheticaѴ 
situation IncѴusion criteria ŐѴocationő

Risk 
of 
bias

BerseѴѴini 
and Berry 
ƑƏƏƕƒƕ

Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ two factorsĹ effectiveness 
statement ŐincѴudedņnot incѴudedőķ rationaѴe 
statement ŐincѴudedņnot incѴudedő Őpaper 
questionnaireő

ƑƖƑ Őrange ƐѶ to ƕƔ yő Short course antibiotic for a throat 
infectionķ hypotheticaѴ situation

VoѴunteers from the University of Reading ŐUKő 10

BѴaѴock 
et al 201638

Randomized triaѴķ factoriaѴ designĺ Between groupsķ 
two factorsĹ sideŊeffect probabiѴity format ŐѴow 
sideŊeffect probabiѴityķ numericņ high sideŊeffect 
probabiѴityķ numericņnonŊnumericőķ benefit condition 
ŐѴow benefit probabiѴityķ risk with and without 
treatment numericņhigh benefit probabiѴityķ risk 
with and without treatment numericņѴow benefit 
probabiѴityķ risk difference numericņhigh benefit 
probabiѴityķ risk difference numericņnonŊnumericő 
ŐonѴine questionnaireő

ƖƖƖ Őmean age ƒƒĺƖ y 
ŐSD Ʒ ƐƐĺƐő

Medication to Ѵower choѴesteroѴķ 
hypotheticaѴ situation

PeopѴe from Amazon MechanicaѴ Turk Őremoteő 12

CoѴagiuri 
et al 200839

Randomized controѴ triaѴ Őinterviewķ questionnaireő ѵƕƐ Őaverage age Ɣƒ yķ 
range ƑƔ to ƖƏ yő

Chemotherapyķ actuaѴ situation Patients aged ƐѶ y or over with any cancer 
diagnosis and were about to receive their first 
chemotherapy treatment ŐUSAő

14

Cox ƑƏƐƖ40 Study ƑĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ two factorsĹ adjective Őrareņ
commonőķ adverb Őveryņno adverbő ŐonѴine 
questionnaireő

ƕƐƑ ŐƑƔ to ƑƖ yķ 
ƐѵĺƔѷĸ ƒƏ to ƒƓ yķ 
ƐƕĺƓѷĸ ƒƔ to ƒƖ yķ 
ƐƕĺƓѷĸ ƓƏ to ƓƓ yķ 
ƐѵĺƑѷĸ ƓƔ to ƓƖ yķ 
ƐƔĺѶѷĸ

and ƔƏ to ƔƔ yķ Ɛѵĺƕѷő

Pain reѴieverķ hypotheticaѴ situation PeopѴe from Survey SampѴing InternationaѴ 
Őremoteő

9

Davis ƑƏƏƕ41 CrossŊsectionaѴ study ŐonѴine questionnaireő ѵѵƖ Őage ƐѶ to ƒƓ yķ 
ƒѵĺƔѷĸ age ƒƔ to 
ѵƓ yķ ѵƐĺƖѷő

Three prescription drugs ŐaѴѴergyķ 
choѴesteroѴķ insomniaőķ hypotheticaѴ 
situation

SampѴe of ƒƑƏƏ individuaѴs from Syracuse 
Universityŝs Study Response Project ŐUSAő

10

Fischer and 
Jungermann 
199642

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ 
Between groupsķ one factorĹ presentation format 
ŐverbaѴņverbaѴ and base rateőĺ WithinŊgroupĹ severity 
of sideŊeffect ŐmiѴdņsevereő Őpaper questionnaireő

ѶƑ Őnot reportedő Drug Ődisease not specifiedőķ 
hypotheticaѴ situation

Students from the Department of PsychoѴogy of 
the TechnicaѴ University BerѴin

8
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of 
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Franic and 

Pathak 
200043

CrossŊsectionaѴs studyķ mixed factoriaѴ designĺ 
Between groupsķ one factorĹ phrasing ŐsecondŊņ
thirdŊperson description of scenariosőĺ WithinŊgroupĹ 
three factorsĹ frequency of sideŊeffects ŐrareѴyņ
occasionaѴѴyņfrequentѴyőķ severity of sideŊeffect ŐmiѴdņ
severeőķ context ŐgeneraѴņspecificņvery specificő 
ŐpostaѴ questionnaireő

ƕƓ Ősecond person 
phrased surveysĹ 
mean age ƑѶ yķ range 
19 to 41 y; third 

person phrased 
surveysĹ mean age 
ƒƏķ range ƑƐ to ƓƏ yő

GeneraѴ contextĹ ļnew medicationĽķ 
hypotheticaѴ situation

Specific contextĹ ļnew birth controѴ 
piѴѴķ taken once daiѴy at the same 
time each dayĽķ hypotheticaѴ 
situation

Very specific contextĹ ļnew pain 
reѴief medication for period cramps 
ŐmenstruaѴ painő which started at the 
earѴiest onset of pain and is taken 
every six hours when needed for 
pain reѴiefĺ Patients typicaѴѴy require 
the pain kiѴѴer for approximateѴy 
three to five daysĽķ hypotheticaѴ 
situation

Random sampѴe of ƓƏƏ ŐņѶƓƑő femaѴe patients 
of chiѴdŊbearing age from the Womenŝs CѴinic 
at the Ohio State University MedicaѴ Center in 
CoѴumbus ŐOhioķ USAő

13

Gardner 
et al 201144

CrossŊsectionaѴ studyķ amaѴgamation of data from 
four separate studies incѴuding Knapp et aѴ ƑƏƏƖ45 

and Knapp et aѴ ƑƏƐƏ46 Őtwo studies not pubѴishedőķ 
factoriaѴ designs ŐonѴine questionnaireső

ƔƖƐ Őmean age ƓѵĺƔ yķ 
SD Ʒ ƐƏĺѶķ range ƐƔ 
to ѵѵ yő

Tamoxifen Őendocrine therapy for 
cancerőķ mixedŌpresented as 
hypotheticaѴ situation but ƕѶѷ had 
cancer Őn Ʒ ƓѵƐőķ ƓƓĺƒѷ were taking 
tamoxifen or had previousѴy taken 
tamoxifen Őn Ʒ ƑѵƑő

PeopѴe navigating to the Tamoxifen page on the 
wwwĺcance rheѴpĺorgĺuk website Őremoteő

11

Goetsch 
et al 1991Ɠƕ

Prospective cohort studyĹ baseѴineķ one month 
foѴѴowŊupķ three month foѴѴowŊup ŐpostaѴ 
questionnaireső

ƒѶķ n Ʒ ƐƖ taking 
contraceptives 
for the first timeķ 
n Ʒ Ɛƕ using oraѴ 
contraceptives for at 
Ѵeast ѵ months Őrange 
ƐѶ to ƑƓ yő

OraѴ contraceptivesķ actuaѴ situation Unmarried femaѴes recruited from contraceptive 
education programmes ŐWest Virginia 
University and Western Michigan Universityķ 
USAő

ƕ
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of 
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Heisig 
et al 201548

Study Ɛ and ƑĹ CrossŊsectionaѴ study using two time 
points ŐpreŊņpostŊinformationőķ factoriaѴ designĺ 
Between groupsķ two factorsĹ treatment benefit 
framing Őno emphasisņemphasisőķ presentation 
ŐpersonaѴizedņstandard businessŊѴike interactionő Őnot 
reportedő

Study ƐĹ ѵƏ Őmean age 
ƔƏ yő

Adjuvant endocrine treatment for 
breast cancerķ hypotheticaѴ situation

HeaѴthy women oѴder than ƐѶ y who were 
fѴuent in Germanķ without a history of mamma 
carcinomaķ any other cancer diagnoses within 
the Ѵast Ɣ yķ personaѴ experience with endocrine 
treatmentķ or presence of a serious physicaѴ 
iѴѴness Őnot reportedő

13

Study ƑĹ ѵƓ Őmean age 
ƔƏ yő

Chemotherapy for breast cancerķ 
hypotheticaѴ situation

HeaѴthy women oѴder than ƐѶ y who were 
fѴuent in Germanķ without a history of mamma 
carcinomaķ any other cancer diagnoses 
within the Ѵast Ɣ yķ personaѴ experience with 
chemotherapyķ or presence of a serious 
physicaѴ iѴѴness Őnot reportedő

13

Heisig 
et al 201649

CrossŊsectionaѴ study Őnot reportedő ƐѵƔ Őmean age ƔѶ yķ 
SD Ʒ ƖĺƔƖő

Adjuvant endocrine therapy for 
treatment of breast cancerķ actuaѴ 
situation

Women with a diagnosis of hormone receptorŊ
positive breast cancer with an indication for 
adjuvant endocrine therapyķ with no progress 
of disease or reѴapseķ diagnosis of other 
current carcinomaķ having received neoŊ
adjuvant chemotherapyķ having a severe acute 
psychiatric disorder or a physicaѴ comorbidity 
substantiaѴѴy infѴuencing quaѴity of Ѵifeķ and 
starting endocrine therapy before baseѴine 
assessment or having preŊexperiences with 
endocrine therapy Őfour breast cancer centres 
in Marburg and Hamburgķ Germanyő

14

Hickok 
et al 200150

Prospective cohort study Őpaper questionnaireő ѵƒ Őmean age ƔƑĺƔ yķ 
range ƒƒ to Ѷƒ yő

Chemotherapy without concurrent 
radiotherapyķ actuaѴ situation

Patients at the University of Rochester Cancer 
Centerķ two ѴocaѴ affiѴiated hospitaѴs and a 
private oncoѴogy practice in Rochesterķ NYķ 
between December ƐƖƖƓ and September ƐƖƖƕ 
who were being treated with an initiaѴ course of 
chemotherapyķ were not receiving radiotherapy 
concurrentѴyķ did not have any primary 
maѴignancy or metastatic disease affecting the 
brainķ and were at Ѵeast ƐƖ y of age ŐNew Yorkķ 
USAő

10
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Hofman 
et al 200451

Prospective ѴongitudinaѴ study ŐsemiŊstructured 
cѴinicaѴ interviewķ seѴfŊreport questionnairesķ medicaѴ 
recordső

ƖƒѶ Őmean age ƔѶ yķ 
range ƑƓ to ѶѶ yő

Chemotherapy Őn Ʒ ѵƐѵķ ѵѵѷő or 
radiation therapy Őn Ʒ ƔƒѶķ Ɣƕѷő for 
treatment of breastķ Ѵungķ prostateķ 
haematoѴogicķ gastrointestinaѴķ 
or head and neck cancer ŐŜƑƔѷ 
patients received chemotherapy and 
radiation therapyőķ actuaѴ situation

CѴinicaѴ outpatients at private medicaѴ oncoѴogy 
practices who were grantees of the NationaѴ 
Cancer Instituteŝs Community CѴinicaѴ 
OncoѴogy Program ŐCCOPő and were members 
of the University of Rochester Cancer Center 
ŐURCCő CCOP Research Baseĺ Participants were 
newѴy diagnosed with cancer whose treatment 
pѴan incѴuded chemotherapy or radiation 
who had not had previous chemotherapy or 
radiation therapy ŐUSAő

13

Hofman 
et al 200452

CrossŊsectionaѴ study Őquestionnaireő ƐƏƐƔ Őnot reportedő Chemotherapy and radiation 
treatmentķ actuaѴ situation

Cancer patients from Ɛƕ Community CѴinicaѴ 
OncoѴogy Program ŐCCOPő institutions 
affiѴiated with the University of Rochester 
CCOP research base USAő

4

HubaѴ and 
Day 200653

CrossŊsectionaѴ studyĺ Frequency experimentĺ Within 
groupsķ one factorĹ sideŊeffect frequency terms ŐƒѶ 
terms usedőĺ Severity experimentĺ Within groupsķ one 
factorĹ severity term ŐƐƖ terms usedő Őquestionnaireő

ƑƑƑĺ Numeric taskķ 
n Ʒ ƑƏѵĸ visuaѴ taskķ 
n Ʒ Ɛѵ Őnot reportedő

SideŊeffects Őmedication not 
reportedőķ hypotheticaѴ situation

Undergraduate students from Duke University 
ŐUSAő

ƕ

Jacobsen 
et al 199354aՔ

Prospective cohort study Őin person and teѴephone 
interviewső

Ɣƒ Őmean age ƓƖ yķ 
range ƑƖ to ƕѶ yő

Adjuvant chemotherapy treatment 
for breast cancerķ actuaѴ situation

Patients at a cancer centre who were aged 
ƐѶ y or overķ had undergone mastectomy for 
breast carcinomaķ had not previousѴy received 
radiotherapy or cytotoxic chemotherapy and 
who were scheduѴed to receive their first six 
infusions of outpatient adjuvant chemotherapy 
Őnot reportedő

8

Montgomery 
et al 199855aՔ

Prospective cohort study Őin person and teѴephone 
interviewső

ƔƖ Őmean age ƓѶĺѶ yő Adjuvant chemotherapy treatment 
for breast cancer Ősixth infusionőķ 
actuaѴ situation

Women diagnosed with Stage I or II 
breast cancer who were at Ѵeast ƐѶ y of 
ageķ had undergone mastectomyķ had 
compѴeted standard nurseŊadministered 
preŊchemotherapy teaching and had not 
previousѴy received radiotherapy or cytotoxic 
chemotherapy Őnot reportedő

Knapp 
et al 200156

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ two factorsĹ presentation format ŐverbaѴņ
numericaѴőķ frequency of sideŊeffect Ővery commonņ
commonņuncommonņrareő Őpaper questionnaireő

ƐƔƔ ŐƒѶѷ aged over 
ƓƏ yő

Asthmaķ antibioticsķ statinsķ actuaѴ 
situation

AduѴt attenders at a community pharmacyĸ a 
generaѴ practice asthma cѴinic and hospitaѴ 
cardiac rehabiѴitation cѴinicķ who were on 
inhaѴers for asthmaķ antibiotics or a statin Őnot 
reportedő

ƕ
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Knapp 
et al 2004Ɣƕ

Randomized controѴѴed triaѴĺ Between groupsķ two 
factorsĹ presentation format ŐverbaѴņnumericaѴőķ 
sideŊeffect Őconstipationņpancreatitiső Őpaper 
questionnaireő

ƐƑƏ Őmedian age ѵƒ yķ 
range ƒƔŊƕƓ yő

Simvastatin or atorvastatinķ actuaѴ 
situation

AduѴts attending cardiac rehabiѴitation cѴinics at 
two hospitaѴs foѴѴowing a recent admission for 
coronary artery bypass surgery or myocardiaѴ 
infarction who were taking either simvastatin 
or atorvastatin ŐLeedsķ UKő

14

Knapp 
et al 200958

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one factorĹ presentation format ŐverbaѴņ
percentageņfrequencyő ŐonѴine questionnaireő

ƐƓѶ Őmean age ƓƑĺƖ yķ 
SD Ʒ ƐƑĺѶķ range ƐѶ 
to ѵѵ yő

Study ƐĹ TaxoѴ ţ Őchemotherapy 
treatmentőķ mixedŌpresented as 
hypotheticaѴ situation but some 
participants had had sideŊeffects 
from TaxoѴ ţ before

PeopѴe navigating to TaxoѴţ page on the wwwĺ
cance rheѴpĺorgĺuk website Őremoteő

10

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one factorĹ presentation format ŐverbaѴņ
percentageņfrequencyő ŐonѴine questionnaireőĺ 
WithinŊgroupķ one factorĹ response format 
Őpercentageņfrequencyő ŐonѴine questionnaireő

Ɛƒƕ Őmean age ƒƖĺƐ yķ 
SD Ʒ ƐƓĺƑķ range Ɛѵ 
to ѵѵ yő

Study ƑĹ Ibuprofenķ mixedŌpresented 
as hypotheticaѴ situation but some 
participants had had sideŊeffects 
from ibuprofen before

PeopѴe navigating to a page on pain management 
on the wwwĺcance rheѴpĺorgĺuk website 
Őremoteő

10

Knapp 
et al 200945

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one factorĹ presentation format ŐverbaѴņ
frequencyņcombinedő ŐonѴine questionnaireő

ƐѶƕ Őmean age ƓƑĺѶ yķ 
SD Ʒ ƐƑĺƖķ range ƐƔ 
to ѵѵ yő

Tamoxifen Őendocrine treatment 
for cancerőķ ѴikeѴy to be mixedķ but 
presented as hypotheticaѴ situation 
Őnot reported if some participants 
were takingņhad taken tamoxifen

PeopѴe navigating to the Tamoxifen page on the 
wwwĺcance rheѴpĺorgĺuk website Őremoteő

14

Knapp 
et al 201046

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ two factorsĹ type of numericaѴ description 
ŐabsoѴute frequencyņfrequency bandőķ presentation 
format ŐnumericaѴņcombinedő ŐonѴine questionnaireő

ƐƒƓ Őmean age Ɠƕĺѵ yķ 
SD Ʒ ƖĺƐő

Tamoxifen Őendocrine therapy for 
cancerőķ mixedŌpresented as 
hypotheticaѴ situation but ƓѶĺѵѷ 
currentѴy taking tamoxifenķ ƓĺƔѷ 
previousѴy taken tamoxifenķ ƑƏĺƑѷ 
about to take tamoxifen

PeopѴe navigating to the wwwĺcance rheѴpĺorgĺuk 
website Őremoteő

10

Knapp 
et al 201359

Randomized controѴѴed triaѴĺ Three presentation 
formatsĹ frequencyķ percentageķ combined ŐonѴine 
questionnaireő

ƐƑƖ Őmean age ƓƖĺƑ yķ 
SD Ʒ Ɩĺѵķ range ƐƔ 
to ѵѵ yő

Tamoxifen Őendocrine therapy for 
cancerőķ mixedŌpresented as 
hypotheticaѴ situation but ƔƐĺƖѷ 
currentѴy taking tamoxifenķ ƐƐĺѵѷ 
previousѴy taken tamoxifenķ ƑƏĺƑѷ 
about to take tamoxifen

PeopѴe navigating to the Tamoxifen page on the 
wwwĺcance rheѴpĺorgĺuk website Őremoteő

16

Knapp 
et al 201660

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupķ two factorsĹ presentation format ŐnumericaѴņ
verbaѴ and numericaѴőķ verbaѴ quaѴifier Őmay affectņ
wiѴѴ affectő ŐonѴine questionnaireő

ƒƒƖ Őmean ƓѶĺƔ yķ 
range Ɛѵ to ѶƏ yő

PacѴitaxeѴ ŐTaxoѴĸ chemotherapy 
treatmentőķ mixedŌpresented 
as hypotheticaѴ situation but 
ƕĺƕѷ currentѴy taking TaxoѴķ ѵĺƐѷ 
previousѴy taken TaxoѴķ ƒĺƖѷ about 
to take TaxoѴ

PeopѴe navigating to the webpage on drugs 
commonѴy used in the treatment of cancer or to 
the webpage on TaxoѴ on the wwwĺcance rheѴpĺ
orgĺuk website Őremoteő

16
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Reference Study design Őmethodő
Number of 
participants Őageő

Medicationķ actuaѴ or hypotheticaѴ 
situation IncѴusion criteria ŐѴocationő

Risk 
of 
bias

Lynch and 
Berry 
ƑƏƏƕ61

Study ƐĹ CrossŊsectionaѴ studyķ factoriaѴ designĺ Within 
groupsķ one factorĹ medicine type ŐprescribedņoverŊ
theŊcounterņherbaѴő Őpaper questionnaireő

ƕƕ Őrange ƐѶ to ƕƏ yő Medication for persistent stomach 
indigestionķ hypotheticaѴ situation

VoѴunteers from the generaѴ popuѴation ŐUKő 13

Mapes 
ƐƖƕƖ62

CrossŊsectionaѴ studyĺ Between groupsķ one 
factorĹ drug ŐbetaŊbѴockerņantihistamine and 
chѴoramphenicoѴņneomycin suѴphateő ŐpostaѴ 
questionnaireő

ѵƓ Őnot reportedő BetaŊbѴockerķ antihistamineķ 
chѴoramphenicoѴķ neomycin 
suѴphateķ hypotheticaѴ situation

Two groups of maѴe unrestricted principaѴs in 
generaѴ practice who were physicians ŐEast 
AngѴiaķ UKő

4

Mazur and 
Merz ƐƖƖƓ63

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ two factorsĹ scaѴe Ѵength ŐѴongņshortőķ 
severity of compѴication Ődeath from anaesthesiaņ
severe pneumoniaő ŐonѴine questionnaireő

ƑƐƏ Őnot reportedő Operationķ hypotheticaѴ situation Patients in a generaѴ medicaѴ cѴinic seen 
consecutiveѴy for their medicaѴ probѴems by 
the physician investigator in a universityŊbased 
Department of Veterans Affairs MedicaѴ Center 
Őnot reportedő

8

Montgomery 
and 

Bovbjerg 
200364

Prospective cohort study Őpaper questionnaireő ѶƏ Őmean age ѵĺƖ yő Adjuvant chemotherapy treatment 
for breast cancerķ actuaѴ situation

Patients at an outpatient breast cancer centre 
who were at Ѵeast ƐѶ y of ageĸ had never 
previousѴy received radiation therapy or 
cytotoxic chemotherapyĸ had been diagnosed 
with Stage I or II breast cancerĸ were status 
postŊradicaѴķ modified radicaѴķ or segmentaѴ 
mastectomyĸ and were scheduѴed to receive 
outpatient adjuvant chemotherapy every ƑƐ d 
Őnot reportedő

11

Montgomery 
and 

Bovbjerg 
200465

Prospective cohort study Őpaper questionnaireő ѵƒ Őmean age ƓѶĺƕķ 
SD Ʒ ƐƑĺƓő

Surgery for breast cancer 
ŐѴumpectomyķ excisionaѴ breast 
biopsyőķ actuaѴ situation

Patients scheduѴed for breast cancer surgery 
Őnot reportedő

9

Moraes and 
DaѴ PizzoѴ 
201866

Randomized controѴѴed triaѴķ three presentation 
formatĹ verbaѴ descriptor and percentage rangeķ 
percentage rangeķ absoѴute percentage Őpaper 
questionnaireő

ƒѶƖ ŐƐѶ to ƒƓ yķ 
n Ʒ ƒƑĸ ƒƔ to ƔƖ yķ 
n Ʒ ƐƔƑĸ ƾѵƏ yķ 
n Ʒ ƑƏƔő

Medicine for gastrointestinaѴ 
probѴemsķ hypotheticaѴ situation

PeopѴe aged over ƐѶ with normaѴ cognitive and 
communication skiѴѴs who went to a ļtraining 
pharmacyĽ ŐenabѴes internship training for 
pharmacy studentső Ѵocated in a university 
ŐBraziѴő

18

OĽConnor 
et al 1996ѵƕ; 

OĽConnor 
et aѴ ƐƖƖƕ68

Prospective cohort study ŐseѴfŊreport questionnaire 
and teѴephone interviewő

ƑƖƑ Őpositive framing 
condition: mean 

age Ɣƒ yķ SD Ʒ Ɛƒĸ 
negative framing 
conditionķ mean age 
ƔƑ yķ SD Ʒ ƐƓő

InfѴuenza vaccineķ mixedŌpresented 
as hypotheticaѴ situation but uptake 
of the vaccine was measured as one 
of the study outcomes

Patients from outpatient respiratory and cardiac 
cѴinics at two teaching hospitaѴs and one 
private group respiratory practice who were 
recommended for infѴuenza immunizationķ that 
is were aged ѵƔ y or overķ or under ѵƔ with 
chronic puѴmonary or cardiac disorders severe 
enough to require reguѴar medicaѴ foѴѴowŊup or 
hospitaѴ care ŐOttawaķ Canadaő

Ɛƕ
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Ohnishi 
et al 200269

CrossŊsectionaѴ study Őpaper questionnaireő ƐѵѶ patients Őmean 
age ƔƐ yķ SD Ʒ ƐѶĺƐķ 
range Ɛƕ to Ѷƒ yő

ƐƔѵ physicians Őmean 
age ƒѵ yķ SD Ʒ ѶĺƑ 
range ƑƓ to ƕѵ yő

CoѴd medicineķ antiŊcancer drugķ 
hypotheticaѴ situation

Japanese patients aged Ɛѵ or over at the 
GeneraѴ Medicine CѴinic at Kyoto University 
HospitaѴ with no moderate or severe distress 
or cognitive probѴems and physicians from the 
Japanese GeneraѴ Medicine Research Network 
ŐJapanő

11

Pan 
et al 2018ƕƏ

Prospective cohort study ŐsemiŊstructured interviewķ 
cѴinicaѴ assessmentķ medicaѴ recordsķ questionnaireő

ƐƐѵ Őmean age ƔƔĺƓ yķ 
SD Ʒ ƖĺƖƕő

Adjuvant endocrine treatment for 
breast cancerķ actuaѴ situation

Women with hormone receptorŊpositive breast 
cancer or ductaѴ carcinoma in situ indicated for 
adjuvant endocrine therapy

11

ParreѴѴa 
et al 2013ƕƐ

CrossŊsectionaѴ study Őcomputer aided teѴephone 
interviewső

ƓѵƖ Őage ƐѶ to ƒƓ yķ 
n Ʒ ѶƖĸ age ƒƔ to 
ƓƓ yķ n Ʒ ƑƑƏĸ age 
ƓƔ y and overķ 
n Ʒ ƐѵƏő

Immunizationsķ hypotheticaѴ situation AduѴts who were randomѴy seѴected from 
eѴectronic residentiaѴ teѴephone Ѵistings 
who identified as a parent or ѴegaѴ guardian 
of chiѴdren aged ƐѶ y or younger ŐruraѴ and 
metropoѴitan South AustraѴiaő

Ɛƕ

Roscoe 
et al 2000ƕƑ

Prospective cohort study Őquestionnaireő Study ƐĹ ƑƖ Őmean age 
ѵƏĺƔ yķ SD Ʒ ƐƐĺƓķ 
range ƒƓ to ƕƖ yő

Chemotherapy for ovarian cancerķ 
actuaѴ situation

Women with ovarian cancer who were being 
treated with either cispѴatin or carbopѴatin 
as inpatients at the University of Rochester 
Cancer Center who were chemotherapy naठve 
ŐNew Yorkķ USAő

12

Study ƑĹ ѶƐ Őmean age 
ƔƓĺƐ yķ SD Ʒ ƐƐĺѶķ 
range ƒƒ to Ѷƒő

Chemotherapy for a variety of cancer 
diagnosesķ actuaѴ situation

Patients with a variety of cancer diagnoses being 
treated with a variety of chemotherapy drugs 
at the University of Rochester Cancer Centerķ 
two ѴocaѴѴy affiѴiated hospitaѴsķ and a private 
oncoѴogy practice in Rochester who were 
chemotherapy naठve ŐNew Yorkķ USAő

12

Schnur 
et aѴ ƑƏƏƕƕƒ

CrossŊsectionaѴ study Őpaper questionnaireő ƓƐѶ Őmean age ƓѶĺƒ yķ 
SD Ʒ Ɛƒĺƕķ range ƐƖ 
to Ѷƒ yő

Breast conserving surgeryķ actuaѴ 
situation

FemaѴe patients scheduѴed for breast conserving 
surgery by two surgeons who were at Ѵeast ƐѶ y 
old and who were not currently in treatment 

for a psychiatric iѴѴness ŐNew Yorkķ USAő

12
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Risk 
of 
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Schwartz 
et al 2009ƕƓ

Randomized controѴѴed triaѴŌsymptom drug box 
ŐteѴephone interviewķ postaѴ questionnaireő

ControѴ groupķ n Ʒ ƐƏƖ 
Őmean age Ɣƒ yķ 
interquartiѴe range 
Ɠƒ to ѵƒ yőĺ Drug box 
groupķ n Ʒ ƐƑƑ Őmean 
age ƔƔ yķ interquartiѴe 
range Ɠƕ to ѵƐ yőĺ

Drug for heartburn ŐprotonŊpump 
inhibitor and histamineŊƑ bѴockerőķ 
hypotheticaѴ situation

VoѴunteers who were aged ƒƔ to ƕƏ y from a 
randomŊdigit diaѴ sampѴe of ƒƏƏƏ ŐUSAő

8

Randomized controѴѴed triaѴŌprevention drug box 
ŐteѴephone interviewķ postaѴ questionnaireő

ControѴ groupķ n Ʒ ƐƏѶ 
Őmean age ƔƔ yķ 
interquartiѴe range 
Ɠƕ to ѵƑ yőĺ Drug 
box groupķ n Ʒ ƐƐƐ 
Őmean age ƔƓ yķ 
interquartiѴe range 
Ɠƕ to ѵƏ yőĺ

Statins and cѴopidogreѴ for secondary 
cardiovascuѴar preventionķ 
hypotheticaѴ situation

VoѴunteers who were aged ƒƔ to ƕƏ y from a 
randomŊdigit diaѴ sampѴe of ƒƏƏƏ ŐUSAő

8

SheddenŊ
Mora 
et aѴ ƑƏƐƕƕƔ

Prospective cohort studyķ randomized controѴѴed triaѴ 
Őnot reportedő

ƐƖѵ Őnot reportedő Adjuvant endocrine therapy for 
breast cancerķ actuaѴ situation

Women with breast cancer Őnot reportedő 2

SheѴke 
et al 2008ƕѵ

Randomized triaѴķ two groupsĹ standard education 
materiaѴs ŐcontroѴőķ standard education materiaѴs pѴus 
suppѴement about effectiveness of medication at 
controѴѴing nausea and vomiting Őinterventionő Őpaper 
questionnaireő

ƒƔѶ ŐcontroѴ groupķ 
mean age ƔƕĺѶ yķ 
SD Ʒ ƐƒĺƓķ range 
28.3 to 91.4 y. 

Intervention groupķ 
mean age ƔƕĺƓ yķ 
SD Ʒ ƐƑĺƐķ range ƑƕĺƓ 
to ѶƓĺƒ yő

Chemotherapyķ actuaѴ situation ChemotherapyŊnaठve cancer patients scheduѴed 
to receive their first treatment at eighteen 
private medicaѴ oncoѴogy practice groups 
that were grantees of the NationaѴ Cancer 
Instituteŝs Community CѴinicaѴ OncoѴogy 
Program ŐCCOPő and were members of the 
University of Rochester Cancer Center CCOP 
Research Base ŐUSAő

13

SuѴѴivan 
et al 2015ƕƕ

Benefit design studyĺ CrossŊsectionaѴ studyķ factoriaѴ 
designĺ Between groupsķ two factorsĹ benefit ŐѴowņ
highőķ presentation format Őnumericņnumeric and 
quaѴitativeņabsoѴute difference and quaѴitativeņ
fuѴѴő and noŊinformation and quaѴitative onѴy ŐonѴine 
questionnaireő

ƑƔƒƕ ŐƐѶ to ƓƏ yķ 
n Ʒ ƔƖƓĸ ƓƐ to ƔƑ yķ 
n Ʒ ѵƒƖĸ Ɣƒ to ѵƓ yķ 
n Ʒ ѵѶƒĸ ѵƔ Ƴ yķ 
n Ʒ ѵƑƐő

Bone Ѵoss from fictitious prescription 
drug for heartburnķ hypotheticaѴ 
situation

OnѴine paneѴѴists from the ƑƏƏƕ NationaѴ HeaѴth 
Interview Survey data with seѴfŊreported 
symptoms of heartburn or acid refѴux in the 
Ѵast ƒ moķ who were aged ƐѶ or overķ and were 
not working for a pharmaceuticaѴķ advertisingķ 
or market research companyĸ and not being a 
heaѴthŊcare professionaѴ Őremoteő

15

Risk design studyĺ CrossŊsectionaѴ studyķ factoriaѴ 
designĺ Between groupsķ two factorsĹ risk ŐѴowņ
highőķ presentation format Őnumericņnumeric and 
quaѴitativeņabsoѴute difference and quaѴitativeņ
fuѴѴő and noŊinformation and quaѴitative onѴy ŐonѴine 
questionnaireő

ƑƔƒƐ ŐƐѶ to ƓƏ yķ 
n Ʒ ѵƐƕĸ ƓƐ to ƔƑ yķ 
n Ʒ ѵƓƖĸ Ɣƒ to ѵƓ yķ 
n Ʒ ѵƓƒĸ ѵƔ Ƴ yķ 
n Ʒ ѵƑƑő

15
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of 
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SutherѴand 
et al 1991ƕѶ

TestŊretest studyķ factoriaѴ designĺ Between groupsķ 
two factorsĹ mode of deѴivery ŐpaperņonѴineőķ 
interviewer ŐƐņƑő Őpaper and onѴine questionnaireő

ƐƏƏ Őn Ʒ ƒƔ per 
groupĸ interviewer 
Ɛķ computer 
administration mean 
age ƔƓĺƏ yķ SD Ʒ Ɛƒĺƒĸ 
interviewer Ɛķ paper 
administration mean 
age ƔƑĺƒ yķ SD Ʒ ƐƒĺƓĸ 
interviewer 

Ƒķ computer 
administration mean 
age ƔѶĺƕ yķ SD Ʒ ƐƓĺƓĸ 
interviewer Ƒķ paper 
administration mean 
age Ɣƕĺƒ yķ SD Ʒ ƐƐĺѵő

BѴood transfusionsķ hypotheticaѴ 
situation

OutŊpatients with an estabѴished diagnosis of 
cancer at the Princess Margaret HospitaѴ Lodge 
ŐOntarioķ Canadaő

8

Tan 

et al 2005ƕƖ
CrossŊsectionaѴ study Őpaper questionnaireőķ factoriaѴ 

designĺ Between groupsķ one groupĹ presentation 
format ŐprobabiѴityņfrequencyő Őpaper questionnaireő

Graduate studentsķ 
n Ʒ ƒѶĺ HeaѴthŊ
care professionaѴsķ 
n Ʒ Ɠƕĺ ŐMean 
ageķ probabiѴity 
formatŌƒƒĺѶ yķ 
frequency 
formatŌƒƓĺƑ yő

InfѴuenza vaccineķ hypotheticaѴ 
situation

Graduate students attending a biostatistics 
Ѵecture given by the first authorĺ Group of 
heaѴthŊcare professionaѴs attending a workshop 
given by second author ŐSingaporeő

12

Taylor 

et aѴ ƑƏƏƕ80

CrossŊsectionaѴ study ŐpostaѴ questionnaireő ƐƑƏƑ Őmean age 
ƔƑĺƕ yķ SD Ʒ ѵĺƓķ 
range ƐѶ to Ɩƕ yő

NonŊprescription medicationsķ 
mixedŌpresented as hypotheticaѴ 
situationķ but ƓƑĺƒѷ had previousѴy 
bought a nonŊprescription 
medication at a convenience storeķ 
ƖƐĺѵѷ had previousѴy bought a 
nonŊprescription medication at a 
pharmacy

Random sampѴe of aduѴts ŐSaskatoonķ 
Saskatchewanķ Canadaő

8

Thorens 
et al 200881

CrossŊsectionaѴ study ŐfaceŊtoŊface interviewő ƐƏƏ Őage ƐƖ to ƒƖ yķ 
n Ʒ ƔѶĸ age ƓƏ and 
aboveķ n Ʒ ƓƑĸ range 
ƐƖ to ѵƔ yő

Psychopharmacotherapyķ actuaѴ 
situation

Patients in an inpatient ward of the pubѴic 
psychiatric hospitaѴķ with a minimum two 
day stay and with partiaѴ remission of acute 
behaviouraѴ or psychotic symptoms ŐGenevaķ 
SwitzerѴandő

15
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WaѴѴace 
198582

Study ƐĹ Prospective cohort study ŐfaceŊtoŊface 
interviewő

ƐƐѶ Őnot reportedő PostŊsurgicaѴ painķ actuaѴ situation FemaѴe aduѴts undergoing Ѵaparoscopic surgery 
for steriѴization or infertiѴity investigation 
admitted to a gynaecoѴogy ward Őnot reportedő

5

Study ƑĹ Prospective cohort study ŐfaceŊtoŊface 
interviewő

ѵƒ Őnot reportedő 5

WaѴmsѴey 
et al 199283

CrossŊsectionaѴ study ŐfaceŊtoŊface interviewő ƐƏƐ Őover ƔƔ yő PostŊsurgicaѴ painķ actuaѴ situation Patients scheduѴed for eѴective surgeryĸ cardiac 
patients were excѴuded Őnot reportedő

10

Webster 
et aѴ ƑƏƐƕ84bՔ

CrossŊsectionaѴ study ŐonѴine questionnaireő ƐƏƏƒ Őmedian age 
ƓƐĺƏ yķ interŊquartiѴe 
range ƑƑĺƏő

Unnamed drugķ hypotheticaѴ situation Random sampѴe of aduѴts aged between ƐѶ and 
ѵƔ y ŐEngѴandő

19

Webster 
et aѴ ƑƏƐƕ85bՔ

CrossŊsectionaѴ studyķ factoriaѴ designĺ Between 
groupsķ one groupĹ severity of sideŊeffects ŐmiѴdņ
severeőĺ Between groupsĹ presentation format ŐonѴine 
questionnaireő

Whitford 
and Olver 

201286

Prospective cohort study Őpaper questionnaireő ƓƔ Őmean age ƔƔĺƓ yķ 
SD Ʒ Ɛƒĺƕķ range ƑƑ 
to ƕƖ yő

Chemotherapyķ actuaѴ situation ChemotherapyŊnaठve patients in a medicaѴ 
oncoѴogy department who had a cancer 
diagnosis and a prognosis of more than six 
months ŐRoyaѴ AdeѴaide HospitaѴ Cancer 
Centerķ AustraѴiaő

 

WoѴoshin 
et al 1994Ѷƕ

CrossŊsectionaѴ studyķ factoriaѴ designĺ WithinŊgroupķ 
one factorĹ severity of sideŊeffect Őminorņmajorő 
Őpaper questionnaireő

ƒƏƕ Őmean age ƒѵĺƑ yő Medication for hypertensionķ 
vaccinationķ surgeryķ antibioticķ 
hypotheticaѴ situation

Patients seen in a universityŊbased famiѴy 
practice who were aged ƐѶ y or overķ or parents 
of patients aged younger than ƐѶ y who were 
not presenting for generaѴ physicaѴ examination 
Őnot reportedő

13

WoѴoshin and 
Schwartz 
201188

ParaѴѴeѴŊgroup randomized triaѴķ five groupsĹ naturaѴ 
frequencyķ variabѴe frequencyķ percentageķ 
percentage pѴus naturaѴ frequencyķ percentage pѴus 
variabѴe frequency ŐonѴine questionnaireő

ƑƖƓƓ Őmean age Ɠƕ yķ 
range ƐѶ to Ɩƒ yő

Drugs for heartburn and choѴesteroѴķ 
hypotheticaѴ situations

AduѴt voѴunteers randomѴy seѴected from a 
professionaѴ survey firmŝs research paneѴ of 
about ƒƏķƏƏƏ househoѴds ŐUSAő

 

Zachariae 

et aѴ ƑƏƏƕ89

Prospective cohort study Őpaper questionnaire diaryő ƐƑƔ Őrange ƐѶ to ƕƏ yő Chemotherapyķ actuaѴ situation Women receiving standard adjuvant 
chemotherapy after surgery for breast cancer 
aged between ƐѶ and ƕƏ y who couѴd read 
and write Danish ŐAarhus University HospitaѴķ 
Denmarkő

8

aThese resuѴts are from the same group of participantsĺ 
bThese resuѴts are from the same group of participantsĺ 

TA B L E  Ɛ Պ ŐContinuedő



ՊՍ Պ | ՊƐƕSMITH ET AL.

increased sideŊeffect expectationsķ51 whiѴe another found an assoŊ
ciation between higher education and increased expectations about 
the ѴikeѴihood of fatigueķ but not painĺƕƒ Three studies found mixed 
evidence for an association between Ѵower education and increased 
sideŊeffect expectationsķ with one study finding an association for 
one of five outcomesѶƓķѶƔĸ another finding an association with exŊ
pected nauseaķ but not vomitingƕƑĸ and the Ѵast finding an associaŊ
tion with minorķ but not majorķ compѴicationsĺѶƕ Four studies found 
no evidence for an associationĺƒƔķƒѶķƕƐķƕƑ

There was no evidence for the effect of ethnicity on sideŊeffect 
expectationsķ with studies reporting mixed findingsĺ One study 
found evidence that peopѴe of white ethnicity gave increased esŊ
timates of the ѴikeѴihood of sideŊeffects compared to nonŊwhite 
ethnicitiesĺ38 ConverseѴyķ one study found evidence that ethnic 
minorities gave increased estimates of the ѴikeѴihood of sideŊefŊ
fects compared to white ethnicities for four of five outcomesĺѶƓķѶƔ 

Three studies found no evidence for an association between ethŊ
nicity and sideŊeffect expectationsĺƕƒķѶƐķѶƕ One AustraѴian study 
found no association with being born overseas and sideŊeffect 
expectationsĺƕƐ

Studies investigating associations between sideŊeffect expectaŊ
tions and empѴoyment and job roѴe were heterogenousķ providing 
no evidence for an associationĺ One study found that students estiŊ
mated that a higher percentage of peopѴe wouѴd experience sideŊefŊ
fects from overŊtheŊcounter medications than doctorsĺ34 Another 
study found mixed evidence that patients estimated a higher freŊ
quency of sideŊeffects than doctorsĺ69 One study found that peoŊ
pѴe who considered their job to be heaѴth careŋreѴated estimated a 
higher frequency of sideŊeffects than those who did notĺѶƕ Another 
study found no association between sideŊeffect expectations and 
empѴoymentĺѶƓķѶƔ

Both studies investigating the association between poorer nuŊ
meracy and increased sideŊeffect expectations found an associaŊ
tionķƕƕ with a third study finding mixed evidence for an association 
between poorer numeracy and increased probabiѴity of certain 
sideŊeffectsĺ44 One study aѴso found mixed evidence for an assoŊ
ciation between poorer heaѴth Ѵiteracy and increased sideŊeffect 
expectationsĺѶƓķѶƔ

ƒĺƒĺƑՊ|ՊCѴinicaѴ characteristics

Side-effect characteristics

There was some evidence that sideŊeffects perceived as being Ѵess 
severe were expected to occur more often Ősee TabѴe ƒőĺ Of five studŊ
iesķ three found an associationƒƓķƓƒķѶƕĸ two studies found no evidence 
for an associationĺƑѶķƑƖķѶƓķѶƔ AѴѴ studies used experimentaѴ designsĺ

There was no evidence that increased objective ѴikeѴihood or 
frequency of sideŊeffects was associated with increased sideŊeffect 
expectationsĺ Of five studiesķ two experimentaѴ studies found an 
association with increased perceived ѴikeѴihood of sideŊeffectsĺƓƒķƕƕ 

Three studies Őone experimentaѴķ two ѴongitudinaѴő found no eviŊ
dence for an associationĺƒѶķƕƑ

Previous experience with illness or treatment

There was no evidence that previous experience of a treatment or 
iѴѴness was associated with increased sideŊeffect expectationsĺ One 
crossŊsectionaѴ study found that previous experience of surgery for 
breast cancer was associated with decreased expectations for postŊ
surgicaѴ fatigueķ but found no evidence for an association with postŊ
surgicaѴ painĺƕƒ Two experimentaѴ studies found no evidence that 
previous experience of endocrine treatmentķ or history of iѴѴnessķ 
were associated with increased sideŊeffect expectationsĺ48

There was some evidence that previous experience of symptoms 
from a medicaѴ intervention was associated with increased sideŊefŊ
fect expectationsĺ Of three studiesķ one ѴongitudinaѴ study found 
an association between having previousѴy experienced sideŊeffects 
from the treatment and increased sideŊeffect expectationsĺ64 Two 

studies Őone crossŊsectionaѴķ one experimentaѴő found an associaŊ
tion with previous sideŊeffects for miѴdķ but not severeķ sideŊeffect 
expectationsĺƕƐķѶƕ Another crossŊsectionaѴ study found no evidence 
that knowing more sideŊeffects from endocrine therapy Őfree recaѴѴķ 
before being given study treatment informationő was associated 
with increased sideŊeffect expectationsĺ49

Intervention characteristics

There was some evidence that decreased medication effectiveness 
Őperceived and statedő was associated with increased sideŊeffect exŊ
pectationsĺ Of four studiesķ one crossŊsectionaѴ study found an asŊ
sociation between decreased medication effectiveness Őperceivedő 
and increased sideŊeffect expectationsķ49 two experimentaѴ studies 
found mixed evidence Őstated effectivenessőķƕƕ and one experimenŊ
taѴ study found no evidence for an association Őperceived effectiveŊ
nessőĺ38 Another experimentaѴ study found an association between 
incѴuding extra information about the effectiveness of the treatment 
and decreased sideŊeffect expectationsĺƕѵ

Current symptoms and quality of life

There was some evidence that current experience of symptoms 
was associated with increased sideŊeffect expectationsĺ Of six 
studiesķ two Őone experimentaѴķ one ѴongitudinaѴő found an assoŊ
ciation between existing physicaѴ symptoms and increased sideŊ
effect expectationsĺƓѶķƔƐ One ѴongitudinaѴ study found evidence 
for an association at one of four timepoints investigatedķ64 while 

a crossŊsectionaѴ study found that preŊsurgicaѴ fatigue was associŊ
ated with increased expectations of postŊsurgicaѴ fatigueĸ there 
were no associations with preŊsurgicaѴ painĺƕƒ Two studies Őone 
experimentaѴ and one crossŊsectionaѴő found no evidence for an 
associationĺƓѶķƓƖ Two studies investigated the severity of existing 
symptoms with reѴation to sideŊeffect expectationsķ with one ѴonŊ
gitudinaѴ study finding an association between increasing severity 
of existing symptoms and increased sideŊeffect expectations51 and 

one crossŊsectionaѴ study finding no evidence for an associationĺ49

There was some evidence that Ѵower preŊtreatment quaѴity of Ѵife 
was associated with increased sideŊeffect expectationsķ with two 
crossŊsectionaѴ studies finding an associationĺƒƖķƓƖ Another ѴongitudiŊ
naѴ study found an association between worse generaѴ weѴѴŊbeing and 
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increased sideŊeffect expectationsĺ51 An experimentaѴ study found 
evidence for an association between chronic iѴѴness and increased 
sideŊeffect expectations for two of five outcomesĺѶƓķѶƔ One experiŊ
mentaѴ study found no association between heaѴth status and sideŊefŊ
fect expectationsĺ38

ƒĺƒĺƒՊ|ՊPsychoѴogicaѴ traits and state

Anxiety and other traits

There was some evidence that heightened heaѴth anxiety was asŊ
sociated with increased sideŊeffect expectations Ősee TabѴe Ɠőķ with 
one experimentaѴ study finding an associationĺѶƓķѶƔ Another ѴongiŊ
tudinaѴ study found evidence that an anxious preoccupation cancer 
coping styѴe was associated with increased ѴikeѴihood and severity of 
expectations for muѴtipѴe sideŊeffectsĺ86 There was no evidence that 
higher trait and state anxiety were associated with increased sideŊ
effect expectationsĺ Two studies Őone experimentaѴ and one crossŊ
sectionaѴő found an association between increased trait anxiety and 
sideŊeffect expectationsķƓѶķƕƒ whiѴe two studies Őone experimentaѴķ 
one ѴongitudinaѴő found no evidence for an associationĺƓѶķѵƓ One lonŊ
gitudinaѴ study found no evidence for an association between state 
anxiety and sideŊeffect expectationsĺ86

There was no evidence that other psychoѴogicaѴ traits were asŊ
sociated with sideŊeffect expectationsĺ One crossŊsectionaѴ study 
found no evidence for an association between combined depresŊ
sion and anxiety score and sideŊeffect expectationsĺ49 Another 
ѴongitudinaѴ study found no evidence for an association between 
emotionaѴ distress and sideŊeffect expectationsĺ64 Two studies Őone 
experimentaѴ and one crossŊsectionaѴő investigated the association 
between optimism and sideŊeffect expectationsķ neither finding eviŊ
dence for an associationĺƕƒķѶƓķѶƔ

There was some evidence that preŊintervention distress was asŊ
sociated with sideŊeffect expectationsĺ One crossŊsectionaѴ study 
found that preŊsurgicaѴ distress and fear were associated with 

increased expectations of sideŊeffects from surgeryĺƕƒ DecisionaѴ 
confѴicts about treatment were associated with increased ѴikeѴihood 
and severity of sideŊeffect expectations in one ѴongitudinaѴ study 
ŐѵƓ study Ɛőķ but not another ŐѵƓ study Ƒőĺ

Beliefs about medicines

Few studies investigated the association between beѴiefs about mediŊ
cations and sideŊeffect expectationsķ with mixed resuѴtsĺ There was 
some evidence that negative beѴiefs about the overuse of medications 
were associated with increased sideŊeffect expectationsķ with one 
crossŊsectionaѴ study finding an association49 and one experimentaѴ 
study finding an association for four of five outcomesĺѶƓķѶƔ There was 
no evidence for an association between negative beѴiefs about harm 
that medications couѴd cause and sideŊeffect expectationsķ with an 
experimentaѴ study finding an association for four of five outcomes 
ѶƓķѶƔĸ another crossŊsectionaѴ study found no evidence for an associaŊ
tion.49 There was no evidence that more concerns about medications 
compared to beѴiefs about their necessity were associated with sideŊ
effect expectationsķ with three studies Őtwo experimentaѴ and one 
crossŊsectionaѴő finding no evidence for an associationĺƓѶķƓƖ

There was some evidence that increased perceived sensitivity to 
medicines was associated with increased sideŊeffect expectationsķ 
with one experimentaѴ study finding an associationĺѶƓķѶƔ Using a monŊ
itoring coping styѴe to deaѴ with iѴѴness was associated with increased 
ѴikeѴihood and severity of sideŊeffects in one ѴongitudinaѴ study ŐѵƓ 
study Ƒőķ but not another ŐѵƓ study Ɛőĺ There was no evidence for an 
association between sideŊeffect expectations and somatosensory amŊ
pѴification ŐcrossŊsectionaѴőķ49 or sociaѴ desirabiѴity ŐѴongitudinaѴőĺ64

ƒĺƒĺƓՊ|ՊPresentation format

Verbal and numerical presentation

There was good evidence that describing the incidence of sideŊefŊ
fects verbaѴѴyķ using words such as ļoftenĽ or ļrareѴyĽķ was associated 

F I G U R E  Ƒ Պ Figure showing number of 
poor and good quaѴity studies for each 
aspect of risk of bias
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TA B L E  Ƒ Պ Summary of citations investigating the association between personaѴ characteristics and increased sideŊeffect expectationsĸ different studies are separated by semiŊcoѴons

 

Unadjusted Adjusted

Association
Mixed 
association No association Association Mixed association No association

FemaѴe gender ŐƔƐő ŐƒƔő ŐƑѶķƑƖő study Ƒĸ ŐƒƏő study Ɛĸ ŐƒƏő study Ƒĸ ŐƒƏő 
study ƒĸ ŐƕƑő study Ƒĸ ŐѶƕő

ŐƒѶő ŐѶƓķѶƔő ŐƕƐő

MaѴe gender  ŐƕƐő   

OѴder age ŐƒƏő study Ɛĸ ŐƒƏő study Ƒĸ 
ŐƔƐőĸŐѵƒőĸŐƕƐőĸ

 ŐƑѶķƑƖő study Ƒĸ ŐƒƏő study ƒĸ ŐƑƖķƒƑő study Ɛĸ 
ŐƒƔőĸŐƕƑő study Ƒĸ ŐѶƕő

ŐƔƐőĸŐƔƑő ŐƕƐő ŐƒѶőĸŐѶƓķѶƔő

Younger age ŐƔƏő ŐƕƑő study Ɛ  Őƕƒő

Higher ѴeveѴ of 
education

ŐƔƐő  ŐƑѶķƑƖő study Ƒĸ ŐƒƔőĸŐƕƐőĸŐƕƑő study Ƒĸ Őѵƒő  Őƕƒő ŐƒѶőĸŐƓƖőĸŐƕƐő

Lower ѴeveѴ of education  ŐƕƑő study Ɛĸ ŐѶƕő  ŐѶƓķѶƔő

White ethnicity 
Őcompared to 
nonŊwhiteő

  ŐƕƒőĸŐѶƐőĸŐѶƕőĸ ŐƒѶő   

Ethnic minority 
Őcompared to whiteő

   ŐѶƓķѶƔő

Born overseas   ŐƕƐő   ŐƕƐő

EmpѴoyed Őcompared to 
not empѴoyedő

     ŐѶƓķѶƔő

Occupation ŐheaѴth 
careŋreѴated compared 
to notŊheaѴth 
careŋreѴatedő

 ŐѶƕő     

Student or patient 
Őcompared to medicaѴ 
doctorő

ŐƒƓő study Ɛĸ ŐƒƓő study Ƒ ŐѵƖő     

Poorer numeracy Őƕƕő benefit design studyĸ Őƕƕő 
risk design study

ŐƓƓő  Őƕƕő benefit design 
studyĸ Őƕƕő risk 
design studyĸŐƓƏőaՔ

  

Subjective numeracy      ŐƓƏő

MenopausaѴ status   ŐƓѶő study Ɛĸ ŐƓѶő study Ƒ    

aDirection of association not reportedĺ 
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TA B L E  ƒ Պ Summary of citations investigating the association between cѴinicaѴ characteristics and increased sideŊeffect expectationsĸ different studies are separated by semiŊcoѴons

 

Unadjusted Adjusted

Association Mixed association No association Association Mixed association No association

Decreased sideŊeffect severity Őeg miѴder 
compared to more severeő

ŐƒƓő study Ɛĸ ŐƒƓő study Ƒĸ 
ŐƓƒőĸŐѵƒőĸŐѶƕő

 ŐƑѶķƑƖő study Ɛĸ ŐƑƖķƒƑő 
study Ƒĸ ŐƓƑő

  ŐƓƏőĸŐѶƓķѶƔő

Increased sideŊeffect severity Őeg more 
severe compared to miѴderő

 ŐѶƓķѶƔő   

Increased ѴikeѴihood or frequency of 
sideŊeffects

ŐƑƕƒƏő study Ɛĸ ŐƑƖķƒƑő study Ƒĸ 
ŐƓƑőĸŐƓƒőĸŐƕƕő risk design studyĸŐƕѶő

 ŐƔƏőĸŐƕƑő study Ɛĸ ŐƕƑő 
study Ƒ

ŐƒƏő study Ɛĸ 
ŐƓƏőĸŐƕƕő risk 
design study

 ŐƒѶő

Previous experience of symptoms from 
intervention

ŐƔƓķƔƔőĸŐѵƓőĸŐƕƐő ŐѶƕő ŐѶƏő ŐѵƓő ŐƕƐőĸŐѶƒő  

No previous experience of intervention   ŐƓѶő study Ɛĸ ŐƓѶő 
study Ƒ

 Őƕƒő  

History of iѴѴness   ŐƓѶő study Ɛĸ ŐƓѶő 
study Ƒ

   

FamiѴy history of iѴѴness      Őƕƒő

Lower effectiveness of medication ŐƓƖő Őƕƕő benefit design 
studyĸ Őƕƕő risk 
design study

Őƒƕő ŐƓƖő Őƕƕő benefit design 
studyĸ Őƕƕő risk 
design study

ŐƒѶő

Existing physicaѴ symptoms ŐƓѶő study Ƒ ŐѵƓő ŐƓƕőĸŐƓѶőĸ study Ɛĸ 
ŐƔƏőĸŐѶƖő

ŐƔƐőĸŐƔƑő ŐѵƓőĸŐƕƒő ŐƓƖőĸŐѶƒő

Increased severity of existing physicaѴ 
symptom

ŐƔƐő     ŐƓƖő

History of nausea and vomiting in past 
experiences Őeg pregnancyķ motion 
sicknessķ

anxietyőĺ

 ŐѵƓő ŐƔƏő   ŐѵƓő

Lower preŊtreatment quaѴity of Ѵifeņ worse 
generaѴ weѴѴŊbeingņ heaѴth status

ŐƓƖőĸŐƔƐő   ŐƒƖő ŐѶƓķѶƔő ŐƒѶő

Increased disease severity ŐƒƏő study Ɛ  Őƒƕő ŐƒƏő study Ɛ   
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with greater sideŊeffect expectations than when describing inciŊ
dence numericaѴѴyķ using percentages or naturaѴ frequencies Ősee 
TabѴe Ɣőĺ Of eight studiesķ five found an associationĺƑѶķƑƖķƒƔķƒѶķƔƕķƕƕ 

Two studies found mixed evidence for an associationĸƓƔķƕƕ one study 
found no evidence for an associationĺ26 Two studies found that using 
onѴy verbaѴ descriptors Ѵed to greater expectations of ѴikeѴihood and 
severity of sideŊeffects than using combined verbaѴ and numericaѴ 
descriptorsĺƕƕ Two studies investigated the use of combined numeriŊ
caѴ and verbaѴ informationķ compared to just numericaѴ informationĺ 
One study found mixed evidence for an association between comŊ
bined numericaѴ and verbaѴ information and increased sideŊeffect 
expectationsķ60 whiѴe the other found no evidence for an associaŊ
tion.66 Another study found that the order of the verbaѴ descriptors 
of incidence Őeg presenting sideŊeffects which ļoftenĽ or ļrareѴyĽ ocŊ
curred firstő did not affect sideŊeffect expectationsĺƑѶķƑƖ AѴѴ studies 
used experimentaѴ designsĺ

There was no firm evidence for the type of numericaѴ preŊ
dictor most associated with increased sideŊeffect expectationsĺ 
One study found evidence that incidences presented as naturaѴ 
frequencies Őeg ļaffects Ɛ in ƔƏ peopѴeĽő Ѵed to greater estimates 
of the ѴikeѴihood of sideŊeffects than percentages and combined 
naturaѴ frequencies and percentagesĸ88 another study found very 
ѴittѴe Őone of seven outcomeső evidence for this associationĺ59 One 

study found that there was a wider spread in the verbaѴ ѴabeѴs 
assigned by participants to incidences described as percentages 
than naturaѴ frequenciesĺƕƖ One study found that estimated perŊ
centages of incidence of sideŊeffects were greater when commuŊ
nicated as an increase in the number needed to harm Őeg ļfor every 
ƔƏƏ womenĻone additionaѴ woman wiѴѴ haveĽő and reѴative risk 
Őeg ļthe riskĻis doubѴedĽő than when communicated as an increase 
in absoѴute risk Őeg ļthe riskĻis ƏĺƏƑѷ higherĽő in situations with 
no information about the baseѴine rate of peopѴe affected by that 
sideŊeffectĺ36 Two studies found no evidence that the response 
format Őpercentage or naturaѴ frequencyő for estimates of sideŊefŊ
fect expectations affected outcomesĺƑѶķƑƖķƒѶ AѴѴ studies used exŊ
perimentaѴ designsĺ

Framing information

There was no evidence that personaѴizing information Őeg ļyou 
shouѴd take two tabѴetsĽ compared to ļtwo tabѴets shouѴd be takenĽő 
was associated with sideŊeffect expectationsķ with studies reportŊ
ing mixed findingsĺ Of five studiesķ two found that nonŊpersonaѴized 
information was associated with increased expectations of the ѴikeŊ
Ѵihood of sideŊeffectsĺ31 One study found that personaѴized inforŊ
mation was associated with increased estimates of ѴikeѴihood and 
severity of sideŊeffectsĺ48 study Ɛ Two studies found no evidence for 

TA B L E  Ɠ Պ Summary of citations investigating the association between psychoѴogicaѴ traits and state and increased sideŊeffect 
expectationsĸ different studies are separated by semiŊcoѴons

 

Unadjusted Adjusted

Association
Mixed 
association No association Association

Mixed 
association

No 
association

Higher heaѴth anxiety ŐƒƏő study Ɛĸ ŐƒƏő 
study Ƒĸ ŐƔƏő

 ŐƑѶķƑƖő study Ƒĸ 
ŐƒƏő study ƒ

ŐѶƓķѶƔő   

Higher trait anxiety ŐƓѶő study Ɛ ŐѵƓőĸŐѶƖő ŐƓƕőĸŐƓѶő study Ƒĸ 
ŐƔƓķƔƔő

Őƕƒő  ŐѵƓő

Higher state anxiety ŐѶƑő study Ɛ  ŐƔƓķƔƔőĸŐѶѵő    

Higher depressionņ combined 
anxiety and depression score

ŐƓƖő  ŐƓƕő   ŐƓƖő

Optimism      ŐƕƒőĸŐѶƓķѶƔő

Negative beѴiefs about 
medicinesŌoveruse

ŐƓƖő   ŐƓƖő ŐѶƓķѶƔő  

Negative beѴiefs about 
medicinesŌharm

  ŐƓƖő  ŐѶƓķѶƔő  

More concerns about treatment 
than beѴiefs about its necessity

ŐƓƖő  ŐƓѶő study Ɛĸ ŐƓѶő 
study Ƒ

  ŐƓƖő

Negative beѴiefs about iѴѴness or 
pain

 ŐƓƖő   ŐѶƒő ŐƓƖő

Increased fear of interventionņ
distress before intervention

ŐѶƑő ŐѵƔő  Őƕƒő   

Increased somatosensory 
ampѴification

ŐѶƖő  ŐƓƖő    

Increased decisionaѴ confѴicts 
about treatment

ŐƓѶő study Ɛ  ŐƓѶő study Ƒ    

StyѴe of deaѴing with medicaѴ 
information

 ŐƓѶő study Ƒ ŐƓѶő study Ɛ    
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TA B L E  Ɣ Պ Summary of citations investigating the association between presentation format of information and increased sideŊeffect expectationsĸ different studies are separated by 
semiŊcoѴons

 

Unadjusted Adjusted

Association Mixed association No association Association
Mixed 
association No association

VerbaѴ probabiѴity statement Őeg ļoftenĽőķ 
compared to numericaѴ probabiѴity statement 
ŐpercentageņnaturaѴ frequencyņbothő

ŐƑѶķƑƖő study Ɛĸ ŐƑƖķƒƑő study Ɛĸ ŐƑƖķƒƑő 
study Ƒĸ ŐƒƔőĸŐƔѵőĸŐƔƕőĸŐƔѶő study Ƒĸ Őƕƕő risk 
design study

ŐƔѶő study Ɛĸ ŐƓѵőĸ Őƕƕő 
benefit design study

ŐƑѵő ŐƒƔőĸŐƒѶőĸ Őƕƕő 
risk design 
study

ŐƓƔőĸ Őƕƕő benefit 
design study

 

VerbaѴ probabiѴity statement Őcompared to 
combined numericaѴ and verbaѴ informationő

Őƕƕő risk design studyĸ Őƕƕő benefit design 
study

  Őƕƕő risk design 
studyĸ Őƕƕő 
benefit design 
study

  

Combined numericaѴ and verbaѴ information 
Őcompared to just numericaѴ informationő

 ŐѵƏő Őѵѵő    

Frequency format Őcompared to percentage 
and combined frequency and percentageő

ŐѶѶő ŐƔƖő     

ProbabiѴity Őpercentageő format Őcompared to 
frequencyő

ŐƕƖő      

Response format Őpercentage or naturaѴ 
frequencyő

  ŐƑѶķƑƖő study Ɛ   ŐƒѶő

OnѴy verbaѴ descriptor Őeg ļmoreĽ compared to 
no informationő

Őƕƕő benefit design studyĸ Őƕƕő risk design 
study

  Őƕƕő benefit 
design studyĸ 
Őƕƕő risk 
design study

  

PersonaѴized information Őcompared to 
nonŊpersonaѴizedő

  ŐƓƒő ŐƓѶő study Ɛ  ŐƓѶő study Ƒ

NonŊpersonaѴized information Őcompared to 
personaѴizedő

ŐƒƐő study Ɛĸ ŐƒƐő study Ƒ    

NegativeѴy framed information  ŐѵƕķѵѶő  ŐƓѶő study Ɛ  ŐƓѶő study Ƒ

VerbaѴ quaѴifier  ŐƓƐő ŐѵƏő    

Narrative summary of information about 
drugs Őcompared to facts about drugs

ŐƕƓő symptom drug boxĸ ŐƕƓő prevention drug 
box

     

AdditionaѴ information about medicaѴ 
interventionņreceiving supporting therapy

  ŐѶƑő study Ƒĸ ŐƕƔő    
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an association between personaѴized information and sideŊeffect exŊ
pectationsĺ48 study Ƒķ43 AѴѴ studies used experimentaѴ designsĺ

There was some evidence that negativeѴy framed information 
was associated with increased sideŊeffect expectationsĺ Of three 
studiesķ one experimentaѴ study found an associationķ48 study Ɛ while 

another ѴongitudinaѴ study found evidence for an association for 
three out of four outcomesĸѵƕķѵѶ one experimentaѴ study found no 
evidence for an associationĺ48 study Ƒ

Four studies investigated the effect of individuaѴ statements on 
sideŊeffect expectationsĺ Participants in one study gave higher esŊ
timates for the incidence of sideŊeffects when the baseѴine rate of 
sideŊeffects was not communicated Őcompared to communicatedőĺ36 

Two studies found that using a verbaѴ descriptor Őļmore peopѴe had 
bone ѴossĽő increased sideŊeffect expectations compared to giving 
no information about medication effectiveness or sideŊeffect inŊ
cidence.ƕƕ One study found no evidence that using a verbaѴ quaѴiŊ
fier Őeg ļwiѴѴ affectĽ compared to ļmay affectĽő was associated with 
sideŊeffect expectationsĺ60 AѴѴ studies used experimentaѴ designsĺ

ƒĺƒĺƔՊ|ՊInformation sources

There was no evidence that the number of sources used to gain inforŊ
mation about a medicaѴ intervention was associated with increased 
sideŊeffect expectationsķ with studies reporting mixed resuѴtsĺ One 
poor quaѴity crossŊsectionaѴ study found an associationĸ52 as this was 
a conference abstractķ the quaѴity rating score was artificiaѴѴy Ѵowĺ 
This study aѴso found that using the internetķ the NationaѴ Cancer 
Institute and American Cancer Society as sources of information 
about cancer were associated with increased sideŊeffect expectaŊ
tionsķ whereas consuѴting newspapers and primary care physicians 
were associated with decreased sideŊeffect expectationsĺ52 Another 
crossŊsectionaѴ study found no evidence for an association between 
number of sources used to gain information about the intervention 
and sideŊeffect expectationsĺ49 How often participants read patient 
information ѴeafѴets when taking a new medication was aѴso not asŊ
sociated with sideŊeffect expectations ŐexperimentaѴ studyőĺѶƓķѶƔ 

One ѴongitudinaѴ study found that using more media sources to gain 
information about an iѴѴness and its treatment was associated with 
stating that treatment sideŊeffects were more ѴikeѴyĺ51

ƓՊ |ՊDISCUSSION

Fear of sideŊeffects is one of the most commonѴy cited reasons for 
not adhering to medicaѴ interventionsĺ9 SideŊeffect expectations 
have aѴso been associated with decreased intention to adhere to 
medicationsĺ48 SideŊeffects from medicaѴ interventions may not be 
directѴy attributabѴe to the treatment itseѴfķ but may instead arise 
through a psychoѴogicaѴ phenomenon known as the nocebo effectķ 
whereby expectation that an intervention wiѴѴ cause sideŊeffects 
is seѴfŊfuѴfiѴѴingĺѵŋƖķƖƏ Identifying psychosociaѴ factors associated 
with sideŊeffect expectations enabѴes these factors to be targeted 

by future interventionsĺ PersonaѴ and cѴinicaѴ characteristics assoŊ
ciated with sideŊeffect expectations can heѴp identify popuѴations 
which may be particuѴarѴy vuѴnerabѴe to inaccurate sideŊeffect exŊ
pectationsĺ This is the first systematic review to synthesize eviŊ
dence investigating factors affecting sideŊeffect expectationsĺ Our 
review identified five broad categories of factors that have been 
investigated with reѴation to sideŊeffect expectations from medicaѴ 
interventionsĹ personaѴ characteristicsĸ cѴinicaѴ characteristicsĸ psyŊ
choѴogicaѴ traits and stateĸ presentation format of informationĸ and 
information sources used to gain information about the iѴѴness and 
medical intervention.

CѴinicaѴ characteristics of the medicaѴ intervention seem to pѴay a 
roѴe in infѴuencing sideŊeffect expectationsĺ There was no evidence 
that previous experience of a medicaѴ intervention wasķ in itseѴfķ asŊ
sociated with increased sideŊeffect expectationsĺ Howeverķ there 
was some evidence that increased sideŊeffect expectations were asŊ
sociated with previous experience of sideŊeffectsķ in particuѴar miѴd 
sideŊeffectsĺ This corresponds with experimentaѴ evidence suggestŊ
ing that Ѵearning about sideŊeffects can increase expectations and 
nocebo respondingĺƔķƖƐ WhiѴe more rigorous research is needed to 
quantify the effect of Ѵearning in cѴinicaѴ popuѴationsķ practitioners 
shouѴd take particuѴar care with patients who have previousѴy exŊ
perienced sideŊeffects from treatmentĺ There was some evidence 
that current experience of symptoms was associated with increased 
sideŊeffect expectationķ indicating that peopѴe may misattribute 
symptoms to a medicaѴ interventionĸ a key component of the nocebo 
responseĺ5 ResuѴts aѴso indicated that factors contributing to overaѴѴ 
negative beѴiefs about the medicaѴ interventionķ such as being Ѵess 
effectiveķ were associated with increased sideŊeffect expectationsĺ 
This is in Ѵine with the ļhaѴo effectĽķ where attitudes towards dimenŊ
sions which are perceived as being ѴogicaѴѴy reѴated infѴuence ratings 
of other dimensionsĺ92

InterestingѴyķ onѴy a minority of studies investigating the objecŊ
tive frequency of sideŊeffects Őeg comparing ļuncommonĽ to ļcomŊ
monĽĸ or ļƐ in ƐƏƏĽ to ļƐ in ƐƏĽő found that sideŊeffect expectations 
increased in Ѵine with objective descriptorsĺ This may be due to strong 
preconceptions about medication sideŊeffects which were not infѴuŊ
enced by study informationķ orķ where information was presented 
numericaѴѴyķ because peopѴe did not understand the information 
presented to them due to poor numeracyĺ93 Decreased numeracy is 
often associated with having Ѵess accurate perceptions about the risk 
of medicaѴ interventions94 and being more easiѴy infѴuenced by the 
way numericaѴ information is framedĺƖƔķƖѵ WhiѴe onѴy investigated by 
few studies in this reviewķ poorer numeracy and heaѴth Ѵiteracy were 
associated with increased sideŊeffect expectationsĺ

Changing the phrasing of current patient information ѴeafѴets 
may be one of the cheapest ways to aѴter sideŊeffect expectationsĺƖƕ 

Consistent with other researchķ we found that sideŊeffect expectaŊ
tions were higher when incidence was described verbaѴѴy rather than 
numerically.98 Howeverķ there was no cѴear evidence for the type 
of numericaѴ descriptor Őeg percentage or naturaѴ frequencyő which 
generated the Ѵowest sideŊeffect expectationsĺ99 Studies investigatŊ
ing the accuracy of sideŊeffect expectations arising from information 
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presented in different formats have found that using simpѴe infoŊ
graphicsķ such as pictographsķ increases accuracy of estimates of 
incidence of sideŊeffectsĺƐƏƏķƐƏƐ Pictographs are aѴso perceived as 
being more trustworthy and heѴpfuѴ than information presented 
in tabѴes and textĺ100 In addition to presenting information numerŊ
icaѴѴyķ improving the readabiѴity of patient information ѴeafѴetsķ by 
making the font Ѵargerķ using simpѴe Ѵanguage and incѴuding more 
picturesķƐƏƑķƐƏƒ might aѴso increase accuracy of understanding of inŊ
formation about medicaѴ interventionsĺ

Very ѴittѴe research has investigated the roѴe of sources of inŊ
formation on sideŊeffect expectationsķ with mixed findingsĺ WhiѴe 
other research has focused on the negative roѴe of the media on 
sideŊeffect reportingķƐƏƓķƐƏƔ one study incѴuded in the review found 
that consuѴting newspapers as a source of information was assoŊ
ciated with decreased sideŊeffect expectationsĺ52 Research has 
indicated that sideŊeffect expectations mediate the association beŊ
tween increased suggestion of sideŊeffects from different sourcesķ 
and Ѵater perception of sideŊeffectsĺ9 It is therefore important to 
quantify the roѴe of suggestions from different sources such as 
onѴine searchesķ sociaѴ mediaķ news and the infѴuence of friendsķ 
famiѴy and heaѴthŊcare practitioners across different treatments for 
different iѴѴnessesĺ

There was very ѴittѴe evidence for the infѴuence of psychoѴogicaѴ 
traits or state on sideŊeffect expectationsĺ Increased heaѴth anxiety 
was associated with increased sideŊeffect expectationsķ aѴthough 
onѴy one study investigating this factor was good quaѴityĺ In Ѵine 
with a systematic review finding weak evidence for an association 
between state and trait anxiety and the nocebo effectķ this review 
found no evidence for an association with increased sideŊeffect 
expectationsĺ5 BeѴieving that medicines are overused and that you 
were more sensitive to medicinesķ were aѴso associated with inŊ
creased sideŊeffect expectationsĸ howeverķ few studies investigated 
these factorsĺ More research is needed to understand how infѴuenŊ
tiaѴ wider beѴiefs about medicines are in the formation of sideŊeffect 
expectationsĺ

Evidence from the review indicates that personaѴ characterisŊ
tics do not systematicaѴѴy infѴuence sideŊeffect expectationsķ with 
studies reporting associations with both increased and decreased 
sideŊeffect expectations for muѴtipѴe factors Őeg ageķ educationőĺ 
Rather than using personaѴ characteristics to target popuѴations for 
interventions aiming to decrease sideŊeffect expectationsķ resuѴts of 
this review suggest that cѴinicaѴ characteristics may be more useŊ
fuѴĺ In particuѴarķ cѴinicians shouѴd take care with patients with Ѵower 
preŊtreatment quaѴity of Ѵife and weѴѴŊbeingķ those who are currentѴy 
experiencing symptomsķ and those who have previousѴy experiŊ
enced sideŊeffects from the treatmentĺ

The aim of this study was to describe the state of the current 
Ѵiterature on factors affecting sideŊeffect expectationsĺ We inŊ
vestigated psychoѴogicaѴ factorsķ which couѴd be targeted by inŊ
terventionsķ and personaѴ and cѴinicaѴ characteristicsķ to identify 
popuѴations that couѴd be at risk of inaccurate expectationsĺ There 
was inconcѴusive evidence for most factors investigatedĺ This was 
ѴikeѴy due to the heterogeneity of studiesķ with Ѵack of repѴication of 

factors in different popuѴationsķ and the poor quaѴity of studies inŊ
cѴudedĺ WhiѴe some factors Őeg using verbaѴ compared to numericaѴ 
descriptors of riskő and popuѴations Őeg cancer patientső have been 
weѴѴŊinvestigatedķ others have been overѴookedĺ Much research 
has been carried out in hypotheticaѴ situationsķ in popuѴations who 
are not about to receive the interventionĸ future research shouѴd 
concentrate on determining sideŊeffect expectations in popuѴaŊ
tions about to receive a particuѴar medicaѴ interventionĺ Increased 
diversity in cѴinicaѴ popuѴations wouѴd aѴso aѴѴow researchers to 
identify whether a factor was onѴy infѴuentiaѴ for a certain mediŊ
caѴ treatmentķ or whether it was universaѴѴy importantĺ Research 
shouѴd be theoryŊdrivenĸ use standardized measures of assessment 
Őof predictors and outcomesőĸ methodoѴogicaѴѴy rigorous experiŊ
mentaѴ designsĸ and attempt to repѴicate resuѴts of other studiesĺ 
Given the growing infѴuence of the media and sociaѴ mediaķ more 
research investigating their infѴuence on sideŊeffect expectations 
is aѴso neededĺ

ƓĺƐՊ|ՊLimitations of the studies incѴuded 
in the review

Most studies incѴuded in the review were poor quaѴityĺ Studies 
scored particuѴarѴy poorѴy for externaѴ vaѴidityķ with onѴy a smaѴѴ 
number being appropriateѴy poweredĺ Few studies investigated the 
same predictorsĸ this was particuѴarѴy notabѴe for studies investigatŊ
ing presentation formatĺ Outcome measures and statisticaѴ tests 
used were aѴso heterogeneousĺ Studies investigated hypotheticaѴ 
and actuaѴ scenariosķ with some studies incѴuding both peopѴe who 
were due to receive the intervention and those who were not in the 
same sampѴeĺ PeopѴe who were about to receive a medicaѴ intervenŊ
tion may have paid more attention to the information given to them 
about that interventionķ or may have interpreted risks differentѴy 
given the potentiaѴ for personaѴ experienceĺ106

ƓĺƑՊ|ՊLimitations of the review

Limitations of the review shouѴd aѴso be consideredĺ Firstķ studies 
investigated many sideŊeffect expectations for many different mediŊ
caѴ interventions Őeg chemotherapy and piѴѴső and in different popuѴaŊ
tions Őeg heaѴthy and unweѴѴőĺ We were unabѴe to investigate whether 
factors were differentiaѴѴy associated with sideŊeffect expectations 
for different medicaѴ interventions or popuѴationsķ meaning that we 
are unabѴe to draw fineŊgrained concѴusions about whether factors 
affecting sideŊeffect expectations differed by medicaѴ intervention 
or study popuѴationsĺ The ecoѴogicaѴ vaѴidity of resuѴtsķ and abiѴity to 
extrapoѴate findings to other popuѴations or medicaѴ interventionsķ 
shouѴd be considered when interpreting findingsĺ

Secondķ few studies investigated the same factorsķ Ѵeading to a 
Ѵack of repѴication across studiesĺ Thereforeķ our interpretation and 
concѴusions for some predictors are based on Ѵimited resuѴts and 
shouѴd be taken with cautionĺ
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Thirdķ we did not search MeSH termsķ meaning that we may have 
missed some studies which were eѴigibѴe for incѴusionĺ

Fourthķ onѴy ƐƖ studies in the review were identified through our 
searchķ with the majority coming from reference and forward citaŊ
tion trackingĺ This may have impacted the resuѴts ofķ and concѴusions 
drawn fromķ the reviewĺ

Fifthķ we are aware that any heuristic used in this review to agŊ
gregate data Őeg counting the number of studies finding significant 
and nonŊsignificant associations between predictors and sideŊeffect 
expectationső are susceptibѴe to biasĺ More robust methods of reŊ
viewing the evidenceķ such as metaŊanaѴysesķ wouѴd be preferred to 
minimize this biasĺ Howeverķ in this caseķ studies were too heterogeŊ
neous to carry out a metaŊanaѴysisĺ

ƔՊ |ՊCONCLUSION

CѴinicaѴ characteristics and presentation format may impact sideŊeffect 
expectationsĸ there is Ѵess evidence for a roѴe of personaѴ characterisŊ
ticsķ psychoѴogicaѴ traits or statesķ and information sourcesĺ There was 
some evidence that patients who are currentѴy experiencing sympŊ
tomsĸ have Ѵower quaѴity of Ѵifeĸ and who have previousѴy experienced 
miѴd sideŊeffects from the medicaѴ intervention may have heightened 
sideŊeffect expectationsĺ CѴinicians shouѴd take particuѴar care with 
these patientsĺ Using verbaѴ descriptors of riskķ such as ļcommonĽ or 
ļrareĽķ was associated with greater sideŊeffect expectations than nuŊ
mericaѴ descriptorsķ such as percentages or naturaѴ frequenciesĺ There 
was no evidence that a particuѴar type of numericaѴ descriptor was asŊ
sociated with particuѴarѴy Ѵow sideŊeffect expectationsĺ Widespreadķ 
easiѴyŊimpѴementabѴe interventionsķ such as changing the phrasing 
and presentation of patient information ѴeafѴets and other officiaѴ 
communications about medications to use numericaѴ descriptors of 
risk may Ѵead to decreases in sideŊeffect expectationsķ sideŊeffect perŊ
ception from medicaѴ interventionsķ and uѴtimateѴy increase medicaŊ
tion adherenceĺ Better quaѴity researchķ aiming to investigate factors 
in more varied cѴinicaѴ popuѴations is needed to shed Ѵight on whether 
factors affecting sideŊeffect expectations are universaѴ to different 
medicaѴ interventionsĺ Research shouѴd aѴso attempt to repѴicate findŊ
ingsķ to ensure they are robustĺ
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