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Abstract

Context. The demand of palliative care is increasing due to the aging population and treatment
hesitancy or intentional avoidance compromises symptom management.

Objectives. To identify patient beliefs associated with medication hesitancy by using the
theory of planned behavior (TPB) namely, attitudes, subjective norms, behavioral inten-
tion, and perceived behavioral control associated with medication hesitancy or intentional
noncompliance by avoidance.

Methods. The Preferred Reporting Items for Systematic Reviews and Meta-Analysis guide-
line was followed to conduct a systematic literature search involving the CINAHL, Embase,
MEDLINE, and PsycINFO databases from inception until March 2022. Hand-searched arti-
cles from reference lists and gray literature were included. Thematic analysis was conducted on
qualitative data and triangulated with quantitative data.

Results. About 554 articles were retrieved from the literature search and 17 articles were
included based on the eligibility criteria. Three subthemes that were identified under TPB con-
structs were attitude: negative attitude toward medications, passive attitude toward illness and
inaccurate information about disease or medication; one subtheme was identified under sub-
jective norms: perceived negative opinions from others; and one subtheme was identified under
perceived behavioral control: perception of manageable symptoms. Quantitative data provided
triangulation of qualitative findings related to fear of addiction and side effects, feelings of hope-
lessness, unclear direction and information, social stigma, endurable symptoms, and illness as
determinants for medication avoidance.

Significance of results. This systematic review highlighted some patient beliefs related to
medication hesitancy or avoidance. Clinicians should take patient beliefs and concerns into
consideration when creating treatment regimens for people receiving palliative care to optimize
medication adherence and the quality of care.

Introduction

The demand for palliative care is increasing due to an increased prevalence of life-limiting
diseases, as well as the growth of the aging population (Al-Mahrezi and Al-Mandhari 2016).
Palliative care aims to improve the quality of life of patients and their family via regular assess-
ment and early intervention of physical, psychosocial, cultural, and spiritual needs. The aims
of care include providing symptomatic relief and providing comfort to patients and their fam-
ilies. Challenges include effective provider-patient communication, shared decision-making,
education, end-of-life care, and bioethics (Price et al. 2019). Treatment hesitancy or intentional
noncompliance by avoidance also compromises patient’s symptom management and quality of
life. Hesitancy has previously been reported for medications such as opioids (Apolone et al. 2009;
Davies et al. 2013) and medicinal cannabis (Zeng et al. 2021). Hence, it is important to address
the patient’s concern and to consider factors that drive intentional avoidance to promote shared
decision-making with patients and optimize patient-centered care.

Qualitative studies in the palliative care setting have highlighted potential barriers to medica-
tion adherence including patients’ lack of knowledge, side effects of medications, and hesitancy
in administering medications (Harasym et al. 2020; Lin et al. 2000). Epidemiological data have
determined other factors that affected medication compliance in the overall population such
as patient-related factors (such as health literacy), treatment-related factors (such as medi-
cation administration route), and disease-related factors (severity and symptoms of disease)
(Jin et al. 2008). However, a comprehensive synthesis of evidence of patient perspectives
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in the palliative care setting is scarce. Hence, in the present study,
the theory of planned behavior (TPB) framework was adopted
to explore medication hesitancy and avoidance in the palliative
care setting, which systematically highlights potential factors that
influence the occurrence of a certain behavior (medication avoid-
ance and hesitancy in this case). Such factors include personal
attitude toward the behavior, subjective norms, and perceived
behavioral control (Ajzen 1991) and has previously been widely
used in health-care settings to understand patient behavior with
respect to medication adherence and other health-related behav-
iors (Armitage and Conner 2001; Kam et al. 2012; Kopelowicz et al.
2015).

Methods

This systematic review followed the Preferred Reporting Items
for Systematic Reviews and Meta-Analysis (PRISMA) guideline
(Moher et al. 2009), and the quality of the evidence was critically
appraised using the Mixed Method Appraisal Tool (MMAT) (Hong
et al. 2018). Synthesis of qualitative and quantitative findings was
conducted based on Whittemore and Knafl’s integrative methodol-
ogy (Whittemore and Knafl 2005) with the intention of providing
a better understanding of the targeted phenomenon.

Search strategy

Literature was sourced from 4 databases including CINAHL,
Embase, MEDLINE, and PsycINFO systematically from inception
to March 2022. The search strategy centered around 3 concepts:
patient beliefs, medication hesitancy, and palliative care. Specific
drug classes and names of medications that have been previ-
ously reported to be associated with medication hesitancy such
as “cannabis” including its components “cannabidiol” (and “CBD”)
and “tetrahydrocannabinol” (and “THC”), “benzodiazepines,’
“midazolam,” “clonazepam,” “diazepam,” “opioids,” and “morphine”
were also included for the purpose of broadening the search.
Subject headings and keywords related to each concept were com-
bined to generate the search. The search strategy was then reviewed
and approved by the university librarian. Gray literature such as
conference abstracts were also included. Additionally, studies that
were recommended and hand-searched from reference lists were
included. The detailed search strategies for each databases are
shown in Appendix A.

Study selection

The search results were exported to EndNote (EndNote 2013) for
deduplication and Covidence (Covidence 2022) was used for the
screening process. The title and abstract of the references were
reviewed by 3 authors (U.C.L., H.M., and ].L.) independently based
on the eligibility criteria. The inclusion criteria were as follows:
(1) qualitative and quantitative primary studies, (2) studies that
reported avoidance or hesitancy against prescribed medications
in the palliative care setting, (3) and studies in which patients
had decision-making capacity. We excluded studies that (1) did
not include patient-reported outcomes nor patient perspectives,
(2) did not report patient attitude toward any prescribed med-
ication, (3) had findings that did not correspond to any TPB
constructs, and (4) published in non-English languages. Full-text
screening was subsequently conducted to confirm eligibility. Any
disagreement was resolved through discussion and consultation
with a fourth reviewer (J.A.Q.).
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Quality assessment

The quality of qualitative, quantitative, and mixed methods studies
was assessed by using the MMAT (Hong et al. 2018) for the purpose
of examining the strength of evidence and identifying the poten-
tial bias and allowing comparison of studies. Affirmation of the
first 2 questions was considered as the prerequisites for inclusion
(i.e., 1. Are there clear research questions? and 2. Do the collected
data allow to address the research questions?), while the remain-
ing 5 questions (i.e., 1. Is the qualitative approach appropriate to
answer the research question? 2. Are the qualitative data collec-
tion methods adequate to address the research question? 3. Are the
findings adequately derived from the data? 4. Is the interpretation
of results sufficiently substantiated by data? 5. Is there coherence
between qualitative data sources, collection, analysis, and interpre-
tation? for qualitative studies; 1. Is the sampling strategy relevant
to address the research question? 2. Is the sample representative
of the target population? 3. Are the measurement appropriate? 4. Is
the risk of nonresponse bias low? 5. Is the statistical analysis appro-
priate to answer the research question? for quantitative descriptive
studies; or, 1. Is there an adequate rationale for using a mixed
methods design to address the research question? 2. Are the dif-
ferent components of the study effectively integrated to answer the
research question? 3. Are the outputs of the integration of quali-
tative and quantitative components adequately interpreted? 4. Are
divergences and inconsistencies between quantitative and qualita-
tive results adequately addressed? 5. Do the different components
of the study adhere to the quality criteria of each tradition of the
methods involved? for mixed-method studies) were used to assess
the quality of the study.

Data analysis

TPB constructs served as a theoretical framework to guide data
extraction and identification of factors influencing medication hes-
itancy in patients receiving palliative care. Findings were broadly
categorized under factors associated with patient’s beliefs and
evaluation of their own medication avoidance (attitudes), other
peoples attitude toward their medication avoidance (subjective
norms), their own perception of the extent of medication avoid-
ance (behavioral intention), and their own perception of control
or power to avoid prescribed medications (perceived behavioral
control). Qualitative data were extracted from the full text and
analyzed thematically using NVivo software (NVivo 2020). The
data were first read and re-read for familiarity and inductive
code generation. During coding, potential ideas were constructed
from the data and descriptive themes were developed from these
codes. The descriptive themes were analyzed by the TPB constructs
(i.e., attitudes, subjective norms, behavioral intention, and per-
ceived behavioral control) served as a priori framework and formed
the analytical themes. The codes and themes were developed by
2 authors (U.C.L. and J.A.O.).

Descriptive data from quantitative studies were also obtained
and compared with the themes generated from qualitative data.
The integration of data allowed the triangulation of findings on
patients’ perspectives, which influenced medication hesitancy or
noncompliance.

Results

A total of 554 references were retrieved from the databases. After
deduplication, 455 articles were screened by title and abstract.
After title screening, 75 articles remained for full-text review and
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Fig. 1. PRISMA flow diagram.

17 studies were included for this review based on the predefined
eligibility criteria for inclusion (Figure 1). Among those studies,
11 were qualitative studies (Adam et al. 2015; Beaussant et al.
2015; Cervantes et al. 2017; Fine 2007; Huijer and van Leeuwen
2000; Lo and Jonsen 1980; Moran et al. 2019; Persaud-Sharma
et al. 2018; Rafii et al. 2021; Reid et al. 2008; Sand et al. 2009), 4
were quantitative studies (Bestvina et al. 2014; Davies et al. 2013;
Subramanian et al. 2011; Thongkhamcharoen et al. 2012), and 2
were mixed-method studies (Wright et al. 2019; Xu et al. 2022).

Study characteristics

The included studies were conducted in various countries includ-
ing Australia (n = 1) (Xu et al. 2022), France (n = 1) (Beaussant
et al. 2015), India (n = 1) (Subramanian et al. 2011), Iran (n = 1)
(Rafii et al. 2021), Malaysia (n = 1) (Thongkhamcharoen et al.
2012), The Netherlands (n = 1) (Huijer and van Leeuwen 2000),
Norway (n = 1) (Sand et al. 2009), the United Kingdom (n = 2)
(Adam et al. 2015; Reid et al. 2008), and the United States (n = 5)
(Bestvina et al. 2014; Cervantes et al. 2017; Fine 2007; Persaud-
Sharma et al. 2018; Wright et al. 2019). One study was conducted
in multiple countries including Austria, Czech Republic, Denmark,
Finland, France, Germany, Greece, Italy, The Netherlands, the
Republic of Ireland, Spain, Sweden, and the United Kingdom
(Davies et al. 2013). Two studies did not report the information
regarding country or setting (Lo and Jonsen 1980; Moran et al.
2019). There were 1,589 participants who were included in this
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review and among them 1,536 were patients. The remainder were
either health-care professionals or caregivers. The included studies
ranged from the year 1980 to 2022. Among all the included articles,
most (15 out of 17) articles included patients diagnosed with cancer
(Adam et al. 2015; Beaussant et al. 2015; Bestvina et al. 2014; Davies
etal. 2013; Fine 2007; Huijer and van Leeuwen 2000; Lo and Jonsen
1980; Persaud-Sharma et al. 2018; Rafii et al. 2021; Reid et al. 2008;
Sand et al. 2009; Subramanian et al. 2011; Thongkhamcharoen et al.
2012; Wright et al. 2019; Xu et al. 2022). One article focused on
end-stage renal disease (Cervantes et al. 2017) and another on
chronic obstructive pulmonary disease (Moran et al. 2019). The
medications that were most frequently mentioned in the stud-
ies were opioids. Other medications involved were paracetamol,
cortisone, antibiotics, chemotherapy medications, hormonal ther-
apy, antiemetics, and sedatives. Other information including study
objectives, setting, study design, participant characteristics, and
drug class or name associated with hesitancy or avoidance and
findings are shown in Table 1.

Quality appraisal

All studies fulfilled the prerequisites for inclusion; however, the
quality of the included studies varied. For qualitative studies,
6 studies (Adam et al. 2015; Beaussant et al. 2015; Cervantes et al.
2017; Rafii et al. 2021; Reid et al. 2008; Sand et al. 2009) satis-
fied all 5 MMAT criteria. Three studies (Fine 2007; Lo and Jonsen
1980; Persaud-Sharma et al. 2018) fulfilled 4 criteria but not the


https://doi.org/10.1017/S1478951522001547

613

Palliative and Supportive Care

(panunuo))

spioido
‘suonedipaw Adesayjoway)d

1821132 :sisoudelp Jadue)
o1ewdy ‘xos ‘L€ 98y Quaned T =u

ssa204d Juswieas) pue Juswageuew
ay3 ul Ajiea sadnoeld jesnynd pue
wa1sAs Jaljaq JIay] 9]12u0dal pue
uonIPUOD |EJIPaW UMO I3y} SPUEIS
-1apun juaied e moy Sunepon)d

yoday ase) Jo aouepodwi ayy y31nysiy ol

pauonuaw
ods ON ‘sa1e31s payun

(8107)

‘|e 19 ewleys-pnesiad

uo)od :sisougelp Jadue)

uoIsI23p ay} 3udaye $1010e)

Je1d0s pue jedidojoydAsd ayy aqLsap
pue ‘suonndo juawadeuew ay3 Yoy
195 ‘SUOIIBIDPISUOD |edIpaW pue

sanoignuy 9le ‘XaS ‘79 98y Quaned T =u Apnis ase) 183 ‘1ed1y3d JueAd)aJ dY3} SSNISIP O payiodas Sunias Jo Aiunod oN (086T) ussuor pue 07
A3o0j0oewueyd proido uo siseydwa
ue yym eisagjeue o3} yoeoudde paseq
-9DUSPIAS ‘|euOljel B pue fuolpippe
pue ‘@duspuadap ‘92ueia]0} usamiaq
suonPUNSIp ‘saldarells Juswade
-uew uled Jo uolepPUNOJ |BDIY3ID BY)
Jowejadeled 1seauq :sisoudelp Joue) ‘uted 1e301 jo 3dadou0d By} Suipndul PEMIER]
Y}IM dUOpod0IpAH ‘91ewsy ‘x9S ‘g9 ‘93y “uaned T =u Apnys ase) ‘Quawissasse ujed diseq Malnal o) |ed1paw AJISIDAIUN (SDILIS pauN (L00T) dui4
(1) @uoq pue ‘(1) ewodies
‘(7) ewouriedouspe ‘(T) ueleno ‘(z)
a1e3soud (1) oneasoued (1) Jowny
urelq (g) elwayna) ‘(g) uojod ‘(1)
3un) ‘() 1seauq :sisouelp Jsoue) sjuaned pue siani3a.ed Ajlwey jo
‘g ‘9lewad ‘zT ‘O1e {(6L-8T) T+ SM3IAJ}UI s9ouaLIadX® 9y} WoJ) SWoy e jusw sjeydsoy ul sa1ul)d auipaw

spioido

‘(3ued) a3e uea ‘syuanred oz = u

yidap-ui anneyiend -a8euew ujed 03 siaLieq 210]dXd O]

aAnel)ed pue spiem A30)0ouQ ‘uel|

(T207) 12 30 14RY

(s8nup

Klojewwepul-1zue |eplots}
-suou pue ‘jowejadeied
‘sploido) soisadjeuy

(¥2) pa1eas Jou pue (9T) umouyun
‘(09T) 1e2180104N (1€) BWODIES ¢(8)
|ed130j04nau ‘(Gz) ewouepw ‘(zLT)
8un) ‘(59) %2au pue peay ‘(Gg) 82
-130)03eway ‘(z.) 1e2130]023UA3
‘(¥92) 1eunsajulosed ¢(szT) Isealq
:sisoudelp Jadue) ‘9,61 ‘9jewad
9%TS ‘eI (€6-€T) 79 ‘(28uel)
a3e uelpa ‘syuaned 000°‘T = U

sjuaned
Ja0ued jo uofejndod asiaAIp e ul
uted y3nouypyeaiq azuayeieyd oj

2Jleuuonsand
anieluenyd

syun uted Jo aied aanel)jed
pazijedads ‘wop3ury pajun ay3
pue ‘uspams ‘ureds ‘puejal| jo
olgnday ‘spuelsayiaN ayL Ajey
‘929049 ‘Auewsg ‘@dueld ‘puejuly
‘yewuaq Ongnday yoez) ‘euisny

(€107) "1 32 salneq

2oueldwoduou Jo
Koueyisay yym pajerdosse
9q 03 payiodas uoledIpaw
Jo dweu Jo sse|)

Sol3suIRIRYD JUBIR

sjoo3/ugisag analqo

Sumes pue Aiuno)

(1eak) Joyany

S31pN3S papnjdul Jo sonsuUsdRIRYD) T d)qeL

https://doi.org/10.1017/51478951522001547 Published online by Cambridge University Press


https://doi.org/10.1017/S1478951522001547

Un Cheng Lo et al.

(panunuo))

JndwWanuY ‘spioido

9seas|p |eual

a3ejs-pua :sisoudeiq QT ‘@jewa
0T ‘91 £(82-0¢€) T9 ‘(98ues a3e)
a8e ueap ‘syuaned oz = u

MBIAJR1UI painionils
-IWas ‘aAnenjend

siskjelp
3uiaieda4 syuaned ouneq ul Sujuueld
9JeD ddUBAPE pue JusWa3eURW WO)
-dwiAs jo saouaiayaid ayy asojdxe o)

sa1|19e} siskjelpowsay
jusnedinQ ‘saels pauun

(L107) "1e 19 SaueAss)

1USWIEaJ] |eUOWIOH
‘suonesipaw Adesayjoway)d

(T) ueueno
pue (g) 3sealq :sisoudelp Jaoue)
‘e ‘9lewad ‘0 ‘@1 {(€L-6¥) €65

‘(@8ueu) a8e uesy ‘syusnned € = u

MBIAJR1UI painionils
-IWas ‘aAnenjend

sjuaiied ay) 03 3edIUNWWOD
pue puodsai s3si30j0ouo Aem
3y} pue Adesayrowsayd 3uisnsal
sjuaned Joj suoseas asojdxe of

lendsoy
J1wapede ue 1e A30j0duo |edipaw
Jo Juswieda( ‘spuelaylaN ay L

(0007) usmnaa]
ueA pue JafinH

spioido

uonnNqLISIp

x3s ‘@3e :papodas JoN ‘aseasip
Kieuownd aA13on135qo d1U0IYD
pasuenpe :sisoudelq ‘syusned oT = u

MaINIDUI
Yadap-u| ‘aAneend

aseas|p Aiojesidsalolpied pasuenpe
yum syuaijed uj Juswadeuew ssau
-$$3]Y3e34q J1U0IYD 3J3A3S 40} ploido
piemoy suopdadiad aio)dxa o)

jendsoy ueyjodosow
Kieiua) ‘payodas Aiaunod oN

(6T02) "1€ 19 uesop

aurydiopn

(1) Areno

pue ‘(T) ewouldiedoiduejoyd (z)
3un) (1) ewooues (g) sreysoid

‘(g) 3seauq :sisoudelp Jadue)

‘6 ‘9]ewad ‘6 ‘O)elN :(z8-5S) 999
‘(@8ueu) a3e ues|y ‘syusned gT = u

mainIul yidep-u|
‘Apnis anneyend

sjualied Jadued 0} Paidyo
15414 uaym aujydiow 3uisn jo Surjew
-uois1dap 3uindaye sioyoey aiojdxa of

193udd AZ0100uQ ‘wop3uly payun

(8007) 12 30 p1Y

SaA1}ePaS

‘Adeiayy suowioH
duosi0) {(joweyadeled
pue suiydiow) sa1sadjeuy

(T) ewouejaw upys pue ‘(1) Asupry
‘(T) ueueno ‘(z) 1e3das ‘(1) oneasoued
‘(2) yoewoss (1) sn3eydosao ‘(g)
3un) ‘(g) 1seauq :sisoudelp Jsoue)
‘0T ‘djewad ‘G ‘9)e (¢6-6€) #'29
‘(@8ueu) a8e ues|y ‘syuaned gT = u

MB3IAI1UI paInN}dNIIs
-1WaS ‘dAleH|END

fouepadxe

9J1] 1OYS pue Jadued pasueApe

-lej yum spuanied ul saupIpaw
3uisn jo saduauadxs ay3 a10)dxd oL

ol dAnerjed
e ul J93uad aJed-Aeq ‘AemioN

(6002) "|e 3 pues

suonedipaw Adessyloway)

(T) ewojaAw pue ‘(g) ewoydwA)
(G) erwayna) (G) Jowny pIjos Jaylo
‘(%) 3e0IY) pUE ‘BS0U ‘Ied pue Aiojes
-1dsau ¢(g) 3seauq ‘(9) anessdued pue

Jeunsajuionses :sisoudelp Jadue)
LT ‘O1ewdd T ‘9. {(08-€b) 'S9
‘(@8ueu) a3e ues|y ‘syuaned 6z = u

SMBIAISIUI PRIIAIIP
-IWas ‘aanelend

JUBWAAJOAUL

S1uaned sy} UO SNJ0J B YIIM ‘SaAI}
-dadsJad sjuaned ayj jo sanjepow
pue sjueuiwaldp dY3} pue jusired
Jadued pasueape ul saidesayy Jy1dads
40 BuIPlOYYIIM BY3 IO ‘UoiIEIWI]

9y} ‘Unsind ay3 Inoqe Sujuoiysanb
a3 jo Aouanbauy sy asojdxe of

lendsoy
9jeAnd pue Ja3uad Jadued ‘jeydsoy
|esaual ‘endsoy Ayisianiun ‘eouely

(STOT) "1e 32 JueSSneag

aouerjdwoduou Jo
Aoueyisay yum pajerdosse
9q 01 papodal uonedIpaw
JO aweu Jo sse))

so1Is1dRIRYD JUBIRY

sj003/udisaq

aAR2lqo

3uines pue Aiuno)

(41eak) soyany

614

(‘penunuo)) °t alqeL

https://doi.org/10.1017/51478951522001547 Published online by Cambridge University Press


https://doi.org/10.1017/S1478951522001547

615

Palliative and Supportive Care

spioido

(1) 3seauq pue

‘() 21801023uA3 ‘(€) d1deIOY} (TT)
|eunsajulossesd :sisoudelp Jadue)
‘0T ‘@lewd4 L ‘91ei (9L-¥€) §9
‘(@3uey) a3e uelps|y ‘syusned LT =u

MIIAIDUI
paJ4n1onis-1was
pue s5uaJiaype Jo
Apnis anndadsoid
‘poyraw paxip

spioido 3uioe-3uo)
yum ured Jsoued djuosyd 3uideuew
01 saydeoidde juanied asojdxs of

193UDd Jddued |eldsoH ‘sa1els pauun

(6107) "2 3@ 3ySum

suonedlpaw Adessyloway)
‘{(loweyadesed pue
spioido) soisadjeuy

(T) orreasoued pue (1) |]amoq

‘(1) 1ea8uhseydoseu (1) uerieno (z)
1232210)02 (9) 8un) ‘(ZT) 3s€34q SIS
-ou3elp Jadue) ‘gz ‘©lews ‘g ‘@en
‘465 ‘93e ueay ‘syuaned yz = U

(10g-s) uemiey
-alleuuonsan Jaueg Jo
uolsIdA Hoys pue sdnoud

SNJ04 ‘poyaw paxiy

juswageuew |edi3ojodewseyd

s} pue uled Jaoued 0} sasuodsal
pue suondaoad J19y3 Supusnyul
S1030B} |BINYND pue saduaLadxsd ujed
JadUed Ssjuesdiw asauly) alojdxa o)

sdno.3

uoddns juaned Jsdued asauly) ‘siey
-idsoy on1gnd jo yun aied aanel)jed
pue J133uad aied Jdue) ‘eljesisny

(zzoz) "8 1@ nx

suonedipaw Adessyloway)

uonnquIsip
x9s ‘93e :payiodas JoN {(19) Sun)
:sisouSelp Jaoue) ‘syuaned 19 = U

2Jleuuonsand
anieluend

lexdsoy
9Y) Ul Juswieas] aJied annel|jed
Buruoap Joy suoseal Ajruspl of

lexdsoH ‘eipul

(T102)
‘|e 3@ uelueweuqns

suonedipaw Adessyjoway)

(z2) 48430 pue ‘() auuain ‘(v)
Je|n213sa) ‘() ewodles ‘(zz) oieisoud
‘(6€) seasoued ‘(zg) 3un) ‘() Asu
-p1y “(0T) 213se8 pue |eadeydosao
‘(18) 1839240102 ‘(€G) Iseauq :sisou
-3elp Jooue) ‘gpT ‘Dlewsad ¢/GT O
09 ‘@3e uepa ‘syusned gog = U

Aanung ‘aaneynuend

1500 paje]al-juswiesal) Jadued

J0 suoissnasip uepisAyd-juaned pue
‘594151 |eIDURUL ‘DDUBIaYpeUoU
usam3aq diysuoliejas ay3 alojdxa o)

£30)02U0 |eJns pue Js3ud Jadued
|essa)a4 Areusazend ‘saiels payun

(¥T07) "|e 10 eUINISAY

(T) ewourdied0i3ue|0Yd

pue ‘() 49oued Jsealq dljeiselsw
‘(1) aseasip Aseuownd aAdNIISqO
J1uoJyd (1) sisolqly Areuownd
a1yzedolpi ¢(T) aseasip uoinau Jojow

1X23U02 |eanynd Aq payoedw
aJe 3uias ased aanel)jed Ajunwwod

sisoudelq p ‘ojewad T ‘O1en ‘09 e Ul Jey) Jo jJuswadeuew pue awoy uimes ased (z102) 1B 39
aulydio ‘Gl ‘v ‘T€ ‘gG ‘@3y ‘syuaned g = u S31I9S ase) e Juswadeuew eaudsAp aiesisn)|l o anneled Aylunwwo) ‘eiskejepy uao.eydweyy3uoy |
(T) ewouejdw pue
‘(1) =1e3soud (1) 4oppe)q Aseunin ured JadoUed
‘(7) 1e11dWopua (7) 1e123.10)0d 3uiSeuew yyum djay Joy aued Atewnd
‘(%) 3seauq :sisoudelp Jadue) ‘g SINOY-JO-}N0 pasn aAeY OyMm SIAIZ
‘v1ewaS ‘g ‘©1en ‘(zL-6%) 595 MB3IAISIUI PaINIONIIS -a1ed pue syuaned jo suoluido pue 921n49s aued Aiewud
aulydio ‘(@8ueu) a3e ues|y ‘syuaned 1T =u -lwas BAneyend ‘SMaIA ‘saoualIadxe ay3 aJo)dxa o) SIN0Y-jo-1nQ ‘wop3ury payun (ST02) 1€ 32 wepy

soueldwoduou 1o
Koueysay yym pajerdosse
9q 03 papodal uonedIpaw

JO dweu Jo sse|)

sol3suRIRYD JUBlIEd

sj003/ugisaq

aAR2lqo

Sumas pue Aiuno)

(1e9h) Joyany

(‘penunuod) °t alqeL

https://doi.org/10.1017/51478951522001547 Published online by Cambridge University Press


https://doi.org/10.1017/S1478951522001547

616

Un Cheng Lo et al.

Table 2. The perspective of individuals towards medication hesitancy or noncompliance based on the TPB model

TPB constructs Themes

Subthemes

Attitude Negative attitudes toward

medications

Disease progression (Adam et al. 2015; Rafii et al. 2021; Reid et al. 2008)

Perceived lack of efficacy (Xu et al. 2022)

Drug addiction (Adam et al. 2015; Fine 2007; Rafii et al. 2021; Sand et al.
2009; Wright et al. 2019; Xu et al. 2022)

Drug tolerance (Rafii et al. 2021; Sand et al. 2009; Xu et al. 2022)

Side effects (Adam et al. 2015; Beaussant et al. 2015; Cervantes et al. 2017;
Huijer and van Leeuwen 2000; Lo and Jonsen 1980; Moran et al. 2019; Rafii
et al. 2021; Sand et al. 2009; Subramanian et al. 2011; Wright et al. 2019; Xu
et al. 2022)

Others’ or self experiences (Adam et al. 2015; Beaussant et al. 2015; Cervantes
et al. 2017; Huijer and van Leeuwen 2000; Rafii et al. 2021; Reid et al. 2008;
Sand et al. 2009; Xu et al. 2022)

Passive attitude toward their
illnesses

Punishment (Cervantes et al. 2017; Fine 2007)

Hopelessness (Lo and Jonsen 1980; Rafii et al. 2021; Subramanian et al. 2011)

Inaccurate information about
disease or medication

False hope of recovery (Rafii et al. 2021)

Unclear direction and information (Huijer and van Leeuwen 2000; Sand et al.
2009; Thongkhamcharoen et al. 2012)

Subjective norms Perceived opinions of others

Social stigma (Moran et al. 2019; Subramanian et al. 2011; Xu et al. 2022)

Perceived behavioral
control

Perception of manageable symptoms
and illness

Endurable symptoms and illness (Davies et al. 2013; Rafii et al. 2021; Sand
et al. 2009; Thongkhamcharoen et al. 2012; Xu et al. 2022)

criteria related to the data collection method. Two studies (Huijer
and van Leeuwen 2000; Moran et al. 2019) fulfilled only 1 cri-
terion due to ambiguity in the data collection method, the way
that the data were analyzed and interpreted, and/or the coherency
between the data and results. For the quantitative studies, 2 studies
(Bestvina et al. 2014; Davies et al. 2013) fulfilled 3 criteria. These
studies did not specify whether the sample represented the target
population, the appropriateness of measurement, and/or the risk
of nonresponse bias. One study (Subramanian et al. 2011) fulfilled
one criterion for indicating a relevant sampling strategy, and one
study (Thongkhamcharoen et al. 2012) did not fulfil any criterion.
For the mixed-method studies, 1 study (Xu et al. 2022) fulfilled
4 criteria but did not address the rationale of using mixed method,
and 1 study (Wright et al. 2019) fulfilled 3 criteria (Appendix
Table B1-B3).

Patient perspectives toward medication hesitancy from the
result section of the studies were extracted and coded using NVivo
software. Across all TPB components, 12 subthemes emerged and
were categorized into 5 themes (Table 2).

Attitude

Three themes were identified: negative attitude toward medication,
passive attitude toward illnesses, and inaccurate information about
disease or medication.

Negative attitude toward medications

Some patients perceived the use of medications, particularly mor-
phine, signaled illness progression (Reid et al. 2008), or imminent
death (Adam et al. 2015; Rafii et al. 2021; Reid et al. 2008).

If I take quite a lot of this morphine then I - it just means I'm getting worse.
And I don’t want to get worse. (Reid et al. 2008)
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Other patients were sceptical about the effect of medications
and did not think that they would help alleviate the symptoms or
simply accepted that symptoms were unavoidable and preferred
not to mask symptoms using medications as a method to track
illness progression (Xu et al. 2022).

I knew that Panadol was not a strong pain medication and I did not think
it had effects. (Xu et al. 2022)

Patients feared that taking analgesic medications would lead to
addiction or feared tolerance and dependence. Despite receiving a
poor prognosis, the potential for addiction was still an expressed
concern for patients who were prescribed opioids (Adam et al.
2015; Fine 2007; Rafii et al. 2021; Sand et al. 2009; Wright et al.
2019; Xu et al. 2022).

I am afraid to take all these tablets. Will I become addicted? (Sand et al.
2009)

I am afraid of becoming addicted to medicines. I have seen my sister
and her battery of tablets for her chronic illness, which she eats greedily.
I am not keen on tablets. (Sand et al. 2009)

What is my maximum tolerance of morphine? Will I need more and
more at the end and still it will not ease the pain? Maybe I will die due to
the morphine and not due to the cancer. (Sand et al. 2009)

Side effects was a frequently reported concern that made
patients hesitant to use medications (Adam et al. 2015; Beaussant
et al. 2015; Cervantes et al. 2017; Huijer and van Leeuwen 2000;
Lo and Jonsen 1980; Moran et al. 2019; Rafii et al. 2021; Sand et al.
2009; Wright et al. 2019; Xu et al. 2022). Some patients believed
that all medications were “toxins” that would accumulate and do
“damage to the body” and that the disadvantages outweighed the
benefits (Beaussant et al. 2015; Huijer and van Leeuwen 2000;
Sand et al. 2009; Xu et al. 2022). In fact, 1 patient perceived parac-
etamol did more harm than good (Sand et al. 2009).
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This stemmed from an awareness or previous experience of
known side effects including constipation, sedation, dizziness, nau-
sea, vomiting, respiratory depression, and cognitive impairment
(Beaussant et al. 2015; Cervantes et al. 2017; Rafii et al. 2021;
Wright et al. 2019). Some patients were deterred from medication
adherence by psychological effects, mentioning fears of “losing
control” or “sense of self;” or peculiar and unusual effects such as
their “face [becoming] bigger,” which the patient associated with
cortisone use, and could not tolerate (Sand et al. 2009) significant
sweating, which led to the avoidance of paracetamol by another
patient (Sand et al. 2009).

I got frustrated with how I was feeling and I stopped taking all of the
opioids. (Wright et al. 2019)

I don't feel well. I cannot sleep. But I am not sure whether I can use these
tablets any longer because they make me so passive. I sit in a chair all day
and night. Using the tablets makes me feel physically better, but they make
me very passive. (Sand et al. 2009)

Passive attitude toward their illnesses

Some patients were fatalistic or believed that they deserved to suffer
from their illnesses (Cervantes et al. 2017; Fine 2007). They consid-
ered their illnesses were a type of punishment for their parents or
their own past behaviors (Cervantes et al. 2017).

I do believe that everything happens for a reason. I have no choice. This is
it. This is as good as it gets. (Cervantes et al. 2017)

Other patients experienced feelings of hopelessness with the
diagnosis of their life-limiting illnesses, which was demotivating
for treatment adherence (Lo and Jonsen 1980; Rafii et al. 2021).

I know that I am not going to survive, so what is the point of suffering this
much pain? I can’t bear it anymore, what is the point of these drugs and
injections? (Rafii et al. 2021)

I forget to take my medication ... I think the reason is that I don’t want
to admit that Tam ill. The tablets remind me of my cancer. (Sand et al. 2009)

Inaccurate information about disease or medication

Patients preferred lifestyle modifications and practicing healthy
lifestyles, which led to decreased interest in using medications
(Xu et al. 2022), while some patients had false hope about their dis-
ease prognosis; therefore, they did not take prescribed medications
(Rafii et al. 2021).

I always think that our bodies also have the ability of self-healing. We
should take care of ourselves in all aspects of our diet and daily life. Paying
attention to doing the exercises may be helpful. You may help yourself in
pain management. (Xu et al. 2022)

Unclear direction and information also appeared to lead to
medication hesitancy or noncompliance. More specifically, some
patients did not take medication due to feeling confused and
unsure about the indications of medication (Sand et al. 2009), while
other questioned the need for adjuvant treatment in chemotherapy
during periods of wellness (Huijer and van Leeuwen 2000).

When I see all the different pills prescribed for me, I think, “Must I take all
of them?” What does it do to me? (Sand et al. 2009)

Subjective norm

This theme was associated with the perceived opinions of others.
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Perceived opinions of others

Patients were hesitant to use medication due to social stigma
(Moran et al. 2019). In particular, male patients were noted to
be less likely to mention to have experienced pain as they held
beliefs that bearing pain was more socially acceptable and had
negative perceptions about medications due to cultural reasons, to
the extent where people with a Chinese cultural background were
highlighted to be more likely to endure pain and avoid taking med-
ications for relief than people with a Western cultural background
(Xu et al. 2022).

(They) pay more attention to the quality of life; while our Chinese people
are used to enduring the great hardship for more important tasks. The local
people would think if T can get relief and why I have to suffer. (Xu et al. 2022)

Perceived behavioral control

The patient’s perception of their own control of symptoms and
illness was identified under this theme.

Perception of symptoms and illness as manageable

Strong perceived behavioral control was noted as patients
described their ability to endure the symptoms and, as a result,
actively avoided taking medications (Rafii et al. 2021; Xu et al.
2022). In extreme cases, patients believed their illness could
be managed without medications entirely (Sand et al. 2009).
However, some patients preferred to avoid opioids and tolerate
the symptoms as much as they can until the late stages of illness
(Xu et al. 2022).

I feel that if my health condition is so serious, I should take it and accept
it. Because I heard from my friend that if the pain is unbearable, we must
take it. Only pain medications, like morphine, may stop that kind of pain
so that we may sleep well at night ... So, I would take it, because I do not
want to have this kind of pain and I do not want to suffer. (Xu et al. 2022)

Behavioral intention

Medication avoidance or reservation for severe or unbearable
symptoms only were the behavioral intentions reported by the
majority of patients in the included studies (Rafii et al. 2021; Reid
et al. 2008; Sand et al. 2009; Xu et al. 2022).

Quantitative findings

The quantitative data from the included studies showed some
varying degrees of medication adherence (Bestvina et al. 2014;
Davies et al. 2013; Subramanian et al. 2011; Thongkhamcharoen
et al. 2012; Wright et al. 2019; Xu et al. 2022). Other than tak-
ing medications for symptom alleviation, patients also adopted
non-pharmacological interventions (Davies et al. 2013; Xu et al.
2022). Medications associated with nonadherence included opi-
oids (including morphine), non-opioids analgesics (Davies et al.
2013; Thongkhamcharoen et al. 2012), and chemotherapy medi-
cations (Bestvina et al. 2014; Subramanian et al. 2011). In a study
that included cancer patients from European countries, only 53% of
patients were reported to take their opioids for breakthrough pain
(Davies et al. 2013). Concerns about side effects and addiction were
reported as reasons for medication avoidance (Subramanian et al.
2011; Wright et al. 2019; Xu et al. 2022). Feelings of hopelessness
due to poor illness prognosis were also reported (Xu et al. 2022).
Other patients claimed that they were unclear about the direction
and information of medication (Thongkhamcharoen et al. 2012).
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Some patients also reported not taking their medications due to
perceived negative opinions from others (Subramanian etal. 2011).
A few patients mentioned that they could endure the symptoms
(Davies et al. 2013; Thongkhamcharoen et al. 2012). Financial
distress (Bestvina et al. 2014) and potential disruption to sleep
schedule (Wright et al. 2019) were also identified as issues asso-
ciated with nonadherence to medications.

Integrative analysis

The triangulation of both qualitative and quantitative data showed
that medication hesitancy and avoidance were related to the neg-
ative attitude toward medications, passive attitude toward their
illness, inaccurate information about disease or medication, per-
ceived negative opinions from others, and perception of symptoms
as manageable, which altogether corresponded with all the TPB
constructs (attitude, subjective norms, and perceived behavioral
control).

Discussion

This systematic review focuses on medication hesitancy or avoid-
ance as the behavior of interest. The data regarding patient per-
spective toward medication hesitancy or avoidance were extracted
and were deductively analyzed using the TPB constructs. Most
studies reported patient concerns were related to medication side
effects, and they made their decision based on self or others’
experiences. This finding is similar to a previous study exploring
older patients’ perspectives on cancer treatment (Puts et al. 2015).
Moreover, perceiving that medications had more risks than benefits
and negative medication experiences were found to be associated
with poor adherence (Marshall and Given 2018). Another system-
atic review identified that cancer treatment adherence correlated
with multiple factors, such as patient-related factors, therapy-
related factors, condition-related factors, health system factors, and
socioeconomic factors (Puts et al. 2014).

Besides patient attitude, subjective norms, perceived behavioral
control, and behavioral intention, there are also background fac-
tors that were not captured by the TPB framework, which would
indirectly affect the intention and behavior of taking medica-
tions. In another systematic review, multiple factors were identified
to influence adherence to cancer treatments, including patient-
related factors, therapy-related factors, condition-related factors,
health system factors, and socioeconomic factors (Puts et al. 2014).
In the present review, some patients expressed preference for
using complementary or natural medications rather than those
that were prescribed by health-care professionals, which was in
alignment with their cultural values. Other patient-related fac-
tors that have previously been reported include life values, demo-
graphic characteristics, personality traits, and intelligence (Ajzen
2020).

In terms of existential perspectives on life, patients were
reported to be satisfied with their lives and ready for death
(Huijer and van Leeuwen 2000). In fact, some patients were noted
to express other priorities such as spending more quality time with
their families and doing things that they enjoyed, while others pre-
ferred distractions from their disease management (Cervantes et al.
2017; Huijer and van Leeuwen 2000), and therefore, they preferred
not taking medications. In addition, other barriers such as the cost
of medications (Bestvina et al. 2014; Subramanian et al. 2011), skills
or equipment for administering medications (Rafii et al. 2021), and
adverse effects on sleep schedule (Wright et al. 2019) have been
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previously reported to be associated with medication hesitancy
(Ajzen 1991).

Previous studies have also suggested that gender, marital sta-
tus, race, stage of disease, and performance status can be used to
predict treatment refusal in older patients with cancer (Dias et al.
2021; Puts et al. 2014). Although some patients simply felt wearied
of trying medications based on their past experience (Beaussant
et al. 2015), the importance of social learning in palliative care
also emerged in this review as patients associated the experiences
of other people with their own hesitation to take medications
(Adam et al. 2015; Cervantes et al. 2017; Huijer and van Leeuwen
2000; Rafii et al. 2021; Reid et al. 2008; Sand et al. 2009). This
included others’ experiences of developing drug addiction (Adam
et al. 2015; Rafii et al. 2021; Sand et al. 2009) or witnessing other’s
experiences of deterioration caused by opioids (Reid et al. 2008).
The significance of social learning was also highlighted by patients
as they applied others” experiences as part of their own decision-
making process (Okuboyejo et al. 2018). Medication avoidance
was further compounded by inaccurate information or assump-
tions held about their disease prognosis and/or medication-related
issues (such as complex dosing regimen or adverse effects). This has
been associated with the lack of or poor communication between
patients and health-care professionals and potentially remedied by
training in provider—patient communication skills as well as deliv-
ering interventions that are tailored to the individuals’ reasons for
nonadherence and facilitates shared decision-making (Butow and
Sharpe 2013; DiMatteo et al. 1994; Zolnierek and Dimatteo 2009).

According to our findings, patients still wished to use med-
ications judiciously and did not want to develop tolerance or
dependence even during the end-of-life phase. Some patients bore
false hope of recovery to the detriment of their health-related
quality of life, which may be remedied by improving communica-
tion between patients and health-care professionals and addressing
ethical issues surrounding the withholding of information about
survival (Back 2020). The noncompliant behavior that is associated
with acceptance of death by patients may signal that care toward the
end of life may be over-medicalized, which is a finding that has pre-
viously been supported by a review that explored the prescribing of
potentially inappropriate medications in palliative cancer patients
(Lindsay et al. 2014).

The strength of this review includes triangulation data from
themes that have emerged from qualitative studies with quantita-
tive studies, which enhanced the validity of the results. Our review
also involved studies from different countries that capture a variety
of patient perspectives. However, the majority of included stud-
ies involved people diagnosed with cancer; therefore, our findings
may not be broadly generalizable to other people with different life-
limiting illnesses. Future research could include the investigation of
other factors that are not captured by the TPB framework beyond
attitude, social norms, and perceived behavioral control.

Conclusion

This review highlighted that patients in the palliative care setting
will intentionally avoid medications for a variety of reasons related
to their attitudes toward the medication and illness, which rein-
force the importance of discussing medication regimens, the tra-
jectory of illness, and shared decision-making. Furthermore, some
patient decisions appear to be made based on “false hope” despite
the absence of a favorable prognosis; hence, clear and accurate
information should be provided to the patient wherever possible
to facilitate informed decision-making.
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Appendix
Appendix A. Search strategy in electronic databases

CINAHL
1. “drug*” (1021627)

“medication*” (183866)
“opioid*” (48393)
“morphine” (12637)
“cannabis” (16299)
“CBD” (1894)
“THC” (1359)
“benzodiazepine*” (9835)

9. “midazolam” (4202)
10. “clonazepam” (777)
11. “diazepam” (2272)
12. 1or2or3or4or50or6o0r7or8or9orl0orll (1128359)
13. “refus*” (19335)
14. “hesitan*” (2277)
15. “barrier*” (109230)
16. “non-complian*” (2344)
17. “noncomplian*” (3189)
18. “non-adheren*” (3591)
19. “nonadheren*” (3906)
20. 13 or 14 or 15 0r 16 or 17 or 18 or 19 (140706)
21. 12 and 20 (26728)
22. “palliat*” (59434)
23. Hospice* OR (MH “hospice care”) (34457)
24. “end of life care” (48023)
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25. (MH “terminal care”) (19707)
26. 22 or 23 or 24 or 25 (83134)

27. “patient autonomy” (7901)

28. “patient preference*” (5831)

29. “patient decision making” (8051)
30. “patient perspective*” (2843)

31. 27 or 28 or 29 or 30 (23,398)

32. 21 and 26 and 31 (18)

Embase
1. (cannabis or CBD or THC or benzodiazepine* or midazo-
lam or clonazepam or diazepam or opioid* or morphine or
medication* or drug*).mp. (12546154)

2. (refus* or hesitan* or barrier* or non-complian* or noncom-
plian* or non-adheren* or nonadheren*).mp. (616871)
palliat*.mp. (185163)
hospice/ or hospice*.mp. (30624)

“end of life care”mp. or Terminal care/ (43955)

(patient and (autonomy or preference* or decision making
or perspective*)).mp. (385360)

1 and 2 (237382)

3 or4or5(222460)

9. 6and 7 and 8 (406)

AN

® N

MEDLINE
1. (cannabis or CBD or THC or benzodiazepine* or midazo-
lam or clonazepam or diazepam or opioid* or morphine or
medication* or drug*).mp. (6620256)

2. (refus* or hesitan* or barrier* or non-complian* or noncom-
plian* or non-adheren* or nonadheren*).mp. (468561)
palliat*.mp. (107971)
hospice/ or hospice*.mp. (19563)

“end of life care”mp. or Terminal care/ (35915)

(patient and (autonomy or preference* or decision making
or perspective*)).mp. (188351)

1 and 2 (120273)

3or4orb5(137882)

9. 6and 7 and 8 (104)

oUW

® N

PsycINFO
1. (cannabis or CBD or THC or benzodiazepine* or midazo-
lam or clonazepam or diazepam or opioid* or morphine or
medication* or drug*).mp. (484408)

2. (refus* or hesitan* or barrier* or non-complian* or noncom-
plian* or non-adheren* or nonadheren*).mp. (113686)
palliat*.mp. (18323)
hospice/ or hospice*.mp. (6198)

“end of life care”mp. or Terminal care/ (5373)

(patient and (autonomy or preference* or decision making
or perspective*)).mp. (47955)

1 and 2 (17878)

3or4or5(21630)

9. 6and 7 and 8 (26)

AR

° N
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