Supplementary Table 1.  Theoretical Domains Framework (TDF) Definitions and Theoretical Constructs1

	TDF Domain
Definition
	Theoretical constructs represented within each domain

	Knowledge  
An awareness of the existence of something
	Knowledge (including knowledge of condition /scientific rationale); procedural knowledge; knowledge of task environment

	Skills 
An ability or proficiency acquired through practice
	Skills; skills development; competence; ability; interpersonal skills; practice; skill assessment

	Memory, attention and decision processes 
The ability to retain information, focus selectively on aspects of the environment and choose between two or more alternatives
	Memory; attention; attention control; decision making; cognitive overload / tiredness

	Behavioral regulation 
Anything aimed at managing or changing objectively observed or measured actions
	Self-monitoring; breaking habit; action planning

	Social/professional role and identity 
A coherent set of behaviors and displayed personal qualities of an individual in a social or work setting
	Professional identity; professional role; social identity; identity; professional boundaries; professional confidence; group identity; leadership; organizational commitment

	Beliefs about capabilities 
Acceptance of the truth, reality, or validity about an ability, talent, or facility that a person can put to constructive use
	Self-confidence; perceived competence; self-efficacy; perceived behavioral control; beliefs; self-esteem; empowerment; professional confidence

	Optimism
The confidence that things will happen for the best or that desired goals will be attained
	Optimism; pessimism; unrealistic optimism; identity

	Beliefs about consequences
Acceptance of the truth, reality, or validity about outcomes of a behavior in a given situation
	Beliefs; outcome expectancies; characteristics of outcome expectancies; anticipated regret; consequents

	 Intentions
A conscious decision to perform a behavior or a resolve to act in a certain way
	Stability of intentions; stages of change model; transtheoretical model and stages of change

	Goals
Mental representations of outcomes or end states that an individual wants to achieve
	Goals (distal / proximal) ; goal priority; goal / target setting; goals (autonomous / controlled); action planning; implementation intention  

	Reinforcement 
Increasing the probability of a response by arranging a dependent relationship, or contingency, between the response and a given stimulus
	Rewards (proximal / distal, valued / not valued, probable / improbable); incentives; punishment; consequents; reinforcement; contingencies; sanctions 

	Emotion 
A complex reaction pattern, involving experiential, behavioral, and physiological elements, by which the individual attempts to deal with a personally significant matter or event  
	Fear; anxiety; affect; stress; depression; positive / negative affect; burn-out

	Environmental context and resources 
Any circumstance of a person's situation or environment that discourages or encourages the development of skills and abilities, independence, social competence, and adaptive behavior
	Environmental stressors ; resources / material resources ; organizational culture /climate ; salient events / critical incidents; person x environment interaction; barriers and facilitators

	Social influences  
Those interpersonal processes that can cause individuals to change their thoughts, feelings, or behaviors 
	Social pressure; social norms; group conformity; social comparisons; group norms; social support; power; intergroup conflict; alienation; group identity; modelling







Supplementary Table 2. Search Strategy (Embase)

	Embase


	1
	(Statin* or HMG-CoA reductase inhibitor* or Hydroxymethylglutaryl CoA reductase inhibitor* or Lipid-lowering or LDL-lowering or Hypolipidemic Agent* or Antilipemic Agent*).tw.

	2
	hydroxymethylglutaryl coenzyme a reductase inhibitor/

	3
	atorvastatin/ or bervastatin/ or cerivastatin/ or compactin/ or crilvastatin/ or dalvastatin/ or fluindostatin/ or glenvastatin/ or mevinolin/ or pitavastatin/ or pravastatin/ or simvastatin/ or tenivastatin/

	4
	1 or 2 or 3

	5
	(Adheren* or Nonadheren* or Complian* or Noncomplian* or Concordan* or Nonconcordan* or Persisten* or Nonpersisten* or Discontinu* or Drug Holiday* or Treatment Break* or (Treatment adj2 Quit*) or (Treatment adj2 Stop*) or (Treatment adj2 Abandon*)).tw.

	6
	medication compliance/

	7
	medication adherence/

	8
	5 or 6 or 7

	9
	(Determinant* or Barrier* or Enabler* or Facilitator* or Factor* or Influenc* or Obstacle* or Attitude*or Motivat* or Experience* or Challenge* or Knowledge or Concerns or Perception* or Belie* or Expectation* or Reason* or Perspective*).tw.

	10
	patient attitude/

	11
	attitude/

	12
	patient engagement/

	13
	patient preference/

	14
	9 or 10 or 11 or 12 or 13

	15
	(interview* or focus group* or qualitative or ethnograph*).mp.

	16
	((semi-structured or semistructured or unstructured or informal or in-depth or indepth or face-to-face or structured or guide) adj3 (interview* or discussion* or questionnaire*)).ti,ab.

	17
	Qualitative research/

	18
	15 or 16 or 17

	19
	((mixed adj5 method*) or multimethod* or (multiple adj5 method*) or mixed model* or mixed design* or triangulat*).mp.

	20
	(Survey* or Questionnaire*).mp.

	21
	18 or 19 or 20

	22
	4 and 8 and 14 and 21

	23
	limit 22 to (yr="1998 -Current")









Supplementary Table 3. Search Strategy (MEDLINE)


	MEDLINE


	1
	(Statin* or HMG-CoA reductase inhibitor* or Hydroxymethylglutaryl CoA reductase inhibitor* or Lipid-lowering or LDL-lowering or Hypolipidemic Agent* or Antilipemic Agent*).tw.

	2
	anticholesteremic agents/

	3
	atorvastatin/ or lovastatin/ or pravastatin/ or rosuvastatin calcium/ or simvastatin/

	4
	hydroxymethylglutaryl-coa reductase inhibitors/

	5
	1 or 2 or 3 or 4

	6
	(Adheren* or Nonadheren* or Complian* or Noncomplian* or Concordan* or Nonconcordan* or Persisten* or Nonpersisten* or Discontinu* or Drug Holiday* or Treatment Break* or (Treatment adj2 Quit*) or (Treatment adj2 Stop*) or (Treatment adj2 Abandon*)).tw.

	7
	"treatment adherence and compliance"/

	8
	patient compliance/

	9
	exp Medication Adherence/

	10
	6 or 7 or 8 or 9

	11
	(Determinant* or Barrier* or Enabler* or Facilitator* or Factor* or Influenc* or Obstacle* or Attitude*or Motivat* or Experience* or Challenge* or Knowledge or Concerns or Perception* or Belie* or Expectation* or Reason* or Perspective*).tw.

	12
	attitude/

	13
	exp attitude to health/

	14
	habits/

	15
	personal satisfaction/

	16
	exp emotions/

	17
	exp motivation/

	18
	11 or 12 or 13 or 14 or 15 or 16 or 17

	19
	(interview* or focus group* or qualitative or ethnograph*).mp.

	20
	((semi-structured or semistructured or unstructured or informal or in-depth or indepth or face-to-face or structured or guide) adj3 (interview* or discussion* or questionnaire*)).ti,ab.

	21
	exp qualitative research/

	22
	interviews as topic/

	23
	focus groups/

	24
	narration/

	25
	19 or 20 or 21 or 22 or 23 or 24

	26
	((mixed adj5 method*) or multimethod* or (multiple adj5 method*) or mixed model* or mixed design* or triangulat*).mp.

	27
	(Survey* or Questionnaire*).mp.

	28
	25 or 26 or 27

	29
	5 and 10 and 18 and 28

	30
	limit 29 to yr="1998 -Current"







Supplementary Table 4. Search Strategy (PsycINFO)


	PsycINFO


	1
	(Statin* or HMG-CoA reductase inhibitor* or Hydroxymethylglutaryl CoA reductase inhibitor* or Lipid-lowering or LDL-lowering or Hypolipidemic Agent* or Antilipemic Agent*).tw.

	2
	(Adheren* or Nonadheren* or Complian* or Noncomplian* or Concordan* or Nonconcordan* or Persisten* or Nonpersisten* or Discontinu* or Drug Holiday* or Treatment Break* or (Treatment adj2 Quit*) or (Treatment adj2 Stop*) or (Treatment adj2 Abandon*)).tw.

	3
	exp Treatment Compliance/

	4
	2 or 3

	5
	(Determinant* or Barrier* or Enabler* or Facilitator* or Factor* or Influenc* or Obstacle* or Attitude*or Motivat* or Experience* or Challenge* or Knowledge or Concerns or Perception* or Belie* or Expectation* or Reason* or Perspective*).tw.

	6
	exp Treatment Barriers/

	7
	exp Client Attitudes/

	8
	5 or 6 or 7

	9
	(interview* or focus group* or qualitative or ethnograph*).mp.

	10
	((semi-structured or semistructured or unstructured or informal or in-depth or indepth or face-to-face or structured or guide) adj3 (interview* or discussion* or questionnaire*)).ti,ab.

	11
	exp Qualitative Methods/

	12
	exp Qualitative Measures/

	13
	9 or 10 or 11 or 12

	14
	((mixed adj5 method*) or multimethod* or (multiple adj5 method*) or mixed model* or mixed design* or triangulat*).mp.

	15
	exp Mixed Methods Research/

	16
	14 or 15

	17
	(survey* or questionnaire*).mp.

	18
	13 or 16 or 17

	19
	1 and 4 and 8 and 18

	20
	limit 19 to yr="1998 -Current"












Supplementary Table 5. Search Strategy (CINAHL).
	CINAHL


	S1
	TI ( ( (Statin* or HMG-CoA reductase inhibitor* or Hydroxymethylglutaryl CoA reductase inhibitor* or Lipid-lowering or LDL-lowering or Hypolipidemic Agent* or Antilipemic Agent*) ) ) OR AB ( ( (Statin* or HMG-CoA reductase inhibitor* or Hydroxymethylglutaryl CoA reductase inhibitor* or Lipid-lowering or LDL-lowering or Hypolipidemic Agent* or Antilipemic Agent*) ) )

	S2
	(MH "Antilipemic Agents") OR (MH "Atorvastatin") OR (MH "Fluvastatin") OR (MH "Lovastatin") OR (MH "Pitavastatin Calcium") OR (MH "Pravastatin") OR (MH "Simvastatin") OR (MH "Statins+")

	S3
	S1 OR S2

	S4
	TI ( ( (Adheren* or Nonadheren* or Complian* or Noncomplian* or Concordan* or Nonconcordan* or Persisten* or Nonpersisten* or Discontinu* or Drug Holiday* or Treatment Break* or (Treatment N2 Quit*) or (Treatment N2 Stop*) or (Treatment N2 Abandon*)) ) ) OR AB ( ( (Adheren* or Nonadheren* or Complian* or Noncomplian* or Concordan* or Nonconcordan* or Persisten* or Nonpersisten* or Discontinu* or Drug Holiday* or Treatment Break* or (Treatment N2 Quit*) or (Treatment N2 Stop*) or (Treatment N2 Abandon*)) ) )

	S5
	(MH "Medication Compliance")

	S6
	S4 OR S5

	S7
	TI ( Determinant* or Barrier* or Enabler* or Facilitator* or Factor* or Influenc* or Obstacle* or Attitude*or Motivat* or Experience* or Challenge* or Knowledge or Concerns or Perception* or Belie* or Expectation* or Reason* or Perspective* ) OR AB ( Determinant* or Barrier* or Enabler* or Facilitator* or Factor* or Influenc* or Obstacle* or Attitude*or Motivat* or Experience* or Challenge* or Knowledge or Concerns or Perception* or Belie* or Expectation* or Reason* or Perspective* )

	S8
	(MH "Behavior and Behavior Mechanisms+")

	S9
	S7 OR S8

	S10
	TX ( (interview* or focus group* or qualitative or ethnograph*)) ) OR TI ( (("semi-structured" or semistructured or unstructured or informal or "in-depth" or indepth or "face-to-face" or structured or guide) n2 (interview* or discussion* or questionnaire*)) ) OR AB ( (("semi-structured" or semistructured or unstructured or informal or "in-depth" or indepth or "face-to-face" or structured or guide) n2 (interview* or discussion* or questionnaire*)) )

	S11
	(MH "Behavioral Research") OR (MH "Qualitative Studies+")

	12
	S10 OR S11

	13
	TX (mixed N5 method*) OR TX (multiple N5 method*) OR TX ( (multimethod* or mixed model* or mixed design* or triangulat*) )

	14
	(MH "Multimethod Studies") or (MH "Triangulation")

	15
	S13 OR S14

	16
	TX (survey* or questionnaire*)

	17
	S12 OR S15 OR S16

	18
	S3 AND S6 AND S9 AND S17

	19
	Limiters - Publication Date: 19980101-20231111





Supplementary Table 6. Lists of Excluded Studies (n =115)
	Study
	Reason for Exclusion

	Al-Foraih & Somerset 20172
	Non-modifiable factors only

	Al-Qerem et al. 20213
	Statins not discussed separately

	Alalaqi et al. 20214
	Statins not discussed separately

	Alefan et al. 20225
	Statins not discussed separately

	Alefishat et al. 20216
	Statins not discussed separately

	Alfaifi et al. 20217
	Statins not discussed separately

	Alhabib et al. 20228
	Statins not discussed separately

	AllenLapointe et al. 20119
	Statins not discussed separately

	Barankay et al. 202110
	Assessed determinants of statin-trial drop out

	Batista Santos et al. 202211
	Non-modifiable factors only

	Bauer et al. 201712
	Statins not discussed separately

	Billimek et al. 201513
	Statins not discussed separately

	Blalock et al. 201914
	Not a primary study

	Brinton et al. 201615
	Not a primary study

	Bushnell et al. 201116
	Statins not discussed separately

	Cabuk & Cabuk 202117
	Is not a full-text article

	Calleja et al. 202318
	Is not a full-text article

	Carrington et al. 200919
	Statins not discussed separately

	Chakraborty 201320
	Is not a full-text article

	Cham et al. 201621
	Non-modifiable factors only

	Chobufo et al. 202222
	Non-modifiable factors only

	Ciaralli et al. 201023
	Non-modifiable factors only

	Cordioli 202324
	Is not a full-text article

	Dalli et al. 202225
	Statins not discussed separately

	Dalli et al. 202126
	Is not a full-text article

	De Vries et al. 201427
	Statins not discussed separately

	Ding et al. 201328
	Can't find full article

	Dogan et al. 201829
	Is not a full-text article

	Ekman et al. 200630
	Statins not discussed separately

	Field et al. 200631
	Statins not discussed separately

	Gaisenok et al. 201532
	Non-modifiable factors only

	Ganasegeran & Rashid 201733
	Statins not discussed separately

	Garavalia et al. 200934
	Statins not discussed separately

	Gibson et al. 201935
	Is not a full-text article

	Gotcheva et al. 201336
	Statins not discussed separately

	Hagger et al. 201837
	Statins not discussed separately

	Halava et al. 201438
	Non-modifiable factors only

	Hamoui et al. 201239
	Is not a full-text article

	Hedna et al. 201340
	Statins not discussed separately

	Hermans et al. 201041
	Statins not discussed separately

	Hermans et al. 200942
	Statins not discussed separately

	Hincapie et al. 201543
	Statins not discussed separately

	Hoarau et al. 202344
	Is not a full-text article

	Hromadkova et al. 201545
	Non-modifiable factors only

	Jacobson et al. 201846
	Not a primary study

	Jamison et al. 201847
	Not a primary study

	Jarab et al. 202348
	Non-modifiable factors only

	Jarab et al. 202349
	Statins not discussed separately

	Kampouraki 202350
	Is not a full-text article

	Kaplan et al. 200651
	Statins not discussed separately

	Kaplan et al. 200452
	Statins not discussed separately

	Karalis et al. 201653
	Not a primary study

	Kardas 201354
	Statins not discussed separately

	Karuniawati et al. 201755
	Statins not discussed separately

	Kearney et al. 201656
	Non-modifiable factors only

	Khanderia et al. 200857
	Statins not discussed separately

	Khatib et al. 202058
	Only include perspectives from health professionals 

	Khatib et al. 201959
	Statins not discussed separately

	Kim 201260
	Non-modifiable factors only

	Kiortsis et al. 200061
	Statins not discussed separately

	Korhonen et al. 201662
	Non-modifiable factors only

	Korhonen et al. 201563
	Non-modifiable factors only

	Lin et al. 200464
	Statins not discussed separately

	Lissaker et al. 201765
	Non-modifiable factors only

	Makhmudova et al. 202366
	Statins not discussed separately

	Martin-Latry et al. 201467
	Statins not discussed separately

	Martsevich et al. 202268
	Statins not discussed separately

	Martsevich et al. 202169
	Non-modifiable factors only

	McBurney et al. 200270
	Statins not discussed separately

	McKellar et al. 201471
	Statins not discussed separately

	McRae et al. et al. 201772
	Non-modifiable factors only

	Melloni et al. 200973
	Statins not discussed separately

	Mert et al. 202174
	Not a primary study

	Michel 200875
	Statins not discussed separately

	Mommersteeg et al. 202176
	Non-modifiable factors only

	Monaldi et al. 201577
	Non-modifiable factors only

	Munawar et al. 201378
	Statins not discussed separately

	Nakajima et al. 201979
	Can't find full article

	Neutel et al. 200780
	Non-modifiable factors only

	Nguyen et al. 202381
	Is not a full-text article

	O'Donnell et al. 200182
	Statins not discussed separately

	Ozdemir et al. 201783
	Is not a full-text article

	Paranjpe et al. 201884
	Is not a full-text article

	Pietrzykowski et al. 202285
	Intervention

	Ratanawongsa et al. 201386
	Statins not discussed separately

	Riaz et al. 201887
	Non-modifiable factors only

	Schwartz et al. 201188
	Is not a full-text article

	Schwartz et al. 200989
	Statins not discussed separately

	Senior et al. 200490
	Statins not discussed separately

	Shakarneh et al. 202091
	Statins not discussed separately

	Shalansky et al. 200292
	Statins not discussed separately

	Shani et al. 202193
	Statins not discussed separately

	Skilving et al. 201694
	Assessed determinants of statin-trial drop out

	Stack et al. 201095
	Non-modifiable factors only

	Stack et al. 200896
	Statins not discussed separately

	Sukonthasarn et al. 201197
	Statins not discussed separately

	Sung et al.199898
	Statins not discussed separately

	Tatemichi et al. 200299
	Non-modifiable factors only

	Tjia et al. 2017100
	Life-limiting conditions

	Tordoff et al. 2010101
	Statins not discussed separately

	Umans-Eckenhausen et al. 2003102
	Statins not discussed separately

	Unni & Farris 2015103
	Statins not discussed separately

	Vucicevic et al. 2018104
	Statins not discussed separately

	Warren et al. 2013105
	Non-modifiable factors only

	Webel et al. 2020106
	Statins not discussed separately

	Webel et al. 2019107
	Is not a full-text article

	Wei et al. 2013108
	Is not a full-text article

	Wei et al. 2013109
	Not a primary study

	Weinstock et al. 2023110
	Statins not discussed separately

	Westberg et al. 2022111
	Statins not discussed separately

	Wong et al. 2023112
	Is not a full-text article

	Xie et al. 2022113
	Non-modifiable factors only

	Yan et al. 2010114
	Statins not discussed separately

	Zhou et al. 2021115
	Assessed determinants of statin-trial drop out

	Zhou & Nelson 2020116
	Is not a full-text article




1


Information Classification: General

Information Classification: General

Information Classification: General

Supplementary Table 7. Characteristics of Included Studies
	Author, Year
	Country
	Study Design
	Sample Size
(Patients)
	Gender (%): Female/Male/ Not Reported (NR)
	Mean Age
	Type of prevention: Primary/ Secondary/ Not Reported (NR)
	Medication Studied
	Type of Adherence 
	Method of Measure
	Non-adherence rate
	Subpopulation

	Afsar Satis et al. 2023117
	Turkey
	Quantitative; Cross-sectional 
	504
	Female= 54.3
Male=45.7
	58.2
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report (MMAS-8)
	Discontinuers: 17.7%
Continuers: 82.3%
High compliance: 17.6%
Medium compliance: 41.6%
Low compliance: 40.8%
	

	Ahmed et al. 2020118
	United States
	Qualitative
	17
	Female= 5.9
Male= 94.1
	65.82
	Secondary
	Statins
	Implementation Discontinuation
	Not measured
	Not measured
	

	Ali et al. 2009119
	United States
	Quantitative; Cohort 
	1054
	Female= 29.8
Male =70.2
	NR
	Secondary
	CVD medications
	Discontinuation
	Self-report by survey
	6.5% discontinued statins by themselves
	

	Barfoed et al. 2016120
	Denmark
	Quantitative; Cross-sectional 
	6393
	Female= 44.5
Male = 55.5
	NR
	Both or NR
	Statins
	Implementation
	PDC
	17.4% were non-adherent 
	

	Bayram et al. 2020121
	Turkey
	Quantitative; Cross-sectional 
	4504
	Female= 58.6
Male = 41.4
	58.6
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	9.4% discontinued statins by themselves
	Diabetes Mellitus

	Berglund et al. 2013122
	Sweden
	Quantitative; Cross-sectional 
	414
	Female= 49.2
Male =50.8
	64.2
	Both or NR
	Statins
	Implementation
	Self-report (MMAS-4)
	54.5% high adherence; 45.5% low adherence
	

	Bermingham et al. 2011123
	Other: Ireland
	Quantitative; Cross-sectional 
	185
	Female= 65
Male =35
	64.9
	Both or NR
	Statins
	Implementation
	Self-report  (MMAS-4)
	48.7% were non-adherent
	

	Bonfim et al. 2014124
	Brazil
	Quantitative; Cross-sectional 
	71
	Female= 100

	64.2
	Both or NR
	Statins
	Implementation
	Self-report of prescription fillings + survey (Morisky et al. 1986))
	15.5% were non-adherent as per prescription fillings; 28.3% of patients were non-adherent as per survey
	Women

	Braamskamp et al. 2015125
	Netherlands
	Quantitative; Cross-sectional 
	205
	Female= 54
Male= 46
	24
	Primary
	Statins
	Implementation Discontinuation
	Self-report (VAS + MASRI + MARS)
	21.3% were non-adherent
	Familial Hypercholesterolemia

	Bradley et al. 2019126
	United States
	Quantitative; Cross-sectional 
	5693
	Female= 40
Male= 60
	NR
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	8.15% of the patients discontinued 
	

	Bridwell Robinson 2015127
	United States
	Quantitative; Cross-sectional 
	30
	Female= 73.3
Male= 26.7
	54.8
	Both or NR
	Statins
	Implementation
	Self-report (MMAS-8)
	70% of patients have low adherence 
	Rural population

	Brinton 2018128
	United States
	Quantitative; Cohort 
	5014
	Female = 48
Male= 52
	64
	Both or NR
	Statins
	Initiation Implementation Discontinuation
	Self-report by survey
	21% were non-adherent
	

	Butalia et al. 2020129
	Canada
	Qualitative
	14
	Female= 54
Male=46
	NR
	Both or NR
	Statins
	Implementation
	Self-report by survey
	Non-use of statins: 64%
	

	Chakraborty 2013130
	United States
	Quantitative; Cross-sectional 
	200
	Female= 42
Male= 58
	68
	Primary
	Statins
	Implementation
	Self-report by survey
	76% reported non-compliance
	Elderly

	Chakraborty 2013131
	United States
	Qualitative
	30
	Female= 40
Male= 60
	72
	Both or NR
	Statins
	Implementation
	Self-report (open question)
	57% was not always being compliant.
	Elderly

	Chedid & Falk 2011132
	Sweden
	Quantitative; Cross-sectional 
	68
	Female= 56
Male=44

	82
	Both or NR
	Statins
	Implementation
	Self-report & PDC
	13% of participants by self-report
	

	Chung et al. 2018133
	Korea
	Quantitative; Cohort 
	991
	Female=34.4
Male=65.6
	64.3
	Secondary
	Statins
	Implementation
	Self-report (MMAS-8, Korean version)
	Non-adherence at 3 months 34.34%;
at 6 months 34.43%
	

	Cohen et al. 2012134
	United States
	Quantitative; Cross-sectional 
	10138
	Female=61
Male= 59
	61
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report by survey
	12.03% discontinued; among current users, 30% indicated non-adherence
	

	Crawshaw et al. 2021135
	USA & UK
	Qualitative
	17
	Female= 24
Male=76
	62.6 
	Secondary
	Statins
	Implementation
	Self-report during interview
	In general, the sample reported good adherence (not quantified)
	

	Cruce Nobre & Zaneta de Lima Domingues 2016136
	Brazil
	Mixed-methods
	347
	NR
	NR
	Secondary
	CVD Medications
	Implementation
	Self-report (MMAS-4) + survey of statin use.
	Adherence was low in 13.5%, moderate in 84.1% and high in 2.3%
	

	Devaraj et al. 2017137
	Malaysia
	Quantitative; Cross-sectional 
	398
	Female= 47
Male=53
	59.1
	Both or NR
	Cholesterol-lowering medications
	Implementation
	Self-report (MMAS-8)
	Non-adherence rate was 17.6%
	

	Dogan et al. 2019138
	Turkey
	Quantitative; Cross-sectional
	1868
	Female= 38.2
Male= 61.8
	61.83
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	32.2% discontinued statin treatment in the past. 
	

	Doganer et al. 2023139
	Turkey
	Quantitative; Cross-sectional 
	327
	Female= 33.9
	63.85 
	Both
	Statins
	Implementation
	Self-report (4-item MGLS Scale)
	 50.2% demonstrated high, 30% moderate, and 19.9% (65) statin medication adherence. 
	

	Fung et al. 2018140
	United States
	Quantitative; Cross-sectional 
	730
	Female= 47.9
Male= 52.1
	NR
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report by interview + PDC
	Self-reported non-adherence:
21.8% 

Statin PDC:
 <50%: 7.6%
50-79%: 15.6%
80%+: 76.9%
	

	Fung et al. 2010141
	United States
	Qualitative
	18
	Female= 49.4
Male=50.6
	61
	Both or NR
	Statins
	Initiation Implementation Discontinuation
	PDC
	All patients had a drug supply gap of 1 to 6 months after index prescription
	

	Galema-Boers et al. 2014142
	Netherlands
	Quantitative; Cross-sectional
	321
	Female= 52.6
Male=47.4
	46
	Primary
	Statins
	Implementation
	Self-report (MARS)
	Nonadherence reported by 11% 
	Familial Hypercholesterolemia


	Gencer et al. 2015143
	Switzerland
	Quantitative; Cohort 
	3055
	Female= 20.8
Male= 79.2
	62.6
	Secondary
	CVD Medications
	Discontinuation
	Self-report by survey
	11.6% discontinued 
	

	Gialamas et al. 2011144
	Australia
	Qualitative
	26
	Female= 57.7
Male=42.3
	NR
	Both or NR
	Cholesterol-lowering medications
	Implementation
	Cholesterol readings  
	All patients had poorly controlled cholesterol
	

	Gibson et al. 2022145
	United States
	Mixed-methods
	73
	Female= 67.1
Male= 32.9
	57
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report by survey
	Statin candidates full study population: 19.2%
	Diabetes mellitus 

	Golder et al. 2022146
	United States
	Mixed-methods
	2027
	Female= 60
Male = 33
NK =6
	NR (not possible to report)
	Both or NR
	Statins
	Discontinuation
	Mention of discontinuation
	1976 mentions of discontinuation
	

	Graversen et al. 2021147
	Denmark
	Quantitative; Cohort 
	829
	Female= 32.8
Male= 67.2
	NR
	Secondary
	CVD Medications
	Initiation Implementation Discontinuation
	PDC & Prescription Collection  
	Noninitiation: 7.7%;
Nonimplementation: 13.3%, 21.4%,
Nonpersistence: 2.5%, 15.2%
	

	Haddad et al. 2018148
	Lebanon
	Quantitative; Cross-sectional 
	247
	Female= 42.5
Male= 57.5
	52.63
	Both or NR
	Statins
	Implementation
	Self-report by survey (adaptation of Lu et al questionnaire)
	Mean non-adherence score: 26.55% 
	

	Harrison et al. 2013149
	United States
	Quantitative; Cross-sectional 
	98
	Female= 46.9
Male= 53.1
	59.3
	Primary
	Statins
	Initiation
	Self-report of prescription fillings
	74.5% had not filled their prescription
	

	Huiskes et al. 2020150
	Netherlands
	Quantitative; Cross-sectional 
	1504
	Female= 46.5
Male= 53.5
	66.8
	Both or NR
	Statins
	Implementation
	Self-report (MARS-5)
	18% of patients were nonadherent 
	

	Izuka et al. 2017151
	UK
	Qualitative
	33
	Female= 54
Male= 46
	NR
	Secondary
	CVD Medications
	Implementation Discontinuation
	Not measured
	Not measured
	

	Jacobson et al. 2019152
	United States
	Quantitative; Cross-sectional 
	1500
	Female= 59.7
Male= 40.3
	58
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	22.1% discontinued
	

	Jamil et al. 2022153
	United States
	Qualitative
	12
	Female= 50
Male= 50
	63
	Both or NR
	Medications for DM2 and CVD.
	Implementation
	Self-report (Modified version of Voils)
	The average extent of nonadherence score was 1.36 (range 1-2.33).
	Diabetes Mellitus
Southeast Asian

	Jamison et al. 2017154
	UK
	Qualitative
	84
	Female= 53.1
Male= 40.8
NK = 6.1
	50 
	Secondary
	CVD Medications 
	Implementation
	Not measured
	Not measured
	

	Jin et al. 2014155
	China
	Quantitative; Cohort 
	469
	Female= 30.3
Male= 69.7
	62.4
	Secondary
	CVD Medications 
	Discontinuation
	Self-report by survey
	75.3% discontinued 
	

	Kim et al. 2002156
	Korea
	Quantitative; Cohort 
	1019
	Female= 63.9
Male= 36.1
	NR
	Primary
	Statins
	Discontinuation
	Clinic attendance + self-report 
	19.7% discontinued 
	

	Korneva, Kuznetsova & Julius 2019157
	Russia
	Quantitative; Cross-sectional 
	253
	Female= 64.5
Male= 35.5
	52.5
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report (MGLS + self-report of discontinuation)
	Of current statin users 27% were non-adherent & 16% were partially adherent.
6.7% of total participants discontinued statin treatment
	Familial Hypercholesterolemia

	Kriegbaum & Rosenlund Lau 2018158
	Denmark
	Quantitative; Cross-sectional 
	3050
	Female= 44.3 Male=55.7
	NR
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	4.39% discontinued statin treatment (former users)
	

	Kudi et al. 2020159
	Estonia
	Quantitative; Cohort 
	32
	Female= 66
Male= 34
	NR
	Both or NR
	Statins
	Implementation
	PCA+MPR
	PCA: 140% in the long-term users group and 61% in the new users group.

Mean MPR: 72% in the long term users group and 59% in the new users group.
	

	Li et al. 2023160
	China
	Quantitative; Cross-sectional 
	524
	Female= 56.3
Male= 43.7
	63
	Secondary
	Statins
	Implementation
	Self-report (ARMS)
	 81.3% patients were non-adherent to statin
	

	Lim et al. 2023161
	Malaysia
	Qualitative
	20
	Female= 45
Male= 55
	Range: 38 to 74 
	Both or NR
	Statins
	Initiation   Discontinuation 
	Self-report during interview
	1 participant refused to start a statin, and 2 participants discontinued statins
	

	Lixin Guo et al.2022162
	China
	Quantitative; Cross-sectional 
	1518
	Female= 41.8
Male= 58.2
	62
	Both or NR
	Statins
	Initiation Discontinuation
	Self-report by survey
	Current statin user group: 45.9%
Past statin use group: 10.9%
Statin non-user group: 43.2%
	Diabetes Mellitus

	Mann et al. 2007163
	United States
	Quantitative; Cohort 
	71
	Female= 10
Male= 90
	61
	Primary
	Statins
	Initiation Implementation Discontinuation
	Self-reported  (Morisky adherence
scale + questions about initiation/discontinuation)

	Never started: 10% of patients at 3 and 6 months
Discontinuation: 15% at 3 months and 27% at 6 months
Poor adherence: 30% at 3 months and 20% at 6 months
Good adherence: 45% at 3 months and 43% at 6 months
	

	Martsevich et al. 2022164
	Russia
	Quantitative; Cross-sectional 
	31
	Female= 25.8
Male= 74.2

	66.6
	Secondary
	CVD Medications 
	Implementation Discontinuation
	NODPh Adherence Scale
	Nonadherence was found in 60% of new patients 
	

	McGinnis et al. 2007165
	United States
	Quantitative; Cohort 
	435
	Female= 33
Male= 67
	59.5
	Both or NR
	Statins
	Discontinuation
	Discontinuation as per pharmacy claims  
	33%  discontinued 
	

	Meek et al. 2012166
	UK
	Quantitative; Cohort 
	325
	Female= 50
Male= 50
	63
	Both or NR
	Statins
	Discontinuation
	Discontinuation as per medical record
	11% discontinued 
	

	Mefford et al. 2018167
	United States
	Quantitative; Cohort 
	7216
	Female= 53
Male= 47
	74
	Both or NR
	Statins
	Discontinuation
	Self-report by survey
	15% discontinued
	

	Molfenter et al. 2012168
	United States
	Quantitative; Cohort 
	1433
	Female= 43.7
Male= 56.3
	54.2
	Both or NR
	Statins
	Implementation
	PDC
	Proportion of non-adherent participants at 6 months:  56.2%
	

	Natarajan et al. 2007169
	Canada
	Quantitative; Cross-sectional 
	284
	Female= 43
Male= 57
	65
	Both or NR
	Statins
	Implementation
	Self-report (MMAS-4)
	63.4% of patients reported high adherence, 34.4% reported medium adherence, and 2.2% reported low adherence
	

	Nielsen & Nordestgaard 2016170
	Denmark
	Quantitative; Cohort
	674900
	Female= 51.5
Male= 48.5

	NR
	Both or NR
	Statins
	Discontinuation
	Records of statin dispensations
	14% discontinued
	

	Ozdemir et al. 2017171
	Turkey
	Quantitative; Cross-sectional 
	300
	Female= 46.7
Male=53.3
	NR
	Secondary
	Statins
	Discontinuation
	Self-report by survey
	46.7% were non-adherent 
	

	Ozkan et al. 2018172
	Turkey
	Quantitative; Cross-sectional 
	504
	Female= 73.2
Male= 26.8
	63.7
	Secondary
	Statins
	Discontinuation
	Self-report by survey
	43.05% were not using a statin at the time
	

	Polak, 2017173
	UK
	Qualitative
	34
	Female= 35
	NR
	Both or NR
	Statins + other unspecified medications
	Initiation Discontinuation
	Not measured 
	Not measured
	

	Rector et al. 2012174
	United States
	Quantitative; Cohort 
	640
	Female= 3
Male=97
	70
	Both or NR
	Statins
	Discontinuation
	Pharmacy refill data
	4.6%  of the statin-recipients were past due for a resupply
	

	Rosenlund Lau & Kriegbaum 2018175
	Denmark
	Qualitative
	15
	NR
	61.6
	Primary
	Statins
	Initiation Discontinuation
	Self-report by survey
	5 informants had discontinued statins and one had decided never to start.
	

	Silvennoinen et al. 2017176
	Finland
	Quantitative; Cross-sectional 
	1022
	Female= 51
Male=49
	67
	Both or NR
	Statins
	Initiation Implementation Discontinuation
	Self-report by survey
	18.19% never initiated 
6.46% discontinued 
Adherence in users:
Poor: 1.1%
Moderate:4%
Fair: 26.9%
Good: 68%
	

	Tarn et al. 2021177
	United States
	Qualitative
	61
	Female= 54.1
Male= 45.9
	53
	Both or NR
	Statins
	Initiation
	Medication fill data
	All participants never started treatment
	

	Tarn et al. 2021178
	United States
	Quantitative; Cross-sectional 
	173
	Female= 48.6
Male= 53.6
	48.2
	Both or NR
	Statins
	Initiation
	Pharmacy dispensing of medication. 
	All participants never started treatment
	

	Taybeh, et al. 2020179
	Jordan
	Quantitative; Cross-sectional
	153
	Female= 46.4
Male= 53.6
	NR
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report by survey
	42.8% of patients were non-adherent
	

	Tolmie et al. 2003180
	UK
	Qualitative
	33
	Female= 39
Male= 62
	NR
	Both or NR
	Statins
	Implementation Discontinuation
	Prescription refill data. Compliance was ratified at interview  
	85.7% were identified as ‘good compliers’, 8.3% as ‘moderate compliers’, and 6% as ‘poor’ compliers
	

	Umarje et al. 2021181
	India
	Quantitative; Cross-sectional 
	130
	Female= 32
Male= 68
	63.29
	Both or NR
	Statins
	Implementation
	Self-report (developed using MMAS + Hill Bone Compliance scale).
	42.31% had good adherence, 23.07% had moderate adherence, and 34.62% had poor adherence. 
	

	Unni & Farris, 2011182
	United States
	Quantitative; Cross-sectional 
	420
	Female= 45.7
Male= 54.3
	59.4
	Both or NR
	Cholesterol-lowering and asthma medications
	Implementation
	Self-report (MAR Scale)
	311 of the 420 participants were adherent with statins. Nonadherence rate: 25.6%
	

	Vadhariya et al. 2021183
	United States
	Qualitative
	157
	Female= 63.1
Male= 36.9
	69.52
	Secondary
	Statins
	Implementation Discontinuation
	 PDC
	Rapid decline/discontinuation: 7.7%
Gradual decline: 17%
Gap/declining that improved later: 17.8%
High/near perfect adherence: 57.5%
	Older adults (aged > 65 years)

	van Hunsel et al. 2009184
	Netherlands
	Mixed-methods
	265
	Female= 36
Male= 64
	57.3
	Both or NR
	Statins
	Discontinuation
	Self-report by analysing reports about statins 
	62% discontinued statin treatment 
	

	Wouters et al. 2016185
	Netherlands
	Quantitative; Cross-sectional 
	229
	Female= 36
Male= 64
	63.9
	Both or NR
	Statins
	Implementation Discontinuation
	Self-report (MARS-5 + MMAS-8) + MPR
	8% discontinued statin treatment
	

	Yiğiner et al. 2010186
	Turkey
	Quantitative; Cross-sectional 
	194
	Female= 32.5
Male= 67.5
	57
	Secondary
	Statins
	Discontinuation
	Self-report by survey
	Intermittent drug discontinuation was seen in 56.2%
	


Note. MMAS = Morisky Medication Adherence Scale; PDC = Proportion of Days Covered; VAS = Visual Analog Scale; MASRI = Self-Report Inventory; MARS = Medication Adherence Report Scale; MAR Scale = Medication Adherence Reasons Scale; ARMS = Adherence to Refills and Medications Scale; PCA = Pill Count Adherence; MPR = Medication Possession Ratio; MGLS = Morisky, Green, and Levine Scale; NODPh Adherence Scale = National Society for Evidence-based Pharmacotherapy Adherence Scale.










Supplementary Table 8. Quality Assessment of Studies using MMAT QA Appraisal Questionnaire 
	Qualitative Studies

	Study
	S1. Are there clear research questions?
	S2. Do the collected data allow to address the research questions?
	1.1 Is the qualitative approach appropriate to answer the research question?
	1.2 Are the qualitative data collection methods adequate to address the research question?
	1.3 Are the findings adequately derived from the data?
	1.4 Is the interpretation of results sufficiently substantiated by data?
	1.5 Is there coherence between qualitative data sources, collection, analysis and interpretation?

	Ahmed et al. 2020118
	Yes
	Yes
	Yes
	Can't Tell
	Can't Tell 
	Yes
	Yes

	Butalia et al.  2020129
	Yes
	Yes
	Yes
	Yes
	Yes
	No 
	Yes

	Chakraborty, 2013131
	Yes
	Yes
	Yes
	Can't Tell
	Yes
	No 
	Can’t Tell 

	Crawshaw et al.  2021135
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Fung et al.  2010141
	Yes
	Yes
	Can’t Tell
	Can't Tell
	Can't Tell
	Yes
	Can’t Tell 

	Gialamas et al. 2011144
	Yes
	Yes
	Can't Tell 
	Can’t Tell
	Can't Tell 
	Yes
	Can't Tell

	Izuka et al. 2017151
	Yes
	Yes
	Yes
	Yes
	No
	Yes
	Can't Tell

	Jamil et al. 2022153
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Jamison et al. 2017154
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Lim et al.  2023161
	Yes
	Yes
	Yes
	Yes
	Yes
	No
	Yes

	Polak 2017173
	Yes
	Yes
	Can't Tell
	No
	Can't Tell
	Yes
	No

	Rosenlund Lau & Kriegbaum 2018175
	Yes
	Yes
	Yes
	Yes
	Yes
	Can't Tell
	Can't Tell

	Tarn et al.  2021177
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Tolmie et al.  2003180
	Yes
	Yes
	Yes
	Can't Tell
	Yes
	Yes
	Yes

	Vadhariya et al.  2021183
	Yes
	Yes
	Yes
	Yes
	Can't Tell
	Yes
	Can't Tell

	Quantitative Non-Randomized Studies

	Study
	S1. Are there clear research questions?
	S2. Do the collected data allow to address the research questions?
	3.1 Are the participants representative of the target population?
	3.2 Are measurements appropriate regarding both the outcome and intervention (or exposure)?
	3.3 Are there complete outcome data?
	3.4 Are the confounders accounted for in the design and analysis?
	3.5 During the study period, is the intervention administered (or exposure occurred) as intended?

	Ali et al. 2009119
	Yes
	Yes
	No
	No
	Yes
	No
	Yes

	Barfoed et al. 2016120
	Yes
	Yes
	Can't Tell
	No
	No
	Yes
	Yes

	Bayram et al. 2020121
	Can't Tell
	Yes
	-
	-
	-
	-
	-

	Berglund  et al. 2013122
	Yes
	Yes
	No
	No
	Yes
	Yes
	No

	Bermingham et.al 2011123
	Yes
	Yes
	Can't Tell
	No
	Can't Tell
	Yes
	Yes

	Bonfim et al. 2014124
	Yes
	Yes
	No
	Yes
	No
	No
	Yes

	Braamskamp et al. 2015125
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes
	Yes

	Bradley et al. 2019126
	Yes
	Yes
	Can't Tell
	No
	No
	Yes
	Yes

	Bridwell-Robinson 2015127
	Yes
	Yes
	No
	No
	Yes
	No
	Yes

	Brinton 2018128
	Yes
	Yes
	Yes
	No
	No
	No
	Yes

	Chakraborty 2013130
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes

	Chedid et al.  2011132
	Yes
	Yes
	No
	Yes
	Yes
	No
	Yes

	Chung et al. 2018133
	Yes
	Yes
	Yes
	No
	No
	Yes
	Can't Tell

	Cohen et al. 2012134
	Yes
	Yes
	No
	No
	Can't Tell
	Yes
	Yes

	Devaraj et al. 2017137
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes
	Yes

	Dogan et al. 2019138
	Yes
	Yes
	Can't Tell
	No
	Can't Tell
	Yes
	Yes

	Doganer et al.  2023139
	Yes
	Yes
	Yes
	No
	Can't Tell
	No
	Yes

	Fung et al. 2018140
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Galema-Boers 2014142
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes

	Gencer et al. 2015143
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Can't Tell

	Graversen et al.  2022147
	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes

	Haddad et al. 2018148
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes

	Huiskes et al. 2021150
	Yes
	Yes
	Can't Tell
	No
	No
	No
	Yes

	Jacobson et al. 2019152
	Yes
	Yes
	No
	No
	Yes
	No
	Yes

	Jin et al. 2014155
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes
	Yes

	Kim et al. 2002156
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Can't Tell

	Korneva et al. 2019157
	Yes
	Yes
	Can't Tell
	Can't Tell
	Yes
	Yes
	Yes

	Kriegbaum & Rosenlund Lau 2018158
	Yes
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes

	Li et al.  2023160
	Yes
	Yes
	Yes
	No
	Yes 
	Yes
	Yes

	Lixin Guo et al.  2022162
	Yes
	Yes
	Yes
	No
	Can't Tell
	Yes
	Yes

	Mann et al.  2007163
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes
	Yes

	Martsevich et al.  2022164
	Yes
	No
	-
	-
	-
	-
	-

	McGinnis et al.  2007165
	Yes
	Yes
	Can't Tell
	No
	No
	No
	Yes

	Meek et al.  2012166
	Yes
	Yes
	Can't Tell
	No
	Yes
	No
	Yes

	Mefford et al. 2018167
	Yes
	Yes
	Can't Tell
	No
	Yes
	Yes
	Yes

	Molfenter et al.  2012168
	Yes
	Yes
	Can't Tell
	No
	No
	No
	Yes

	Natarajan et al.  2007169
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes

	Nielsen & Nordestgaard 2016170
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes

	Ozdemir et al.  2017171
	Yes
	Yes
	No
	No
	Yes
	Yes
	Yes

	Ozkan et al.  2018172
	No
	-
	-
	-
	-
	-
	-

	Rector et al.  2012174
	Yes
	Yes
	No
	No
	No
	No
	Can't Tell

	Silvennoinen et al.  2017176
	Yes
	Yes
	Yes
	No
	Yes
	Yes
	Yes

	Taybeh et al.  2020179
	Yes
	Yes
	No
	No
	No
	No
	Yes

	Umarje et al.  2021181
	Yes
	No
	-
	-
	-
	-
	-

	Unni & Farris  2011182
	Yes
	Yes
	No
	No
	No
	Yes
	Yes

	Wouters et al.  2016185
	Yes
	Yes
	Can't Tell
	Yes
	Can't Tell
	Yes
	Yes

	Yiğiner, et al.  2010186
	Yes
	Yes
	Can't Tell
	No
	Can't Tell
	Yes
	Yes

	Quantitative Descriptive Studies

	Study
	S1. Are there clear research questions?
	S2. Do the collected data allow to address the research questions?
	4.1 Is the sampling strategy relevant to address the research question?
	4.1 Is the sample representative of the target population?
	4.3 Are the measurements appropriate?
	4.4. Is the risk of nonresponse bias low?
	4.1 Is the sampling strategy relevant to address the research question?

	Afsar-Satis et al. 2023117
	Yes
	Yes
	Can't Tell
	Can't Tell
	No
	Can't tell
	No

	Harrison et al. 2013149
	Yes
	Yes
	Yes
	No
	No
	Yes
	Yes

	Kudi et al. 2021159
	Yes
	Yes
	No
	No
	No
	Yes
	No

	Tarn et al.  2021178
	Yes
	Yes
	Yes
	No
	No
	No
	Yes

	Mixed-Method Studies
(Questions for all Mixed-Method Studies)


	Study
	S1. Are there clear research questions?
	S2. Do the collected data allow to address the research questions?
	5.1 Is there an adequate rationale for using a mixed methods design to address the research question?
	5.2 Are the different components of the study effectively integrated to answer the research question?
	5.3 Are the outputs of the integration of qualitative and quantitative components adequately interpreted?
	5.4 Are divergences and inconsistencies between quantitative and qualitative results adequately addressed?

	Cruce Nobre et al. 2017136
	Yes
	Yes
	No
	Yes
	Yes
	No

	Golder et al. 2022146
	Yes
	Yes
	Yes
	Yes
	Yes
	Yes

	Gibson et al. 2022145
	Yes
	Yes
	Yes
	No
	No
	No

	VanHunsel et al. 2009184
	Yes
	Yes
	Yes
	No
	Yes
	Yes

	Mixed-Method Studies
(Questions for the Qualitative Part of the Studies)

	Study
	1.1 Is the qualitative approach appropriate to answer the research question?
	1.2 Are the qualitative data collection methods adequate to address the research question?
	1.3 Are the findings adequately derived from the data?

	1.4 Is the interpretation of results sufficiently substantiated by data?

	Cruce Nobre et al. 2017136
	Yes
	Yes
	No
	Yes

	Golder et al. 2022146
	Yes
	Yes
	Yes
	Yes

	Gibson et al. 2022145
	Yes
	Yes
	Yes
	Yes

	VanHunsel et al. 2009184
	Yes
	Yes
	Yes
	Yes

	Mixed-Method Studies
(Questions for the Quantitative Part of the Studies)

	Study
	Quantitative Non-Randomized
	Quantitative Descriptive

	
	3.1 Are the participants representative of the target population?
	3.2 Are measurements appropriate regarding both the outcome and intervention (or exposure)?
	3.3 Are there complete outcome data?
	3.4 Are the confounders accounted for in the design and analysis?
	3.5 During the study period, is the intervention administered (or exposure occurred) as intended?
	4.1 Is the sampling strategy relevant to address the research question?
	4.1 Is the sample representative of the target population?
	4.3 Are the measurements appropriate?
	4.4. Is the risk of nonresponse bias low?
	4.5 Is the statistical analysis appropriate to answer the research question?

	Cruce Nobre et al. 2017136
	-
	-
	-
	-
	-
	Yes
	Can’t Tell
	No
	Can’t Tell
	Yes

	Golder et al. 2022146
	Yes
	No
	Can’t Tell
	No
	Yes
	-
	-
	-
	-
	-

	Gibson et al. 2022145
	-
	-
	-
	-
	-
	Yes
	Yes
	No
	Yes
	Yes

	VanHunsel et al. 2009184
	Yes
	No
	Yes
	No
	Yes
	-
	-
	-
	-
	-


















Supplementary Table 9. Subthemes within Theoretical Domains Framework (TDF) domains

	Behavioral Regulation

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Strategies to manage side effects
	Both
	19
	3
	3
2 (66.7%)
	15
	‘Patients also discussed self-titration efforts to help with adverse effects, with several stopping the medication on their own when adverse effects became intolerable118’.

‘40.2% were able to avoid discontinuation with regimen changes such as reducing the  dose (22.6%) and/or switching statins (24.2%)’ 152

	Receiving follow-up or cholesterol monitoring
	Both
	19
	2
	5
3 (60%)
	12
	‘When there was no feedback on progress or long spells between appointment patients assumed everything was right’180

‘Having regular lipid follow-up visits (41.5%, 16.3%,15.2%, p<0.001*), significant in multivariate analysis’139

	Techniques and plans to enable statin intake
	Both
	9
	1
	2
1 (50%)
	6
	'Linking daily tablet use to an everyday activity or placing tablets in a specific location which then acted as a cue to take the medication was described as helpful by several users’154

‘Others [participants] suggested that more systematic follow-up by clinicians or reminder systems might have helped them adhere to statin therapy’141

	Beliefs about Capabilities

	Subtheme
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Perceived control over health
	Both
	9
	1
	2
2 (100%)
	6
	‘Participants also felt confident in making health care decisions without discussing them with their providers’153

When you feel like your cardiovascular disease is under control do you sometimes stop taking your cholesterol medication? No = 40% (n=12); Yes= 60% (n=18) 127

	Perceived capability to take statins
	Both
	7
	1
	4
3 (75%)
	2
	‘Higher 'perceived self-efficacy' with regard to ' taking statins' was associated with both a decreased likelihood of unintentional and intentional non-adherence’185.

‘For patients who struggled to restrict their diet, or those who believe that restricting their diet made little difference, taking medication was considered an easier option’180.

	Beliefs about Consequences

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Believing that statins are safe/detrimental
	Both
	62
	20
	24
14 (58.3%)
	18
	‘All interviewees had concerns about statin AEs [Adverse Effects] (mostly muscle pain)’ 145

‘Five percent (96/2121) of people posting described statins as poisonous or dangerous, with some stating that they should be taken off the market’146

Concerns about side effects (Yes) 4.152 (1.637–10.527) (P= 0.003*). ‘Concern about side effects was associated with a statistically significant quadruple elevation of odds of non-adherence’139

	Believing statins have benefits
	Both
	33
	10
	10
8 (80%)
	13
	‘More discontinuers than continuers felt that the statin provided limited benefit or were unsure of the benefits of statins (P =0.001)’ 165

‘Patients reported not taking statins because they believed it was unnecessary or that statins did not impart benefits’183

	Perceived personal need for treatment
	Both
	27
	11
	7
5 (71.4%)
	9
	High belief in treatment necessity has a positive association with adherence (B= -0.14) (P = 0.01) 122

‘In the multivariable logistic regression analysis, patients’ low necessity beliefs about statins (adjusted odds ratio [OR] and 95% conﬁdence interval [CI], 1.607 [1.019, 2.532]; p = 0.041) were associated with lower odds of statin adherence’160

‘Although most participants believed that having a high cholesterol level is unsafe, many were unsure about their personal need for statins if they were making other lifestyle changes or had only borderline high cholesterol levels’141

	Believing there are alternative options 
	Both
	23
	8
	4
2 (50%)
	11
	‘2% of those with poor adherence belief in other therapies such as home remedies. The belief that the use of ginger, garlic, and lemon juice is better than statin therapy for cholesterol reduction was reported by some individuals’181

	Perceived threat of disease
	Both
	16
	3
	6
5 (83.3%)
	7
	‘A low perceived risk of a heart attack was the disease belief factor most related to poor adherence’163

‘Many said they would take a statin if they had a heart attack, stroke, or heart disease’177

	Using statins for the rest of the life
	Barrier
	6
	0
	1
1 (100%)
	5
	‘Will take the pill for the rest of their life. Patient factor present: 60% vs Patient factor absent 42%’ 163

‘Other participants talked about not wanting a daily medication, feeling hesitant about taking a medication for the rest of their life, or dosing regimens that were difﬁcult for them to follow.’ 177

	Emotions

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Fear and uncertainty
	Both
	38
	9
	15
8 (57%)
	14
	‘Among those who reported never having stopped taking the medicines, the report of a patient who had great fear of the disease progression after experiencing an acute ischemic event stands out’ 136

‘Though patients were generally aware of the benefits of statin therapy, some were fearful of potential side effects fuelled by media or family/friends who had experience them.’ 129 


	Feeling overwhelmed or frustrated
	Barrier
	7
	0
	0

	7
	‘Some patients found trial and error approach was frustrating given their disabling symptoms’118 

‘Because many patients who are started on statins have indications for a variety of other medications, the burden of these pills was a struggle’129


	Other negative emotions related to pill-taking
	Both
	5
	0
	0
	5
	‘This practice is seen as shameful or embarrassing for some participants, pill taking is inherently a bad thing, uncomfortable to admit to’173


	Being satisfied with treatment
	Facilitator
	4
	0
	3
3 (100%)
	1
	‘She echoes her husband’s enthusiasm about the hear treatment which they say has kept him alive beyond his biblically-defined span’173

‘In the multivariate model adjusted for potential confounders, there was a significant increased likelihood of statin adherence among individuals with satisfaction with current medication (OR 1.43; P<.001)’ 134


	Experiencing low mood or depression
	Barrier
	2
	1
	0

	1
	Presented reasons as playing a role in patient noncompliance: 47% Depression130

	Environmental Context & Resources

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Financial constraints
	Barrier
	30
	16
	7
4 (57.1%)
	6
	‘Several patients were concerned about the costs, especially in polypharmacy’129

‘16% cited cost  as a reason for statin cessation’136

Cost of medications. Significantly associated to non-adherence due to medication belief issues & forgetfulness (P= 0.017) 182


	Regimen complexity and convenience
	Barrier
	19
	8
	5
3 (60%)
	6
	Treatment complexity. Yes, significantly associated to nonadherence due to forgetfulness (P=0.025) 182 

‘Taking medication every day is a real inconvenience for some people’ Do you ever feel hassled about having to keep taking cholesterol medication? No=40% (n=12); Yes=60% (n=18) 127


	Problems related to drug access
	Both
	15
	10
	2
1 (50%)
	3
	33% discontinued because of running out of pills163

‘Irregularity in the delivery of medication leads to inadequate solutions, not discussed with the care team’136

‘Patients who did not drive found it difficult to get to the pharmacy without assistance from caregivers. Furthermore, the region where this study was conducted lies in and around areas with poor transportation systems’183


	Inefficient healthcare system
	Barrier
	7
	2
	0
	5
	‘The difficulty in scheduling can have negative consequences on the outcome of treatment, even if adherence is high’136

‘Scandal and controversy in relation to negatively perceived stakeholders. Most participants (n = 23) made the link between the majority of the relevant photographs intended associations to scandal and controversy’131


	External events pushing out of normal routine
	Barrier
	3
	1
	2
1 (50%)
	0
	‘Deaths in the family, moving, loneliness, or an absence of caregivers were some other personal issues reported by the patients, which affected their adherence to statins’183

‘Violations of adherence to statins were found in 60% of new patients during the pandemic’. Significative difference between new and stablished patients (P=0.02) 164

Being not at home. Not significant in the univariate analysis’142


	Goals

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Statins assigned importance or priority
	Both
	17
	7
	2
2 (100%)
	8
	‘Patients perceptions of statin therapy as insignificant (in comparison to other medications) were confirmed or established when practitioners were inattentive to what they were being told (focusing on other task) or were comments were taken out of context’180’ 

‘9% stopped because of the ‘Risk of interfering with other medications’. Significative difference between current and past users (P<0.05)’ 128

Reasons Patients Gave for No Longer Taking Statin. Didn’t care anymore (n=8) 174


	Achievement of cholesterol targets
	Both
	10
	6
	2
1 (50%)
	2
	‘One of the most significant increases in adherence was the patients' achievement of target lipid levels (OR = 19.93; p < 0.0001)’ 157

‘24% reported decreased cholesterol level as a reason for discontinuation’156


	Wanting to reduce cholesterol or prevent CVD
	Facilitator
	3
	1
	0
	2
	‘I want to avoid a heart attack or stroke. Mean ranking = 8.5 (2.22). Most important reason for taking statins despite symptoms’ 152

‘Participant present themselves as needing statins for two reasons 1) they need to treat their cholesterol level and 2) a doctor has said they need to take them’173


	Intention

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Intention to take statins as prescribed
	Both
	21
	9
	3
3 (100%)
	9
	‘Intentionality of dose skipping grew as the adherence rating decrease. 36% of those who reported moderate adherence and 60% of those who reported poor adherence admitted doing intentional (P<0.001)’ 176

‘Many [participants] stated they were willing to start a statin if alternative treatments were ineffective’177


	Knowledge

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Knowledge about statin therapy
	Both
	36
	12
	8
5 (62.5%)
	16
	“Continuers were more likely to have had information on statins explained in ways that were easy to understand (P =0.001)” 165 

‘More than 90% of current statin users reported that they were aware of the rationale for statin therapy: When asked to choose from a list of potential reasons for the treatment, a respondent most typically selected “to lower cholesterol”’ 176

‘The majority of patients noted that they were told by their physician that statins were prescribed to lower cholesterol levels but that they were not given information on the possible side effects, risks, or benefits of statins’141

Most patients (69%) did not understand how statins work144 

	Knowledge about disease
	Both
	21
	2
	7
6 (85.7%)
	12
	‘Those who discontinued statin were less likely to agree that high cholesterol increases the risk of heart attack or stroke (78.8% versus 85.8%,P=0.0002)’ 126

‘Respondents didn't understand or recognise the association between hyperlipidaemia and existing symptoms such as angina or claudication or the need for long term treatment. This resulted in misunderstanding about the problem and the need for ongoing therapy. Some patients thought they the medication could be discontinued or taken intermittently’180

‘A survivor acknowledged statins were used to control cholesterol, but questioned whether high cholesterol was actually a problem. He believed strokes occurred frequently, regardless of cholesterol levels’154 


	Knowledge about treatment options
	Both
	17
	6
	0
	11
	‘Some participants sought OHI [Online Health Information] to look for non-drug alternatives to reduce cholesterol as they were not keen to take statins long term. They searched for information about taking statins on alternate days or controlling cholesterol with lifestyle modifications only. A participant searched for alternative treatment when he was out of stock for his prescribed statin as he was reluctant to refill his medication’161

‘While a few respondents expressed wanting more information regarding their options and/or treatments for high cholesterol, the majority appeared to be familiar with their medications.’ 131

	Memory, Attention and Decision Processes

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Seeking information to help decision-making
	Both
	17
	2
	4
2 (50%)
	11
	‘Participants receive information from family/friends, lay sources, TV and internet and also on alternative remedies. They learned information on the risks but not on the potential benefits’140

‘Former users relied more heavily on the Internet than current users to research statins information (41% vs. 29%, P<.05). In multivariate analyses, participants had increased risk of being a discontinuer if using the internet to learn about statin treatment (OR 1.50; P<.001)’ 134 

‘Some participants expressed that some OHI [Online Health Information] reassured them about statin use. A participant described that she has been more compliant with taking her statin after reading OHI about the importance of taking statins daily’161


	Forgetfulness
	Both
	15
	11
	0
	4
	‘76% of participants mentioned they forgot as a reason for poor adherence’128

‘23% long term user sometimes forgot to take their tablets on time. But in general, it was easy to remember the dose of the statin’159

‘The question whether patients ever forgot to take lipid-lowering drugs was answered affirmatively in 29 patients (31.2%)’ 157


	Absence of physical signals 
	Barrier
	12
	4
	1
0 (0%)
	7
	‘The main issues for respondents who had discontinued their medication altogether was absence of any symptoms that they believed could be attributed to raised cholesterol and perceived wellness’180

‘Some participants were unsure about the importance of statins for their health. This was related to a number of factors, including the absence of obvious symptoms’140


	Cognitive strain of treatment
	Barrier
	10
	8
	0
	2
	‘8% discontinued because the pills were a hassle’163

Problems managing schedules that require medications at different times as a primary reason for missing a statin dose:
At 3 months: 7.07%
At 6 months: 9.79%133
“6% of new users mixed the tablets” 159

‘Side effects on stroke survivor and practical difficulties such as dealing with routine appointments were considered burdensome, resulting in the survivors being non-adherent to medications’154


	Confusion because of conflicting information
	Barrier
	6
	0
	1
1 (100%)
	5
	‘Those who reported that they felt confused about information on cholesterol from the media [OR 2.65 95% CI (1.76‚4.01)] about information on cholesterol from the media were more likely to discontinue statin treatment’ 158

‘Participants expressed their confusion after reading the conflicting information on statins, especially when the Online Health Information (OIH) had opposite advice from doctors’161


	Optimism

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Having a positive outlook
	Barrier
	4
	0
	1
0 (0%)
	3
	“It’s just a matter of watching, what you eat, and taking care...if you do not need these things [pills] then do not take them...if you can keep yourself healthy, in terms of...exercise, and a good...balanced diet...then everything should work ok, shouldn’t it?" 173


	Reinforcement

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Experience of statins' side effects
	Both
	46
	18
	14
8
(57.1%)
	14
	Adherence was higher (92%) among the patients who reported no side effects from their medication compared with those with side effects (75%) but the difference was not significant (P=0.065) 132

“67% of participants discontinued their statin because of side effects.” 167

‘Almost half of the participants noted that they stopped taking statins because of immediate adverse or side effects, including nausea, muscle pain, and allergic reactions’141


	Experience of the consequences of nonadherence
	Both
	3
	0
	0
	3
	‘Experiencing the consequences of medication non-adherence after having another stroke reinforced necessity beliefs about secondary prevention medications’154

	Skills

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Physical inability to take statins
	Barrier
	5
	4
	0
	1
	Reasons patients gave for no longer taking statin: Didn’t feel well enough to take the pills (n=8) 174


	Social Influences

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Patient-provider communication & trust
	Both
	35
	10
	7
5
(71.4%)
	18
	More continuers than discontinuers trusted their providers (Continuers: 94.2%/Discontinuers: 75.9% ; P<0.05) 165 

‘The patient ‘health professional interaction was often judged as unsatisfactory’184

‘Adherent respondents have high regard for their prescriber and took their medication because the doctor told to take it. The treatment recommendation was not questioned’180

	Experiences and advice from others
	Both
	18
	7
	1
1
(100%)
	10
	‘60% of patients cited negative influence by friends, relatives, and media as the reason for non-adherence’137

‘4% of the patients stopped taking the drug as a result of a friend’s (nonmedical person) advice’ 172

‘When unconvinced about the need for statins, patients look for and weigh up evidence, such as family history, symptoms experiences, friend or colleague experiences, which would confirm or refute the diagnosis’180

	Media coverage
	Both
	18
	7
	3
2
(66.7%)
	8
	‘The bad press about statins was mentioned in relation to starting the medication and ongoing adherence’154

‘Those who reported that they felt uncertain from the media were more likely to discontinue statin treatment [OR 2.10; P =0.0005]’ 158

‘Almost 30 patients explicitly mentioned that they stopped taking their medication as a result of the TV programme’184

	Family support
	Both
	5
	0
	1
1
(100%)
	4
	‘Family members often initiated communication with health care providers when the participants themselves did not feel it was necessary’153

‘Patients who did not drive found it difficult to get to the pharmacy without assistance from caregivers’183

	Stigma
	Barrier
	3
	0
	0

	3
	‘Although many participants described taking multiple pills, they don't see themselves as pill-takers, which has a negative connotation and is presented as something that other people do’173

	Social/Professional Role and Identity

	Subthemes
	Barrier /Facilitator
/Both
	No of identified studies
	No of quantitative studies providing only descriptive evidence
	Nº of studies testing for associations 
No (%) finding ≥1 significant association 
	No of qualitative or mixed method studies
	Sample quotes

	Scepticism towards pharmaceuticals
	Barrier
	21
	9
	3
2 
(66.7%)
	9
	‘Many participants resisted taking medications. Some felt medications were overprescribed with doctors wanting a quick fix’177

‘Her decision thus related both to her personal preferences and to her opinions of evidence-based medicine and preventive medicine as the shaping forces of contemporary health care: Hellen believes that statin treatment is a fa’d175

Reasons for Declining or Discontinuing Statin Therapy: Prefer Natural Remedies: 7.1%126


	Acceptance of Illness
	Barrier
	5
	0
	0
	5
	‘Patients may be hesitant to acknowledge that they have a chronic medical condition’129

‘Their decision to discontinue treatment was based on their perceived 'healthy' status’ 180


	Feeling responsible for dependants
	Facilitator
	2
	0
	0
	2
	Having a responsibility to one’s dependents. Most mentioned facilitator behind compliance (n=5) 130

‘A man wrote about recently having more leg and foot pain plus tremor on his left hand when typing, sleeping badly as well and neck pain on right side. He said he had to work as he had his own company, and his partner needed his help. He was on aspirin, statin and ramipril’151


	Avoiding hypochondriac label
	Barrier
	2
	0
	0
	2
	‘Both groups seemed intolerant of individuals who they considered to be neurotic about cholesterol’180

‘Gathering too much information may lead someone to take fewer pills than she needs, as well as (in the standard picture of a hypochondriac) leading him to take too many pills because of too much concern about his health’173
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