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Supplementary Tables and Figures

Table S1. Search Strategies

Search Strategy for RWE SLR

Search conducted 3-Dec-21

Databases searched

EBM Reviews - Cochrane Database of Systematic Reviews <2005 to December 02, 2021>

Databases searched

EBM Reviews - ACP Journal Club <1991 to November 2021>

EBM Reviews - Database of Abstracts of Reviews of Effects <1st Quarter 2016>

EBM Reviews - Cochrane Clinical Answers <November 2021>

EBM Reviews - Cochrane Central Register of Controlled Trials <October 2021>

EBM Reviews - Cochrane Methodology Register <3rd Quarter 2012>

EBM Reviews - Health Technology Assessment <4th Quarter 2016>

EBM Reviews - NHS Economic Evaluation Database <1st Quarter 2016>

Econlit <1886 to November 25, 2021>

Embase <1974 to 2021 December 02>

Ovid MEDLINE(R) ALL <1946 to December 02, 2021>

Term Hits
Fixed dose 1 ((fixed$ or single-pill or single pill) adj6 (combination$ or 31044
combination regimen$)).ti,ab.
Fixed dose 2 ((drug$ or medication$) adjl combin$).ti,ab. 55585
combination 3 (fixed-combination$ or polypill$ or combopill$ or multi-drug regimen$ 13276
Studies with FDC or multidrug regimen$ or multi drug regimen$ or multiple drug
regimen$ or single-pill-combination$).ti,ab.
4 or/1-3 88020
Loose dose 5 ((free$ or loose$ or conventional or separate$ or two-pill$ or "two pill$" | 133161
combination or 2-pill$ or "2 pill$" or three-pill$ or "three pill$" or 3-pill$ or "3 pill$"
or multiple$ or dual$ or double$ or triple$) adj6 (combination$ or
regimen$)).ti,ab.
Loose dose 6 (free-combination$ or loose-combination$).ti,ab. 1611
combination 7 (separate adj3 (agent$ or drug$ or medication$ or component$ or tablet$ | 9133
Studies with FDC or pill$)).ti,ab.
and LDC 8 ((dual or double or triple) adj3 therap$).ti,ab. 59871
9 or/5-8 191786
10 4 and 9 9518
RWE studies 11 exp case-control studies/ or exp case control study/ 1473368
ECON Outcomes 12 exp cross-sectional studies/ or exp cross-sectional study/ 853989
https://www.york.ac. | 13 exp cohort studies/ or exp cohort analysis/ 3198576
uk/media/crd/System
atic Reviews.pdf
14 longitudinal studies/ or longitudinal study/ 323752
15 prospective studies/ or prospective study/ 1433568
16 retrospective studies/ or retrospective study/ 2148875
17 observational study/ 369915
18 follow-up studies/ 2048320
19 clinical study/ 160991
20 (case control or case-control).ti,ab. 328590
21 (cohort adjl (study or studies or analysis or analyses)).ti,ab. 701159
22 ((longitudinal or retrospective or prospective or cross sectional or cross- | 2533425
sectional) adj1 (study or studies or review or analysis or analyses or
cohort$)).ti,ab.
23 ((follow up or follow-up or followup or observational or uncontrolled or | 517607
non randomi#ed or nonrandomi#ed or non-randomi#ed or non-
interventional or noninterventional or non interventional or pragmatic)
adjl (study or studies)).ti,ab.
24 (registry or register or database or claims or single center or single- 6297275



https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf
https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf
https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf

Search Strategy for RWE SLR

center or multicenter or multi-center or multi center or survey or record$
or chart review or real world or real-world).ti,ab.
25 follow up/ 1768996
26 cohort$.ti,ab. 1985360
27 25 and 26 270083
28 or/11-24,27 12272929
Economic studies 29 10 and 28 2696
with FDC and LDC
Irrelevant Study 30 (addresses or bibliography or biography or case report or comment or 4409495
Design congresses or consensus development conference or duplicate
publication or editorial or guideline or in vitro or interview or lectures or
letter or monograph or news or "newspaper article" or practice guideline
or "review literature" or "review of reported cases" or review, academic
or review, multicase or review, tutorial or twin study).pt.
31 (animals/ not (humans/ and animals/)) or (animal/ not (human/ and 6065402
animal/))
32 case report/ or case reports/ 4911406
33 or/30-32 14769257
34 29 not 33 2655
Limits 35 limit 34 to english language 2426
36 limit 35 to human 2233
37 limit 36 to yr="2001 -Current" 2002
Final: RWE studies | 38 remove duplicates from 36 1365
with FDC and LDC
38 hospitalization/ or "length of stay"/ or Patient Admission/ or Child, 1181218
Hospitalized/ or Adolescent, Hospitalized/ or child hospitalization/ or
hospital patient/ or hospitalized adolescent/ or hospitalized child/ or
hospital admission/
39 (hospitali$ or length of stay$ or length of hospital stay$ or length of 1871768
hospitali#ation$ or ICU or intensive care unit or inpatient or
admission).tw.
40 disease burden/ 59364
41 burden$.ti,ab. 701283
42 (productivit$ or employ$).ti,ab. 1798111
43 ((work or working) adj1 (absen$ or loss$ or disabilit$ or abilit$ or 37747
impairment$ or limitation$ or incapacit$ or capacit$)).ti,ab.
44 (indirect?treatment?comparison$ or indirect?comparison$ or indirect 7566
treatment comparison$ or indirect comparison$).ti,ab.
45 (health technology assessment$ or health technolog$ or HTA).ti,ab. 28684
46 or/11-45 8568453

Search Strategy for Clinical SLR

Search conducted

3-Dec-21

Databases searched

EBM Reviews - Cochrane Database of Systematic Reviews <2005 to December 02, 2021>

EBM Reviews - ACP Journal Club <1991 to November 2021>

EBM Reviews - Database of Abstracts of Reviews of Effects <1st Quarter 2016>

EBM Reviews - Cochrane Clinical Answers <November 2021>

EBM Reviews - Cochrane Central Register of Controlled Trials <October 2021>

EBM Reviews - Cochrane Methodology Register <3rd Quarter 2012>

EBM Reviews - Health Technology Assessment <4th Quarter 2016>

EBM Reviews - NHS Economic Evaluation Database <1st Quarter 2016>

Econlit <1886 to November 25, 2021>

Embase <1974 to 2021 December 02>

Ovid MEDLINE(R) ALL <1946 to December 02, 2021>




Search Strategy for RWE SLR

Term Hits
Fixed dose combination 1 ((fixed$ or single-pill or single pill) adj6 (combination$ or regimen$)).ti,ab. 31044
2 ((drug$ or medication$) adjl combin$).ti,ab. 55585
3 (fixed-combination$ or polypill$ or combopill$ or multi-drug regimen$ or 13276
multidrug regimen$ or multi drug regimen$ or multiple drug regimen$ or
single-pill-combination$).ti,ab.
Studies with FDC 4 or/1-3 88020
Loose dose combination | 5 ((free$ or loose$ or conventional or separate$ or two-pill$ or "two pill$" or 2- | 133161
pill$ or "2 pill$" or three-pill$ or "three pill$" or 3-pill$ or "3 pill$" or
multiple$ or dual$ or double$ or triple$) adj6 (combination$ or
regimen$)).ti,ab.
6 (free-combination$ or loose-combination$).ti,ab. 1611
7 (separate adj3 (agent$ or drug$ or medication$ or component$ or tablet$ or 9133
pill$)).ti,ab.
8 ((dual or double or triple) adj3 therap$).ti,ab. 59871
9 or/5-8 191786
Studies with FDC and 10 4and9 9518
LDC
RCTs 11 exp Randomized Controlled Trial/ or exp Random Allocation/ or exp 1420224
randomization/
https://www.nice.org.uk/g | 12 exp Placebos/ 437283
uidance/ng50/documents/s
earch-strategies
13 exp Double-Blind Method/ or exp Single-Blind Method/ 598217
14 exp clinical trial/ or exp clinical trial, phase ii/ or exp clinical trial, phase iii/ 2569397
or exp controlled clinical trial/
15 exp controlled clinical trials as topic/ or exp Randomized Controlled Trials as | 784307
Topic/ or exp clinical trials as topic/
16 exp Multicenter Study/ 617015
17 exp Randomized Controlled Trial/ or exp Random Allocation/ or exp 1420224
randomization/
18 exp placebo/ 374039
19 exp double blind procedure/ or exp single blind procedure/ or exp crossover 275829
procedure/
20 exp clinical trial/ or exp phase 2 clinical trial/ or exp phase 3 clinical trial/ or 2569397
exp controlled clinical trial/
21 exp "controlled clinical trial (topic)"/ or exp "clinical trial (topic)"/ or exp 374353
"randomized controlled trial (topic)"/
22 exp multicenter Study/ 617015
23 randomized controlled trial.pt. 1089538
24 controlled clinical trial.pt. 187182
25 random$.ti,ab,kw. 4223615
26 blind$.ti,ab,kw. 1162771
27 (placebo$ or assign* or allocat* or volunteer*).ti,ab,kw. 2670083
28 (parallel$ or factorial$ or crossover* or cross over¥).ti,ab,kw. 1180257
29 trial.ti. 966420
30 (‘phase 3' or 'phase 2' or 'phase III' or 'phase II').af. 598190



https://www.nice.org.uk/guidance/ng50/documents/search-strategies
https://www.nice.org.uk/guidance/ng50/documents/search-strategies
https://www.nice.org.uk/guidance/ng50/documents/search-strategies

Search Strategy for RWE SLR

31 ((single or double or triple) adj3 (blind* or mask* or dummy)).af. 1015034
32 (‘double-blind' or 'double-blinded').af. 850357
33 (open label or open-label).af. 221241
SLR 34 exp Meta-Analysis/ or exp Meta-Analysis as Topic/ or exp "Systematic 741228
Review"/
https://www.nice.org.uk/g | 35 exp meta analysis/ or exp "meta analysis (topic)"/ or exp "systematic review"/ | 721760
uidance/ng50/documents/s
earch-strategies
36 (meta analy™® or meta-analy* or metanaly® or metaanaly*).ti,ab. 543491
37 ((systematic* or evidence*) adj3 (review™* or overview*)).ti,ab. 682578
38 (reference list™* or bibliograph* or hand search* or manual search* or relevant | 131862
journal*).ab.
39 (search strategy or search criteria or systematic search or study selection or 158607
data extraction).ab.
40 (search* adj4 literature).ab. 186482
41 (medline or pubmed or cochrane or embase or psychlit or psyclit or psychinfo | 683065
or psycinfo or cinahl or science citation index or bids or cancerlit).ab.
42 cochrane.jw. 54428
43 ((multiple treatment* or indirect or mixed) adj2 comparison*).ti,ab. 10588
44 or/11-43 9863992
RCTs or SLRs with FDC | 45 10 and 44 4885
and LDC
Irrelevant Study Design | 46 (addresses or bibliography or biography or case report or comment or 4409495
congresses or consensus development conference or duplicate publication or
editorial or guideline or in vitro or interview or lectures or letter or
monograph or news or "newspaper article" or practice guideline or "review
literature" or "review of reported cases" or review, academic or review,
multicase or review, tutorial or twin study).pt.
47 (animals/ not (humans/ and animals/)) or (animal/ not (human/ and animal/)) 6065402
48 case report/ or case reports/ 4911406
49 or/46-48 14769257
50 45 not 49 4780
Limits 51 limit 50 to english language 4177
52 limit 51 to human 3916
53 limit 52 to yr="2001 -Current" 3317
Final: RCTs or SLRs 54 Deduplicate 2101
with FDC and LDC
Search Strategy for HRQoL SLR
Search conducted 3-Dec-21

Databases

EBM Reviews - Cochrane Database of Systematic Reviews <2005 to December 02, 2021>



https://www.nice.org.uk/guidance/ng50/documents/search-strategies
https://www.nice.org.uk/guidance/ng50/documents/search-strategies
https://www.nice.org.uk/guidance/ng50/documents/search-strategies

Search Strategy for RWE SLR

searched EBM Reviews - ACP Journal Club <1991 to November 2021>

EBM Reviews - Database of Abstracts of Reviews of Effects <1st Quarter 2016>

EBM Reviews - Cochrane Clinical Answers <November 2021>

EBM Reviews - Cochrane Central Register of Controlled Trials <October 2021>

EBM Reviews - Cochrane Methodology Register <3rd Quarter 2012>

EBM Reviews - Health Technology Assessment <4th Quarter 2016>

EBM Reviews - NHS Economic Evaluation Database <1st Quarter 2016>

Econlit <1886 to November 25, 2021>

Embase <1974 to 2021 December 02>

Ovid MEDLINE(R) ALL <1946 to December 02, 2021>

Term Hits
Fixed dose combination 1 ((fixed$ or single-pill or single pill) adj6 (combination$ or regimen$)).ti,ab. 31044
2 ((drug$ or medication$) adjl combin$).ti,ab. 55585
3 (fixed-combination$ or polypill$ or combopill$ or multi-drug regimen$ or 13276
multidrug regimen$ or multi drug regimen$ or multiple drug regimen$ or
single-pill-combination$).ti,ab.
Studies with FDC 4 or/1-3 88020
Loose dose combination | 5 ((free$ or loose$ or conventional or separate$ or two-pill$ or "two pill$" or 2- | 133161
pill$ or "2 pill$" or three-pill$ or "three pill$" or 3-pill$ or "3 pill$" or
multiple$ or dual$ or double$ or triple$) adj6 (combination$ or
regimen$)).ti,ab.
(free-combination$ or loose-combination$).ti,ab. 1611
(separate adj3 (agent$ or drug$ or medication$ or component$ or tablet$ or 9133
pill$)).ti,ab.
((dual or double or triple) adj3 therap$).ti,ab. 59871
9 or/5-8 191786
Studies with FDC and 10 4and9 9518
LDC
QOL Outcomes 11 exp "Quality of Life"/ or exp "Surveys and Questionnaires"/ or exp 2590945
questionnaire/ or exp "quality of life assessment"/
http://nicedsu.org.uk/wp- 12 (QOLS or HQL$ or HQOLS or H QOL$ or HRQLS or HRQOLS$ or HR 215343
content/uploads/2016/03/ QOLS).tw.
TSD9-HSUV-
values FINAL.pdf
13 (quality adj4 life).tw. 987285
14 (quality adj2 well?being).tw. 1243
15 Quality-Adjusted Life Years/ or quality adjusted life year/ 48994
16 (quality adjusted life$ or quality-adjusted life$ or quality-adjusted-life$ or 57604
disability adjusted life$ or disability-adjusted life$ or disability-adjusted-
life$).tw.
17 (QALY or qal$ or qwb$ or gald$ or qale$ or gtime$ or daly$).tw. 54242
18 Patient Reported Outcome Measures/ or patient-reported outcome/ 46286
19 (patient adj2 reported adj2 outcome$).tw. 79069
20 PRO.tw. 570637
21 exp Health Status/ or exp Health Surveys/ or exp health survey/ 1466999



http://nicedsu.org.uk/wp-content/uploads/2016/03/TSD9-HSUV-values_FINAL.pdf
http://nicedsu.org.uk/wp-content/uploads/2016/03/TSD9-HSUV-values_FINAL.pdf
http://nicedsu.org.uk/wp-content/uploads/2016/03/TSD9-HSUV-values_FINAL.pdf
http://nicedsu.org.uk/wp-content/uploads/2016/03/TSD9-HSUV-values_FINAL.pdf

Search Strategy for RWE SLR

22 (euroqol$ or euro qol$ or euro-qol$ or euroqual$ or euro qual$ or euro-qual$ | 51388
or eq5d$ or eq 5d$ or eq-5d$ or eqoL-5d$ or eqoL5D$ or eqoL 5d$).tw.

23 (utilit$ or disutilit$).tw. 618610
24 (hye$ or health§ year$ equivalent$ or hui$).tw. 15809
25 (standard gamble$ or time-trade-off or time trade-off or time trade off or time | 12030

tradeoff or discrete choice experiment$ or rosser).tw.

26 (willingness adj4 pay).tw. 26583
27 (SG or TTO or WTP or DCE).tw. 59159
28 ((valu$ or measur$ or preference$) adj4 (health or outcome$ or effect$ or 1619277
29 (i/AS omr visual amnalog$ scale$ or visual-analog$ scale$).tw. 280328
30 (sf-363 or sf36$ or sf 36$ or sf thirtysix or sfthirtysix or sf-thirtysix or sf 4305530

thirty six or sf-20$ or sf20$ or sf 203 or sf twenty or sftwenty or sf-twenty or
sf-12$ or sf12$ or sf 123 or sf twelve or sftwelve or sf-twelve or sf-6$ or sf6$
or sf 6$ or sf'six$ or sfsix$ or sf-six$ or short form$ or shortform$ or

RANDS).tw.
31 (satisf$ or Treatment Satisfaction Questionnaire or TSQMS).tw. 957068
32 patient compliance/ or medication adherence/ 255854
33 (adhere$ or complian$ or persist$ or cooperation or coperation or co- 2752430

operation or comply or discontinu$ or non-compliance or non compliance or
noncompliance or non-adherence or nonadherence or non adherence or non
persisten$ or nonpersisten$ or non-persisten$).tw.

34 or/11-33 12027593
QOL studies with FDC 35 10 and 34 4852
and LDC
Irrelevant Study Design | 36 (addresses or bibliography or biography or case report or comment or 4409495

congresses or consensus development conference or duplicate publication or
editorial or guideline or in vitro or interview or lectures or letter or
monograph or news or "newspaper article" or practice guideline or "review
literature" or "review of reported cases" or review, academic or review,
multicase or review, tutorial or twin study).pt.

37 (animals/ not (humans/ and animals/)) or (animal/ not (human/ and animal/)) 6065402

38 case report/ or case reports/ 4911406

39 or/36-38 14769257

40 35 not 39 4729
Limits 41 limit 40 to english language 4159

42 limit 41 to human 3830

43 limit 42 to yr="2001 -Current" 3345
Final: QOL studies with | 44 Deduplicate 2073

FDC and LDC

Search Strategy for Economic SLR

Search conducted

3-Dec-21

Databases searched

EBM Reviews - Cochrane Database of Systematic Reviews <2005 to December 02, 2021>

EBM Reviews - ACP Journal Club <1991 to November 2021>

EBM Reviews - Database of Abstracts of Reviews of Effects <1st Quarter 2016>

EBM Reviews - Cochrane Clinical Answers <November 2021>

EBM Reviews - Cochrane Central Register of Controlled Trials <October 2021>

EBM Reviews - Cochrane Methodology Register <3rd Quarter 2012>

EBM Reviews - Health Technology Assessment <4th Quarter 2016>

EBM Reviews - NHS Economic Evaluation Database <1st Quarter 2016>

Econlit <1886 to November 25, 2021>




Search Strategy for RWE SLR

Embase <1974 to 2021 December 02>

Ovid MEDLINE(R) ALL <1946 to December 02, 2021>

Term Hits
Fixed dose combination 1 ((fixed$ or single-pill or single pill) adj6 (combination$ or regimen$)).ti,ab. 31044
2 ((drug$ or medication$) adjl combin$).ti,ab. 55585
3 (fixed-combination$ or polypill$ or combopill$ or multi-drug regimen$ or 13276
multidrug regimen$ or multi drug regimen$ or multiple drug regimen$ or
single-pill-combination$).ti,ab.
Studies with FDC 4 or/1-3 88020
Loose dose combination | 5 ((free$ or loose$ or conventional or separate$ or two-pill$ or "two pill$" or 2- | 133161
pill$ or "2 pill$" or three-pill$ or "three pill$" or 3-pill$ or "3 pill$" or
multiple$ or dual$ or double$ or triple$) adj6 (combination$ or
regimen$)).ti,ab.
6 (free-combination$ or loose-combination$).ti,ab. 1611
7 (separate adj3 (agent$ or drug$ or medication$ or component$ or tablet$ or 9133
pill$)).ti,ab.
8 ((dual or double or triple) adj3 therap$).ti,ab. 59871
9 or/5-8 191786
Studies with FDC and 10 4and9 9518
LDC
ECON Outcomes 11 exp "economic evaluation"/ 413888
https://www.york.ac.uk/m | 12 economics/ or economic aspect/ 380367
edia/crd/Systematic_Revie
ws.pdf
13 Economics, Pharmaceutical/ or health economics/ or pharmacoeconomics/ 45621
14 cost-benefit analysis/ or "cost effectiveness analysis"/ or "cost minimization 403275
analysis"/ or "cost benefit analysis"/ or "cost utility analysis"/
15 ((economic or human$) adj3 consequence$).ti,ab 21174
16 (economic$ or pharmaco?economic$ or pharmaco economic$).ti,ab 1074840
17 (cost$ adj2 (effective$ or utilit$ or benefit$ or minimi$ or 487682
consequence$)).ti,ab
18 (CEA or CMA or CBA or CUA or CCA).ti,ab. 125486
19 models, economic/ or economic model/ 14993
20 decision theory/ or decision trees/ or "decision tree"/ 31553
21 monte carlo method/ 75798
22 (econom$ model$).ti,ab. 27158
23 markov$.ti,ab 72387
24 (discrete-event simulation$ or discrete event simulation$ or 7384
25 "monte carlo".ti,ab 118267
26 (decision$ adj2 (tree$ or anal$ or model$)).ti,ab 76602
27 ("de novo" adjl model$).ti,ab 446
28 budgets/ or budget/ 42654
29 budget$.ti,ab. 100828
30 "Costs and Cost Analysis"/ or cost/ 114281



https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf
https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf
https://www.york.ac.uk/media/crd/Systematic_Reviews.pdf

Search Strategy for RWE SLR

31 "cost of illness"/ 51766
32 health care costs/ or "health care cost"/ or health expenditures/ 271255
33 cost$.ti,ab. 1849786
34 Drug Utilization/ or "drug use"/ 165140
35 Health Resources/ or health care utilization/ 239672
36 ((resource$ or health care or healthcare or health service$ or drug$ or 969441
medication$) adj4 (use$ or usage$ or utilit$ or utili#ation$)).ti,ab
37 "hospitalization cost"/ 8216
38 hospitalization/ or "length of stay"/ or Patient Admission/ or Child, 1181218
Hospitalized/ or Adolescent, Hospitalized/ or child hospitalization/ or hospital
patient/ or hospitalized adolescent/ or hospitalized child/ or hospital
admission/
39 (hospitali$ or length of stay$ or length of hospital stay$ or length of 1871768
hospitali#ation$ or ICU or intensive care unit or inpatient or admission).tw.
40 disease burden/ 59364
41 burdens$.ti,ab. 701283
42 (productivit$ or employ$).ti,ab. 1798111
43 ((work or working) adjl (absen$ or loss$ or disabilit$ or abilit$ or 37747
impairment$ or limitation$ or incapacit$ or capacit$)).ti,ab.
44 (indirect?treatment?comparison$ or indirect?comparison$ or indirect 7566
treatment comparison$ or indirect comparison$).ti,ab.
45 (health technology assessment$ or health technolog$ or HTA).ti,ab. 28684
46 or/11-45 8568453
Economic studies with 47 10 and 46 2626
FDC and LDC
Irrelevant Study Design | 48 (addresses or bibliography or biography or case report or comment or 4409495
congresses or consensus development conference or duplicate publication or
editorial or guideline or in vitro or interview or lectures or letter or
monograph or news or "newspaper article" or practice guideline or "review
literature" or "review of reported cases" or review, academic or review,
multicase or review, tutorial or twin study).pt.
49 (animals/ not (humans/ and animals/)) or (animal/ not (human/ and animal/)) 6065402
50 case report/ or case reports/ 4911406
51 or/48-50 14769257
52 47 not 51 2480
Limits 53 limit 52 to english language 2287
54 limit 53 to human 1945
55 limit 54 to yr="2001 -Current" 1702
Final: Economic studies | 56 Deduplicate 1145

with FDC and LDC




Search Strategy for RWE SLR

Conference Search

Date searched 27th January 2022
Keywords used Fixed dose combination
No. of hits 26

Abbreviations: ECON, economic; FDC, fixed dose combination; HRQoL, health-related quality of life; LDC, loose dose
combination; QOL, quality of life; RCT, randomized clinical trial; RWE, real-world evidence; SLR, systematic literature review



Table S2. PICOS Criteria

RWE
Population Any population
Interventions Fixed dose combinations
Comparator Loose combination products
Outcomes Any efficacy outcomes
Any safety outcomes
Adherence, persistence, compliance-related outcomes
Study Design Real-world (observational) studies
SLRs and meta-analyses (for cross-checking only)
Other Limits Time: 2001 to current

English language

Studies conducted in the US, Canada, EU, Australia

Clinical Trials

Population Patients with chronic conditions
Interventions Fixed dose combinations
Comparator Loose combination products
Outcomes Any efficacy outcomes
Any safety outcomes
Any patient-reported outcomes
Adherence, persistence, compliance-related outcomes
Study Design Interventional (RCTs, clinical trials)
SLRs and meta-analyses (for cross-checking only)
Other Limits Time: 2001 to current
English language
HRQoL Studies
Population Any population
Interventions Fixed dose combinations
Comparator Loose combination products
Outcomes Any health-related quality of life measures
Any patient-reported outcome measures
Symptoms
Patient preferences
Study Design RWE or RCTs assessing HRQoL/PROs
SLRs and meta-analyses (for cross-checking only)
Other Limits Time: 2001 to current




English language

Economic Studies

Population Any population
Interventions Fixed dose combinations
Comparator Loose combination products
Outcomes Direct medical costs

Indirect medical costs

Healthcare resource use and cost parameters

ICERs, QALYs

Utilities

Costs related to budget impact

Study Design Interventional, real-world studies, and economic evaluations assessing costt HCRU

SLRs and meta-analyses (for cross-checking only)

Other Limits Time: 2001 to current

English language

Abbreviations: EU, European Union; HCRU, healthcare resource utilization; ICER, incremental cost-effectiveness ratio; PICOS,
population, intervention, comparator, outcomes, and study; PRO, patient-reported outcome; QALY, quality-adjusted life year;
RCT, randomized clinical trial; RWE, real-world evidence; SLR, systematic literature review;.



Table S3. Included Studies and Their Characteristics

Citation SLR Indication Study Design
Ambery P, Stylianou A, Atkinson G, et al. Open-label randomized Clinical Type 2 diabetes Phase 3, RCT, open-
non-inferiority trial of a fixed-dose combination of glimepiride and mellitus label, parallel group,
atorvastatin for the treatment of people whose Type 2 diabetes is multicenter
uncontrolled on metformin. Diabet Med. 2016;33(8):1084-1093.
https://dx.doi.org/10.1111/dme.13003 [70]
Aseffa A, Chukwu JN, Vahedi M, et al. Efficacy and safety of 'fixed Clinical Tuberculosis Phase not reported,
dose' versus 'loose' drug regimens for treatment of pulmonary RCT, single-blind,
tuberculosis in two high TB-burden African countries: a randomized non-inferiority,
controlled trial. PloS One. 2016;11(6):e0157434. multicenter
doi:10.1371/journal.pone.0157434 [57]
Ashley EA, Lwin KM, McGready R, et al. An open label randomized | Clinical Symptomatic Phase not reported,
comparison of mefloquine-artesunate as separate tablets vs. a new co- falciparum or RCT, open-label
formulated combination for the treatment of uncomplicated mixed malarial
multidrug-resistant falciparum malaria in Thailand. Trop Med Int infection
Health. 2006;11(11):1653-1660.[109]
Barnebey HS, Robin AL. Adherence to fixed-combination versus Clinical Open-angle Phase 3, RCT,
unfixed travoprost 0.004%/timolol 0.5% for glaucoma or ocular glaucoma or observer-blind,
hypertension: a randomized trial. Am J Ophthalmol. 2017;176:61-69. ocular multicenter
doi:10.1016/§.2j0.2016.12.002[69] hypertension
Barner JC. Adherence to oral antidiabetic agents with pioglitazone RWE Type 2 diabetes Retrospective,
and metformin: comparison of fixed-dose combination therapy with mellitus database analysis
monotherapy and loose-dose combination therapy. Clin Ther.
2011;33(9):1281-1288. doi:10.1016/j.clinthera.2011.07.016 [21]
Bartacek A, Schiitt D, Panosch B, et al. Comparison of a four-drug Clinical Tuberculosis Phase not reported,
fixed-dose combination regimen with a single tablet regimen in RCT, open-label,
smear-positive pulmonary tuberculosis. Int J Tuberc Lung Dis. multicenter
2009;13(6):760-766. [110]
Beck EJ, Mandalia S, Sangha R, et al. Lower healthcare costs Economic, | HIV Retrospective,
associated with the use of a single-pill ARV regimen in the UK, RWE database analysis
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