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ABSTRACT

Objective. Evaluate the quality of exercise randomized controlled trial (RCT) reporting and conduct in
clinical populations (i.e., adults with or at-risk of chronic conditions) and compare with matched
pharmacological RCTs.

Design. Systematic review.

Data Sources. Embase (Elsevier), PubMed (NLM), and CINAHL (EBSCO)

Study Selection. RCTs of exercise in clinical populations with matching pharmacological RCTs
published in leading clinical, medical and specialist journals with impact factors =15.

Review Methods. Overall RCT quality was evaluated by two independent reviewers using three
research reporting guidelines (i.e., Consolidated Standards of Reporting Trials (CONSORT;
pharmacological RCTs) / CONSORT-Non-pharmacological trial (CONSORT-NPT; exercise RCTs),
CONSORT-Harms, Template for Intervention Description and Replication (TIDieR)) and two risk of bias
assessment (research conduct) tools (i.e., Cochrane Risk of Bias, Jadad Scale). We compared
research reporting and conduct quality within exercise RCTs with matched pharmacological RCTs, and
examined factors associated with quality in exercise and pharmacological RCTs, separately.
Findings. Forty-eight exercise RCTs (11,658 patients; median sample n=138) and 48 matched
pharmacological RCTs were evaluated (18,501 patients; median sample n=160). RCTs were
conducted primarily in cardiovascular medicine (43%) or oncology (31%). Overall quality score
(composite of all research reporting and conduct quality scores; primary endpoint) for exercise RCTs
was 58% (median score 46/80; interquartile range: 39-51) compared with 77% (53/68; interquartile
range: 47-58) in the matched pharmacological RCTs (p<0.001). Individual quality scores for trial
reporting and conduct were lower in exercise RCTs compared with matched pharmacological RCTs (p
<0.02). Factors associated with higher overall quality scores for exercise RCTs were journal impact
factor (225), sample size (2152) and publication year (=2013).

Conclusions and Relevance. Research reporting and conduct quality within exercise RCTs is inferior

to matched pharmacological RCTs. Suboptimal RCT reporting and conduct impact the fidelity,
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interpretation, and reproducibility of exercise trials and, ultimately, implementation of exercise in clinical

populations.

Registration. CRD42018095033

STRENGTHS AND LIMITATIONS OF THIS STUDY

A total of n=30,159 participants from ninety-six randomized controlled trials (RCTs) of exercise
and pharmacological therapies published in high-impact journals were included.

We used a combination of five established and one investigator developed inventories to
comprehensively evaluate and compare the quality of research reporting and conduct of exercise
and pharmacological RCTs.

Main limitations of the study include the restriction to journals with impact factors =15 and the lack
of broadly applicable or unified guidelines to compare across exercise and pharmacological

therapy RCTs.
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INTRODUCTION

Reports from epidemiological studies and randomized controlled trials (RCTs) indicate that
exercise therapy is safe and well-tolerated, and associated with broad health benefits in adults.’
Accordingly, exercise is considered standard of care therapy for many clinical populations (i.e., adults
with or at risk of chronic conditions), with established guidelines from numerous international
agencies.?*

Clinical recommendation of exercise for a particular clinical indication is predicated on evidence
from RCTs.5 Optimal reporting of RCTs evaluating pharmacological and non-pharmacological therapies
is facilitated by multiple standardized guidelines [e.g., Consolidated Standards of Reporting Trials
(CONSORT),%” Template for Intervention Description and Replication (TIDieR)?]. Reports of RCTs are
required to conform to at least one of these guidelines when submitting to scientific journals across all
areas of medicine. Relatedly, risk of bias (ROB) tools (e.g., Cochrane ROB,° Jadad Scale'?) evaluate
RCT research conduct. However, the quality of exercise RCT reporting and conduct have received
minimal attention.

Our primary objective was to evaluate the overall quality of exercise therapy RCT reporting and
conduct in clinical populations. The primary outcome was overall quality score (i.e., the combined
quality scores from three research reporting and two research conduct inventories). We also compared
the overall quality score from exercise RCTs to matched RCTs of pharmacological therapies (a well-
established field of biomedical research with a long history of adopting RCT methods") to provide
context for our findings. Secondary objectives were to compare quality scores for research reporting

and conduct inventories and to examine factors associated with overall quality score.
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METHODS
Search Strategy

This review was conducted in accordance with the PRISMA'2 and AMSTAR 23 guidelines
(PROSPERO identifier CRD42018095033; supplementary Methods 1 and 2). Full study search,
selection, and data extraction methods are provided in supplementary Methods 3. Briefly, a Research
Informationist (KM) conducted two sequential literature searches for exercise (first search) and
pharmacological (second search) RCTs within the Embase (Elsevier), PubMed (NLM), and CINAHL
(EBSCO) databases (fig 1). The search for exercise RCTs (supplementary Methods 4) was conducted
on March 8™, 2018 using a combination of relevant keywords and controlled vocabulary: (1) exercise
training intervention and (2) RCTs. Meta-data (i.e., journal, cohort / population, sample size, and
number of study sites) was extracted for eligible exercise RCTs and used to define the matching criteria
for pharmacological RCTs. The pharmacological RCT search (supplementary Methods 5) was
conducted on November 20", 2018. The search was restricted by date (January 1st, 2008 to November
20", 2018) and used a combination of relevant search terms and matching criteria for: (1)
pharmaceutical intervention, (2) RCTs, (3) journal, (4) cohort / population, and (5) number of study sites
(single or multi-center). We also purposefully restricted our search to medical journals with impact
factors 215 since journals with higher impact factors are more likely to endorse and enforce reporting
quality guidelines.14-16
Study Eligibility Criteria

Exercise RCTs involving adults (=18 years of age) with chronic conditions, written in English, and
published in journals with impact factors 215 according to the 2016 Journal Citation Reports (Clarivate
Analytics) between January 1st, 2008 and the search date (March 8", 2018) were eligible. Exercise
therapy interventions were defined as those involving chronic (>3 weeks), repeated sessions of
supervised (in person, with or without a distance-based component) aerobic training (i.e., endurance
activity, 215 minutes/session), resistance training (i.e., multiple large muscle group exercises involving

repeated voluntary muscle contractions against a resistance greater than those normally encountered
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in activities of daily living), or the combination, with the objective of improving health-related
outcomes.'”'® Pharmacological interventions were defined as studies involving the administration of
established or experimental pharmacological agents with the objective of improving health.
Study Selection, Data Extraction and Additional Sources

Trained study reviewers (JM and KS; see supplementary Methods 3 for training description)
independently screened and evaluated identified article titles and abstracts in the DistillerSR web
platform (Evidence Partners, Ottawa, Canada; fig 1). Next, full manuscripts of potentially eligible articles
were independently reviewed using DistillerSR. Excluded exercise records are listed in supplementary
Table 1.'° Matching criteria for exercise and pharmacological therapy RCTs included: (1) journal (x5
impact factor points according to the 2016 Journal Citation Reports (Clarivate Analytics)), (2) cohort /
population (sharing similar disease characteristics), (3) sample size (£30% difference in study
samples), and (4) number of study sites (single vs multiple sites). Exercise and pharmacological
therapy RCTs had to be matched on a minimum of two of the four matching criteria to be eligible. The
pharmacological therapy RCT with values closest to the target exercise RCT was used if more than one
potential match was identified. Full data was extracted for all eligible RCTs from the primary article and
all other publicly available supplemental data sources using DistillerSR and Reference Guides.
Disagreements concerning eligibility, data extractions, and ROB assessments were resolved by
consensus (JM and KS) and adjudicated by a third party (SCA) when consensus could not be obtained.
The corresponding author for each article was contacted by investigators (SCA, JMS, LWJ) to request
information on incomplete and missing items. After four weeks, non-responding authors were re-
contacted and provided an additional ~four weeks to respond. Reporting totals were revised after the
close of data collection (i.e., final author contact (September 1st, 2019)).
Evaluation measures

Each trial was evaluated on two sets of criteria: (1) quality of research reporting and (2) quality of
research conduct using four standardized inventories and one investigator developed inventory.

Exercise RCTs were evaluated on a maximum of 78 potential items and pharmacological RCTs were
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evaluated on a maximum of 63 potential items. However, there were items within the CONSORT-based
reporting quality guidelines that were not applicable (NA) based on the unique aspects of each RCT.
Items rated as NA were excluded from the calculation of primary and secondary outcomes for each
study (see End Points and Data Analysis). The quality of research reporting was assessed using either
CONSORT [37 items]” (pharmacological only) or CONSORT-Nonpharmacologic Treatments (NPT) [52
items]® (exercise only), CONSORT-Harms [10 items],?° and TIDieR [16 items].?' The TIDieR guideline
evaluates the reporting quality of exercise intervention prescription components.?! Equivalent
guidelines were not available for pharmacological intervention reporting thus we applied six relevant
TIDieR-based criteria for comparison purposes [6 items; including intervention length, modality,
location, frequency, dose, and adherence]. Exercise dose consisted of session intensity and duration
(aerobic and resistance interventions) as well as the number of sets and repetitions (resistance
interventions only). All research reporting quality items were rated (with equal weighting and maximum
score of 1 point per item) as: 1 = ‘properly reported’; or, 0 = ‘unclear’ (incompletely reported) or ‘not
reported’ (missing); NA = ‘not applicable.’

The quality of research conduct was assessed using the Cochrane ROB inventory [7 items]® and
the Jadad scale [3 items].'® Cochrane ROB was items were rated (with equal weighting) as: 2 = ‘low
risk of bias’; 1 = ‘unclear risk of bias’; or, 0 = ‘high risk of bias’. The first two items in the Jadad scale
were scored as 2 = ‘low risk of bias’ or 0 = ‘high risk of bias’ and the third item was scored as 1 = ‘low
risk of bias’ or 0 = ‘high risk of bias.’

End Points

The primary end point was overall quality score defined as the sum of numerical quality scores
from all research reporting and conduct inventories relative to the total number of applicable items.
Secondary end points were defined as the numerical quality scores for each research reporting
guideline and conduct inventory relative to the total number of applicable items for the study.

Data Analysis
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Characteristics of RCTs were summarized using descriptive statistics. Quality scores were
calculated and reported in numerical and percentage score formats. Percentage quality scores were
calculated for the primary end point (overall quality score) and secondary endpoints (individual scores
for the quality of reporting guidelines and quality of conduct inventories) as the achieved score relative
to the total number of applicable items per RCT. All items from the two research conduct inventories
were applicable for every study and scored with values of 0,1 or 2 resulting in total quality score for
research conduct-related items of 19 per study. The variation in the total number of applicable items per
study was caused by different numbers of reporting quality guideline items being rated as ‘Not
Applicable’, resulting in median numbers of eligible items (i.e., denominators for percentage score
calculations) of 80 for exercise RCTs and 68 for pharmacological RCTs. Generalized linear models
(GLMs) were specified with a binomial family and logit link to compare the scores of exercise and
pharmacological RCTs. The model accounted for differences in the number of eligible items and the
matching between the exercise and pharmacological RCTs. GLMs were also used to evaluate factors
associated with overall quality scores for exercise and pharmacological therapy RCTs separately.
Potential factors included journal impact factor (<25 vs. 225), RCT sample size (<152 vs. 2152
participants), number of study sites (single vs. multiple sites), and year of publication (<2013 vs.
>2013). Cut offs for impact factor, sample size, and year of publication were based on the medians. For
comparisons of the individual components of the composite scores, p-values were adjusted for multiple
comparisons within research reporting and conduct inventories using a Bonferroni correction. Data are
presented as median (Interquartile Range (IQR)) and odds ratios (OR; 95% confidence intervals (Cl)).
Inter-rater reliability was evaluated using intraclass correlation coefficient (ICC) calculated via one-way
ANOVA.?2 Analyses were performed using R version 4.0.2.23
RESULTS

A total of 2836 potential exercise records were identified with 866 duplicate records removed
using Endnote citation management software (Clarivate Analytics). A total of 1970 records underwent

title and abstract screening (fig 1). Of these, 264 records underwent full review with 48 exercise RCTs
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meeting eligibility criteria.?+"! The 48 primary searches for pharmacological therapy trials produced

2815 records. The median number of records returned per search was 15 (range: 0-853). Review of the

primary search results produced 19 matched pharmacological RCTs; the remaining 29 were
pharmacological RCTs were identified via review of modified secondary searches.”?'"® On average,
exercise and pharmacological therapy RCTs were matched on 3 of 4 criteria (supplementary Table 2).
The results of agreement for the two raters’ assessments for the exercise and pharmaceutical studies
publication scores were: overall quality score: ICC = 0.85 (95% CI: 0.78 to 0.89); quality of research
reporting guidelines: ICC = 0.83 (95% CI: 0.75 to 0.88); and quality of research conduct inventories:
ICC =0.73 (95% CI: 0.62 to 0.81).

Missing Information (Author Contact)

Each RCT had missing information. The median number of eligible reporting quality items for
exercise RCTs was 61 (IQR 59, 62) and pharmacological RCTs was 49 (IQR 48, 50). The median
percentage (numerical; numerical range) of missing or indeterminate reporting quality items in exercise
RCTs was 46% (28/61 items; 13-49) compared to 27% (13/49 items; 5-26) in pharmacological RCTs.
Sixteen (33%) and 7 (15%) corresponding authors of the exercise and pharmacological RCTs
responded with a median of 12.5 (IQR: 10.0, 16.2) and 5.0 (IQR: 4.0, 6.5) additional items
(supplementary Table 3).

RCT Characteristics

RCT characteristics are summarized in Table 1. Individual RCT and intervention characteristics
are provided in supplementary Tables 4-7. Exercise therapy RCTs included a total of 11,658
participants (7,411 (64%) were allocated to experimental arms; including studies with 1-3 intervention
arms) compared with 18,501 participants (11,909 (64%) allocated to experimental arms) in the
pharmacological therapy RCTs. The median sample size of exercise RCTs was 138 (IQR: 100, 236)
and 160 (IQR: 98, 314) for pharmacological RCTs.

Primary and Secondary End Points
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The median overall quality score for RCTs of exercise therapy was 58% (46/80; IQR: 49, 65)
compared to 77% (53/68; IQR: 71, 84; p<0.001) for pharmacological therapy RCTs (Table 2). For
secondary end points, median research reporting quality scores across all guidelines were significantly
lower in exercise RCTs in comparison with pharmacological RCTs (Table 2). The lowest scoring
research reporting quality guideline was CONSORT-Harms for both exercise and pharmaceutical
studies. In exercise RCTs, median CONSORT-Harms score was 32% (3/9; IQR: 11, 51) compared with
67% (6/10; IQR: 40, 73) in pharmacological RCTs (p<0.001; Table 2). Harms reporting was missing
entirely from 19% (9/48) of exercise RCTs and 4% (2/48) of pharmacological RCTs. Exercise RCTs
reported 57% (8/15; IQR: 7, 10) of TIDieR items (Table 2). All exercise RCTs (100%) reported the
intervention names, rationale, and total intervention lengths (Table 3); while >75% of exercise RCTs
were missing details related to intervention personnel, progression, and participant adherence (Table
3). Additional summaries of individual reporting quality items are provided for CONSORT-NPT
(supplementary Table 8; exercise trials), CONSORT (supplementary Table 9; pharmacological trials),
CONSORT-Harms (supplementary Table 10; exercise and pharmacological trials), and TIDieR-based
intervention items (supplementary Table 11; exercise and pharmacological trials). In exercise RCTs,
median Cochrane ROB score was 71% (10/14; IQR: 64, 79) compared with 93% (13/14; IQR: 86, 93) in
pharmacological RCTs (p<0.001; Table 2). A summary of Cochrane ROB assessments for individual
exercise and pharmacological therapy RCTs is provided in Table 4.

Factors Associated with Reporting Quality

Journal impact factor 225 (OR: 1.36; 95% CI: 1.18 to 1.57), larger sample size 2152 (OR: 1.29;
95% CI: 1.11 to 1.51), and more recent publication year 22013 (OR: 1.18; 95% CI: 1.03 to 1.34) were
significantly associated with higher overall quality scores in exercise RCTs (Table 5). The only factor
associated with greater overall quality scores in pharmacological RCTs was more recent publication

year 22013 (OR: 1.35; 95% CI: 1.14 to 1.60; p<0.001).
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DISCUSSION

We evaluated the quality of research reporting and conduct within exercise therapy RCTs in
clinical populations, then compared with the quality of reporting and conduct in matched
pharmacological therapy RCTs. Our findings demonstrate that the quality of exercise therapy RCT
reporting and conduct is suboptimal according to all the research reporting guidelines and conduct
inventories used in this study and is inferior to RCTs of pharmacological therapy.

To our knowledge, five systematic reviews'20-124 have evaluated the overall quality of research
reporting and conduct within exercise RCTs in clinical populations. Our findings corroborate the findings
of these systematic reviews demonstrating the overall quality of exercise RCT reporting and conduct is
suboptimal. For instance, in 27 exercise RCTs involving 1,467 patients with metabolic syndrome,
Ostman et al.'?® reported a median overall quality of 60% (range: 33-87%) using the TESTEX (Tool for
the assEssment of Study qualiTy and reporting in EXercise'?%) guideline. Similarly, Borror and
colleagues'?° evaluated 12 exercise RCTs (representing 135 patients) with type 2 diabetes using a
combination of 16 items from CONSORT, Jadad, PEDro (Physiotherapy Evidence Database)
guidelines,'?% and the Delphi list."?” The combined trial reporting and conduct quality score was 49%
(range: 38%-58%). Nevertheless, prior reviews have several important limitations. First, these
reviews'20-124 did not use the complete versions of comprehensive and widely accepted guidelines (e.g.,
CONSORT, Cochrane ROB) and, thus, did not rigorously evaluate the quality of all salient aspects of
trial reporting and conduct. In addition, the number of exercise trials evaluated were small, comparisons
of reporting with matched pharmacological trials were not performed, and no data extraction training or
standardization were described within these studies. Thus, our review that was conducted by well-
trained independent reviewers using specialized reference guides to facilitate standardized data
extraction according to five distinct but complementary established guidelines / tools to assess and
compare a large number of exercise trials and matched pharmacological trials provides the most

rigorous evaluation of exercise research quality to date.

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

"yBuAdoo Ag palosloid 1senb Ag 20z ‘9T [udy uo /woo"fwg uadolwg)/:dny wouy papeojumoq ‘TZ0Z 1snbny TT Uo 81Z8¥0-0202-uadolwa/9eTT 0T Se paysiignd 1s1y :uado rINg


http://bmjopen.bmj.com/

Page 13 of 176 BMJ Open

oNOYTULT D WN =

Exercise RCT reporting and conduct quality 12

Although overall quality scores were poor in RCTs of exercise therapy, these findings were
generally driven by poor research reporting quality scores across select individual guidelines rather
than suboptimal RCT conduct per se. Foremost among these, the finding that harms were the most
poorly reported aspects of exercise RCTs is concerning. Previous reviews in patients with cancer,'?®
chronic fatigue,'?® and multiple sclerosis'® have specifically focused on evaluating the reporting of
adverse event frequency and descriptions; this information was completely missing within 23-88% of
included exercise trials.'?8-130 Qur study extends these findings by demonstrating that harms-related
monitoring and reporting were missing or incompletely reported in 275% of exercise RCTs; and,
relatedly, >50% of articles failed to provide a balanced discussion of risks to benefits for the tested
interventions. Based on our findings, we cannot support or refute the prevailing dogma that exercise is
a safe and tolerable intervention strategy in most areas of clinical medicine.! However, it is not possible
to fully evaluate the harms to benefit ratio of exercise without accurate monitoring and reporting of
adverse events within exercise RCTs - a critical consideration in the clinical recommendation of any
medical intervention.

Reporting of intervention methods is the most commonly assessed quality metric in exercise
RCTs to date. Our findings support previous reviews of exercise interventions in patients with
peripheral arterial disease,'3' cancer,'3? hypertension,’3® and recovering from stroke'3* demonstrating
essential elements, including details on the exercise prescription regimen itself, are incompletely
reported. For example, Hacke et al. used TIDieR to assess intervention reporting quality in 24 exercise
RCTs involving 1,195 patients with hypertension and reported that 91% of exercise intervention studies
in were missing information about intervention supervisors and 52% were missing details of intervention
adherence.’®3 Relatedly, Tew et al. also used TIDieR and reported that 20-26% of reports failed to
describe several of the most fundamental exercise intervention elements (i.e., exercise mode, intensity,
tailoring, and progression) in 58 exercise RCTs in patients with peripheral arterial disease.'3! In our
study, information on patient compliance to the planned exercise regimen as well as the expertise of

the individuals implementing the intervention was missing or incomplete in >90% of trials; fundamental
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details pertaining to dose of prescribed exercise were also missing in over a third of trials. Incomplete
intervention description not only hinders study reproducibility and cross-study integration (for meta-
analyses) but also precludes quantification of exercise therapy dose — a key metric for elucidation of
dose/exposure-response relationships and translation into clinical practice.'35

A major strength of this review is that, to our knowledge, it is the first to compare the quality of
research reporting and conduct within exercise and pharmacological therapy RCTs. We used rigorous
data extraction and evaluation processes to provide the first direct evidence that the quality of research
reporting and conduct within exercise RCTs is inferior to similar pharmacological RCTs. For context,
the reporting quality of pharmacological RCTs in our review is comparable with previous reviews. For
example, using CONSORT, Peron and colleagues'3® found that reporting quality of pharmacological
RCTs in oncology ranged from 72% to 74%; the mean CONSORT-Harms score was 63%."3" A similar
review conducted by Ritchie et al. reported a CONSORT score of 72% in 57 pharmacological RCTs
(33% of studies involved patients with metabolic and cardiorespiratory diseases)."*® Our findings are
consistent with these studies and suggest that comparable research reporting quality scores for
exercise RCTs are, on average, 15%-20% lower.

Several factors may contribute to the lower quality scores for research reporting and conduct
within exercise trials. For instance, CONSORT was developed primarily to support the reporting of
pharmacological trials and may not adequately capture aspects unique to the conduct of non-
pharmacological trials such as exercise.'® This issue should have been addressed, in theory, with
publication of the CONSORT-NPT extension in 2008.6.140 Indeed, this extension was developed to
facilitate complete reporting across the fundamental aspects of RCTs applicable to all non-
pharmacologic trials, including exercise. Reporting quality of traditional biomedical therapy RCTs (e.g.,
surgical, pharmaceutical) has improved since the publication of the CONSORT guidelines and superior
in journals adopting these guidelines.'#1-143 We similarly found that exercise RCTs published more
recently (>2013) had higher overall quality scores. These findings are encouraging and suggest that the

awareness and use of established guidelines and inventories to support research reporting and conduct
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may be increasing, although there remains marked room for improvement. Continued improvement in
this context will require continued education of exercise investigators to conform with such guidelines
and journals / reviewers hold authors accountable to use of such guidelines. Stricter adherence to
CONSORT-NPT, for example, would improve the reporting quality of most fundamental trial aspects;
however, this tool may still be too generic to support the comprehensive reporting of features unique to
exercise trials, especially intervention description. To this end, adoption of TIDieR, or the more recent
exercise-specific CERT (i.e., Consensus on Exercise Reporting Template) guidelines,'# is warranted to
improve the reporting and reproducibility of exercise interventions within exercise RCTs.

Our study has several limitations. First, the restriction to journals with impact factors 215 may
overestimate the quality of research reporting and conduct within the included exercise and
pharmacological therapy RCTs. Nevertheless, we felt it was necessary to selectively draw from this
subset of journals given they are most likely to endorse and enforce reporting quality guidelines’#-'6 to
impartially compare and contextualize our findings. Second, the lack of broadly applicable or unified
guidelines to compare across exercise and pharmacological therapy RCTs also merits consideration.
Guidelines used to evaluate the quality of RCT reporting were either different between study types (i.e.,
CONSORT-NPT® vs. CONSORTY), developed specifically for harms reporting in pharmacological
trials,?° or investigator-derived given that there are formal standards for non-pharmacological (i.e.,
TIDieR?"), but not pharmacological, intervention reporting. Nevertheless, we controlled for differences in
the numbers of evaluable and applicable items across the reporting quality guidelines.

In summary, the overall quality of research reporting and conduct within exercise RCTs is
suboptimal and inferior to pharmacological RCTs. Stricter adherence to established guidelines and
inventories is warranted to facilitate the generation of high-quality evidence needed to optimize the

safety, efficacy, and implementation of exercise therapy in clinical populations.
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Table 1. Characteristics of exercise and pharmacological therapy RCTs

Exercise Pharmacological
Characteristic Therapy RCTs’ Therapy RCTs?
No. (%) No. (%)
Journal (Impact Factors?)
Annals of Internal Medicine (79.315) 2 (4.2%) 4 (8.3%)
British Medical Journal (27.604) 1(2.1%) 0 (0%)
Circulation (23.054) 0 (0%) 2 (4.2%)
European Heart Journal (24.889) 4 (8.3%) 4 (8.3%)
European Urology (17.298) 3 (6.2%) 3 (6.2%)
Gastroenterology (79.809) 0 (0%) 2 (4.2%)
Gut (17.943) 1(2.1%) 0 (0%)
Journal of the American College of Cardiology (78.639) 7 (15%) 7 (15%)
Journal of the American Medical Association (JAMA; 51.273) 12 (25%) 9 (19%)
JAMA Internal Medicine (20.768) 2 (4.2%) 1(2.1%)
JAMA Oncology (22.416) 1(2.1%) 0 (0%)
Journal of Clinical Oncology (28.349) 11 (23%) 13 (27%)
Lancet (59.102) 0 (0%) 1(2.1%)
New England Journal of Medicine (70.670) 4 (8.3%) 2 (4.2%)
Journal impact factor
Overall (median [IQR]) 28 (19, 51) 28 (19, 34)
Number of sites
Single 33 (69%) 15 (31%)
Multi-center 15 (31%) 33 (69%)
Sample size
Overall (median [IQR]) 138 (100, 236) 160 (98, 314)
Year of publication
<2013 24 (50%) 17 (35%)
>2013 24 (50%) 31 (65%)
Author response 16 (33%) 7 (15%)

Notes: %, percent; IQR, interquartile range; No., number; RCTs, randomized controlled trials
n=48 exercise therapy RCTs; 2 n=48 pharmacological therapy RCTs; 3 Clarivate (2018)
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Page 34 of 176

Exercise RCTs'

Pharmacological RCTs?

Outcomes Median  IQR Median  IQR p-values

Primary Outcome

Overall Quality Score 45.5 38.8,51.2 52.5 46.8, 58.0 <0.001
Eligible score %ab 80.0 78.0,81.0 68.0 67.0, 69.0
Percent 58.2 48.6, 64.5 771 70.5, 83.9

Secondary Outcomes

Research Reporting Guidelines

CONSORT Score 25.0 23.0, 28.0 25.0 22.0,28.0 <0.001
Eligible score 4ab 45.0 44.0,47.0 33.0 32.0, 34.0
Percent 56.8 50.0, 62.8 75.4 69.7, 84.7

CONSORT-Harms Score 3.0 1.0, 5.0 6.0 4.0,7.2 <0.001
Eligible score 5 9.0 9.0, 10.0 10.0 10.0, 10.0
Percent 31.7 11.1,51.4 66.7 40.0,72.5

Intervention Score 4.0 3.0,4.0 4.0 4.0,4.2 0.02
Eligible score © 6.0 - 6.0 -
Percent 66.7 50, 66.7 66.7 66.7, 70.8

TIDieR Score 8.0 7.0, 10.0 - - -
Eligible score 7 15.0 14.0, 15.0 - -
Percent 57.4 49.2,67.9 - -

Research Conduct Inventories

Cochrane ROB Score 10.0 9.0,11.0 13.0 12.0,13.0 <0.001
Eligible score 8 14.0 - 14.0 -
Percent 71.4 64.3, 78.6 92.9 85.7,92.9

Jadad Score 3.0 28,50 5.0 4.0,5.0 <0.001
Eligible score ° 5.0 - 5.0 -
Percent 60.0 55.0, 100.0 100.0 80.0, 100.0

Notes: %, percent; IQR, interquartile range; RCTs, randomized controlled trials

'n=48 exercise therapy RCTs; 2 n=48 pharmacological therapy RCTs
* p-values were adjusted for multiple comparisons within Research Reporting Guidelines and within Research
Conduct Inventories using a Bonferroni correction.

Maximum possible quality scores:

3a.b Qverall quality for exercise therapy RCTs = 873% and pharmacological therapy RCTs = 7230

4ab CONSORT-NPT for exercise therapy RCTs = 5242; CONSORT for pharmacological therapy RCTs = 374
5 CONSORT-Harms for all RCTs = 10

6 Intervention for all RCTs = 6

7 TIDieR for exercise RCTs = 16

8 Cochrane ROB for all RCTs = 14
9 Jadad scale for all RCTs = 5

For peer review only - http://bmjopen.bmj.com/site/about/guidelines.xhtml

"yBuAdoo Ag palosloid 1senb Ag 20z ‘9T [udy uo /woo*fwg uadolwg//:dny wouy papeojumod ‘TZ0Z 1snbny TT Uo 8TZ8¥0-0202-uadolwa/9eTT 0T Se paysiignd 1s1y :uado rINg


http://bmjopen.bmj.com/

(=Y
Page 35 of 176 BMJ Open g

3

Exercise RCT‘%eporting and conduct quality 34

1 3

N
; Table 3. Individual TIDieR item reporting summary for exercise therapy RCTs §

S
g i Evaluation Outcomés
6 N?)m Expanded TIDieR Criteria Yes Uncleak No NA
7 ) No. (%) No. (%)3 No. (%) No. (%)
8 1 Provide the name or a phrase that describes the intervention. 48 (100%) 0 (0%) E 0 (0%) 0 (0%)
9 2 Describe any rationale, theory, or goal of the elements essential to the intervention. 48 (100%) 0 (0%) S 0 (0%) 0 (0%)
10 @
11 3 Describe any physical or informational materials used in the intervention, including those 20 (42%) 5(10%) 0 (0%) 23 (48%)
12 provided to participants or used in intervention delivery or in training of providers. B
13 4 Describe each of the procedures, activities, & / or processes used in the intervention, 33 (69%) 5(10%)% 10 (21%) 0 (0%)
1;' including any enabling or support activities. s

o
16 5 For each category of intervention provider, describe their expertise, background & any 7 (15%) 4 (8%) & 37 (77%) 0 (0%)
17 specific training given. 3
18 6 Describe the modes of delivery of the intervention & whether it was provided individually 17 (35%) 3 (6%) g 28 (58%) 0 (0%)
19 orin a group. =
20 7 Describe the type(s) of location(s) where the intervention occurred, including any necessary 36 (75%) 5 (10%1);;' 7 (15%) 0 (0%)
;; infrastructure or relevant features. 3

o
23 8a  Describe the intensity of intervention sessions. 31 (65%) 0 (0%) E 17 (35%) 0 (0%)
;2’ 8b  Describe the frequency of intervention sessions. 40 (83%) 0 (0%) § 8 (17%) 0 (0%)

(@]
26 8c  Describe the duration of intervention sessions. 28 (58%) 0(0%) S 20 (42%) 0 (0%)
27 o
28 8d  Describe the total length of the intervention period. 48 (100%) 0 (0%) i 0 (0%) 0 (0%)
29 9i If the intervention was planned to be personalised, then describe when & how. 19 (40%) 9 (19%1)£ 20 (42%) 0 (0%)
30 [

(o2}
31 9ii If the intervention was planned to be progressed, then describe when & how. 3 (6%) 6 (13%% 39 (81%) 0 (0%)
32 )
33 10  If the intervention was modified during the course of the study, describe the changes (what, 1 (2%) 0 (0%) g 0 (0%) 47 (98%)
34 why, when, & how). Z
35 11 If intervention adherence or fidelity was assessed, describe how and by whom, & if any 16 (33%) 10 (21°/§) 22 (46%) 0 (0%)
36 strategies were used to maintain or improve fidelity, describe them. ;
37 12 If intervention adherence or fidelity was assessed, describe the extent to which the 2 (4%) 3 (6%) % 43 (90%) 0 (0%)
gg intervention was delivered as planned. g
40 Notes: %, percent; NA, not applicable; No., number g
41 3
42 %
43 g
44 '
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Study Analysis Exercise Therapy RCTs' Pharnmmacological Therapy RCTs?
Outcome ch teristi Dichot
aracteristics ichotomy OR 95% CI p-value OR 95% CI p-value
Overall quality score Impact factor 225 vs <25 1.36 1.18, 1.57 <0.001 1.02 0.84,1.24 0.80
Sample size 2152 vs <152 1.29 1.11, 1.51 0.001 1.20 0.97,1.47 0.089
Number of sites Multi- vs Single Centre 1.08 0.92,1.27 0.30 1.21 0.98, 1.49 0.078
Publication year 22013 vs <2013 1.18 1.03, 1.34 0.015 1.35 1.14,1.60 <0.001

Notes: Cl, confidence interval; OR, odds ratio; RCTs, randomized controlled trials
"'n=48 exercise therapy RCTs; 2 n=48 pharmacological therapy RCTs
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Figure Caption
Fig 1. PRISMA Flow Diagram

Notes: RCT, randomized controlled trial
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21 Other
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contacted to obtain missing items

38 Corresponding authors

for all 48 eligible articles
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49 Review / conference paper
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14 Secondary analysis
5 Abstract only
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2 Other

Matching Pharmacological Articles
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14 Matching articles idel d via primary search for different record
5 Matching articles identified via revised search strategy
10 Matching articles identified via manual searches

48 Articles completed primary
data extraction

45 Corresponding authors
contacted to obtain missing items
for all 48 eligible studies

Fig 1. PRISMA Flow Diagram

Notes: RCT, randomized controlled trial
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Section/topic # Checklist item REETHES
on page #
TITLE =
Title 1 | Identify the report as a systematic review, meta-analysis, or both. B 1
ABSTRACT &
Structured summary 2 | Provide a structured summary including, as applicable: background; objectives; data sources; study eIigibiIitﬁcriteria participants, and | 3
interventions; study appraisal and synthesis methods; results; limitations; conclusions and implications of k@ findings; systematic
review registration number.
INTRODUCTION g
Rationale 3 | Describe the rationale for the review in the context of what is already known. § 5
Q_
Objectives 4 | Provide an explicit statement of questions being addressed with reference to participants, interventions, comparlsons outcomes, and 5
study design (PICOS). )
=,
METHODS g
Protocol and 5 | Indicate if a review protocol exists, if and where it can be accessed (e.g., Web address), and, if available, pr&vnde registration 6
registration information including registration number. §
Eligibility criteria 6 | Specify study characteristics (e.g., PICOS, length of follow-up) and report characteristics (e.g., years consm’gred language, 6
publication status) used as criteria for eligibility, giving rationale.
Information sources 7 | Describe all information sources (e.g., databases with dates of coverage, contact with study authors to |den§y additional studies) in 6,
the search and date last searched. 3 eMethods
Search 8 | Present full electronic search strategy for at least one database, including any limits used, such that it couldie repeated. eMethods
Study selection 9 | State the process for selecting studies (i.e., screening, eligibility, included in systematic review, and, if apph%ble included in the 6,7,
meta-analysis). H eMethods
Data collection 10 | Describe method of data extraction from reports (e.g., piloted forms, independently, in duplicate) and any pr%cesses for obtaining and 6,7,
process confirming data from investigators. N eMethods
Data items 11 | List and define all variables for which data were sought (e.g., PICOS, funding sources) and any assumptiongand simplifications made. | 7,8
«Q
5
Risk of bias in 12 | Describe methods used for assessing risk of bias of individual studies (including specification of whether thi&was done at the study or | 7,8
individual studies outcome level), and how this information is to be used in any data synthesis. T
Summary measures 13 | State the principal summary measures (e.g., risk ratio, difference in means). § 8
Synthesis of results 14 | Describe the methods of handling data and combining results of studies, if done, including measures of conastency (e.g., 1) for each 8
meta-analysis.
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Section/topic

BMJ Open

adolwa/9eT

Checklist item

Reported
on page #

review.

Risk of bias across 15 | Specify any assessment of risk of bias that may affect the cumulative evidence (e.g., publication bias, selecﬁre reporting within 7,8
studies studies). &
Additional analyses 16 | Describe methods of additional analyses (e.g., sensitivity or subgroup analyses, meta-regression), if done, iﬁdicating which were pre- 8,9
specified. =
RESULTS ‘§
Study selection 17 | Give numbers of studies screened, assessed for eligibility, and included in the review, with reasons for exclt%ions at each stage, 10,
ideally with a flow diagram. Q eMethods,
= Fig 1
Study 18 | For each study, present characteristics for which data were extracted (e.g., study size, PICOS, follow-up pegod) and provide the eResults
characteristics citations. 3
Risk of bias within 19 | Present data on risk of bias of each study and, if available, any outcome level assessment (see item 12). é eResults
studies ®
Results of individual 20 | For all outcomes considered (benefits or harms), present, for each study: (a) simple summary data for eachantervention group (b) eResults
studies effect estimates and confidence intervals, ideally with a forest plot. —37
Synthesis of results 21 | Present results of each meta-analysis done, including confidence intervals and measures of consistency. -é*' NA
Risk of bias across 22 | Present results of any assessment of risk of bias across studies (see ltem 15). 5 10, Table
studies o 2, eResults
Additional analysis 23 | Give results of additional analyses, if done (e.g., sensitivity or subgroup analyses, meta-regression [see Itemﬂ? 16]). 11, Table
g 3, eResults
DISCUSSION 'cgv
Summary of 24 | Summarize the main findings including the strength of evidence for each main outcome; consider their relevénce to key groups (e.g., 12-14
evidence healthcare providers, users, and policy makers). )
Limitations 25 | Discuss limitations at study and outcome level (e.g., risk of bias), and at review-level (e.g., incomplete retrleml of identified research, 14-15
reporting bias). 5
Conclusions 26 | Provide a general interpretation of the results in the context of other evidence, and implications for future re§&arch. 15
N
FUNDING g
Funding 27 | Describe sources of funding for the systematic review and other support (e.g., supply of data); role of funde% for the systematic 1
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AMSTAR 2: a eritical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

1. Did the research questions and inclusion criteria for the review include the components of PICO?

For Yes: Optional (recommended)
K Population 0 Timeframe for follow-up K Yes
Intervention 0 No
Comparator group
K Outcome
2. Did the report of the review contain an explicit statement that the review methods were

established prior to the conduct of the review and did the report justify any significant deviations

from the protocol?

For Partial Yes: For Yes:
The authors state that they had a written ~ As for partial yes, plus the protocol
protocol or guide that included ALL the  should be registered and should also

following: have specified:
K Yes
O review question(s) 0 ameta-analysis/synthesis plan, 0 Partial Yes
[J  asearch strategy if appropri.ate, m_qd ' 0 Ne
[1  inclusion/exclusion criteria U a plan for mvestigating causes

of heterogeneity
O justification for any deviations
from the protocol

[1  arisk of bias assessment

3. Did the review authors explain their selection of the study designs for inclusion in the review?
For Yes, the review should satisfy ONE of the following:

R Explanation for including only RCTs Yes

0  OR Explanation for including only NRSI 0 No

0  OR Explanation for including both RCTs and NRSI

4. Did the review authors use a comprehensive literature search strategy?

For Partial Yes (all the following): For Yes, should also have (all the
following):
O searched at least 2 databases ® searched the reference lists / Yes
(relevant to research question) bibliographies of included 0 Partial Yes
O provided key word and/or studies 0 No

=

search strategy searched trial/study registries
O justified publication restrictions included/consulted content
(e.g. language) experts in the field
& where relevant, searched for
grey literature
® conducted search within 24
months of completion of the
review

=]

5. Did the review authors perform study selection in duplicate?

For Yes, either ONE of the following:
& at least two reviewers independently agreed on selection of eligible studies B Yes
and achieved consensus on which studies to include 0 No
O OR two reviewers selected a sample of eligible studies and achieved good
agreement (at least 80 percent), with the remainder selected by one
reviewer.
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AMSTAR 2: a eritical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

6. Did the review authors perform data extraction in duplicate?

For Yes, either ONE of the following:

&  at least two reviewers achieved consensus on which data to extract from

included studies

0 OR two reviewers extracted data from a sample of eligible studies and
achieved good agreement (at least 80 percent), with the remainder

extracted by one reviewer.

O

Yes
No

7. Did the review authors provide a list of excluded studies and justify the exclusions?

For Partial Yes:

O provided a list of all potentially
relevant studies that were read
in full-text form but excluded
from the review

8. Did the review authors describe the included studies in adequate detail?

For Partial Yes (ALL the following):

described populations
described interventions
described comparators
described outcomes

i i, i 1

described research designs

For Yes, must also have:
& Justified the exclusion from
the review of each potentially
relevant study

For Yes, should also have ALL the

following:

E described population in detail
® described intervention in
detail (including doses where
relevant)

B described comparator in detail
(including doses where
relevant)

K  described study’s setting

K timeframe for follow-up

O

[ =]

Yes
Partial Yes
No

Yes
Partial Yes
No

9. Did the review authors use a satisfactory technique for assessing the risk of bias (RoB) in
individual studies that were included in the review?

RCTs
For Partial Yes, must have assessed RoB
from
00 unconcealed allocation, and
[J lack of blinding of patients and
assessors when assessing
outcomes (unnecessary for
objective outcomes such as all-
cause mortality)
NRSI
For Partial Yes, must have assessed
RoB:
[l from confounding, and
O from selection bias

For Yes, must also have assessed RoB
from:
& allocation sequence that was
not truly random, and
& selection of the reported result
from among multiple
measurements or analyses of a
specified outcome

For Yes, must also have assessed RoB:
0 methods used to ascertain
exposures and outcomes, and
[0 selection of the reported result
from among multiple
measurements or analyses of a
specified outcome

OO0 es

MOOO

Yes

Partial Yes
No

Includes only
NRSI

Yes

Partial Yes
No

Includes only
RCTs

10. Did the review authors report on the sources of funding for the studies included in the review?

For Yes

&  Must have reported on the sources of funding for individual studies included
in the review. Note: Reporting that the reviewers looked for this information

but it was not reported by study authors also qualifies

K Yes
0 No
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

14.

For Yes:
O
bz

For Yes:
A

11. If meta-analysis was performed did the review authors use appropriate methods for statistical
combination of results?
RCTs
For Yes:
0 The authors justified combining the data in a meta-analysis 0 Yes
0 AND they used an appropriate weighted technique to combine 0 No
study results and adjusted for heterogeneity if present. & No meta-analysis
0 AND investigated the causes of any heterogeneity conducted
For NRSI
For Yes:
[J  The authors justified combining the data in a meta-analysis 0 Yes
[J  AND they used an appropriate weighted technique to combine 0 No
study results, adjusting for heterogeneity if present ® Nometa-analysis
(] AND they statistically combined effect estimates from NRSI that conducted
were adjusted for confounding, rather than combining raw data,
or justified combining raw data when adjusted effect estimates
were not available
[J  AND they reported separate summary estimates for RCTs and
NRSI separately when both were included in the review
12. If meta-analysis was performed, did the review authors assess the potential impact of RoB in
individual studies on the results of the meta-analysis or other evidence synthesis?
For Yes:
0 included only low risk of bias RCTs O Yes
[0 OR, if the pooled estimate was based on RCTs and/or NRSI at variable 0 Ne
RoB, the authors performed analyses to investigate possible impact of K Nometa-analysis
RoB on summary estimates of effect. conducted
13. Did the review authors account for RoB in individual studies when interpreting/ discussing the
results of the review?
For Yes:
0 included only low risk of bias RCTs B Yes
K OR, if RCTs with moderate or high RoB, or NRSI were included the 0 No

review provided a discussion of the likely impact of RoB on the results

Did the review authors provide a satisfactory explanation for, and discussion of, any
heterogeneity observed in the results of the review?

There was no significant heterogeneity in the results

OR if heterogeneity was present the authors performed an investigation of
sources of any heterogeneity in the results and discussed the impact of this
on the results of the review

X Yes
0 No

. If they performed quantitative synthesis did the review authors carry out an adequate

investigation of publication bias (small study bias) and discuss its likely impact on the results of
the review?

performed graphical or statistical tests for publication bias and discussed 0 Yes
the likelihood and magnitude of impact of publication bias 0 No
& Nometa-analysis
conducted
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AMSTAR 2: a critical appraisal tool for systematic reviews that include randomised or non-
randomised studies of healthcare interventions, or both

16. Did the review authors report any potential sources of conflict of interest, including any funding
they received for conducting the review?

For Yes:
& The authors reported no competing interests OR B Yes
O The authors described their funding sources and how they managed O No

potential conflicts of interest

To cite this tool: Shea BJ, Reeves BC, Wells G, Thuku M, Hamel C, Moran J, Moher D, Tugwell P,
Welch V, Kristjansson E, Henry DA. AMSTAR 2: a critical appraisal tool for systematic reviews that
include randomised or non-randomised studies of healthcare interventions, or both. BMJ. 2017 Sep
21,358:j4008.
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This review was conducted in accordance with the PRISMA! and AMSTAR 2? guidelines (PROSPERO identifier

CRD42018095033) (eMethods 1 and 2).

Data Sources and Searches

A Research Informationist (KM) conducted two sequential literature searches for articles from RCTs of exercise (first
search) and pharmacological (second search) therapies within the Cochrane Central Register of Controlled Trials (Wiley),
Embase (Elsevier), PubMed (NLM), and CINAHL (EBSCO) databases (eFigure 1). The exercise literature search was
conducted on March 8%, 2018 and consisted of two component concepts using a combination of relevant keywords and
controlled vocabulary: (1) exercise training intervention and (2) RCTs (eMethods 4). The Round 1 search was limited to trials
published between January 1%t 2008 (the year the CONSORT extension for Non-Pharmacologic Treatments was first
published?®) and the search date (March 8%, 2018). The searches were also limited to publications within leading clinical, general
medicine and specialist medical journals based on having impact factors >15 according to the 2016 Journal Citation Reports
(Clarivate Analytics, formerly ISI Web of Knowledge). We purposefully restricted our search to medical journals with impact
factors >15 since: (1) journals with higher impact factors are more likely to endorse and enforce reporting quality guidelines;'#16
and, therein (2) we believed that more homogeneous publication standards would allow us to better contextualize our findings
comparing the quality of research reporting and conduct between exercise and pharmacological therapy RCTs. This approach
is also consistent with the methods from similar reviews of medical, psychosocial, and behavioural RCTs.410

Trial meta-data (i.e., publishing journal, cohort / population, sample size, and number of study sites) was extracted from
eligible exercise studies and used as ‘matching criteria’ to define search parameters for the pharmacological trial searches. In
Round 2, 48 independent searches were initially conducted to identify pharmacological trials to match each of the 48 eligible
exercise RCTs identified in Round 1. The initial Round 2 searches were conducted on November 20 2018. Each search
consisted of five component concepts using a combination of relevant search terms and ‘matching criteria’ for: 1)
pharmacological intervention, 2) RCTs, 3) publishing journal, 4) population, and 5) number of study sites (single- vs. multi-
site studies). The Round 2 searches were similarly limited to trials published between January 1% 2008 and the search date
within leading clinical, general medicine and specialist medical journals based on having impact factors >15 according to the

2016 Journal Citation Reports (eMethods 4). Per Round, search strategy components were first searched individually
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(combining synonyms describing that concept with the Boolean operator OR), followed by the individual component search

sets combined together using the Boolean operator AND.

Study Eligibility

Published RCTs of exercise and pharmacological interventions involving human adults (>18 years of age), written in
English, published after January 15t 2008, and published in leading clinical, general medicine and specialist medical journals
were eligible (eMethods 4 and 5). Exercise therapy interventions were defined as those involving chronic (>3 weeks), repeated
sessions of supervised (in person, with or without a distance-based component) aerobic training (i.e., endurance activity, >15
minutes/session), resistance training (i.e., multiple large muscle group exercises involving repeated voluntary muscle
contractions against a resistance greater than those normally encountered in activities of daily living), or the combination, with
the objective of improving health-related outcomes.!-'? Pharmacological interventions were defined as studies involving the

administration of established or experimental pharmacological agents with the objective of improving health.

Data Extractor Training

Study reviewers (JM and KS) were trained in eligibility screening and data extraction over the course of eight weeks
(>25 hours of group training), consisting of: (1) independent screening and data extraction from 12 “training” articles of both
exercise and pharmacological RCTs using custom study Data Extraction Reference Guides (eMethods 6 and 7), and (2) regular

investigator-led (SCA) review sessions to evaluate extraction completeness.

Study Selection, Data Extraction and Additional Sources

Article screening and data extraction for all trials was conducted sequentially following each round of literature searches
(fig 1). First, two trained reviewers (JM and KS) independently screened and evaluated exercise article titles and abstracts
(n=1,970) against review eligibility criteria using DistillerSR (Evidence Partners, Ottawa, Canada). Second, full manuscripts
(n=264) of potentially eligible exercise articles were independently reviewed (JM and KS) using DistillerSR. Third, meta-data
from each eligible exercise RCT (n=48) was extracted and used to develop the targeted systematic search strategies for Round
2 (i.e., pharmacological trial search). Fourth, detailed data from all studies (e.g., study design and methods, patient
characteristics and flow, intervention descriptions) were extracted for each eligible exercise RCT from the primary manuscript

and all data sources that were publicly available at the time the primary manuscript was published, including online
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supplements, clinical trial registries, and related publications as appropriate using DistillerSR and a custom Exercise Therapy
RCT Data Extraction Reference Guide (eMethods 6). Fourth, “incomplete” and “missing” items were compiled, and
corresponding authors were emailed (from SCA, JMS, LWJ) with a request to provide missing items within ~4 weeks. Non-
responding authors were sent a reminder email within 3 weeks providing up to an additional ~4 weeks to respond.

The Round 2 pharmacological therapy RCT searches were conducted (KM, SCA) concurrently with the author contact
step from round 1. Titles, abstracts, and full texts (n=1,761) were screened (SCA) to identify pharmacological therapy RCTs
that were best matched to the n=48 eligible exercise therapy RCTs according to our matching criteria. The specific matching
criteria used included: (1) journal (£5 impact factor points according to the 2016 Journal Citation Reports (Clarivate
Analytics, formerly ISI Web of Knowledge)), (2) population (sharing similar disease characteristics), (3) sample size (£30%
difference in study samples), and (4) number of study sites (single vs multiple sites). Nineteen of the initial 48 searches (40%)
successfully identified ‘matching’ pharmacological trials, leaving 29 exercise trials unmatched. Matching pharmacological
trials were found for the remaining 29 exercise trials within the search results for different records (n=14 (29%); SCA), by
running revised searches (n=5 (10%); KM), and by manual searches of journal databases (n=10 (21%); SCA). Once all exercise
trials had been matched, the team (JM and KS) independently extracted data from the primary manuscript and all data sources
that were publicly available at the time the primary manuscript was published, including online supplements, clinical trial
registries, and related publications as appropriate using DistillerSR and a custom Pharmacological Therapy RCT Data
Extraction Reference Guide (eMethods 7). Finally, “incomplete” and “missing” items were compiled, and corresponding
authors were emailed (from SCA, JMS, LWJ) with a request to provide missing items within ~4 weeks. Non-responding authors
were sent a reminder email within 3-4 weeks providing up to an additional ~4 weeks to respond. Disagreements concerning
eligibility, data extractions, and risk of bias assessments were resolved by consensus (JM and KS). Disagreements were

adjudicated by a third party (SCA) when a consensus could not be reached.

10
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Exercise Search Strategies

Comprehensive searches were conducted (March 8, 2018) in three electronic databases:

1) PubMed/Medline (NLM)
2) EMBASE (Elsevier)
3) CINAHL (EBSCO)

The literature search strategy was developed first in PubMed and then translated to the other databases. A combination of
relevant keywords and controlled vocabulary (MeSH - Medical Subject Headings in PubMed and Emtree in EMBASE) were
used in the PubMed and EMBASE searches. Comparable keyword search strategies were used in CINAHL. A “Last 10
years” (2008-2018) date range was applied. No language restrictions were applied.

Two component parts made up the search strategy:

1) Exercise training intervention
2) RCTs

Date range limit: Last 10 years
Publications limit: 45 target journals
Search filters were used for finding RCTs in PubMed and EMBASE. Available database limiters were used in CINAHL

(Publication Type: Clinical Trial, Randomized Controlled Trial).

For the RCT search set, we used Cochrane Handbook recommended search filters for finding RCTs:
http://work.cochrane.org/pubmed

sensitivity- and precision-maximizing version (2008 revision); PubMed format!

(randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebo[tiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti] NOT (animals[mh] NOT humans [mh]))
http://work.cochrane.org/embase

Embase search strategy for finding RCTs in Embase!

(‘crossover procedure':de OR 'double-blind procedure':de OR 'randomized controlled trial':de OR 'single-blind procedure':de OR
(random* OR factorial* OR crossover* OR cross NEXT/1 over* OR placebo* OR doubl* NEAR/I blind* OR singl* NEAR/1
blind* OR assign* OR allocat* OR volunteer*):de,ab,ti)

1. Lefebvre C, Manheimer E, Glanville J. Chapter 6: Searching for studies. In: Higgins J, Green S (editors). Cochrane Handbook for
Systematic Reviews of Interventions. Version 5.1.0 (updated March 2011). The Cochrane Collaboration, 2011. Available from
www.cochrane-handbook.org

Each of the two components of the search strategy was first searched upon individually, combining synonyms describing that
concept with the Boolean operator OR. The three individual component search sets were then combined together using the
Boolean operator AND. Resulting citations were managed and duplicates removed using the Endnote citation management
software program (Clarivate Analytics).
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PubMed/MEDLINE Search Strategy

1 ("Exercise"[Mesh] OR "exercise" OR "exercises" OR "Exercise Therapy'[Mesh] OR "exercise therapy" OR "exercise therapies" OR "exercise prescription" OR
"training program" OR "exercise program" OR "Physical Conditioning, Human"[Mesh] OR "physical conditioning" OR "physical activity" OR "physical activities" OR
"Motor Activity"[Mesh] OR "motor activity" OR "motor activities" OR "Muscle Contraction"[Mesh] OR "muscle contraction” OR "Resistance Training"[Mesh] OR
"resistance training" OR "Circuit-Based Exercise"[Mesh] OR "circuit-based exercise" OR "circuit training" OR "Muscle Stretching Exercises"[Mesh] OR "muscle
stretching exercises" OR "aerobic exercise" OR "anaerobic exercise" OR "Locomotion"[Mesh] OR "locomotion” OR "Running"[Mesh] OR "running" OR
"Jogging"[Mesh] OR "jogging" OR "Swimming"[Mesh] OR "swimming" OR "Walking"[Mesh] OR "walking" OR "Sports"[Mesh] OR "sports") AND ((randomized
controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomlytiab] OR trial[ti]) NOT
(animals[mh] NOT humans [mh])) AND ("CA Cancer J Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR "Nat
Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR "Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR
"Cancer Cell'[Journal] OR "World Psychiatry"[Journal] OR "Lancet Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal]
OR "Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal] OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am
Coll Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR
"Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR "Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol
Bull"[Journal] OR "Sci Transl Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR
"Psychol Ing"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal])
AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT])

Abbreviations: Mesh = Medical Subject Heading, pt = Publication Type, tiab = Title/Abstract, ti = Title, mh = MeSH Terms

EMBASE Search Strategy

1 (‘exercise'/exp OR 'exercise’ OR 'exercises' OR 'kinesiotherapy'/exp OR 'exercise therapy' OR 'exercise therapies' OR 'exercise prescription' OR 'training program'
OR 'exercise program' OR "physical conditioning' OR 'physical activity' OR 'physical activities' OR 'motor activity'/exp OR 'motor activity' OR 'motor activities' OR
‘muscle contraction'/exp OR 'muscle contraction' OR 'resistance training'/exp OR 'resistance training' OR 'circuit training'/exp OR 'circuit-based exercise' OR 'circuit
training' OR 'stretching exercise'/exp OR 'muscle stretching exercises' OR 'aerobic exercise' OR 'anaerobic exercise' OR 'locomotion’ OR 'running'/exp OR 'running'
OR ‘jogging'/exp OR ‘jogging' OR 'swimming'/exp OR 'swimming' OR 'walking'/exp OR 'walking' OR 'sport/exp OR 'sports') AND ((‘crossover procedure.de OR
‘double-blind procedure':de OR 'randomized controlled trial:de OR 'single-blind procedure’:de OR random*:de,ab.ti OR factorial*:de,ab,ti OR crossover*:de,ab,ti OR
(cross NEXT/1 over*):.de,ab,ti OR placebo*:de,ab,ti OR (doubl* NEAR/1 blind*):de,ab,ti OR (singl* NEAR/1 blind*):de,ab,ti OR assign*:de,ab,ti OR allocat*:de,ab.ti
OR volunteer*:de,ab,ti)) AND (('15424863"is OR 'CA Cancer Journal for Clinicians'/jt) OR ('15334406"is OR 'New England Journal of Medicine'/jt) OR ('1474547X"is
OR 'The Lancet'/jt) OR ('15383598"is OR 'JAMA - Journal of the American Medical Association'/jt) OR ('15461696"is OR 'Nature Biotechnology'/jt) OR ('14764687"is
OR 'Nature'/jt) OR ('10959203"is OR 'Science'/jt) OR ('14745488"is OR 'The Lancet Oncology'/jt) OR ('10974172"is OR 'Cell'/jt) OR ('1546170X"is OR 'Nature
Medicine'/jt) OR ('15461718"is OR 'Nature Genetics'jt) OR ('18783686"is OR 'Cancer Cell'/jt) OR ('20515545"is OR 'World Psychiatry'/jt) OR ('14744465"is OR 'The
Lancet Neurology'/jt) OR (15277755"is OR 'Journal of Clinical Oncology'/jt) OR ("18759777"is OR 'Cell Stem Cell'/jt) OR ('10974180"is OR 'Immunity'/jt) OR
("17561833"is OR 'BMJ (Online)'/jt) OR ('15229645"is OR 'European Heart Journal'’/jt) OR ('14764679"is OR 'Nature Cell Biology'/jt) OR ('21598290"is OR 'Cancer
Discovery'/jt) OR ('15583597"is OR 'Journal of the American College of Cardiology'/jt) OR ('14744457"is OR 'The Lancet Infectious Diseases'/jt) OR ('22138595"is
OR 'The Lancet Diabetes and Endocrinology'/jt) OR ('15244539"is OR 'Circulation'/jt) OR ('22132619"is OR 'The Lancet Respiratory Medicine'/jt) OR ('15280012":is
OR 'Gastroenterology'/jt) OR ('19327420"is OR 'Cell Metabolism'/jt) OR ('15461726"is OR 'Nature Neuroscience'/jt) OR ("2214109X"is OR 'The Lancet Global
Health'/jt) OR ('15393704"is OR 'Annals of Internal Medicine'/jt) OR ('19466242"is OR 'Science Translational Medicine'/jt) OR ('14683288"is OR 'Gut'jt) OR
("13624326"is OR 'Trends in Biochemical Sciences'/jt) OR ('21686106"is OR 'JAMA Internal Medicine'/jt) OR ('18737560"is OR 'European Urology'/jt) OR
("1879307X"is OR 'Trends in Cognitive Sciences'/jt) OR ('2168622X"is OR 'JAMA Psychiatry'/jt) OR ('15524469"is OR 'Nature Chemical Biology'/jt)) AND (2008:py
OR 2009:py OR 2010:py OR 2011:py OR 2012:py OR 2013:py OR 2014:py OR 2015:py OR 2016:py OR 2017:py OR 2018:py) NOT ‘conference abstract'/it

(('15424863"is OR 'CA Cancer Journal for Clinicians'/jt) OR ('156334406"is OR 'New England Journal of Medicine'/jt) OR ('1474547X"is OR 'The Lancet’jt) OR
("15383598"is OR 'JAMA - Journal of the American Medical Association'/jt) OR ('15461696"is OR 'Nature Biotechnology'/jt) OR ("14764687"is OR 'Nature'/jt) OR
("10959203"is OR 'Science'/jt) OR ("14745488"is OR 'The Lancet Oncology'/jt) OR ('10974172"is OR 'Cell’jt) OR ('1546170X"is OR 'Nature Medicine'/jt) OR
("15461718"is OR 'Nature Genetics'/jt) OR ('18783686"is OR 'Cancer Cell'/jt) OR ('20515545"is OR 'World Psychiatry'/jt) OR ('14744465"is OR 'The Lancet
Neurology'/jt) OR (15277755"is OR 'Journal of Clinical Oncology'/jt) OR ("18759777"is OR 'Cell Stem Cell'/jt) OR ('10974180"is OR 'Immunity'/jt) OR ('17561833"is
OR 'BMJ (Online)'jt) OR ('15229645"is OR 'European Heart Journal'/jt) OR ('14764679'is OR 'Nature Cell Biology'/jt) OR ('21598290"is OR 'Cancer Discovery'/jt)
OR ('15583597":is OR 'Journal of the American College of Cardiology'/jt) OR ('14744457"is OR 'The Lancet Infectious Diseases'/jt) OR ("22138595"is OR 'The
Lancet Diabetes and Endocrinology'/jt) OR ('15244539"is OR 'Circulation'/jt) OR ('22132619"is OR 'The Lancet Respiratory Medicine'/jt) OR ('15280012":is OR
‘Gastroenterology'/jt) OR ('19327420"is OR 'Cell Metabolism'/jt) OR ('15461726"is OR 'Nature Neuroscience'/jt) OR ('2214109X"is OR 'The Lancet Global Health'jt)
OR ('15393704"is OR 'Annals of Internal Medicine'/jt) OR ('19466242"is OR 'Science Translational Medicine'/jt) OR ('14683288"is OR 'Gut'/jt) OR ('13624326"is OR
‘Trends in Biochemical Sciences'/jt) OR ('21686106"is OR 'JAMA Internal Medicine'/jt) OR ('18737560"is OR 'European Urology'/jt) OR ('1879307X"is OR 'Trends in
Cognitive Sciences'/jt) OR ('2168622X"is OR 'JAMA Psychiatry'/jt) OR ("15524469"is OR 'Nature Chemical Biology'/jt))

2

**Note: EMBASE does not index the following 6 titles so they were not included in the search string:
-Nature Chemistry

-Nature Immunology

-Psychological Bulletin

-JAMA Oncology

-Psychological Inquiry

-Cell Research
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CINAHL Search Strategy

1 ("exercise" OR "exercises" OR "exercise therapy" OR "exercise therapies" OR "exercise prescription" OR "training program” OR "exercise program" OR "physical
conditioning" OR "physical activity" OR "physical activities" OR "motor activity" OR "motor activities" OR "muscle contraction” OR "resistance training" OR "circuit-
based exercise" OR "circuit training" OR "muscle stretching exercises" OR "aerobic exercise" OR "anaerobic exercise” OR "locomotion” OR "running" OR "jogging"
OR "swimming" OR "walking" OR "sports")

AND

Limiters - Publication Type: Clinical Trial, Randomized Controlled Trial

2 (((ZJ "new england journal of medicine")) or ((ZJ "lancet")) or ((ZJ "jama journal of the american medical association")) or ((ZJ "lancet oncology")) or ((ZJ "journal
of clinical oncology")) or ((ZJ "bmj british medical journal international edition")) or ((ZJ "journal of the american college of cardiology jacc"))) or ((ZJ
"circulation"))) or ((ZJ "annals of internal medicine")) or ((ZJ "jama internal medicine")))

AND

Limiters - Published Date: 20080101-20181231
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Supplementary Methods 5: Pharmacological RCT Search Strategies & Matches
Summary:

Database: PubMed (searched run on November 20, 2018)

Total (including duplicates): 2815 records

Duplicates: 1054 records

Total (without duplicates): 1761 records to be reviewed

PubMed search strategies for each identified Population from the 48 included EXERCISE papers

1) Exercise trial matching search: ID 33

("Pulmonary Disease, Chronic Obstructive"[Mesh] OR COPD OR “Chronic Obstructive Pulmonary Disease” OR COAD OR “Chronic Obstructive Airway Disease” OR
“Chronic Obstructive Lung Disease” OR “Chronic Airflow Obstructions” OR “Chronic Airflow Obstruction” OR ("chronic" AND "obstructive” AND "pulmonary" AND
"disease")) AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")
AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR
“therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR
“pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (‘therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR
“interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR
placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly]tiab] OR ftrial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] :
"2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("Ann Intern
Med"[Journal])

Results: 3 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR _tlOrYmkO/collections/5500007 3/public/

Pharma trial match: Found in original search — Lapperre et al. (2009)

2) Exercise trial matching search: ID 51

(cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR
tumors OR tumours OR malignan* OR malignant OR "hematooncological" OR "hemato oncological" OR "hemato-oncological" OR hematologic neoplasms OR hematolo®)
AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomizedtiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR frial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("BMJ"[Journal])

Results: 14 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000123/public/

Pharma trial match: Found in original search from an alternate record (#36) — Rimawi et al. (2018)

3) Exercise trial matching search: ID 96

(("peripheral arterial disease"[MeSH Terms] OR ("peripheral” AND ("arterial" OR “artery” OR “arteries”) AND "disease") OR "peripheral arterial disease") NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR frial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 3 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000170/public/

Pharma trial match: Found in original search from an alternate record (#31) — Ford et al. (2014)

4) Exercise trial matching search: ID 103

("Heart Failure"[Mesh] OR "heart failure" OR "Cardiac Failure" OR "Heart Decompensation” OR ((“heart” OR “cardiac”) AND (“failure” OR “decompensation”))) AND
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”

OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
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“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomizedtiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 29 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000252/public/

Pharma trial match: Found in original search — Gheorghiade et al. (2013)

5) Exercise trial matching search: ID 107

(("Breast Cancer Lymphedema"[Mesh] OR (("lymphedema" OR "lymphedemas") AND ("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND
(cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR
tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter” OR "multi-
center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical
Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR
“medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR *“interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR
"Lancet"[Journal]) AND ("N Engl J Med"[Journal])

Results: NONE - check how match found

Pharma trial match: Found in original search from an alternate record (#35) — Wapnir et al. (2018)

6) Exercise trial matching search: ID 133

(("Diabetes Mellitus, Type 2"'[Mesh] OR "NIDDM" OR "type 2 diabetes mellitus" OR "diabetes mellitus type 2") NOT ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trialpt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly{tiab] OR trial[ti])) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 18 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/55000319/public/

Pharma trial match: Found in manual search — Nissen et al. (2008)

7) Exercise trial matching search: ID 180

("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR
neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant)) NOT ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR
"drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("N Engl J Med"[Journal])

Results: 6 records — https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/55000333/public/

Pharma trial match: Found in original search from an alternate record (#35) — Hurvitz et al. (2013)

8) Exercise trial matching search: ID 282

(("Obesity"[Mesh]OR "obesity" OR "obese") NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR
"multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical
Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR
“medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR
"Lancet"[Journal]) AND ("N Engl J Med"[Journal])

Results: 14 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/55000364/public/

Pharma trial match: Found in manual search — Smith et al. (2010)

9) Exercise trial matching search: ID 394
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("Mental Disorders"[Mesh] OR ((mental* OR psycholog* OR brain OR mind) AND ("disorder" OR “disorders” OR "illness" OR "ill" OR “disease” OR “diseases”))) AND
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR *“therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("N Engl J Med"[Journal])

Results: 79 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000661/public/

Pharma trial match: Found in original search — Rosenheck et al. (2011)

10) Exercise trial matching search: ID 431

((((((((("Obesity"[Mesh] OR "obesity" OR "obese" OR "Overweight'[Mesh] OR “overweight” OR "Weight Loss"[MeSH Terms] OR "Body Mass Index"[MeSH Terms]))) NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre"))) AND (("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized|tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]))) AND ("CA Cancer J
Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR "Nat Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR
"Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR "Cancer Cell'[Journal] OR "World Psychiatry"[Journal] OR "Lancet
Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal] OR "Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal]
OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am Coll Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes
Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR "Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR
"Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol Bull"[Journal] OR "Sci Trans| Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem
Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR "Psychol Inq"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn
Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal])

Results: 187 records - https://www.ncbi.nIm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57349993/public/

Pharma trial match: Found in original search — Spitzer et al. (2012)

11) Exercise trial matching search: ID 528

("Aged"[Mesh] OR (("aged" OR "elderly" OR “older”) AND ("adult’ OR “adults”))) AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR
"multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR
"Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies”
OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR
"Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 310 records - https://www.ncbi.nIm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000777/public/

Pharma trial match: Found in manual search — Devereux et al. (2018)

12) Exercise trial matching search: ID 585

("peripheral arterial disease"[MeSH Terms] OR ("peripheral” AND ("arterial" OR “artery” OR “arteries”) AND "disease") OR "peripheral arterial disease") AND ("Multicenter
Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh]
OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 3 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/55000794/public/

Pharma trial match: Found in original search — Poole et al. (2013)

13) Exercise trial matching search: ID 631

(("Obesity"[Mesh]OR "obesity" OR "obese") NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter” OR "multi-center" OR
"multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical
Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR
“medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR

“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
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controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR
"Lancet"[Journal]) AND ("Ann Intern Med"[Journal])

Results: 9 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR _tlOrYmkO/collections/55000827/public/

Pharma trial match: Found in manual search — Kim et al. (2018)

14) Exercise trial matching search: ID 709

NOTE - Originally considered this strategy:

((("Obesity"[Mesh]OR "obesity" OR "obese") AND ("Heart Failure"[Mesh] OR "heart failure" OR "Cardiac Failure" OR "Heart Decompensation” OR ((*heart” OR “cardiac”)
AND (“failure” OR “decompensation”)) AND (“Preserved Ejection Fraction” OR (“Preserved” AND "Ejection” AND “Fraction”))) NOT ("Multicenter Study" [Publication Type]
OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled frial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly{tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

***However - including the “Obesity” concept led to NO results, so removed it***
Final search strategy used:

((("Heart Failure"[Mesh] OR "heart failure” OR "Cardiac Failure" OR "Heart Decompensation") OR ((“heart” OR “cardiac”) AND (*failure” OR “decompensation”))) AND
((“Preserved Ejection Fraction”) OR (“Preserved” AND "Ejection” AND “Fraction”)) NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh]
OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading]
OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR
“chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (‘therapy” OR
“therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized
controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomlytiab] OR trial[ti]) NOT
(animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl
J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 3 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/55000925/public/

Pharma trial match: Found in original search from an alternate record (#27) — Gheorghiade et al. (2008)

15) Exercise trial matching search: ID 822

(("peripheral arterial disease"[MeSH Terms] OR ("peripheral” AND ("arterial" OR “artery” OR “arteries”) AND "disease") OR "peripheral arterial disease") NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: 3 records — https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/55001534/public/

Pharma trial match: Found in manual search — Pradhan et al. (2009)

16) Exercise trial matching search: ID 842

(("Cardiomyopathy, Hypertrophic"[Mesh] OR "Hypertrophic Cardiomyopathies" OR "Hypertrophic Cardiomyopathy" OR ("hypertrophic" AND "cardiomyopathy")) NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR *“therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomizedtiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ("Ann Intern
Med"[Journal] OR "BMJ"[Journal] OR "JAMA"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal]) AND ("JAMA"[Journal])

Results: NONE

Pharma trial match: Found in original search from an alternate record (#1184) — Kosmala et al. (2016)

17) Exercise trial matching search: ID 856
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((((((((("Obesity"[Mesh] OR "obesity" OR "obese" OR "Overweight'[Mesh] OR “overweight” OR "Weight Loss"[MeSH Terms] OR "Body Mass Index"[MeSH Terms]))) NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre"))) AND (("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR *“therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized controlled trial[pt] OR controlled clinical trialpt] OR randomized|tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]))) AND ("CA Cancer J
Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR "Nat Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR
"Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR "Cancer Cell'[Journal] OR "World Psychiatry"[Journal] OR "Lancet
Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal] OR "Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal]
OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am Coll Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes
Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR "Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR
"Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol Bull"[Journal] OR "Sci Trans| Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem
Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR "Psychol Inq"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn
Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal])

Results: 187 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57349993/public/

Pharma trial match: Found in manual search — Grudell et al. (2008)

18) Exercise trial matching search: ID 892

(("Heart Failure"[Mesh] OR "heart failure" OR "Cardiac Failure" OR "Heart Decompensation” OR ((*heart” OR “cardiac”) AND (*failure” OR “decompensation”))) NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (Eur Heart
J[Journal])

Results: 87 records - https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57137958/public/

Pharma trial match: Found in original search — Hoendermis et al. (2015)

19) Exercise trial matching search: ID 901

(("hypertension, pulmonary"[MeSH Terms] OR ("hypertension" AND "pulmonary") OR "pulmonary hypertension") NOT ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter” OR "multi-center” OR "multicentre" OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological’ OR
“prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (Eur Heart J[Journal])

Results: 6 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR _tlOrYmkO/collections/57 138124/public/

Pharma trial match: Found in original search — Ulrich et al. (2015)

20) Exercise trial matching search: ID 927

("heart failure"[MeSH Terms] OR "heart failure” OR "Heart Decompensation" OR ((“heart” OR “cardiac”) AND (“failure” OR “decompensation”))) AND ((“ejection fraction”
OR "Ventricular Dysfunction"[Mesh] OR (“ejection” AND “fraction”) OR (“ventricular” AND “dysfunction”))) NOT ("Multicenter Study" [Publication Type] OR "Multicenter
Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy'[Mesh] OR "drug therapy" [Subheading] OR
"therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR
“chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical’)
AND (“therapy” OR *“therapies” OR *“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND
((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti])
NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (Eur Heart J[Journal])

Results: 33 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57138774/public/

Pharma trial match: Found in original search — Frustaci et al. (2009)

21) Exercise trial matching search: ID 942

(((((("transposition of great arteries" OR "Ventricular Dysfunction, Right'[Mesh] OR "Right Ventricular Dysfunction” OR "Right Ventricular Dysfunctions” OR ("Right” AND
“Ventricular” AND (“systemic” OR “Dysfunction”)) OR “systemic right ventricle” OR ((“systemic” or dysfunction*) AND (“right ventricle” OR “right ventricles” OR "heart
ventricles"[MeSH Terms] OR "heart ventricles" OR "heart ventricle"))))) AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR
"multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND (("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading]
OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR

“chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological’ OR “prescription” OR “pharmaceutical”) AND (“therapy’ OR
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“therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized
controlled trial[pt] OR controlled clinical trial[pt] OR randomized[tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomlytiab] OR ftrial[ti]) NOT
(animals[mh] NOT humans [mh])))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT])

Results: 85 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57350826/public/

Pharma trial match: Found in revised search — van der Bom et al. (2013)

22) Exercise trial matching search: ID 948

("Prostatic Neoplasms"[Mesh] OR ((“prostate” OR “prostatic”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR
neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) AND ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological’ OR
“prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animalsmh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ( Eur Urol[Journal])

Results: 45 records - https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57 138696/public/

Pharma trial match: Found in original search from an alternate record (#23) — Irani et al. (2008)

23) Exercise trial matching search: ID 952

("Prostatic Neoplasms"[Mesh] OR ((“prostate” OR “prostatic”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR
neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological’ OR
“prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animalsmh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ( Eur Urol[Journal])

Results: 141 records - https://www.ncbi.nIm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57138441/public/

Pharma trial match: Found in original search from an alternate record (#22) — Yoshimura et al. (2016)

24) Exercise trial matching search: ID 962

("Prostatic Neoplasms"[Mesh] OR ((“prostate” OR “prostatic”’) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR
neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) AND ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animalsmh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND ( Eur Urol[Journal])

Results: 45 records - https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57 138696/public/

Pharma trial match: Found in original search - Klotz et al. (2013)

25) Exercise trial matching search: ID 1164

((((((((("non~alcohoalic fatty liver disease"[MeSH Terms] OR "Fatty Liver"[Mesh] OR "fatty liver" OR ("fatty" AND "liver") OR "steatosis" OR "steatoses" OR "Steatohepatitis"
OR (("non-alcohalic" OR "nonalcoholic”) AND "fatty" AND "liver" AND "disease") OR "non-alcoholic fatty liver disease” OR “NAFLD” OR "nonalcoholic fatty liver disease"
OR *“non-alcoholic steatohepatitis” OR “nonalcoholic steatohepatitis” OR “NASH” OR ((fatty AND (liver* OR hepat*)) OR steatohepat* OR NAFL* OR NASH*)))) NOT
(("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre" )))) AND (("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized controlled trial[pt] OR controlled clinical trialpt] OR randomized|tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]))) AND ((("CA Cancer
J Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR "Nat Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR
"Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR "Cancer Cell'[Journal] OR "World Psychiatry"[Journal] OR "Lancet
Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal] OR "Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal]
OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am Coll Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes
Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR "Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR
"Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol Bull"[Journal] OR "Sci Transl Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem
Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR "Psychol Inq"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn
Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal])))
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Results: 123 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57351095/public/

Pharma trial match: Found in revised search — Ratziu et al. (2008)

26) Exercise trial matching search: ID 1183

(("cardiomyopathy, dilated"[MeSH Terms] OR (("cardiomyopathy" OR “cardiomyopathies”) AND ("dilated" OR “familial idiopathic” OR “Congestive”)) OR "dilated
cardiomyopathy" OR "dilated cardiomyopathies") NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-
center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical
Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR
“medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll Cardiol[Journal])

Results: 2 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57 140665/public/

Pharma trial match: Found in original search from an alternate record (#18) — Hamshere et al. (2015)

27) Exercise trial matching search: ID 1184

(("heart failure"[MeSH Terms] OR "heart failure” OR ("chronic” AND "heart" AND "failure") OR "chronic heart failure" OR "Cardiac Failure" OR "Heart Decompensation"
OR ((*heart” OR “cardiac”) AND (“failure” OR “decompensation”))) NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter"
OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR
"Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies”
OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly|tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll Cardiol[Journal])

Results: 117 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57138880/public/

Pharma trial match: Found in manual search — Goebel et al. (2017)

28) Exercise trial matching search: ID 1198

((("heart failure"[MeSH Terms] OR "heart failure" OR "Heart Decompensation” OR ((*heart” OR “cardiac”) AND (“failure” OR “decompensation”))) AND (“ejection fraction”
OR "Ventricular Dysfunction"[Mesh] OR (“ejection” AND “fraction”) OR (“ventricular” AND “dysfunction”))) NOT ("Multicenter Study" [Publication Type] OR "Multicenter
Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR
"therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR
“chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR “pharmacological” OR “prescription” OR “pharmaceutical”)
AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND
((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti])
NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll Cardiol[Journal])

Results: 44 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57139980/public/

Pharma trial match: Found in original search — Kosmala et al. (2013)

29) Exercise trial matching search: ID 1218

(((“T2DM” OR "Diabetes Mellitus, Type 2"[Mesh] OR "NIDDM" OR "type 2 diabetes mellitus" OR "diabetes mellitus type 2" OR “diabetes”) AND ("Ventricular
Dysfunction"[Mesh] OR “diastolic dysfunction” OR (“diastolic” AND “dysfunction”) OR "diastolic")) NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as
Topic"[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use"
[Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR
“chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR
“therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized
controlled trial[pt] OR controlled clinical trial[pt] OR randomizedtiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomlytiab] OR ftrial[ti]) NOT
(animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll Cardiol[Journal])

Results: 1 record - https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57139674/public/

Pharma trial match: Found in original search from an alternate record (#27) — Han et al. (2014)

30) Exercise trial matching search: ID 1232

((("heart failure"[MeSH Terms] OR "heart failure" OR "Heart Decompensation” OR ((*heart” OR “cardiac”) AND (“failure” OR “decompensation”))) AND (“ejection fraction”
OR "Ventricular Dysfunction"[Mesh] OR (“ejection” AND “fraction”) OR (“ventricular” AND “dysfunction”))) NOT ("Multicenter Study" [Publication Type] OR "Multicenter
Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR
"therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR *“therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR
“chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR “pharmacological” OR “prescription” OR “pharmaceutical”)

AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND
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((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti])
NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll Cardiol[Journal])

Results: 44 records - https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57 139980/public/

Pharma trial match: Found in original search from an alternate record (#27) — Caminiti et al. (2009)

31) Exercise trial matching search: ID 1251

("peripheral arterial disease"[MeSH Terms] OR ("peripheral" AND ("arterial" OR “artery” OR “arteries”) AND "disease") OR "peripheral arterial disease") AND ("Multicenter
Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh]
OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly]tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll
Cardiol[Journal])

Results: 14 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57140267/public/

Pharma trial match: Found in manual search — Krankenberg et al. (2015)

32) Exercise trial matching search: ID 1256

(("Cardiac Resynchronization” OR ("Cardiac” AND “Resynchronization”) OR “Resynchronization Pacing” OR “Biventricular Pacing” OR ((“Resynchronization” OR
“Biventricular” OR “Atrio-Biventricular”) AND (*Pacing”)) OR "Cardiac Resynchronization Therapy'[Mesh] OR "Cardiac Resynchronization Therapy Devices"[Mesh]) NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly]tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Am Coll
Cardiol[Journal])

Results: 3 records - https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57140355/public/

Pharma trial match: Found in manual search - Tsuijita et al. (2015)

33) Exercise trial matching search: ID 1292

(("Postmenopause"[Mesh] OR "Postmenopause” OR "Post-menopause” OR "Postmenopausal” OR "Post-menopausal” OR "Postmenopauses" OR "Post-menopauses”)
NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND
("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic
use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly]tiab] OR ftrial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 42 records - https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57 138370/public/

Pharma trial match: Found in original search - Ellis et al. (2011)

34) Exercise trial matching search: ID 1296

(("lymphoma"[MeSH Terms] OR "lymphoma" OR "lymphomas") NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter"
OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR
"Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies”
OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (‘therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trial[ti]) NOT (animals[mh] NOT humans
[mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin Oncol[Journal])

Results: 96 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57140430/public/

Pharma trial match: Found in original search — Cortelazzo et al. (2016)

35) Exercise trial matching search: ID 1298

(("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR
neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR

"drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
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“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 242 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57139370/public/

Pharma trial match: Found in revised search — Greenspan et al. (2008)

36) Exercise trial matching search: ID 1299

("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR
neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) AND ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug
therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin Oncol[Journal])

Results: 179 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57140047/public/

Pharma trial match: Found in original search — Urruticoechea et al. (2017)

37) Exercise trial matching search: ID 1301

("Postmenopause"[Mesh] OR "Postmenopause” OR "Post-menopause” OR "Postmenopausal” OR "Post-menopausal” OR "Postmenopauses” OR "Post-menopauses”)
AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 49 records — https://www.ncbi.nlm.nih.gov/sites/mynchi/1TwR_tlOrYmkO/collections/57138311/public/

Pharma trial match: Found in original search from an alternate record (#35) — Johnston et al. (2018)

38) Exercise trial matching search: ID 1303

("Prostatic Neoplasms"[Mesh] OR ((“prostate” OR “prostatic”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR
neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin Oncol[Journal])

Results: 85 records — https://www.ncbi.nlm.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57138499/public/

Pharma trial match: Found in original search — Taplin et al. (2014)

39) Exercise trial matching search: ID 1310

(("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR
neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy'[Mesh] OR
"drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 242 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57139370/public/

Pharma trial match: Found in original search — Yardley et al. (2013)

40) Exercise trial matching search: ID 1314
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(("Breast Neoplasms"[Mesh] OR ((“breast” OR “breasts” OR “mammary”) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR
neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy"[Mesh] OR
"drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 242 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57139370/public/

Pharma trial match: Found in original search — Schmid et al. (2016)

41) Exercise trial matching search: ID 1320

(("Postmenopause"[Mesh] OR "Postmenopause” OR "Post-menopause” OR "Postmenopausal” OR "Post-menopausal’ OR "Postmenopauses” OR "Post-menopauses")
NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND
("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic
use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 42 records — https://www.ncbi.nlm.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57138370/public/

Pharma trial match: Found in original search — Loprinzi et al. (2010)

42) Exercise trial matching search: ID 1328

("Prostatic Neoplasms"[Mesh] OR ((“prostate” OR “prostatic’) AND (cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR
neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR tumors OR tumours OR malignan* OR malignant))) NOT ("Multicenter Study" [Publication Type] OR
"Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh] OR "drug therapy"
[Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR
“pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR
“prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR
“preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical trials as
topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin Oncol[Journal])

Results: 85 records — https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57 138499/public/

Pharma trial match: Found in original search from an alternate record (#38) — McKay et al. (2016)

43) Exercise trial matching search: ID 1332

(cancer OR cancers OR cancerous OR oncology OR oncolog* OR neoplasm OR neoplasms OR neoplasm* OR carcinoma OR carcinom* OR tumor OR tumour OR
tumors OR tumours OR malignan* OR malignant OR "hematooncological" OR "hemato oncological" OR "hemato-oncological" OR hematologic neoplasms OR hematolo*)
AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (J Clin
Oncol[Journal])

Results: 853 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR _tlOrYmkO/collections/57 140190/public/

Pharma trial match: Found in original search - Soiffer et al. (2017)

44) Exercise trial matching search: ID 1385

(("peripheral arterial disease"[MeSH Terms] OR ("peripheral” AND ("arterial" OR “artery” OR “arteries”) AND "disease") OR "peripheral arterial disease") NOT
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND
("JAMA"[Journal])

Results: 3 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1TwR_tlOrYmkO/collections/57 138957 /public/
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Pharma trial match: Found in manual search — Ahmed et al. (2008)

45) Exercise trial matching search: ID 1599

("Alzheimer Disease"[Mesh] OR "Alzheimer Disease" OR "Alzheimer’s Disease" OR ("alzheimer's" AND "disease") OR ("alzheimer" AND "disease")) AND ("Multicenter
Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug Therapy"[Mesh]
OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (JAMA Intern
Med[Journal])

Results: 0 records
NOTE: Since this string let to zero results, changed journal title limit to JAMA:

(alzheimer* OR "Alzheimer Disease"[Mesh] OR "Alzheimer Disease" OR "Alzheimer’s Disease" OR ("alzheimer's" AND "disease") OR ("alzheimer" AND "disease")) AND
("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (JAMA [Journal])

Results: 10 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57140943/public/

Pharma trial match: Found in original search — Cummings et al. (2015)

46) Exercise trial matching search: ID 1610

(("non-alcoholic fatty liver disease"[MeSH Terms] OR "Fatty Liver"[Mesh] OR "fatty liver" OR (“fatty" AND "liver") OR "steatosis" OR "steatoses" OR "Steatohepatitis" OR
(("non-alcoholic" OR "nonalcoholic”) AND "fatty" AND "liver" AND "disease") OR "non-alcoholic fatty liver disease" OR “NAFLD” OR "nonalcoholic fatty liver disease")
NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND
("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic
use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR ftrial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (JAMA Intern
Med[Journal])

Result: 1 record - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57140841/public/

NOTE: Also tried changing the journal title to JAMA...see below:

(("non-alcohoalic fatty liver disease"[MeSH Terms] OR "Fatty Liver"[Mesh] OR "fatty liver" OR ("fatty" AND "liver") OR "steatosis" OR "steatoses" OR "Steatohepatitis" OR
(("non-alcoholic” OR "nonalcoholic”) AND "fatty" AND "liver" AND "disease") OR "non-alcoholic fatty liver disease" OR “NAFLD” OR "nonalcoholic fatty liver disease")
NOT ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND
("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic
use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic’ OR
“pharmacological” OR “prescription” OR “pharmaceutical’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (JAMA[Journal])

Result: 2 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57140782/public/

Revised search:

((((((((("non-alcohoalic fatty liver disease"[MeSH Terms] OR "Fatty Liver'[Mesh] OR "fatty liver" OR ("fatty" AND "liver") OR "steatosis" OR "steatoses" OR "Steatohepatitis”
OR (("non-alcoholic" OR "nonalcoholic”) AND "fatty" AND "liver" AND "disease") OR "non-alcoholic fatty liver disease" OR “NAFLD” OR "nonalcoholic fatty liver disease"
OR “non-alcoholic steatohepatitis” OR “nonalcoholic steatohepatitis” OR “NASH” OR ((fatty AND (liver* OR hepat*)) OR steatohepat® OR NAFL* OR NASH*)))) NOT
(("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre" )))) AND (("Drug
Therapy'[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placebo]tiab] OR clinical
trials as topic[mesh:noexp] OR randomlytiab] OR ftrial[ti]) NOT (animals[mh] NOT humans [mh})))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]))) AND ((("CA Cancer
J Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR "Nat Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR
"Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR "Cancer Cell'[Journal] OR "World Psychiatry"[Journal] OR "Lancet
Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal] OR "Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal]
OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am Coll Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes
Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR "Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR
"Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol Bull"[Journal] OR "Sci Transl Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem
Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR "Psychol Ing"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn
Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal])))
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Results: 123 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57351095/public/

Pharma trial match: Found in revised search — Cusi et al. (2016)

47) Exercise trial matching search: ID 1691

("Postmenopause’[Mesh] OR "Postmenopause" OR "Post-menopause” OR "Postmenopausal” OR "Post-menopausal” OR "Postmenopauses” OR "Post-menopauses”)
AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic'[Mesh] OR "multicenter” OR "multi-center" OR "multicentre” OR "multi-centre") AND ("Drug
Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use”
OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomizedtiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND (JAMA
Oncol[Journal])

Results: 4 records — https://www.ncbi.nim.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57 138206/public/

Revised search

(((((((("Postmenopause"[Mesh] OR Postmenopaus* OR "Post-menopause” OR "Post-menopausal” OR "Post-menopauses” OR (("Menopause"[Mesh] OR menopaus®)
AND (post OR after OR following))))) AND ("Multicenter Study" [Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center” OR
"multicentre” OR "multi-centre")) AND (("Drug Therapy"[Mesh] OR "drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical
Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR “pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR
“medication” OR “medications” OR ((“drug” OR “pharmacologic” OR “pharmacological” OR “prescription” OR “pharmaceutical”) AND (“therapy” OR “therapies” OR
“treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug” OR “drugs” OR “preparation” OR “preparations”))))) AND (((randomized controlled trial[pt] OR
controlled clinical trial[pt] OR randomized]tiab] OR placebotiab] OR clinical trials as topic[mesh:noexp] OR randomly{tiab] OR trialti]) NOT (animals[mh] NOT humans
[mh])))) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]))) AND (("CA Cancer J Clin"[Journal] OR "N Engl J Med"[Journal] OR "Lancet"[Journal] OR "JAMA"[Journal] OR
"Nat Biotechnol"[Journal] OR "Nature"[Journal] OR "Science"[Journal] OR "Lancet Oncol"[Journal] OR "Cell"[Journal] OR "Nat Med"[Journal] OR "Nat Genet"[Journal] OR
"Cancer Cell"[Journal] OR "World Psychiatry"[Journal] OR "Lancet Neurol"[Journal] OR "Nat Chem"[Journal] OR "J Clin Oncol"[Journal] OR "Cell Stem Cell"[Journal] OR
"Immunity"[Journal] OR "Nat Immunol"[Journal] OR "BMJ"[Journal] OR "Eur Heart J"[Journal] OR "Nat Cell Biol"[Journal] OR "Cancer Discov"[Journal] OR "J Am Coll
Cardiol"[Journal] OR "Lancet Infect Dis"[Journal] OR "Lancet Diabetes Endocrinol"[Journal] OR "Circulation"[Journal] OR "Lancet Respir Med"[Journal] OR
"Gastroenterology"[Journal] OR "Cell Metab"[Journal] OR "Nat Neurosci"[Journal] OR "Lancet Glob Health"[Journal] OR "Ann Intern Med"[Journal] OR "Psychol
Bull"[Journal] OR "Sci Transl Med"[Journal] OR "Gut"[Journal] OR "Trends Biochem Sci"[Journal] OR "JAMA Oncol"[Journal] OR "JAMA Intern Med"[Journal] OR
"Psychol Ing"[Journal] OR "Eur Urol"[Journal] OR "Cell Res"[Journal] OR "Trends Cogn Sci"[Journal] OR "JAMA Psychiatry"[Journal] OR "Nat Chem Biol"[Journal}))

Results: 139 records - https://www.ncbi.nlm.nih.gov/sites/myncbi/1 TwR_tlOrYmkO/collections/57350758/public/

Pharma trial match: Found in revised search — Harman et al. (2014)

48) Exercise trial matching search: ID 2837

(("diabetes mellitus"[MeSH Terms] OR ("diabetes" AND "mellitus") OR "diabetes mellitus" OR "diabetes" OR “diabetic’ OR “diabetics”) NOT ("Multicenter Study"
[Publication Type] OR "Multicenter Studies as Topic"[Mesh] OR "multicenter" OR "multi-center" OR "multicentre” OR "multi-centre")) AND ("Drug Therapy'[Mesh] OR
"drug therapy" [Subheading] OR "therapeutic use" [Subheading] OR "Pharmaceutical Preparations"[Mesh] OR “drug therapy” OR “therapeutic use” OR
“pharmacotherapy” OR “pharmacotherapies” OR “chemotherapy” OR “chemotherapies” OR “medication” OR “medications” OR ((“drug” OR “pharmacologic” OR
“pharmacological” OR “prescription” OR “pharmaceutical”’) AND (“therapy” OR “therapies” OR “treatment” OR “treatments” OR “intervention” OR “interventions” OR “drug”
OR “drugs” OR “preparation” OR “preparations”))) AND ((randomized controlled trial[pt] OR controlled clinical trial[pt] OR randomized]tiab] OR placeboltiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]) NOT (animals[mh] NOT humans [mh])) AND ("2008/01/01"[PDAT] : "2018/12/31"[PDAT]) AND
("JAMA"[Journal])

Results: 51 records — https://www.ncbi.nim.nih.gov/sites/mynchi/1 TwR_tlOrYmkO/collections/57 139460/public/

Pharma trial match: Found in original search from an alternate record (#11) — Wysham et al. (2017)
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