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eTable 3. Strength of Evidence Assessment Using GRADE Criteria

Analysis Assessment Other Details

Sample-weighted prevalence of financial burden

Limitations in study design Downgraded 8 studies judged “fair” in risk of bias

Inconsistency of result Downgraded Because of substantial heterogeneity

Indirectness of evidence Downgraded Because of substantial heterogeneity

Imprecision Not downgraded

Publications of bias Not downgraded Not present

General assessment Very low

Association between insurance status and financial burdens

Limitations in study design Not downgraded

Inconsistency of result Downgraded Because of substantial heterogeneity

Indirectness of evidence Downgraded Because of substantial heterogeneity

Imprecision Not downgraded

Publications of bias Not downgraded Cannot be assessed

General assessment Low

Association between financial burdens and cancer medication adherence

Limitations in study design Not downgraded

Inconsistency of result Downgraded Because of substantial heterogeneity

Indirectness of evidence Downgraded Differences in populations and outcomes

Imprecision Downgraded Large confidence intervals

Publications of bias Not downgraded Cannot be assessed

General assessment Very low

Abbreviation: GRADE, Grading of Recommendations Assessment, Development, and Evaluation criteria.
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eAppendix 1. Supplementary Results

Study Characteristics
Patients with cancer at any disease site (eg, breast, prostate, lung) were eligible in 38 studies (51%). Single-disease site-
specific studies most commonly focused on breast cancer (n514 studies, representing 46,033 study subjects) and he-
matologic cancers (n57 studies, representing 7,005 study subjects). Assessments of the measure of financial toxicity
represented a variety of time points across the cancer survivorship spectrum, fromdiagnosis to treatment to follow-up; 7
studies focused on financial toxicity within the first 12months of cancer treatment,1–7 and 6 studies were longitudinal in
design.8–13 A total of 5 studies (74%)were cross-sectional in design; 3 studies (4%) focused on subjects aged$65 years,14–16

and 7 studies oversampled for racial/ethnic minorities or medically underserved patients.4,8,17–21 For sample-weighted
prevalence estimates, subgroup analyses demonstrating the prevalence of financial burdens ranged from 39% to 64%.
When data were grouped by the specific type of financial burden, prevalence was as follows:
• In 7 studies reporting psychological burdens, 39% (95% CI, 25%–54%).
• In 13 studies reporting psychological and indirect burdens, 50% (95% CI, 39%–61%).
• In 1 study reporting indirect and direct burdens, 42% (95% CI, 39%–45%).
• In 2 studies reporting psychological, indirect, and direct burdens, 59% (95% CI, 54%–63%).
• In 1 study reporting indirect burdens, 64% (95% CI, 62%–66%).
• In 1 study reporting psychological and direct burdens, 49% (95% CI, 41%–56%).

Therefore, by type of financial burden, no substantial differences in prevalence were observed (meta-regression
P5.24).

Risk of Bias
Therewas a risk of recall biaswithin studies, particularly for studieswith cross-sectional or retrospective cohort design in
which a subject’s financial toxicity was not determined prospectively but instead depended on recall and self-report of
financial toxicity that the subject retrospectively attributed as a consequenceof cancer treatment. Therefore, temporality
of associations betweenfinancial toxicity andoutcomes couldnot be confirmed.Not allfinancial toxicity tools/measures
had reliability and validity testing, which could lead tomisclassification bias. However, some financial toxicity measures
were objective (eg, out-of-pocket [OOP] costs and copays determined by insurance claims records, or bankruptcy as
determined by public records and not subject self-reporting) and/or validation-related (eg, the COST tool), and themes
between findings from studies using validated measures did not differ categorically from studies using other financial
toxicity measures. Selection bias may have occurred with underrepresentation of nonwhite subjects in studies.

Selection bias may have also occurred if nonparticipants systematically differed from participants (eg, if nonpar-
ticipants tended to have more severe disease or financial toxicity causing barriers to participation), though in the 56
evaluable studies the participation rate exceeded 50% in 86% of studies. Of the 6 longitudinal studies, attrition bias
because of deaths frommetastatic or advanced cancer could have impacted the generalizability of longitudinal findings
to patients with more severe disease.

Measures of Financial Toxicity
Regarding existingmeasures offinancial toxicity, no single concept,measure, or toolwas consistently usedacross studies.
Measures included validated items or tools (the Medical Expenditure Panel Survey22 and the COST tool23), objective
quantification or estimation of OOP costs, and subjective questions about the severity of treatment, financial burdens,
and/or psychological stress (eg, “How much financial burden currently resulted from your illness and treatment?”).24

Additional Quantitative Analyses
Funnel plot and regression asymmetry tests to assess small-study bias were not feasible because of the small number of
studies for quantitative synthesis. For the association between insurance status and odds of financial toxicity, on sen-
sitivity analysis, greater odds were observed in patients with breast cancer aged.65 years receiving adjuvant hormonal
treatments. Insurance was still associated with financial toxicity when removing the studies evaluating breast cancer
(odds rqatio [OR], 1.77; 95% CI, 1.38–2.25; I2531%) or any other particular type of cancer (OR, 2.17; 95% CI, 1.63–2.89;
I250%). For the association between financial toxicity and odds of medication nonadherence, the association was still
significant after removing the study evaluating leukemia only (OR, 2.22; 95% CI, 1.25–3.96; I2513%).
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