
Supplementary Table 1. Search strategies used in the systematic review, by database. 
PubMed 

(“genetic testing”[Title/Abstract] OR “genetic test”[Title/Abstract] OR “genetic tests”[Title/Abstract] OR “genetic technology”[Title/Abstract] 
OR “genetic technologies”[Title/Abstract] OR “genetic panel”[Title/Abstract] OR “genetic panels”[Title/Abstract] OR “gene 
panel”[Title/Abstract] OR “gene panels”[Title/Abstract] OR “genetic profiling”[Title/Abstract] OR “genetic application”[Title/Abstract] OR 
“genetic applications”[Title/Abstract] OR “genetic screening”[Title/Abstract] OR “genomic testing”[Title/Abstract] OR “genomic 
test”[Title/Abstract] OR “genomic tests”[Title/Abstract] OR “genomic technology”[Title/Abstract] OR “genomic technologies”[Title/Abstract] 
OR “genomic panel”[Title/Abstract] OR “genomic panels”[Title/Abstract] OR “genome panel”[Title/Abstract] OR “genome 
panels”[Title/Abstract] OR “genomic profiling”[Title/Abstract] OR “genomic application”[Title/Abstract] OR “genomic 
applications”[Title/Abstract] OR “genomic screening”[Title/Abstract] OR “next generation sequencing testing”[Title/Abstract] OR “NGS 
testing”[Title/Abstract] OR “next generation sequencing test”[Title/Abstract] OR “next generation sequencing tests”[Title/Abstract] OR “NGS 
test”[Title/Abstract] OR “NGS tests”[Title/Abstract] OR “next generation sequencing technology”[Title/Abstract] OR “next generation 
sequencing technologies”[Title/Abstract] OR “NGS technology”[Title/Abstract] OR “NGS technologies”[Title/Abstract] OR “next generation 
sequencing panel”[Title/Abstract] OR “next generation sequencing panels”[Title/Abstract] OR “NGS panel”[Title/Abstract] OR “NGS 
panels”[Title/Abstract] OR “next generation sequencing profiling”[Title/Abstract] OR “NGS profiling”[Title/Abstract] OR “next generation 
sequencing application”[Title/Abstract] OR “next generation sequencing applications”[Title/Abstract] OR “NGS application”[Title/Abstract] 
OR “NGS applications”[Title/Abstract] OR “next generation sequencing screening”[Title/Abstract] OR “NGS screening”[Title/Abstract] OR 
“pharmacogenetic testing”[Title/Abstract] OR “pharmacogenetic test”[Title/Abstract] OR “pharmacogenetic tests”[Title/Abstract] OR 
“pharmacogenetic technology”[Title/Abstract] OR “pharmacogenetic technologies”[Title/Abstract] OR “pharmacogenetic 
panel”[Title/Abstract] OR “pharmacogenetic panels”[Title/Abstract] OR “pharmacogenetic profiling”[Title/Abstract] OR “pharmacogenetic 
application”[Title/Abstract] OR “pharmacogenetic applications”[Title/Abstract] OR “pharmacogenetic screening”[Title/Abstract] OR 
“pharmacogenomic testing”[Title/Abstract] OR “pharmacogenomic test”[Title/Abstract] OR “pharmacogenomic tests”[Title/Abstract] OR 
“pharmacogenomic technology”[Title/Abstract] OR “pharmacogenomic technologies”[Title/Abstract] OR “pharmacogenomic 
panel”[Title/Abstract] OR “pharmacogenomic panels”[Title/Abstract] OR “pharmacogenomic profiling”[Title/Abstract] OR 
“pharmacogenomic application”[Title/Abstract] OR “pharmacogenomic applications”[Title/Abstract] OR “pharmacogenomic 
screening”[Title/Abstract] OR “molecular testing”[Title/Abstract] OR “molecular test”[Title/Abstract] OR “molecular tests”[Title/Abstract] 
OR “molecular technology”[Title/Abstract] OR “molecular technologies”[Title/Abstract] OR “molecular panel”[Title/Abstract] OR “molecular 
panels”[Title/Abstract] OR “molecular profiling”[Title/Abstract] OR “molecular application”[Title/Abstract] OR “molecular 
applications”[Title/Abstract] OR “molecular screening”[Title/Abstract] OR “genetic predisposition testing”[Title/Abstract] OR “predictive 
testing”[Title/Abstract]) AND (“evaluation”[Title/Abstract] OR “evaluations”[Title/Abstract] OR “evaluate”[Title/Abstract] OR 
“evaluating”[Title/Abstract] OR “evaluated”[Title/Abstract] OR “assessment”[Title/Abstract] OR “assessments”[Title/Abstract] OR 
“assess”[Title/Abstract] OR “assessing”[Title/Abstract] OR “assessed”[Title/Abstract] OR “health technology assessment”[Title/Abstract] OR 
“HTA”[Title/Abstract] OR “evidence review”[Title/Abstract] OR “evidence reviews”[Title/Abstract] OR “appraisal”[Title/Abstract]) AND 
(“report*”[Title/Abstract] OR “summary”[Title/Abstract] OR “summaries” [Title/Abstract] OR “synthesis”[Title/Abstract] OR 
“guidance*”[Title/Abstract] OR “guideline*”[Title/Abstract] OR “recommendation*”[Title/Abstract] OR “appraisal”[Title/Abstract]) 

Scopus 
TITLE-ABS-KEY(“genetic testing” OR “genetic test” OR “genetic tests” OR “genetic technology” OR “genetic technologies” OR “genetic 
panel” OR “genetic panels” OR “gene panel” OR “gene panels” OR “genetic profiling” OR “genetic application” OR “genetic applications” 
OR “genetic screening” OR “genomic testing” OR “genomic test” OR “genomic tests” OR “genomic technology” OR “genomic technologies” 
OR “genomic panel” OR “genomic panels” OR “genome panel” OR “genome panels” OR “genomic profiling” OR “genomic application” OR 
“genomic applications” OR “genomic screening” OR “next generation sequencing testing” OR “NGS testing” OR “next generation sequencing 
test” OR “next generation sequencing tests” OR “NGS test” OR “NGS tests” OR “next generation sequencing technology” OR “next 
generation sequencing technologies” OR “NGS technology” OR “NGS technologies” OR “next generation sequencing panel” OR “next 
generation sequencing panels” OR “NGS panel” OR “NGS panels” OR “next generation sequencing profiling” OR “NGS profiling” OR “next 
generation sequencing application” OR “next generation sequencing applications” OR “NGS application” OR “NGS applications” OR “next 
generation sequencing screening” OR “NGS screening” OR “pharmacogenetic testing” OR “pharmacogenetic test” OR “pharmacogenetic 
tests” OR “pharmacogenetic technology” OR “pharmacogenetic technologies” OR “pharmacogenetic panel” OR “pharmacogenetic panels” OR 
“pharmacogenetic profiling” OR “pharmacogenetic application” OR “pharmacogenetic applications” OR “pharmacogenetic screening” OR 
“pharmacogenomic testing” OR “pharmacogenomic test” OR “pharmacogenomic tests” OR “pharmacogenomic technology” OR 
“pharmacogenomic technologies” OR “pharmacogenomic panel” OR “pharmacogenomic panels” OR “pharmacogenomic profiling” OR 
“pharmacogenomic application” OR “pharmacogenomic applications” OR “pharmacogenomic screening” OR “molecular testing” OR 
“molecular test” OR “molecular tests” OR “molecular technology” OR “molecular technologies” OR “molecular panel” OR “molecular 
panels” OR “molecular profiling” OR “molecular application” OR “molecular applications” OR “molecular screening” OR “genetic 
predisposition testing” OR “predictive testing”)  AND TITLE-ABS-KEY (“evaluation” OR “evaluations” OR “evaluate” OR “evaluating” OR 
“evaluated” OR “assessment” OR “assessments” OR “assess” OR “assessing” OR “assessed” OR “health technology assessment” OR “HTA” 
OR “evidence review” OR “evidence reviews” OR “appraisal”) AND TITLE-ABS-KEY (“report*” OR “summary” OR “summaries” OR 
“synthesis” OR “guidance*” OR “guideline*” OR “recommendation*” OR “appraisal”) 

Web of Science 
TS=(“genetic testing” OR “genetic test” OR “genetic tests” OR “genetic technology” OR “genetic technologies” OR “genetic panel” OR 
“genetic panels” OR “gene panel” OR “gene panels” OR “genetic profiling” OR “genetic application” OR “genetic applications” OR “genetic 
screening” OR “genomic testing” OR “genomic test” OR “genomic tests” OR “genomic technology” OR “genomic technologies” OR 
“genomic panel” OR “genomic panels” OR “genome panel” OR “genome panels” OR “genomic profiling” OR “genomic application” OR 
“genomic applications” OR “genomic screening” OR “next generation sequencing testing” OR “NGS testing” OR “next generation sequencing 
test” OR “next generation sequencing tests” OR “NGS test” OR “NGS tests” OR “next generation sequencing technology” OR “next 
generation sequencing technologies” OR “NGS technology” OR “NGS technologies” OR “next generation sequencing panel” OR “next 
generation sequencing panels” OR “NGS panel” OR “NGS panels” OR “next generation sequencing profiling” OR “NGS profiling” OR “next 
generation sequencing application” OR “next generation sequencing applications” OR “NGS application” OR “NGS applications” OR “next 
generation sequencing screening” OR “NGS screening” OR “pharmacogenetic testing” OR “pharmacogenetic test” OR “pharmacogenetic 
tests” OR “pharmacogenetic technology” OR “pharmacogenetic technologies” OR “pharmacogenetic panel” OR “pharmacogenetic panels” OR 
“pharmacogenetic profiling” OR “pharmacogenetic application” OR “pharmacogenetic applications” OR “pharmacogenetic screening” OR 
“pharmacogenomic testing” OR “pharmacogenomic test” OR “pharmacogenomic tests” OR “pharmacogenomic technology” OR 
“pharmacogenomic technologies” OR “pharmacogenomic panel” OR “pharmacogenomic panels” OR “pharmacogenomic profiling” OR 



“pharmacogenomic application” OR “pharmacogenomic applications” OR “pharmacogenomic screening” OR “molecular testing” OR 
“molecular test” OR “molecular tests” OR “molecular technology” OR “molecular technologies” OR “molecular panel” OR “molecular 
panels” OR “molecular profiling” OR “molecular application” OR “molecular applications” OR “molecular screening” OR “genetic 
predisposition testing” OR “predictive testing”) AND TS=(“evaluation” OR “evaluations” OR “evaluate” OR “evaluating” OR “evaluated” OR 
“assessment” OR “assessments” OR “assess” OR “assessing” OR “assessed” OR “health technology assessment” OR “HTA” OR “evidence 
review” OR “evidence reviews” OR “appraisal”) AND TS=(“report*” OR “summary” OR “summaries” OR “synthesis” OR “guidance*” OR 
“guideline*” OR “recommendation*” OR “appraisal”) 

International HTA database 
Title((“genetic testing”  OR  “genetic test”  OR  “genetic tests”  OR  “genetic technology”  OR  “genetic technologies”  OR  “genetic 
panel”  OR  “genetic panels”  OR  “gene panel”  OR  “gene panels”  OR  “genetic profiling”  OR  “genetic application”  OR  “genetic 
applications”  OR  “genetic screening”  OR  “genomic testing”  OR  “genomic test”  OR  “genomic tests”  OR  “genomic 
technology”  OR  “genomic technologies”  OR  “genomic panel”  OR  “genomic panels”  OR  “genome panel”  OR  “genome 
panels”  OR  “genomic profiling”  OR  “genomic application”  OR  “genomic applications”  OR  “genomic screening”  OR  “next generation 
sequencing testing”  OR  “NGS testing”  OR  “next generation sequencing test”  OR  “next generation sequencing tests”  OR  “NGS 
test”  OR  “NGS tests”  OR  “next generation sequencing technology”  OR  “next generation sequencing technologies”  OR  “NGS 
technology”  OR  “NGS technologies”  OR  “next generation sequencing panel”  OR  “next generation sequencing panels”  OR  “NGS 
panel”  OR  “NGS panels”  OR  “next generation sequencing profiling”  OR  “NGS profiling”  OR  “next generation sequencing 
application”  OR  “next generation sequencing applications”  OR  “NGS application”  OR  “NGS applications”  OR  “next generation 
sequencing screening”  OR  “NGS screening”  OR  “pharmacogenetic testing”  OR  “pharmacogenetic test”  OR  “pharmacogenetic 
tests”  OR  “pharmacogenetic technology”  OR  “pharmacogenetic technologies”  OR  “pharmacogenetic panel”  OR  “pharmacogenetic 
panels”  OR  “pharmacogenetic profiling”  OR  “pharmacogenetic application”  OR  “pharmacogenetic applications”  OR  “pharmacogenetic 
screening”  OR  “pharmacogenomic testing”  OR  “pharmacogenomic test”  OR  “pharmacogenomic tests”  OR  “pharmacogenomic 
technology”  OR  “pharmacogenomic technologies”  OR  “pharmacogenomic panel”  OR  “pharmacogenomic 
panels”  OR  “pharmacogenomic profiling”  OR  “pharmacogenomic application”  OR  “pharmacogenomic 
applications”  OR  “pharmacogenomic screening”  OR  “molecular testing”  OR  “molecular test”  OR  “molecular tests”  OR  “molecular 
technology”  OR  “molecular technologies”  OR  “molecular panel”  OR  “molecular panels”  OR  “molecular profiling”  OR  “molecular 
application”  OR  “molecular applications”  OR  “molecular screening” OR “genetic predisposition testing” OR “predictive testing” 
)  AND (“evaluation” OR “evaluations” OR “evaluate” OR “evaluating” OR “evaluated” OR “assessment” OR “assessments” OR “assess” OR 
“assessing” OR “assessed” OR “health technology assessment” OR “HTA” OR “evidence review” OR “evidence reviews” OR “appraisal”)) 
OR Abstracts((“genetic testing”  OR  “genetic test”  OR  “genetic tests”  OR  “genetic technology”  OR  “genetic technologies”  OR  “genetic 
panel”  OR  “genetic panels”  OR  “gene panel”  OR  “gene panels”  OR  “genetic profiling”  OR  “genetic application”  OR  “genetic 
applications”  OR  “genetic screening”  OR  “genomic testing”  OR  “genomic test”  OR  “genomic tests”  OR  “genomic 
technology”  OR  “genomic technologies”  OR  “genomic panel”  OR  “genomic panels”  OR  “genome panel”  OR  “genome 
panels”  OR  “genomic profiling”  OR  “genomic application”  OR  “genomic applications”  OR  “genomic screening”  OR  “next generation 
sequencing testing”  OR  “NGS testing”  OR  “next generation sequencing test”  OR  “next generation sequencing tests”  OR  “NGS 
test”  OR  “NGS tests”  OR  “next generation sequencing technology”  OR  “next generation sequencing technologies”  OR  “NGS 
technology”  OR  “NGS technologies”  OR  “next generation sequencing panel”  OR  “next generation sequencing panels”  OR  “NGS 
panel”  OR  “NGS panels”  OR  “next generation sequencing profiling”  OR  “NGS profiling”  OR  “next generation sequencing 
application”  OR  “next generation sequencing applications”  OR  “NGS application”  OR  “NGS applications”  OR  “next generation 
sequencing screening”  OR  “NGS screening”  OR  “pharmacogenetic testing”  OR  “pharmacogenetic test”  OR  “pharmacogenetic 
tests”  OR  “pharmacogenetic technology”  OR  “pharmacogenetic technologies”  OR  “pharmacogenetic panel”  OR  “pharmacogenetic 
panels”  OR  “pharmacogenetic profiling”  OR  “pharmacogenetic application”  OR  “pharmacogenetic applications”  OR  “pharmacogenetic 
screening”  OR  “pharmacogenomic testing”  OR  “pharmacogenomic test”  OR  “pharmacogenomic tests”  OR  “pharmacogenomic 
technology”  OR  “pharmacogenomic technologies”  OR  “pharmacogenomic panel”  OR  “pharmacogenomic 
panels”  OR  “pharmacogenomic profiling”  OR  “pharmacogenomic application”  OR  “pharmacogenomic 
applications”  OR  “pharmacogenomic screening”  OR  “molecular testing”  OR  “molecular test”  OR  “molecular tests”  OR  “molecular 
technology”  OR  “molecular technologies”  OR  “molecular panel”  OR  “molecular panels”  OR  “molecular profiling”  OR  “molecular 
application”  OR  “molecular applications”  OR  “molecular screening” OR “genetic predisposition testing” OR “predictive testing” 
)  AND (“evaluation” OR “evaluations” OR “evaluate” OR “evaluating” OR “evaluated” OR “assessment” OR “assessments” OR “assess” OR 
“assessing” OR “assessed” OR “health technology assessment” OR “HTA” OR “evidence review” OR “evidence reviews” OR “appraisal”)) 



Supplementary Table 2. Assessment components of reports included in the systematic review, by domain (N=41). 
N (%) Reference 

Disease/condition of interest 
Epidemiology 

Investigated, evidence found/produced 41 (100.0) [17–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 0 (0.0) – 

Etiopathogenesis 

Investigated, evidence found/produced 26 (63.4) 
[17–20,22,26,28,29,31,33–36,38,41–44,48,49, 

51–55,57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 15 (36.6) [21,23–25,27,30,32,37,39,40,45–47,50,56] 

Natural history 
Investigated, evidence found/produced 37 (90.2) [17–39,41–45,47–52,54,55,57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 4 (9.8) [40,46,53,56] 

Current management 
Investigated, evidence found/produced 40 (97.6) [17–29,31–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 1 (2.4) [30] 

Application 
Analytic accuracy 

Investigated, evidence found/produced 16 (39.0) [17,22,23,28,30–33,35–37,43,45,52,53,56] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 25 (61.0) [18–21,24–27,29,34,38–42,44,46–51,54,55,57] 

Clinical aspects 
Clinical accuracy 

Investigated, evidence found/produced 22 (53.7) 
[17–19,21,23,27,28,32–

35,38,40,42,43,46,48,50,51,54,55,57] 
Investigated, no evidence found/produced 3 (7.3) [26,29,52] 
Not investigated 16 (39.0) [20,22,24,25,30,31,36,37,39,41,44,45,47,49,53,56] 

Efficacy 
Investigated, evidence found/produced 16 (39.0) [21,23–25,32,33,38,40,41,44,45,47–50,56] 
Investigated, no evidence found/produced 19 (46.3) [19,20,22,26,27,29,30,35–37,39,43,46,51–55,57] 
Not investigated 6 (14.6) [17,18,28,31,34,42] 

Effectiveness 
Investigated, evidence found/produced 26 (63.4) [22,23,26–30,32,35,37–48,50,54–57] 
Investigated, no evidence found/produced 6 (14.6) [18,19,36,51–53] 
Not investigated 9 (22.0) [17,20,21,24,25,31,33,34,49] 

Safety 
Investigated, evidence found/produced 14 (34.1) [25,26,29,34,35,38,40,43,46,48,49,55–57] 
Investigated, no evidence found/produced 9 (22.0) [19,20,27,30,42,45,47,51,53] 
Not investigated 18 (43.9) [17,18,21–24,28,31–33,36,37,39,41,44,50,52,54] 

Patient-reported outcomes 
Investigated, evidence found/produced 9 (22.0) [17,18,24,25,34,38,41,43,47] 
Investigated, no evidence found/produced 5 (12.2) [20,42,48,53,54] 

Not investigated 27 (65.9) 
[19,21–23,26–33,35–37,39,40,44–46,49–52, 

55–57] 
Post-test clinical pathways 

Investigated, evidence found/produced 34 (82.9) [17,19–27,29,33–36,38–46,48–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 7 (17.1) [18,28,30–32,37,47] 

Personal and societal aspects 
Non-health-related outcomes 

Investigated, evidence found/produced 21 (51.2) [17,18,20,22,23,35,37–39,42,43,45–50,53–55,57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 20 (48.8) [19,21,24–34,36,40,41,44,51,52,56] 

Ethical aspects 
Investigated, evidence found/produced 11 (26.8) [18,23,27,29,35,38,42,46,50,54,57] 
Investigated, no evidence found/produced 0 (0.0) – 

Not investigated 30 (73.2) 
[17,19–22,24–26,28,30–34,36,37,39–41, 

43–45,47–49,51–53,55,56] 
Legal aspects 

Investigated, evidence found/produced 2 (4.9) [35,38] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 39 (95.1) [17–34,36,37,39–57] 

Social aspects 
Investigated, evidence found/produced 9 (22.0) [18,23,29,38,42,46,47,50,57] 
Investigated, no evidence found/produced 0 (0.0) – 

Not investigated 32 (78.0) 
[17,19–22,24–28,30–37,39–41,43–45,48,49, 

51–56] 



Organizational aspects 
Burden of disease 

Investigated, evidence found/produced 37 (90.2) [17–25,27,29,31–38,40–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 4 (9.8) [26,28,30,39] 

Professional resources need 

Investigated, evidence found/produced 24 (58.5) 
[17–19,21,25,27,29,31,34,37,38,40–43,45, 

48–50,52–55,57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 17 (41.5) [20,22–24,26,28,30,32,33,35,36,39,44,46,47,51,56] 

Material resources need 
Investigated, evidence found/produced 32 (78.0) [17–19,21,22,25,27,29,31–38,40–43,45–50,52–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 9 (22.0) [20,23,24,26,28,30,39,44,51] 

Financial resources need 
Investigated, evidence found/produced 34 (82.9) [17–21,23,25,27,29,31–38,40–43,45–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 7 (17.1) [22,24,26,28,30,39,44] 

Budget Impact Analysis 
Investigated, evidence found/produced 22 (53.7) [17,19,23–25,27,29,32,37,40–42,45–50,54–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 19 (46.3) [18,20–22,26,28,30,31,33–36,38,39,43,44,51–53] 

Equity in access 
Investigated, evidence found/produced 12 (29.3) [19,22,31,35,36,38,44,46,48,55–57] 
Investigated, no evidence found/produced 0 (0.0) – 
Not investigated 29 (70.7) [17,18,20,21,23–30,32–34,37,39–43,45,47,49–54] 

Economic evaluations 
Investigated, evidence found/produced 34 (82.9) [17,18,20,21,23–27,29,31–36,38–51,54–57] 
Investigated, no evidence found/produced 3 (7.3) [19,22,37] 
Not investigated 4 (9.8) [28,30,52,53] 



Supplementary Table 3. Gaps reported in component assessment, by domain. The denominator (N) is the overall number of reports that investigated a single component. 
Domain Component Gap N (%) Reference 

Disease/condition 
of interest 

Epidemiology (N=41) Target population potentially under-represented 3 (7.3) [18,38,44] 
Etiopathogenesis (N=26) No gap reported – – 
Natural history (N=37) No gap reported – – 

Current management (N=40) 
Need for updated clinical practice guidelines/lack of standardized 
clinical pathways 

6 (15.0) [17,18,21,29,46,49] 

Application Analytic accuracy (N=16) 

Concerns on quality of evidence 4 (25.0) [31,34,52,53] 
Invasive test procedure 1 (6.2) [17] 
Lack of evidence 5 (31.2) [22,23,28,30,56] 
Limited generalizability/applicability of findings 2 (12.5) [31,36] 
Need for larger gene panel 2 (12.5) [33,49] 
Need for reference standard/thresholds 5 (31.2) [28,31–33,45] 
Poor accuracy of test 1 (6.2) [45] 

Clinical aspects 

Clinical accuracy (N=25) 

Concerns on quality of evidence 4 (16.0) [27,34,55,57] 
Lack of evidence 11 (44.0) [26,28,29,32–34,42,48,51,52,57] 
Limited generalizability/applicability of findings 9 (36.0) [18,19,26,27,32,33,35,55,57] 
Need for larger gene panel 1 (4.0) [21] 
Need for reference standard/thresholds 6 (24.0) [19,27,32,34,42,57] 
Target population potentially under-represented 2 (8.0) [50,55] 

Efficacy (N=35) 

Concerns on quality of evidence 3 (8.6) [25,37,41] 

Lack of evidence 30 (85.7) 
[19,20,22–24,26,27,29,30,32,33,35–37,39–43,45–49, 

51–55,57] 
Limited generalizability/applicability of findings 14 (40.0) [21,23,27,29,30,33,35,38,40,47,49,50,54,56] 

Effectiveness (N=32) 

Concerns on quality of evidence 5 (15.6) [23,28,37,41,46] 
Lack of evidence 20 (62.5) [18,19,22,26–28,30,32,36,40–42,45,47,48,51–55] 
Limited generalizability/applicability of findings 16 (50.0) [22,26,27,29,30,35,37–40,43,47,50,54,56,57] 
Target population potentially under-represented 2 (6.2) [22,26] 

Safety (N=23) 
Concerns on safety 2 (8.7) [40,46] 
Lack of evidence 12 (52.2) [19,20,27,30,38,42,45,47,48,51–53] 
Limited generalizability/applicability of findings 3 (13.0) [29,43,56] 

Patient-reported outcomes (N=14) 
Lack of evidence 7 (50.0) [20,42,43,48,52–54] 
Limited generalizability/applicability of findings 1 (7.1) [18] 

Post-test clinical pathways (N=34) 

Lack of evidence 2 (5.9) [17,22] 
Limited generalizability/applicability of findings 1 (2.9) [38] 
Need for updated clinical practice guidelines/lack of standardized 
clinical pathways 

3 (8.8) [17,22,33] 

Personal and 
societal aspects 

Non-health-related outcomes (N=21) 

Lack of evidence 4 (19.0) [22,42,45,50] 
Limited generalizability/applicability of findings 9 (42.9) [17,18,45–47,49,50,54,55] 
Need for updated clinical practice guidelines/lack of standardized 
clinical pathways 

1 (4.8) [47] 

Ethical aspects (N=11) No gap reported – – 
Legal aspects (N=2) No gap reported – – 
Social aspects (N=9) Lack of evidence 1 (11.1) [50] 

Organizational 
aspects 

Burden of disease (N=37) No gap reported – – 
Professional resources need (N=24) Lack of data/difficulty in estimating costs 2 (8.3) [52,53] 
Material resources need (N=32) Lack of data/difficulty in estimating costs 7 (21.9) [26,34,45,47,52,53,57] 
Financial resources need (N=34) Lack of data/difficulty in estimating costs 2 (5.9) [46,57] 

Budget Impact Analysis (N=22) 
Lack of data/difficulty in estimating costs 2 (9.1) [54,55] 
Limited generalizability/applicability of findings 1 (4.5) [50] 

Equity in access (N=12) No gap reported – – 

Economic evaluations (N=37) 
Lack of evidence 11 (29.7) [18,19,22,26,27,29,37,40,42,48,57] 
Limited generalizability/applicability of findings 27 (73.0) [17,18,20,21,26,27,31–33,36,39–51,54–57] 
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