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Abstract 

Background  This study examined the synthesis methods used in meta-analyses pooling data from observational 
studies (OSs) and randomised controlled trials (RCTs) from various medical disciplines.

Methods  We searched Medline via PubMed to identify reports of systematic reviews of interventions, includ‑
ing and pooling data from RCTs and OSs published in 110 high-impact factor general and specialised journals 
between 2015 and 2019. Screening and data extraction were performed in duplicate. To describe the synthesis meth‑
ods used in the meta-analyses, we considered the first meta-analysis presented in each article.

Results  Overall, 132 reports were identified with a median number of included studies of 14 [9–26]. The median 
number of OSs was 6.5 [3–12] and that of RCTs was 3 [1–6]. The effect estimates recorded from OSs (i.e., adjusted 
or unadjusted) were not specified in 82% (n = 108) of the meta-analyses. An inverse-variance common-effect model 
was used in 2% (n = 3) of the meta-analyses, a random-effects model was used in 55% (n = 73), and both mod‑
els were used in 40% (n = 53). A Poisson regression model was used in 1 meta-analysis, and 2 meta-analyses did 
not report the model they used. The mean total weight of OSs in the studied meta-analyses was 57.3% (standard 
deviation, ± 30.3%). Only 44 (33%) meta-analyses reported results stratified by study design. Of them, the results 
between OSs and RCTs had a consistent direction of effect in 70% (n = 31). Study design was explored as a potential 
source of heterogeneity in 79% of the meta-analyses, and confounding factors were investigated in only 10% (n = 13). 
Publication bias was assessed in 70% (n = 92) of the meta-analyses. Tau-square was reported in 32 meta-analyses 
with a median of 0.07 [0–0.30].

Conclusion  The inclusion of OSs in a meta-analysis on interventions could provide useful information. However, con‑
siderations of several methodological and conceptual aspects of OSs, that are required to avoid misleading findings, 
were often absent or insufficiently reported in our sample.
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Background
The incorporation of non-randomised evidence in meta-
analyses has attracted a lot of interest [1–3]. The results 
of observational studies (OSs) may have high external 
validity and generalizability [4–6]. However, there are 
concerns regarding the risk of bias in OSs, particularly 
selection and confounding bias, and the large heteroge-
neity in their study designs [7–11].

Several meta-epidemiological studies have investi-
gated the similarity between the results of randomised 
controlled trials (RCTs) and OSs for the same research 
questions [12–14]. Bun et al. included 102 meta-analyses 
of OSs and RCTs and showed that the average treatment 
effects did not differ substantially between the two study 
designs [12]. Similar findings were obtained by Golder 
et  al. [13]. Furthermore, Beyerbach et  al. suggested that 
not only is evidence from RCTs and OSs usually in agree-
ment but that the inclusion of observational data is cru-
cial to obtain a global view of the available evidence in 
the field of nutrition [14, 15].

Despite the above findings, these empirical investiga-
tions have focused only on the similarity of the numeri-
cal summaries between the two types of studies. This 
approach ignores the inevitable clinical and methodo-
logical heterogeneity between RCTs and OSs, which is 
not always reflected in the observed treatment effects of 
individual studies [16]. In addition, more and less hetero-
geneous datasets may provide similar summary results as 
the weighted average can remain unchanged when adding 
equally extreme effects of similar precision to its left and 
right. Focusing only on the overall effect may cause us to 
overlook important discrepancies between or within sub-
groups [2, 17, 18]. In such cases, the risk of establishing 
misleading conclusions is high, and the interpretation 
of summary results from highly heterogeneous sets of 
studies should explicitly account for the inherently high 
uncertainty they are accompanied with [19–21]. Further, 
the interpretation of OS findings depends on the con-
founding factors that have been adjusted for. Hence, the 
use of different adjustment factors across OSs may chal-
lenge the comparability of their findings as well as with 
RCTs [22, 23].

We have previously explored the approaches that 
review authors used at the systematic review stage (data 
extraction, risk of bias assessment, etc.) to reassure that 
the specific challenges and potential biases introduced by 
the inclusion of observational studies will be adequately 
accommodated in their conclusions [24]. We found that 
published systematic reviews including RCTs and OSs 
were often lacking proper reporting and methodology 
for OSs; for instance, few reviews only reported regis-
tration of a protocol and adjusted estimates were rarely 
extracted. In this study, we investigated the synthesis 

methods that have been used to combine the findings of 
RCTs and OSs and to explore the potential discrepancies 
in their results. We included studies published in general 
and specialised high impact factor journals and focused 
on their statistical approaches for data synthesis, evalu-
ation and exploration of statistical and clinical heteroge-
neity, handling of confounders and potential reporting 
biases in the analysis, and interpretation of results.

Methods
The search strategy and selection process for eligible sys-
tematic reviews have been previously described in detail 
[24]. Briefly, we searched Medline via PubMed to identify 
systematic reviews that included RCTs and OSs evalu-
ating the effect of healthcare interventions, published 
between January 2015 and December 2019 in general 
and internal medicine or public health journals with an 
impact factor ≥ 2.5 or in the top five specialty medical 
journals. The full search strategy is presented in Addi-
tional file 1. We included systematic reviews with at least 
one meta-analysis pooling the results of RCTs and OSs 
and we considered the first meta-analysis presented in 
each article. Systematic reviews with meta-analyses that 
included fewer than five studies in total were excluded. 
Two reviewers (CC and CL) performed the selection of 
the meta-analyses.

Data extraction
Data were systematically extracted from each article 
using a preestablished data extraction form (Additional 
file 2).

General characteristics
We recorded the journal type (specialty or general medi-
cal journal), type of treatment evaluated, review eligi-
bility criteria, type of OSs included, any design-specific 
analyses for RCTs and different types of OSs, and median 
number of studies included overall and under each study 
type. We assessed whether and how the risk of bias in the 
primary studies was evaluated and whether any levels of 
risk of bias were excluded from the systematic review.

Synthesis methods
We recorded their eligibility criteria; we also checked 
whether criteria, such as study type, sample size, or 
risk of bias thresholds, were applied at the synthesis 
level in addition to the inclusion criteria at the system-
atic review level. We determined the outcome data that 
were extracted for the analyses of OSs (i.e., adjusted or 
unadjusted estimates). We further extracted the synthesis 
model used and determined whether and how confound-
ing factors had been considered before or during the 
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synthesis (e.g. restricting the meta-analysis to adjusted 
estimates for all important confounders) [25].

In addition, we recorded whether and how review 
authors assessed and explored heterogeneity and whether 
the study design or other study characteristics were 
considered as potential sources of heterogeneity. We 
determined whether the review authors assessed report-
ing bias (graphically, statistically, or both) and, if not, 
whether they provided a justification (e.g., insufficient 
number of studies).

We extracted the total number of RCTs and OSs syn-
thesised, outcomes for which the two study designs were 
combined, and specific randomised and non-randomised 
designs that were included or excluded.

We determined the total weight of each design in the 
estimation of the summary effect and whether a sub-
group analysis by study design was performed. We also 
recorded how the confounding factors and heterogene-
ity were accounted for in the interpretation of the results 
and final conclusions.

We assessed the consistency between the pooled 
results of OSs and RCTs by visual inspection of the sum-
mary effects and their confidence intervals. Specifically, 
we monitored whether the overall effects were in the 
same direction and whether they were significant. We 
extracted the test for subgroup differences when this was 
reported.

Statistical analysis
We summarised our findings using descriptive statistics. 
Categorical variables are presented as frequencies and 
percentages and continuous variables as medians with 
interquartile ranges (IQR). All analyses were performed 
using the R software [26] and some of the figures were 
created using the Excel Stat software [27].

Results
We identified 402 systematic reviews that included both 
RCTs and OSs. Of them, 132 (33%) reviews that pooled 
data from RCTs and OSs were included in this study 
(Additional file  3). The flowchart of the selection pro-
cess is shown in Fig. 1. The PRISMA checklist has been 
attached as an additional file (Additional file 4).

General characteristics of the reviews (Table 1)
The reviews were mainly published in specialty jour-
nals, and 61% of them assessed non-pharmacologic 
interventions.

The median [IQR] number of studies included in the 
reviews was 14 [9-26]: 5 [2-8] RCTs and 9 [5-18] OSs. Of 
the systematic reviews, 13% (n = 17) exclusively included 
prospective cohort studies, 10% (n = 13) exclusively 

included retrospective cohort studies, and 7% (n = 9) 
exclusively included case–control studies.

Overall, 92% (n = 121) of the reviews assessed the 
risk of bias of the primary studies. Tools specific to the 
study design were used in 65% (79/121) of the reviews, 
whereas 27% (n = 33/121) used the same tool for both 
study designs; 6% (n = 8/121) assessed the risk of bias of 
OSs alone, and 1% (n = 1/121) assessed the risk of bias of 
RCTs alone.

Synthesis methods (Table 2)

General characteristics
The included meta-analyses selected were primary anal-
yses in 86% (n = 113) of the reviews. It pertained to an 
efficacy outcome in 64% and to a safety outcome in 21% 
(n = 28). The median number of studies included was 14 
[9-26], with a median of 6.5 [3-12] OSs and 3 [1-6] RCTs.

Methodological characteristics
No additional restrictions on OS design, sample size, or 
any other parameters were imposed for inclusion in the 
meta-analysis. Nevertheless, high risk of bias OSs were 
excluded post-hoc in six meta-analyses.

Overall, 82% (n = 108) of the meta-analyses did not 
specify the effect estimates recorded from OSs (i.e., 
adjusted or unadjusted). Of the meta-analyses that 
reported the type of effect estimates (n = 24), 9% (n = 12) 
used adjusted estimates or estimates obtained using pro-
pensity scores and other matching techniques (strati-
fied or weighted); 4% (n = 5) used unadjusted estimates 
only; and 5% (n = 7) used both adjusted and unadjusted 
estimates.

Statistical characteristics
Meta-analyses were performed using an inverse-variance 
common-effect model in 2% (n = 3), a random-effects 
model in 55% (n = 73), both models in 40% (n = 53), and 
a Poisson regression model in one meta-analysis. Two 
meta-analyses did not report the model used. The choice 
of a common-effect model was justified by the small 
number of included studies (n = 2) and the absence of 
important heterogeneity (n = 1).

A forest plot was presented in 98% of the selected 
meta-analyses (n = 129). Overall, 98% (n = 129) provided 
the effect estimates and the weight of each primary study. 
The mean total weight of OSs was 57.3% (standard devia-
tion, ± 30.3%). Only 44 (33%) meta-analyses reported 
results stratified by study design. Among them, the 
results of OSs and RCTs were consistent in direction in 
70% (n = 31) of the meta-analyses.
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Heterogeneity (Table 2)
Statistical heterogeneity was assessed based on the 
I2 in 93% (n = 123) of the meta-analyses, on Q-test in 
19% (n = 25), and on the between-study variance (tau-
square) in 24% (n = 32). The I2 percentage was > 50% in 
49% (n = 62) of the meta-analyses. Regarding the Q-test, 
16 (12%) reviews reported a p-value < 0.05. The median 
of tau-square reported in 32 meta-analyses was 0.07 
[0–0.30].

Statistical heterogeneity was explored in 80% 
(n = 105) of the above 123 meta-analyses that assessed 

heterogeneity. Out of these 105 meta-analyses, 68% 
(n = 71) explored heterogeneity using sensitivity 
analyses, 70% (n = 75) using subgroup analyses, and 
22% (n = 23) using meta-regression. Study design 
was explored as a potential source of heterogeneity 
in 79% (n = 83) of the 105 meta-analyses. Of the lat-
ter 83 meta-analyses, 64% (n = 56) also considered 
the different types of OSs, such as prospective or ret-
rospective and cohort or case control studies. The 
additional sources of heterogeneity explored included 
study population characteristics in 35% (n = 37) of the 

Fig. 1  Flow chart of study selection
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meta-analyses, risk of bias of primary studies in 45% 
(n = 47), outcome assessment in 23% (n = 24), and 
other characteristics that may act as confounders in 
10% (n = 11) (Table  3). Out of the 75 meta-analyses 
that performed subgroup analysis, 24 reported the 
test for subgroup differences. In two of them the test 
was statistically significant and in one of these two the 
effects were in opposite directions.

Table 1  Characteristics of the included systematic review 
reports

MA Meta-analysis, OSs Observational studies, RCTs Randomised controlled trials, 
RoB Risk of bias

Characteristic Studies

N = 132

n (%)

Journal of publication

  Specialty 119 (90)

  General 33 (10)

Country

  Europe 44 (33)

  North America 32 (24)

  Middle/South America 1 (1)

  Australia 7 (5)

  Asia 48 (37)

  Africa 0 (0)

Type of intervention

  Pharmacological 51 (39)

  Non-pharmacological 81 (61)

  Primary studies included (median [IQR]) 14 [9.0–26.0]

  Randomised controlled trials included (median [IQR]) 5.0 [2.0–8.0]

  OSs included (median [IQR]) 9. 0 [5.0–18.0]

Specific OS designs included

  Prospective cohort studies 17 (13)

  Retrospective cohort studies 13 (10)

  Case control studies 9 (7)

Were the different types of OSs analysed differently?

  Yes 8 (6)

  No 120 (91)

  Unclear 4 (3)

Was an evaluation of the risk of bias for primary studies provided?

  yes, with different tools for OSs and RCTs 79 (65)

  yes, with same tool for OSs and RCTs 33 (27)

  yes, for OSs only 8 (6)

  yes, for RCTs only 1 (1)

  No 11 (8)

Table 2  Characteristics of the synthesis methods

a Number of MAs exploring sources of heterogeneity. MA Meta-analysis, OSs 
Observational studies, RCTs Randomised controlled trial

Characteristic Studies
n (%)

Primary studies included (median [IQR]) 10 [7–17]

Number of RCTs included (median [IQR]) 3 [1–6]

Number of OSs included (median [IQR]) 6.5 [3–12]

Type of outcome analysed

  Primary analysis 113 (86)

  Secondary analysis 12 (9)

  Efficacy outcome 84 (64)

  Safety outcome 28 (21)

Type of data pooled

  Adjusted 7 (5)

  Not adjusted 5 (4)

  Both adjusted and non-adjusted 7 (5)

  Other 5 (4)

  Not reported 108 (82)

Synthesis model

  Random effects model 73 (55)

  Common effect model 3 (2)

  Both models 53 (40)

  Other 1 (1)

  Not reported 2 (2)

Types of effects reported

  Effect estimates for each primary study 121 (92)

  Meta-analysis summary effect 77 (58)

  Effects stratified by study design 44 (34)

Statistical heterogeneity evaluation N = 132

  I2 123 (93)

  Q test 25 (19)

  Tau 32 (24)

Statistical heterogeneity exploration N = 105

  Sensitivity analyses 71 (68)

  Subgroup analyses 75 (70)

  Meta-regression 23 (22)

Source of heterogeneity studied by the meta-analyses’ 
authors

N = 105a

  Study design 283 (79)

  Risk of bias of the primary studies 47 (45)

  Study population characteristics 37 (35)

  Other confounding factors 11 (10)

  Outcome assessment 24 (23)

Publication bias and small study effect evaluation

  Graphical evaluation 85 (64)

  Statistical evaluation 66 (50)

  No evaluation 40 (30)



Page 6 of 9Cheurfa et al. Systematic Reviews           (2024) 13:70 

Confounding factors (Fig. 2)
In 10% (n = 13) of the meta-analyses, the authors reported 
that confounding factors were not sufficiently controlled 
for in OSs. These were factors related to the population 
(5%; n = 6) (e.g., age, sex, or comorbidities), the interven-
tion itself (4%; n = 5) (e.g., way of administration or type 

of injection), the comparator in (1%; n = 1), and the out-
comes (1%, n = 1) (e.g., symptoms, severity, or stage of 
disease). The impact of these factors was investigated 
at the meta-analysis level through sensitivity analyses 
(n = 7), meta-regression (n = 3), stratification (n = 2), and 
data transformation (n = 1) [28].

Publication bias and small study effect
The risk of small-study effects and publication bias was 
assessed using graphical methods (i.e., funnel plots) in 
64% (n = 85) of the meta-analyses and statistical meth-
ods (e.g., Egger’s test) in 50% (n = 66). Out of the 85 that 
used funnel plots, 42 (49%) explored whether small-study 
effects are due to publication bias through contour-
enhanced funnel plots. Regarding the meta-analyses that 
did not assess publication bias (n = 40), 90% (n = 36) did 
not justify this choice.

Limitations reported by authors (Table 3)
Of the total 132 meta-analyses, only 24% (n = 32) 
expressed some concerns regarding the validity of their 
results. These concerns included the presence of high 
risk of bias studies (n = 13, 10%), the inclusion of OSs 
and their interpretation (n = 9, 7%), the small number of 
available RCTs (n = 7, 5%), the effect estimates extracted 
(adjusted or not) (n = 2, 2%), the risk of confounding 
(n = 4, 3%). Only 21% (n = 28) of the meta-analyses used 
the GRADE system to critically appraise the findings.

Discussion
In this study, we investigated the methods used by pub-
lished meta-analyses involving both OSs and RCTs. We 
included 402 meta-analyses that synthesised a total of 
2791 RCTs and 6820 OSs and were published between 

Table 3  Limitations related to study design reported by authors

MA Meta-analysis, OSs Observational studies, RCTs Randomised controlled trial, 
RoB Risk of bias

Characteristic Studies

N = 132

n (%)

Limitations related to study design

  Reported 93 (70)

    High RoB 61 (48)

    Heterogeneity 70 (56)

    Population 50 (40)

    Intervention 15 (12)

    Outcome 11 (9)

    Publication bias 6 (5)

    Small study effects 5 (4)

  Not reported 39 (30)

Concerns regarding the synthesis of OSs with RCTs

  Reported 32 (24)

    Risk of bias 13 (10)

    Inclusion of OSs and their interpretation 9 (7)

    Small number of available RCTs 7 (5)

    Risk of confounding 4 (3)

    Extraction of effect estimate 2 (2)

    Just caution on interpretation 5 (4)

  Not reported 100 (81)

Fig. 2  Confounding factors explored in the meta-analyses
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2015 and 2019. To our knowledge, this is the largest 
sample of meta-analyses considering the combination 
of the two study designs, with 132 (33%) of them hav-
ing undertaken quantitative synthesis for at least one 
outcome. Overall, we identified several methodological 
deficiencies with respect to the inclusion of OSs, suggest-
ing that review authors may not always be aware of the 
challenges imposed by the synthesis of non-randomised 
studies. In particular, the risk of confounding in OSs was 
rarely considered a threat to the validity of the results, 
with the majority of reviews either extracting unadjusted 
estimates or not reporting the type of OS estimates they 
synthesised. Despite the large heterogeneity anticipated 
in the meta-analyses of OSs, few of the included reviews 
explored the observed heterogeneity or considered study 
design as a contributing factor to between-study vari-
ability. However, two-thirds of the included systematic 
reviews did not pool OSs and RCTs; this suggests that 
implicitly the review authors often consider such a syn-
thesis inappropriate or challenging.

Several studies have shown that meta-analyses com-
bining different designs tend to be more heterogeneous 
than those that include only RCTs. Further, the nature 
of the estimates used from OSs (adjusted or unadjusted 
estimates) can substantially affect the results of the meta-
analysis [12]. A meta-epidemiological study including 
19 meta-analyses on side effect outcomes suggested that 
although on average there was no significant difference 
between the results of RCTs and OSs, restricting the 
analysis to only RCTs or OSs may yield different conclu-
sions than those obtained with their combination [13].

Our results have important implications for evidence 
synthesis. The inclusion of OSs in meta-analyses could 
provide valuable information, but if it is not performed 
properly, the conclusions may be misleading [3]. In meta-
analyses involving OSs, it is essential to predefine the most 
important confounding factors and seek OS estimates 
adjusted for at least these factors [29, 30]. In addition, 
review authors should bear in mind that important dis-
crepancies do not only exist between OSs and RCTs but 
also among the different types of OSs (studies with diverse 
populations, follow-up durations, and risk of bias, includ-
ing publication bias). However, such differences may not 
always be reflected in the observed relative effects, mak-
ing the evaluation of clinical and methodological heteroge-
neity crucial. The Cochrane Handbook also recommends 
excluding highly biased OSs from meta-analyses [31].

Our study has some limitations. First, our analysis was 
based on published reports, and some of the identified 
issues might be due to poor reporting rather than poor 
methodology. Furthermore, although our sample was large 
and covered a variety of medical specialties, it remains non-
exhaustive. In addition, our last search was in June 2019 

and therefore our results might not capture any improve-
ments due to the publication of the new Cochrane Hand-
book that was published in 2019 [31]. However, empirical 
evidence has suggested that published guidelines may need 
several years to start having an impact on research practice 
[32]. Finally, we did not quantitatively estimate the discrep-
ancy in the results between OSs and RCTs, as has been esti-
mated by previous meta-epidemiological studies.

Conclusion
In conclusion, OSs may be equally or even more relevant 
to certain research questions, and meta-analysts should 
consider their inclusion. However, our study highlights 
the need to develop concrete guidance on methods for 
synthesising different study designs within systematic 
reviews and meta-analyses.

Abbreviations
OS	� Observational study
RCT​	� Randomised controlled trial

Supplementary Information
The online version contains supplementary material available at https://​doi.​
org/​10.​1186/​s13643-​024-​02464-w.

Additional file 1. Search strategy.

Additional file 2. Data extraction form.

Additional file 3. References of 132 studies included.

Additional file 4. PRISMA Checklist for research.

Acknowledgements
The authors thank Carole Lescure for her participation in article screening.

Authors’ contributions
CC contributed to study conception and design, data acquisition, statistical 
analysis, interpretation of the findings, and drafting of the manuscript. ST 
contributed to data acquisition, statistical analysis, and interpretation of the 
findings. KT was involved in data acquisition and interpretation of the findings. 
AC and IB contributed to study conception and design, interpretation of the 
findings, and drafting of the manuscript. All authors read and approved the 
final manuscript.

Funding
This work was supported by the French National Research Agency under the 
project ANR-22-CE36-0013–01.

Availability of data and materials
The datasets used and analysed in the current study are available at the Open 
Science Framework platform (https://​doi.​org/​10.​17605/​OSF.​IO/​7JEP3).

Declarations

Ethics approval and consent to participate
Not Applicable.

Consent for publication
Not Applicable.

Competing interests
The authors declare no competing interests.

https://doi.org/10.1186/s13643-024-02464-w
https://doi.org/10.1186/s13643-024-02464-w
https://doi.org/10.17605/OSF.IO/7JEP3


Page 8 of 9Cheurfa et al. Systematic Reviews           (2024) 13:70 

Author details
1 Université Paris Cité and Université Sorbonne Paris Nord, Inserm, INRAe, Cen‑
tre for Research in Epidemiology and Statistics (CRESS), Hôpital Hôtel Dieu, 1 
Place du Parvis Notre‑Dame, 75004 Paris, France. 2 Department of Anesthesiol‑
ogy and Critical Care, AP-HP, Cochin Hospital, 75004 Paris, France. 3 Depart‑
ment of Primary Education, School of Education, University of Ioannina, 
Ioannina, Greece. 4 Centre d’Épidémiologie Clinique, AP-HP, Hôpital Hôtel-Dieu, 
75004 Paris, France. 5 Cochrane France, Paris, France. 

Received: 21 July 2023   Accepted: 16 January 2024

References
	1.	 Ziff OJ, Lane DA, Samra M, Griffith M, Kirchhof P, Lip GYH, et al. Safety and 

efficacy of digoxin: systematic review and meta-analysis of observational 
and controlled trial data. BMJ. 2015;351: h4451. https://​doi.​org/​10.​1136/​
bmj.​h4451.

	2.	 Metelli S, Chaimani A. Challenges in meta-analyses with observational 
studies. Evid Based Ment Health. 2020;23:83–7. https://​doi.​org/​10.​1136/​
ebmen​tal-​2019-​300129.

	3.	 Shrier I, Boivin J-F, Steele RJ, Platt RW, Furlan A, Kakuma R, et al. Should 
meta-analyses of interventions include observational studies in addition 
to randomized controlled trials? A critical examination of underlying 
principles. Am J Epidemiol. 2007;166:1203–9. https://​doi.​org/​10.​1093/​aje/​
kwm189.

	4.	 Abraham NS, Byrne CJ, Young JM, Solomon MJ. Meta-analysis of well-
designed nonrandomized comparative studies of surgical procedures is 
as good as randomized controlled trials. J Clin Epidemiol. 2010;63:238–45. 
https://​doi.​org/​10.​1016/j.​jclin​epi.​2009.​04.​005.

	5.	 Tinetti ME. The gap between clinical trials and the real world: extrapolat‑
ing treatment effects from younger to older adults. JAMA Intern Med. 
2014;174:397–8. https://​doi.​org/​10.​1001/​jamai​ntern​med.​2013.​13283.

	6.	 Norris SL, Atkins D, Bruening W, Fox S, Johnson E, Kane R, et al. Observa‑
tional studies in systematic [corrected] reviews of comparative effective‑
ness: AHRQ and the Effective Health Care Program. J Clin Epidemiol. 
2011;64:1178–86. https://​doi.​org/​10.​1016/j.​jclin​epi.​2010.​04.​027.

	7.	 Ioannidis JP, Haidich AB, Pappa M, Pantazis N, Kokori SI, Tektonidou MG, 
et al. Comparison of evidence of treatment effects in randomized and 
nonrandomized studies. JAMA. 2001;286:821–30. https://​doi.​org/​10.​1001/​
jama.​286.7.​821.

	8.	 Kimachi M, Onishi A, Tajika A, Kimachi K, Furukawa TA. Systematic differ‑
ences in effect estimates between observational studies and randomized 
control trials in meta-analyses in nephrology. Sci Rep. 2021;11:6088. 
https://​doi.​org/​10.​1038/​s41598-​021-​85519-5.

	9.	 Schwingshackl L, Balduzzi S, Beyerbach J, Bröckelmann N, Werner SS, 
Zähringer J, et al. Evaluating agreement between bodies of evidence 
from randomised controlled trials and cohort studies in nutrition 
research: meta-epidemiological study. BMJ. 2021;374: n1864. https://​doi.​
org/​10.​1136/​bmj.​n1864.

	10.	 Naudet F, Maria AS, Falissard B. Antidepressant response in major depres‑
sive disorder: a meta-regression comparison of randomized controlled 
trials and observational studies. PLoS ONE. 2011;6: e20811. https://​doi.​
org/​10.​1371/​journ​al.​pone.​00208​11.

	11.	 Shikata S, Nakayama T, Noguchi Y, Taji Y, Yamagishi H. Comparison of 
effects in randomized controlled trials with observational studies in 
digestive surgery. Ann Surg. 2006;244:668–76. https://​doi.​org/​10.​1097/​01.​
sla.​00002​25356.​04304.​bc.

	12.	 Bun R-S, Scheer J, Guillo S, Tubach F, Dechartres A. Meta-analyses fre‑
quently pooled different study types together: a meta-epidemiological 
study. J Clin Epidemiol. 2020;118:18–28. https://​doi.​org/​10.​1016/j.​jclin​epi.​
2019.​10.​013.

	13.	 Golder S, Loke YK, Bland M. Meta-analyses of adverse effects data derived 
from randomised controlled trials as compared to observational studies: 
methodological overview. PLoS Med. 2011;8: e1001026. https://​doi.​org/​
10.​1371/​journ​al.​pmed.​10010​26.

	14.	 Beyerbach J, Stadelmaier J, Hoffmann G, Balduzzi S, Bröckelmann N, 
Schwingshackl L. Evaluating concordance of bodies of evidence from 
randomized controlled trials, dietary intake, and biomarkers of intake in 
cohort studies: A meta-epidemiological study. Adv Nutr Bethesda Md. 
2022;13:48–65. https://​doi.​org/​10.​1093/​advan​ces/​nmab0​95.

	15.	 Wang SV, Schneeweiss S, RCT-DUPLICATE Initiative, Franklin JM, Desai 
RJ, Feldman W, et al. Emulation of randomized clinical trials with 
nonrandomized database analyses: Results of 32 clinical trials. JAMA 
2023;329:1376–85. https://​doi.​org/​10.​1001/​jama.​2023.​4221.

	16.	 Verde PE, Ohmann C. Combining randomized and non-randomized 
evidence in clinical research: a review of methods and applications. Res 
Synth Methods. 2015;6:45–62. https://​doi.​org/​10.​1002/​jrsm.​1122.

	17.	 Mueller M, D’Addario M, Egger M, Cevallos M, Dekkers O, Mugglin C, 
et al. Methods to systematically review and meta-analyse observational 
studies: a systematic scoping review of recommendations. BMC Med Res 
Methodol. 2018;18:44. https://​doi.​org/​10.​1186/​s12874-​018-​0495-9.

	18.	 Dwyer T, Couper D, Walter SD. Sources of heterogeneity in the meta-anal‑
ysis of observational studies: the example of SIDS and sleeping position. 
J Clin Epidemiol. 2001;54:440–7. https://​doi.​org/​10.​1016/​s0895-​4356(00)​
00313-9.

	19.	 Simunovic N, Sprague S, Bhandari M. Methodological issues in systematic 
reviews and meta-analyses of observational studies in orthopaedic 
research. J Bone Joint Surg Am. 2009;91(Suppl 3):87–94. https://​doi.​org/​
10.​2106/​JBJS.H.​01576.

	20.	 O’Connor AM, Sargeant JM. Meta-analyses including data from observa‑
tional studies. Prev Vet Med. 2014;113:313–22. https://​doi.​org/​10.​1016/j.​
preve​tmed.​2013.​10.​017.

	21.	 Higgins JP, Ramsay C, Reeves BC, Deeks JJ, Shea B, Valentine JC, et al. 
Issues relating to study design and risk of bias when including non-
randomized studies in systematic reviews on the effects of interventions. 
Res Synth Methods. 2013;4:12–25. https://​doi.​org/​10.​1002/​jrsm.​1056.

	22.	 Valentine JC, Thompson SG. Issues relating to confounding and meta-
analysis when including non-randomized studies in systematic reviews 
on the effects of interventions. Res Synth Methods. 2013;4:26–35. https://​
doi.​org/​10.​1002/​jrsm.​1064.

	23.	 Thompson S, Ekelund U, Jebb S, Lindroos AK, Mander A, Sharp S, et al. 
A proposed method of bias adjustment for meta-analyses of published 
observational studies. Int J Epidemiol. 2011;40:765–77. https://​doi.​org/​10.​
1093/​ije/​dyq248.

	24.	 Cheurfa C, Tsokani S, Kontouli K-M, Boutron I, Chaimani A. Empirical 
evaluation of the methods used in systematic reviews including obser‑
vational studies and randomized trials. J Clin Epidemiol. 2023;158:44–52. 
https://​doi.​org/​10.​1016/j.​jclin​epi.​2023.​02.​008.

	25.	 Jonathan J Deeks, Julian PT Higgins, Douglas G Altman; on behalf of 
the Cochrane Statistical Methods Group. Chapter 10: Analysing data 
and undertaking meta-analyses. In: Higgins J, Thomas J, Chandler 
J, Cumpston M, Li T, Page MJ, Welch VA, editors. Cochrane Hand‑
book for Systematic Reviews of Interventions Version 6.3. Cochrane; 
2022. https://​train​ing.​cochr​ane.​org/​handb​ook/​curre​nt/​chapt​er-​10 
(Accessed 21 Sept 2022).

	26.	 R. 3.4.2, R Core Team (2014) R: A language and environment for statistical 
computing. R Foundation for Statistical Computing, Vienna, Austria. URL. 
https://​www.r-​proje​ct.​org

	27.	 XLSTAT 2022.1 version, by Microsoft Excel. https://​www.​xlstat.​com/​fr/.
	28.	 Mariani J, Macchia A, De Abreu M, Gonzalez Villa Monte G, Tajer C. 

Multivessel versus Single Vessel Angioplasty in Non-ST Elevation Acute 
Coronary Syndromes: A Systematic Review and Meta analysis. PloS One 
2016;11:e0148756. https://​doi.​org/​10.​1371/​journ​al.​pone.​01487​56.

	29.	 Sterne JA, Hernán MA, Reeves BC, Savović J, Berkman ND, Viswanathan 
M, et al. ROBINS-I: a tool for assessing risk of bias in non-randomised 
studies of interventions. BMJ. 2016;355: i4919. https://​doi.​org/​10.​
1136/​bmj.​i4919.

	30.	 Schünemann HJ, Cuello C, Akl EA, Mustafa RA, Meerpohl JJ, Thayer K, et al. 
GRADE Working Group. GRADE guidelines: 18. How ROBINS-I and other 
tools to assess risk of bias in nonrandomized studies should be used to 
rate the certainty of a body of evidence. J Clin Epidemiol 2019;111:105–
14. https://​doi.​org/​10.​1016/j.​jclin​epi.​2018.​01.​012.

https://doi.org/10.1136/bmj.h4451
https://doi.org/10.1136/bmj.h4451
https://doi.org/10.1136/ebmental-2019-300129
https://doi.org/10.1136/ebmental-2019-300129
https://doi.org/10.1093/aje/kwm189
https://doi.org/10.1093/aje/kwm189
https://doi.org/10.1016/j.jclinepi.2009.04.005
https://doi.org/10.1001/jamainternmed.2013.13283
https://doi.org/10.1016/j.jclinepi.2010.04.027
https://doi.org/10.1001/jama.286.7.821
https://doi.org/10.1001/jama.286.7.821
https://doi.org/10.1038/s41598-021-85519-5
https://doi.org/10.1136/bmj.n1864
https://doi.org/10.1136/bmj.n1864
https://doi.org/10.1371/journal.pone.0020811
https://doi.org/10.1371/journal.pone.0020811
https://doi.org/10.1097/01.sla.0000225356.04304.bc
https://doi.org/10.1097/01.sla.0000225356.04304.bc
https://doi.org/10.1016/j.jclinepi.2019.10.013
https://doi.org/10.1016/j.jclinepi.2019.10.013
https://doi.org/10.1371/journal.pmed.1001026
https://doi.org/10.1371/journal.pmed.1001026
https://doi.org/10.1093/advances/nmab095
https://doi.org/10.1001/jama.2023.4221
https://doi.org/10.1002/jrsm.1122
https://doi.org/10.1186/s12874-018-0495-9
https://doi.org/10.1016/s0895-4356(00)00313-9
https://doi.org/10.1016/s0895-4356(00)00313-9
https://doi.org/10.2106/JBJS.H.01576
https://doi.org/10.2106/JBJS.H.01576
https://doi.org/10.1016/j.prevetmed.2013.10.017
https://doi.org/10.1016/j.prevetmed.2013.10.017
https://doi.org/10.1002/jrsm.1056
https://doi.org/10.1002/jrsm.1064
https://doi.org/10.1002/jrsm.1064
https://doi.org/10.1093/ije/dyq248
https://doi.org/10.1093/ije/dyq248
https://doi.org/10.1016/j.jclinepi.2023.02.008
https://training.cochrane.org/handbook/current/chapter-10
https://www.r-project.org
https://www.xlstat.com/fr/
https://doi.org/10.1371/journal.pone.0148756
https://doi.org/10.1136/bmj.i4919
https://doi.org/10.1136/bmj.i4919
https://doi.org/10.1016/j.jclinepi.2018.01.012


Page 9 of 9Cheurfa et al. Systematic Reviews           (2024) 13:70 	

	31.	 Reeves BC, Deeks JJ, Higgins JPT, Shea B, Tugwell P, Wells GA; on behalf of 
the Cochrane Non-Randomized Studies of Interventions Methods Group. 
Chapter 24: Including non-randomized studies on intervention effects. In: 
Higgins J, Thomas J, Chandler J, Cumpston M, Li T, Page MJ, Welch VA, edi‑
tors. Cochrane Handbook for Systematic Reviews of Interventions Version 
6.3. Cochrane; 2022. https://​train​ing.​cochr​ane.​org/​handb​ook/​curre​nt/​
chapt​er-​24 (Accessed 20 Sept 2021).

	32.	 Veroniki AA, Tsokani S, Zevgiti S, Pagkalidou I, Kontouli KM, Ambarcioglu 
P, et al. Do reporting guidelines have an impact? Empirical assessment of 
changes in reporting before and after the PRISMA extension statement 
for network meta-analysis. Syst Rev. 2021;10(1):246. https://​doi.​org/​10.​
1186/​s13643-​021-​01780-9.​Errat​um.​In:​SystR​ev.​2022J​un3;​11(1):​112.

Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in pub‑
lished maps and institutional affiliations.

https://training.cochrane.org/handbook/current/chapter-24
https://training.cochrane.org/handbook/current/chapter-24
https://doi.org/10.1186/s13643-021-01780-9.Erratum.In:SystRev.2022Jun3;11(1):112
https://doi.org/10.1186/s13643-021-01780-9.Erratum.In:SystRev.2022Jun3;11(1):112

	Synthesis methods used to combine observational studies and randomised trials in published meta-analyses
	Abstract 
	Background 
	Methods 
	Results 
	Conclusion 

	Background
	Methods
	Data extraction
	General characteristics
	Synthesis methods

	Statistical analysis

	Results
	General characteristics of the reviews (Table 1)
	Synthesis methods (Table 2)
	General characteristics
	Methodological characteristics
	Statistical characteristics
	Heterogeneity (Table 2)
	Confounding factors (Fig. 2)
	Publication bias and small study effect
	Limitations reported by authors (Table 3)


	Discussion
	Conclusion
	Acknowledgements
	References


